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Supplementary Appendix S1:

PubMed:

(diabetes [MeSH Terms])

AND

(low-carbohydrate OR high-carbohydrate OR low-fat OR high-fat OR low-protein OR high-protein
OR vegetarian OR vegan OR Mediterranean OR DASH OR dietary approaches to stop hypertension

OR glycaemic index OR glycaemic load OR Palaeolithic OR low-calorie OR atkins)

AND

(glycemic OR glycaemia OR glycaemic OR glycemia OR HbAlc OR Alc OR glycated OR

glycosylated OR glucose)

AND (random*)

Cochrane CENTRAL

(diabetes)

AND

(low-carbohydrate OR high-carbohydrate OR low-fat OR high-fat OR low-protein OR high-protein
OR vegetarian OR vegan OR Mediterranean OR DASH OR dietary approaches to stop hypertension

OR glycaemic index OR glycaemic load OR Palaeolithic OR low-calorie OR atkins)

AND

(glycemic OR glycaemia OR glycaemic OR glycemia OR HbAlc OR Alc OR glycated OR

glycosylated OR glucose)
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Additional records identified through
google scholar and other sources
(handpicking) (n=283)

Records identified through database
searching: (until July 2017)

PubMed (n=2241)

Cochrane Central (n=1328)

Records screened (n=3852)

| Records excluded after title/abstract
screening:

i (n=3793)

Full-text articles assessed for eligibility
(n=115)
Full-text articles excluded, with reasons
(n=59)
e Single food or meal intervention
(n=14)

e Study length (<12 weeks) (n=3)

e Long-term follow-up available (n=3)

e Not T2D patients (n=4)

e Duplicate (n=2)

e Not a randomized trial (n=5)
Studies included in qualitative and e Orlistat con-intervention in one
quantitative synthesis (n=56) arm (n=1)
HbA1c (n=55) e  Multifactorial Mediterranean
Fasting glucose (n=44) dietary intervention (n=1)

e Very low-calorie diets (n=2)

e Single arm trial (n=1)

e Review (n=1)

e LF diet not a low-fat diet (>30% fat

of TEC) (n=1)
e  Meta-analysis (n=21)

Supplementary Figure S1: Flow diagram of study selection
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Reference Reason for exclusion

[1] Single food or meal intervention
[2] Single food or meal intervention
[3] Single food or meal intervention
[4] Study length <12 weeks

[5] Long-term follow-up available
[6] Not T2D patients

[7] Same study already included

[8] Single food or meal intervention
[9] Not a randomized trial

[10] Study length <12 weeks

[11] Study length <12 weeks

[12] Not a randomized trial

[13] Not a randomized trial

[14] Single food or meal intervention
[15] Not T2D patients

[16] Single food or meal intervention
[17] Orlistat co-intervention in one group
[18] Single food or meal intervention
[19] Single food or meal intervention
[20] Not a randomized trial

[21] Not a randomized trial

[22] Not T2D patients

[23] Single food or meal intervention
[24] Single food or meal intervention
[25] Long-term follow-up available
[26] Multifactorial Mediterranean dietary intervention
[27] Single food or meal intervention
[28] Single food or meal intervention
[29] Very low calorie diets

[30] Very low calorie diets

[31] Long-term follow-up available
[32] Single-arm

[33] Single food or meal intervention
[34] Single food or meal intervention
[35] Not T2D patients

[36] Same study already included
[37] LF diet not a low-fat diet (>30% fat of TEC)
[38] Meta-analysis

[39] Meta-analysis

[40] Meta-analysis

[41] Meta-analysis

[42] Meta-analysis

[43] Meta-analysis

[44] Review

[45] Meta-analysis

[46] Meta-analysis

[47] Meta-analysis

[48] Meta-analysis

[49] Meta-analysis

[50] Meta-analysis

[51] Meta-analysis

[52] Meta-analysis
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[53] Meta-analysis
[54] Meta-analysis
[55] Meta-analysis
[56] Meta-analysis
[57] Meta-analysis
[58] Meta-analysis
[59] Meta-analysis

Supplementary Table S1: Full-text articles excluded, with reasons (n=59)
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Supplementary Figure S2: Risk of bias of individual trials
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Reference Country | Study Comparison | Sample | Mean age Mean baseline | Mean baseline | Female (%) Duration, | Diet1 Diet 2 Diet 3 Energy Drop out
Design Diets size BMI HbAlc months restricted
Andrews United RCT, Low-fat 347 Low Fat: Low Fat: Low Fat: Low Fat: 12 Low fat: Control: NA Low fat: Low fat:
2016 Kingdom | parallel vs. 60.1 31.5 6.64 36% Based on Diabetes UK | Standard dietary and yes 1%
Control Control: Control: Control: Control: dietary guidelines: exercise advice after Control: Control:
59.5 323 6.72 37% choose foods in the randomization and at unrestricted | 7%
lower ranges of energy | the end of the study,
density, fat content, and | with reviews by a study
glycaemic index doctor and nurse at
baseline and at 6 and 12
months
Barnard USA RCT, Vegetarian 99 Vegetarian: Vegetarian: Vegetarian: Vegetarian: 18 Vegetarian: Low-fat: NA Vegetarian: | Vegetarian:
2009 parallel vs. 56.7 339 8.0 55% 75% carbohydrate, 15% | American Diabetes unrestricted | 33%;
Low-fat Low-fat: Low fat: Low fat: Low fat: protein, 10% fat Association guidelines: Low-fat: Low fat:
54.6 359 7.9 66% 60-70% carbohydrate, diet with 24%
15-20% protein, <7% BMI >25:
saturated fat and 500-1000
MUFA, <200 mg kcal/d
cholesterol
Brand Australia | RCT, Low 16 62 25 7.7 38% 3 Low glycaemic Low-fat: NA No No
1994 crossover | glycaemic index/load: 12% of carbohydrate
index/load 6% of carbohydrate from ready-to-eat
VS. from legumes, 10% breakfast cereals, 8%
Low-fat from porridge oats, from potatoes, 8% from
21% from pasta bananas
Brehm USA RCT, Moderate- 124 56.5 359 7.3 64% 12 Moderate carbohydrate: | Low-fat: NA 200 to 300 Moderate
2009 parallel carbohydrate 45% carbohydrate, 15% | 60% carbohydrate, 15% kcal/d carbohydrate:
vs. protein, 40% fat, 20% protein, 25% fat energy 31%;
Low-fat MUFA deficit Low-fat:
16%
Brinkworth | Australia | RCT, High protein | 64 High protein: | High protein: High protein: NA 15 High protein: Low-fat: NA No High protein:
2004 parallel Vs. 60.9 33.6 6.5 40% carbohydrate, 30% | 55% carbohydrate, 15% 39%
Low-fat Low-fat: Low-fat: Low-fat: protein, 30% fat protein, 30% fat Low-fat:
62.7 333 6.2 42%
Brunerova Czech RCT, Moderate- 27 Moderate Moderate Moderate NA 3 Moderate carbohydrate: | Low fat: NA 600 kcal/d Moderate
2007 Republic | parallel carbohydrate carbohydrate: | carbohydrate: | carbohydrate: 45% carbohydrates, 60% carbohydrates, energy carbohydrate:
vs. 54.7 334 7.3 10% protein, and 10% protein, deficit NA
Low-fat Low fat: Low fat: Low fat: 45% fat 30% fat Low fat:
51.2 34.7 6.9 NA
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Ceriello Italy RCT, Mediterranean | 24 NA Mediterranean: | Mediterranean: | 29% 3 Mediterranean: Low-fat: NA No 0%
2014 parallel Vs. 29.8 8.1 Enriched with 50mL Recommendations to
Low-fat Low-fat: Low-fat: MUFAs, Mediterranean | reduce all types of fat
29.2 8.0 diet recommendations
Coppell New RCT, Low-fat 93 Low-fat: Low-fat: Low-fat: 59% 6 Low-fat: Control: NA Low-fat: Low-fat:
2010 Zealand parallel VS. 56.6 35.1 8.9 Advice on PA, 45-60% | Advice on PA, no Atleast 5% | 11%;
Control Control: Control: Control: carbohydrate, 20g/1000 | change in diet weight loss | Control:
58.4 34.2 8.6 kcal of fibre, half of for 8%
fibre should be soluble, overweight
10-20% protein, < 30% or obese
fat: <10% saturated fat
(or <8% if LDL was
high, PUFA < 10%)
Daly United RCT, Low- 102 Low- Low- Low- 52% 3 Low-carbohydrate: Low-fat: NA No 23%
2005 Kingdom | parallel carbohydrate carbohydrate: | carbohydrate: | carbohydrate: Up to 70g Standard healthy eating
vs. 58.2 354 9.0 carbohydrates/d advice, focused on
Low-fat Low-fat: Low-fat: Low-fat: including 1/2 pint milk | reducing fat intake and
59.1 36.7 9.11 and 1 fruit reducing portion sizes
Davis USA RCT, Low- 105 Low- Low- Low- 78% 12 Low-carbohydrate: Low-fat: NA No 19%
2009 parallel carbohydrate carbohydrate: | carbohydrate: | carbohydrate: 2 weeks carbohydrate 25% fat
Vs. 54 35 7.5 restriction of 20-25g/d.
Low-fat Low-fat: Low-fat: Low-fat: 5g increment/week
53 37 7.4
de Bont United RCT, Moderate- 148 Moderate- NA Moderate- 100% 6 Moderate-carbohydrate: | Low-fat: NA No 7%
1981 Kingdom | parallel carbohydrate carbohydrate: carbohydrate: Goal of <40% goal of 30% fat
Vs. 54 10.1 carbohydrate
Low-fat Low-fat: Low-fat:
56 10
Dyson United RCT, Low- 12 56 Low- Low- 70% 3 Low-carbohydrate: Low fat: NA Low- NA
2007 Kingdom | parallel carbohydrate carbohydrate: | carbohydrate: 40 g/day and Dietary guidelines of carbohydrate:
Vs. 36.5 7.2 were given specific Diabetes UK unrestricted
Low-fat Low fat: Low fat advice to take at least Low fat:
333 7.5 200 ml of milk daily 500 kcal/d
and include 4-5 energy
portions of fruit and deficit

vegetables daily, with
an emphasis on low-
carbohydrate vegetables
such as salads and
green leafy vegetables
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Elhayany Israel RCT, Mediterranean | 259 Mediterranean: | Mediterranean: | Mediterranean: | 48% 12 Mediterranean 1: Low-fat: NA No 25%
2010 parallel Vs. 56 31 8.3 50% carbohydrate, 30g | 50% carbohydrates, 15g
Low-fat Low-fat: Low-fat: Low-fat: fibre, 20% protein, fibre, 30% fat - of
56 31.8 83 30% fat: of which 10% | which 10% MUFA,
MUFA, 12% PUFA and | 12% PUFA and 7%
7% SFA SFA - 20% protein
Mediterranean 11:
35% carbohydrate, 30g
fibre, 20% protein, 45%
fat: of which 23%
MUFA, 15% PUFA and
7% SFA
Esposito Italy RCT, Mediterranean | 215 Mediterranean: | Mediterranean: | Mediterranean: | 51% 48 Mediterranean: Low-fat NA 1500 kcal/d | 9%
2009 parallel Vs. 52.4 29.7 7.75 Rich in vegetables, Rich in whole grains women,
Low-fat Low-fat: Low-fat: Low-fat: whole grains, low in red | and restricted additional 1800 kcal/d
51.9 29.5 7.71 meat - replaced with fats, sweets, high-fat men
poultry and fish - 30- snacks; <30% fat:
50g olive oil; >50% <10% saturated fat
complex carbohydrates,
<30% fat
Fabricatore | USA RCT, Low 79 Low-fat: Low-fat: Low-fat: 80% 9 Low-fat: Low-GL: NA No 37%
2011 parallel glycaemic 52.5 358 7.0 <30% fat <3 and <1 servings/d of
index/load Low-GL: Low-GL: Low-GL: moderate-GL and high-
vs. 52.8 36.7 6.6 GL foods, respectively
Low-fat
Guldbrand Sweden RCT, Low- 61 Low- Low- Low- 56% 24 Low-carbohydrate: Low-fat: NA 1600 kcal/d | 0%
2012 parallel carbohydrate carbohydrate: | carbohydrate: | carbohydrate: 20% carbohydrate, 30% | 55-60% carbohydrate, women,
vs. 61.2 31.6 7.5 protein, 50% fat 10-15% protein, 30% 1800 kcal/d
Low-fat Low-fat: Low-fat: Low-fat: fat: <10% saturated fat men
62.7 33.8 7.2
Heilbronn Australia | RCT, Moderate- 25 Moderate Moderate Moderate 80% 3 Moderate carbohydrate: | Low-fat: NA Energy 0%
1999 parallel carbohydrate carbohydrate: | carbohydrate: | carbohydrate: 49% carbohydrates, 73% carbohydrates, restricted
VS. 58.7 33.6 7.75 33% fat, 18% protein 10% fat, 17% Protein
Low-fat Low-fat: Low-fat: Low-fat:
57.5 32.6 8.51
Hockaday United RCT, Moderate- 93 Moderate- NA NA 44% 12 Moderate-carbohydrate: | Low-fat: NA 1500 keal/d | NA
1978 Kingdom | parallel carbohydrate carbohydrate: 40% carbohydrate, 20% | 54% carbohydrate, 20%
Vs. 53 protein, 40% fat: 28% protein, 26% fat: 10%
Low-fat Low-fat: SFA and MUFA, 12% | SFA and MUFA, 16%
50 PUFA PUFA
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Huang Taiwan RCT, Low-fat 154 Low-fat: Low-fat: Low-fat: 56% 12 Low-fat: Control: NA NA Low-fat:
2010 parallel VS. 56 25.7 8.0 An individualized Control group received 24%
Control Control: Control: Control: diet plan was created to | the routine care Control:
57 27.0 8.4 maintain intake of practiced at their 27%
protein, fat, and primary care, which
carbohydrate energy to | may have also included
15-20, 25-30, and 50— | a summary of basic
60% dietary principles by
Nurses
Igbal USA RCT, Low- 144 59.4 37.6 Low- 10% 24 Low-carbohydrate: Low-fat: NA Low-fat: 53% (weight
2009 parallel carbohydrate carbohydrate: Goal of 30g/d <7% saturated fats, 500 kcal/d was retrieved
Vs. 7.9 carbohydrates; more <300 mg cholesterol, energy from medical
Low-fat Low-fat whole grains and encouraged to increase deficit records for
7.6 unsaturated FAs fruits and vegetable 75% of drop
encouraged intake outs)
Itsiopoulos | Australia | RCT, Mediterranean | 31 59 30.7 7.1 41% 3 Mediterranean: Low-fat: NA No 13%
2011 crossover | Vs. 44% carbohydrate, 12% | No alteration of diet
Low-fat protein, 40% fat: >50% | 27% fat
from MUFA -, 4%
alcohol from red wine,
47g/d fibre; 70% of
foods provided by the
study
Jenkins Canada RCT, Low 210 Low glycaemic | Low glycaemic | 7.1 39% 6 Low glycaemic Low-fat: NA No 26%
2008 parallel glycaemic index/load: index/load: index/load: 42-43% carbohydrate;
index/load 60 30.6 42-43% carbohydrate; from high-cereal fibre
vs. Low-fat Low-fat: from low-GI foods list | foods list in prescribed
Low-fat 61 31.2 in prescribed servings servings of 15g
of 15g
Jenkins Canada RCT, Low 121 Low glycaemic | Low glycaemic | Low glycaemic | Low glycaemic | 3 Low glycaemic Low fat: NA NA Low glycaemic
2012 parallel glycaemic index/load: index/load: index/load: index/load: index/load: Whole wheat and whole index/load:
index/load 58 314 7.4 47% legume consumption grain carbohydrate 6%
vs. Low fat: Low fat: Low fat: Low fat: was | cup per day foods: whole wheat Low fat:
Low-fat 61 29.9 72 52% approximately 190 g breakfast cereals, 5%

per day, or 2 servings
per day) of cooked
beans, chickpeas or
lentils

breads, brown rice

10
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Jenkins Canada RCT, Low 141 Low glycaemic | Low glycaemic | Low glycaemic | Low glycaemic | 3 Low glycaemic Low fat: NA NA Low glycaemic
2014 parallel glycaemic index/load: index/load: index/load: index/load: index/load: included: 7.5 slices of whole- index/load:
index/load 59 30 7.4 46% 4.5 slices of canola oil- | wheat bread without 21%
Vvs. Low fat: Low fat: Low fat: Low fat: 45% enriched whole-wheat | canola oil per day (500 Low fat:
Low-fat 59 31 72 bread (500 kcal/d) kcal); participants were 10%
provided as a instructed to avoid
supplement; low-GI white-flour products
foods, including and replace them with
legumes, barley, pasta, | whole-wheat breakfast
parboiled rice, and cereals, study breads,
temperate-climate fruit, | brown rice, and so forth
as outlined in previous
studies
Jonsson Sweden RCT, Palaeolithic | 13 64 30 6.6 23% 6 Palaeolithic: Low-fat: NA No 0%
2009 Crossover | vs. Based on lean meat, Increased vegetable,
Low-fat fish, fruit, vegetables, fibre, whole-grain
eggs and nuts, cereal products and
excluding dairy’s, fruits; decreased total
cereal grains, beans, fat, saturated fat and
refined fats, sugar, salt
candy, soft drinks, beer
and added salt
Kahleova Czech RCT, Vegetarian 74 Vegetarian: Vegetarian: Vegetarian: 53% 6 Vegetarian: Low-fat: NA 500 kcal/d 16%
2011 Republic | parallel vs. 54.6 35.1 7.6 60% carbohydrate, 15% | 50% carbohydrate, 20% energy
Low-fat Low-fat: Low-fat: Low-fat: protein, 25% fat; animal | protein, <30% fat: <7% deficit
57.7 35 7.7 products limited to 1 SFA, <200mg
portion of low-fat cholesterol
yogurt/day
Kaplan USA RCT, Low-fat 76 Low fat: NA Low fat: NA 18 Low Fat: Control: NA 1200 keal/d | NA
1987 parallel vs. 57 9.18 50% carbohydrate, 20% | Standard dietary advice
Control Control: Control: protein, 30% fat
54 8.16
Krebs New RCT, High-Protein | 419 58 36.6 8.1 60% 12 High-Protein: Low-fat: NA 500 kcal/d 30%
2012 Zealand parallel Vs. 40% carbohydrate, 30% | 55% carbohydrate, 15% energy
Low-fat protein, 30% fat protein, 30% fat deficit
Larsen Australia | RCT, High-Protein | 99 High-Protein: | 27-49 High-Protein: | 52% 12 High-Protein: Low-fat: NA 1500 kcal /d | 7%
2011 parallel VS. 59.6 7.89 40% carbohydrate, 30% | 55% carbohydrate, 15% diet, or 30%
Low-fat Low-fat: Low-fat: protein, 30% fat protein, 30% fat energy
58.8 7.78 restriction
for 3
months;
followed by
9 months of
energy
balance

11
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Lasa Spain RCT, Mediterranean | 191 Mediterranean: | Mediterranean: | NA 60% 12 Mediterranean 1: Low fat: NA No no
2014 parallel Vs. 67 29.8 Mediterranean diet + <30% fat
Low-fat Low-fat: Low-fat: 1L/week of virgin olive
67.2 29.8 oil
Mediterranean 2:
Mediterranean diet +
30g/d mixed nuts
Lee Korea RCT, Vegetarian 93 Vegetarian: Vegetarian: Vegetarian: 37% 3 Vegetarian: Low fat NA Low fat: Vegan:
2016 parallel vs. 57.5 239 7.7 Whole grains, (50-60% carbohydrate, iso-caloric 13%
Low-fat Low-fat: Low-fat: Low fat: vegetables, fruit, and 15-20% protein Low fat:
58.3 23.1 7.4 legumes (if renal function is 11%
normal), <25% fat)
Li China RCT, Low-fat 139 Low fat: Low fat: Low fat: 48% 12 Low-fat: Control: NA Low-fat: Low fat:
2016 parallel Vs. 59 27.19 8.10 Carbohydrate, 22% fat, | No dietary intervention 2275kcald | 4%
Control Control: Control: Control: 18% from protein for men Control:
59 25.17 8.05 And 1890 2%
kcal/d for
women
Liu China RCT, Low-fat 117 Low fat: Low fat: Low fat: 61% 12 Low-fat: Control: NA NA Low fat:
2016 Parallel Vvs. 63.3 25.8 7.55 Food groups are Routine care 10%
Control Control: Control: Control: assigned colours of the | practiced at their Control:
62 26.8 7.78 traffic light. RED light | community health 8%

(stop and think): fat,
processed meats, cake,
and sugar-sweetened
drinks.

YELLOW light (good
for you, but watch
portion size): grains,
meat, poultry, fish and
shellfish, nuts, eggs,
and oil.

GREEN light (go, low
in calorie-density and
high in nutrients):
vegetables, fruits, dairy,
beans and legumes, and
water. The TLD guide
is provided to patients
with type 2

diabetes to help them
make healthier food
choices

service centres, which
may have included a
summary of basic
dietary principles

by clinicians

12
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Luger Austria RCT, High-protein | 44 High-protein: | High-protein: | High-protein: | 54% 3 High-protein: Low-fat: NA NA NA
2013 parallel VS. 61 33 7.8 30 % protein 40 % 15 % protein and 55 %
Low-fat Low-fat: Low-fat: Low-fat: carbohydrates: soy- carbohydrates
63.7 33.6 7.6 based foods (e. g. tofu),
milk products,
fish and poultry
Ma USA RCT, Low 40 53.5 358 Low glycaemic | 53% 12 Low glycaemic Low-fat: NA No 0%
2008 parallel glycaemic index/load: index/load: 55% carbohydrate,
index/load 8.74 55% carbohydrate, counting - all treated
vs. Low-fat: which were ranked the same
Low-fat 8.10 according to GI
McLaughlin | USA RCT, Moderate- 29 Moderate- Moderate- NA 41% 4 Moderate-carbohydrate: | Low-fat: NA 750 kcal/d 0%
2007 parallel carbohydrate carbohydrate: | carbohydrate: 40% carbohydrate, 15% | 60% carbohydrate, 15% energy
vs. 57 314 protein, 45% fat protein, 25% fat deficit
Low-fat Low-fat: Low-fat:
56 31
Milne New RCT, Moderate- 70 Moderate- Moderate- 10 45% 18 Moderate carbohydrate: | Low-fat: Control 500 kcal/d 9%
1994 Zealand parallel carbohydrate carbohydrate: | carbohydrate: 45% carbohydrate, 19% | 55% carbohydrate, for BMI >25
vs. 59 29 protein, 36% fat; >30g/d fibre, increase energy
Low-fat Low-fat: Low-fat: SFA:PUFA:MUFA =1 | soluble fibre, 15% deficit
VS. 60 30 protein, 30% fat: <10
Control Control: 5 Control: SFA
8 29
Mishra USA RCT, Vegetarian | 291 Vegetarian: Vegetarian: Vegetarian: 83% 4 Vegetarian Low-fat NA No 28%
2013 parallel Vs. 443 347 7.54 Avoiding all animal
Low-fat Low-fat: Low-Fat: Low-Fat: products, <3g of fat
46.1 353 7.05 from added oils/serving,
favour low-GI foods
Nicholson USA RCT, Vegetarian 13 Vegetarian: NA Vegetarian: 46% 3 Vegetarian: Low-fat: NA No 15%
1999 parallel Vs. 51 8.3 Whole grains, Fish and poultry rather
Low-fat Low-fat: Low-fat: vegetables, legumes and | than red meat; 55-60%
60 8.0 fruits; 10-15% protein, | carbohydrate, <30% fat,
<10% fat, rest 200mg/d cholesterol
carbohydrates

13
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Parker Australia | RCT, High-protein | 54 High-protein High-protein High-protein: | 65% 3 High-protein: Low-fat: NA 8 weeks 0%
2002 parallel VS. men: men: 6.42 42% carbohydrate, 28% | 55% carbohydrate, 16% 1600 kcal/d,
Low-fat 63.4 354 Low-fat: protein, 28% fat: 8% protein, 26% fat: 8% 4 weeks
High-protein High-protein 6.30 SFA, 12% MUFA, 5% | SFA, 11% MUFA, 5% energy
women: women: PUFA PUFA) balance
58.7 34.5
Low-fat men: | Low-fat men:
64.2 334
Low-fat Low-fat
women: women:
60.9 332
Pedersen Australia | RCT, High-protein | 76 High-protein: | High-protein: | High-protein: | 22% 12 High-protein: Low-fat NA 1430 kcal/d | 41%
2014 parallel vs. 59.4 Low-fat: | 36.7 7.5 40% carbohydrate, 30% | (50% carbohydrate,
Low-fat 62.4 Low-fat: Low-fat: protein, 30% fat 20% protein, 30% fat)
354 7.1
Pritchard Australia | RCT, Low-fat 17 NA NA NA NA 12 Low fat: Control: no intervention | NA NA Low fat:
1999 parallel Vs. >50% carbohydrates, 28%
Control <30% fat Control:
0%
Rock USA RCT, Moderate- 227 56 Moderate- Moderate- 51% 12 Moderate-carbohydrate | Low-fat: Control: Moderate- 10%
2014 parallel carbohydrate carbohydrate: | carbohydrate: 45% carbohydrate, 25% | 60% carbohydrate, 20% | Counselling carbohydrate
vs. 36.2 7.3 protein, 30% fat protein, 20% fat sessions with and
Low-fat Low-fat: Low-fat: advice for 500- Low-Fat:
Vs. 36 7.5 1000 kcal/d 1200-2000
Control Control: Control: deficit and keal/d
36.3 7.4 Dietary

Guidelines for
Americans: 55%
carbohydrates,
15% protein,
30% fat

14
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Saslow USA RCT, Low- 34 Low- Low- Low- Low- 3 Low-carbohydrate: Moderate carbohydrate: | NA Low- 0%
2014 parallel carbohydrate carbohydrate: | carbohydrate: | carbohydrate: | carbohydrate: Reduce carbohydrate Low fat, calorie- Carb‘)hyfirate3
vs. 64.8 26.7 6.6 56% intake over 7-10 days | restricted, carbohydrate unrestricted
Moderate Moderate Moderate Moderate Moderate to between 20-50 counting diet consistent Low fat: -
carbohydrate carbohydrate: | carbohydrate: | carbohydrate: | carbohydrate: grams of carbohydrates | with guidelines from 500 kcal/d
55.1 26.5 6.9 89% a day, not including American Diabetes energy
fibre: referred to as net | Association, 45% deficit
grams of carbohydrates; | calories from
with the goal of carbohydrates
achieving nutritional
ketosis
Sato Japan RCT, Moderate- 62 Moderate Moderate Moderate 24% 6 Moderate carbohydrate: | Low fat: NA unrestricted | Moderate
2016 parallel carbohydrate carbohydrate: | carbohydrate: | carbohydrate: 130g/d carbohydrates 50-60% carbohydrates carbohydrate:
vs. 60.5 26.7 8 9%
Low-fat Low fat: Low fat: Low fat: Low fat:
58.4 26.5 8.3 3%
Shai Israel RCT, Mediterranean | 36 NA NA NA 14% 24 Mediterranean: Low-fat: Low- Low-fatand | 15%
2008 parallel Vs. 35% fat adding olive oil | 30% fat, 10% SFA, carbohydrate Mediterrane
Low-fat and nuts, 2 portions 300mg cholesterol (based on Atkins | an
Vvs. fish/week diet; aim 20g/d (increasing
Low- carbohydrates for | restriction,
carbohydrate 2 months and unspecified)
gradual increase
to weight loss
maintenance
level)
Shige Australia | RCT, Moderate- 24 Moderate Moderate Moderate 79% 3 Moderate carbohydrate: | Low fat: NA 30% energy | 0%
2000 parallel carbohydrate carbohydrate: | carbohydrate: | carbohydrate: 50% carbohydrate, 18% | 73% carbohydrates, restriction
vs. 58.1 33.1 7.9 protein, and 32% fat 17% protein, 9% fat
Low-fat Low fat: 57.5 | Low fat: 32.6 | Low fat:
8.5
Stern USA RCT, Low- 54 Low- Low- Low- 17% 12 Low-carbohydrate: Low-fat: NA Low-fat diet: | 34%
2004 parallel carbohydrate carbohydrate: | carbohydrate: | carbohydrate: <30g/d carbohydrates <30% fat 500 kcal/d
VvS. 53 429 7.4 energy
Low-fat Low-fat: Low-fat: Low-fat: deficit
54 429 7.3
Tay Australia | RCT, Low- 115 58 34.6 7.3 43% 12 Low-carbohydrate: Low-fat: NA Diets were 33%
2015 parallel carbohydrate 14% carbohydrate 53% carbohydrate, 17% matched for
Vvs. (<50g), 28% protein, protein, 30% fat: <10% energy with
Low-fat 58% fat: <10% SFA SFA 500-1000
kcal/d deficit
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Uusitupa Sweden RCT, Low-fat 86 Low-fat men: | Low-fat: Low-fat: 43% 12 Low-fat: Control: NA Low-Fat: 0% (4 drop-
1993 parallel VS. 50.7 33.2 8.4 <30% fat: <10% SFA, Usual diet individually | outs excluded
Control Low-fat Control: Control: cholesterol <250-300 planned from analysis)
women: 32.7 9.0 mg/d, increase in energy
53.7 Control unrefined restriction
men: 54.0 carbohydrates, regular
Control eating patterns
women: 54.4
Walker Australia | RCT, Moderate- 24 58 29.2 Moderate- 63% 3 Moderate carbohydrate: | Low-fat: NA Iso-caloric NA
1995 crossover | carbohydrate carbohydrate: 40% carbohydrate, 20% | 59% carbohydrate, 20%
Vs. 6.4 protein, 40% fat protein, 21% fat
Low-fat Low fat:
6.8
Watson Australia | RCT, High-protein | 61 High-protein: | High-protein: | High-protein: | High-protein: | 3 High-protein: Low-fat: NA Iso-caloric High-protein:
2016 parallel VS. 54 343 8 47% 38% carbohydrate, 30% | 53% carbohydrate, 21% 28%
Low-fat Low-fat: 55 Low fat: Low fat: Low fat: protein, 29% fat protein, 23% fat Low fat:
344 8.1 45% 28%
Westman USA RCT, Low- 84 Low- Low- Low- 79% 6 Low-carbohydrate: Low glycaemic NA Low 42%
2008 parallel carbohydrate carbohydrate: | carbohydrate: | carbohydrate: <20g carbohydrates, index/load: glycaemic
Vs. 51.8 Low 37.7 8.8 unlimited amounts of 55% carbohydrate, low- index/load:
Low glycaemic Low glycaemic | Low glycaemic animal foods and eggs, | GI foods 500 kcal/d
glycaemic index/load: index/load index/load: limited cheese and energy
index/load 51.8 :38.5 8.3 vegetables deficit
Wolever Canada RCT, Low 162 Low glycaemic | Low glycaemic | Low glycaemic | 54% 12 Low glycaemic Moderate-carbohydrate: | Low-fat: Energy 20%
2008 parallel glycaemic index/load: index/load: index/load: index/load: GI of 59; 39% GI of 63; 47% deficit 500
index/load 60.6 31.6 6.2 GI of 55; 52% carbohydrate, 21% carbohydrate, kcal/d if
vs. Moderate- Moderate- moderate- carbohydrate, 21% protein, 40% fat 22% protein, subject
Low-fat carbohydrate: | carbohydrate: | carbohydrate: protein, 27% fat 31% fat wished to
Vs. 58.6 31.1 6.1 lose weight
Moderate- Low-fat: Low-fat: Low-fat:
carbohydrate 60.4 30.1 6.2
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Wycherley Australia | RCT, High-protein | 83 56 354 High-protein: | NA High-protein: Low-fat: NA Women 29%
2010 parallel Vs. 6.8-8.0 43% carbohydrate, 33% | 53% carbohydrate, 19% 1400 kcal/d;

Low-fat Low-fat: protein, 22% fat protein, 26% fat Men 1700

7.3-7.6 keal/d

Yamada Japan RCT, Moderate- 24 Moderate- Moderate- Moderate- 50% Moderate-carbohydrate | Low-fat: NA NA 0%
2014 parallel carbohydrate carbohydrate: | carbohydrate: | carbohydrate: <130 g/day; Carbohydrates50-60%,

vs. 63.3 24.5 7.6 lower limit of protein 20% and

Low-fat Low-fat: Low-fat: Low fat carbohydrate intake to | fat 25%

63.2 27 7.7 70 g/d

Supplementary Table S2: General study characteristics of the included trials investigating the effects of different dietary approaches on glycaemic

control

d: Day; FA: fatty acids; GI: glycaemic index; GL: glycaemic load; kcal: kilocalorie; LDL-C: low-density lipoprotein cholesterol; MUFA:

monounsaturated fat; NA: not applicable; PA: physical activity; PUFA: polyunsaturated fat; RCT: randomized controlled trial; SFA: saturated fat
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Reference Comparison Presence of comorbidities Hypoglycaemic drugs | Antihypertensive medication Lipid lowering Risk of bias Body weight
Diets (%) (%) medication (%)
Andrews 2016 Control NA 35 59 64 L 89
Low-fat NA 40 68 65 L 94
Barnard 2009 Vegetarian 18 (eye involvement), 12 (renal 69 (metformin), 22 63 55 H 93
involvement), 37 (neuropathy) (insulin), 51
(sulfonylurea), 33
(thiazolidinedione), 2
(other)
Low-fat 20 (eye involvement), 8 (renal involvement), | 78 (metformin), 10 76 54 H 96
48 (neuropathy) (insulin), 58
(sulfonylurea), 30
(thiazolidinedione), 4
(other)
Brand 1994 Low glycaemic | NA 63 (oral NA NA H 76
index/load hypoglycaemic
agents)
Low-fat NA 64 (oral NA NA H 76
hypoglycaemic
agents)
Brehm 2009 Moderate- NA NA NA NA H 100
carbohydrate
Low-fat NA NA NA NA H 98
Brinkworth 2004 High-Protein NA NA NA NA H 92
Low-fat NA NA NA NA H 89
Brunerova 2007 Moderate- NA NA NA NA H 90
carbohydrate
Low-fat NA NA NA NA H 98
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Ceriello 2014

Mediterranean

NA

NA

NA

NA

NA

Low-fat

NA

NA

NA

NA

NA

Coppell 2010

Control

71 (oral
hypoglycaemic
agents) O (insulin) 29
(oral hypoglycaemic
agents and insulin)

63

43

96

Low-fat

69 (oral
hypoglycaemic
agents) 1 (insulin) 29
(oral hypoglycaemic
agents and insulin)

53

31

95

Low-
carbohydrate

NA

40 (oral
hypoglycaemic
agent), 20 (insulin),
40 (oral
hypoglycaemic agent
+ insulin)

NA

NA

55

Daly 2005

Low-fat

NA

41 (oral
hypoglycaemic
agent), 20 (insulin),
40 (oral
hypoglycaemic agent
+ insulin)

NA

NA

58

Low-
carbohydrate

NA

78 (metformin), 44
(sulfonylurea), 35
(insulin)

NA

62

91

Davis 2009

Low-fat

NA

86 (metformin), 52
(sulfonylurea), 24
(insulin)

NA

56

98

de Bont 1981

Moderate-
carbohydrate

NA

65 (oral
hypoglycaemic
drugs), 2 (insulin)

NA

NA

72

Low-fat

NA

62 (oral
hypoglycaemic

NA

NA

72
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drugs), 1 (insulin)
Dyson 2007 Low- NA NA NA NA 92
carbohydrate
Low-fat NA NA NA NA 96
Elhayany 2010 Mediterranean | NA NA NA NA 78
Low-fat NA NA NA NA 80
Esposito 2009 Mediterranean NA NA 24 15 82
Low-fat NA NA 23 16 83
Fabricatore 2011 Low glycaemic | NA NA NA NA 96
index/load
Low-fat NA NA NA NA 92
Guldbrand 2012 Low- NA 50 (oral glucose- NA NA 89
carbohydrate lowering medication),
33 (oral glucose-
lowering medication+
insulin)
Low-fat NA 42 (oral glucose- NA NA 96
lowering medication),
35 (oral glucose-
lowering medication+
insulin)
Heilbronn 1999 Moderate- NA 49 (oral NA NA NA
carbohydrate hypoglycaemic
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agents)
Low-fat NA 50 (oral NA NA NA
hypoglycaemic
agents)
Hockaday 1978 Moderate- NA NA NA NA 73
carbohydrate
Low-fat NA NA NA NA 78
Huang Control NA 95 (sulfonylurea), 83 | 81 22 NA
2010 (biguanide), 23
(thiazolidinedione)
Low-fat NA 96 (sulfonylurea), 80 | 61 40 NA
(biguanide), 13
(thiazolidinedione)
Igbal 2009 Low- 27 (coronary artery disease), 7 (heart failure) | 85 (oral medications), | 63 46 116
carbohydrate 30 (insulin)
Low-fat 26 (coronary artery disease), 15 (heart 85 (oral medications), | 69 62 115
failure) 23 (insulin)
Itsiopoulos 2011 Mediterranean NA 56 (oral 48 26 NA
hypoglycaemic
agents), 11 (insulin)
Low-fat NA 57 (oral 48 26 NA
hypoglycaemic
agents), 11 (insulin)
Jenkins 2008 Low glycaemic | NA 100 (anti- 66 67 85
index/ load hyperglycaemic
medications)
Low-fat NA 98 (anti- 65 60 86
hyperglycaemic
medications)
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Jenkins 2012

Low glycaemic
index/load

NA

100 (anti-
hyperglycaemic
medications)

72

73

83

Low-fat

NA

100 (anti-
hyperglycaemic
medications)

61

67

86

Jenkins 2014

Low glycaemic
index/load

NA

100 (anti-
hyperglycaemic
medications)

56

71

83

Low-fat

NA

100 (anti-
hyperglycaemic
medications)

61

72

82

Jonsson 2009

Palaeolithic

NA

69 (metformin), 23
(sulfonylurea), 23
(thiazolidinedione)

37

62

81

Low-fat

NA

70 (metformin), 23
(sulfonylurea), 23
(thiazolidinedione)

37

62

84

Kahleova 2011

Vegetarian

NA

76 (metformin), 35
(sulfonylurea), 14
(thiazolidinedione), 8
(other)

68

59

95

Low-fat

NA

79 (metformin), 54
(sulfonylurea), 19
(thiazolidinedione),
22 (other)

59

43

98

Kaplan 1987

Low-fat

NA

76 (oral
hypoglycaemic
agents), 50 (insulin)

NA

NA

NA

Control

NA

77 (oral
hypoglycaemic

NA

NA

NA
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agents), 50 (insulin)

Krebs 2012 High-protein NA 56 (oral agents), 25 77 62 L 100
(insulin + oral agents)

Low-fat NA 57 (oral agents), 29 75 69 L 96
(insulin + oral agents)

Larsen 2011 High-protein NA 74 (oral agents), 15 NA NA L 92
(insulin)
Low-fat NA 73 (oral agents), 19 NA NA L 93
(insulin)
Lasa 2014 Mediterranean NA NA NA NA L NA
Low-fat NA NA NA NA L NA
Lee 2016 Vegetarian 13 (history of eye involvement) 74 (metformin), 37 39 50 L NA

(sulfonylurea), 17
(insulin), 30 (other)

Low-fat 13 (history of eye involvement) 77 (metformin), 45 47 55 L NA
(sulfonylurea), 17
(insulin), 40 (other)

Li2016 Control NA 53 (oral diabetic NA NA H 71
drugs), 20 (insulin),
18 (combined
treatment)

Low-fat NA 57 (oral diabetic NA NA H 73
drugs), 18 (insulin),
16 (combined
treatment)
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Control NA NA NA NA H 67
Liu 2016 Low-fat NA NA NA NA H 65
Luger 2013 High-protein NA NA NA L 91 NA
Low-fat NA NA NA L 91 NA
Ma 2008 Low glycaemic | NA 73 (metformin), 38 NA NA H 94
index/load (glyburide), 25
(hypoglycaemic

agents + insulin)

Low-fat NA 73 (metformin), 38 NA NA H 101
(glyburide), 25

(hypoglycaemic
agents + insulin)

Moderate- NA NA NA NA H 89
carbohydrate
McLaughlin 2007 Low-fat NA NA NA NA H 83
Milne 1994 Moderate- 50 (hypoglycaemic drugs) NA NA H 82 NA
carbohydrate
Low-fat 57 (hypoglycaemic drugs) NA NA H 80 NA
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Control 52 (hypoglycaemic drugs) NA NA H 80 NA
Mishra 2013 Vegetarian NA NA NA NA H 94
Low-fat NA NA NA NA H 96
Nicholson 1999 Vegetarian 14 (coronary artery bypass) 86 (hypoglycaemic 86 NA H 90
agents), 29 (insulin)
Low-fat 25 (coronary artery bypass) 100 (hypoglycaemic | 100 NA H 93
agents), 0 (insulin)
Parker 2002 High-Protein NA 48 (hypoglycaemic NA NA H 92
agents), 7 (insulin)
Low-fat NA 49 (hypoglycaemic NA NA H 87
agents), 7 (insulin)
Pedersen 2014 High-Protein NA 91 (oral agents or 100 96 L 98
insulin)
Low-fat NA 92 (oral agents or 100 96 L 98
insulin)
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Pritchard 1999 Control NA NA NA NA H NA
Low-fat NA NA NA NA H NA

Rock 2014 Moderate- 79 (hypertension), 70 (high cholesterol), 5 90 (oral 84 68 L 97
carbohydrate (Coronary artery disease) hypoglycaemic

agents), 13 (insulin)

Low-fat 62 (hypertension), 62 (high cholesterol), 7 84 (oral 70 66 L 98
(Coronary artery disease) hypoglycaemic
agents), 26 (insulin)

Control 75 (hypertension), 74 (high cholesterol), 1 82 (oral 79 75 L 102
(Coronary artery disease) hypoglycaemic
agents), 16 (insulin)

Saslow 2014 Low- 63 (Hypertension), 81 (dyslipidaemia) 31 (metformin), 44 NA NA L 95
carbohydrate (metformin + another
diabetes agent)

Moderate- 78 (Hypertension), 56 (dyslipidaemia) 44 (metformin), 28 NA NA L 97
carbohydrate (metformin + another
diabetes agent)

Sato 2016 Moderate- NA 63 (metformin), 37 37 66 H 68
carbohydrate (sulfonylureas), 23
(insulin)
Low-fat NA 66 (metformin), 44 41 69 H 73
(sulfonylureas), 40
(insulin)
Shai 2008 Mediterranean NA NA NA NA L NA
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Low-fat NA NA NA NA NA
Low- NA NA NA NA NA
carbohydrate
Shige 2000 Moderate- NA NA NA NA 84
carbohydrate
Low-fat NA NA NA NA 83
Stern 2004 Low- NA NA NA NA NA
carbohydrate
Low-fat NA NA NA NA NA
Tay 2015 Low- NA 79 (metformin), 34 71 60 88
carbohydrate (sulfonylurea), 5
(thiazolidinedione),
10 (insulin)
Low-fat NA 72 (metformin), 28 61 63 90
(sulfonylurea), 5
(thiazolidinedione),
11 (insulin)
Uusitupa 1993 Control 7 (myocardial infarction), 17 (angina NA NA NA NA
pectoris), 9 (cardiac failure), 46
(hypertension)
Low-fat 8 (myocardial infarction), 18 (angina NA NA NA NA
pectoris), 10 (cardiac failure), 48
(hypertension)

27




Electronic Supplementary Material

Walker 1995 Moderate- NA NA NA NA H 79
carbohydrate
Low-fat NA NA NA NA H 79
High-Protein NA 58 (metformin), 16 61 52 H 88
(sulfonylureas), 19
(insulin)
Watson 2016 Low-fat NA 64 (metformin), 18 43 64 H 94
(sulfonylureas), 21
(insulin)
Westman 2008 Low glycaemic | NA 76 (hypoglycaemic NA NA L 97
index/load medications)
Low- NA 95 (hypoglycaemic NA NA L 98
carbohydrate medications)
Wolever 2008 Moderate- NA 0 48 43 L 84
carbohydrate
Low-fat NA 0 48 43 L 84
Low glycaemic | NA 0 48 43 L 84
index/load
Wycherley 2010 High-Protein NA NA 56 61 49 H
Low-fat NA NA 56 61 49 H
Yamada 2014 Moderate- 17 (retinopathy), 100 (nephropathy) 42 (metformin), 42 NA NA L 64
carbohydrate (sulfonylureas), 25
(insulin)
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Low-fat 17 (retinopathy), 100 (nephropathy) 8 (metformin), 67 NA NA L 67
(sulfonylureas), 33
(insulin)

Supplementary Table S3: Study characteristics including presence of comorbidities, medication status, average risk of bias, and body weight of the
included trials investigating the effects of different dietary approaches on glycaemic control
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Supplementary Figure S3: Box plots showing the distribution of the mean age (years) of the
trials across the available direct comparisons.

[A=Low-fat, B=Vegetarian, C=Mediterranean, D=High-Protein, E=Moderate-carbohydrate,
F=Low-carbohydrate, G=control, H=Low GI/GL, [I=Palaeolithic].
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: "I*'*

Supplementary Figure S4: Box plots showing the distribution of the mean body weight (kg) of
the trials across the available direct comparisons.

100 120
| |

Mean body weight of participants
80
1

15

Duration of diabetes
10

0 == °

o -
< (TN < < < < < < <
) 0] o w T w - oM a)

Supplementary Figure S5: Box plots showing the distribution of the mean duration of diabetes
(years) in the trials across the available direct comparisons.
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Supplementary Figure S6: Box plots showing the distribution of the trial duration (months)

across the available direct comparisons.
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Mean with 95%Cl and 95%Pr|

a
)

-0.24 (-0.93,0.44) (-0.99,0.50)

Treatment Effect

vs LF

Vegetarian
Mediterranean

vs Vegetarian

Mediterranean

vs Mediterranean

vs HP

MC

control
LGI
paleo

vs MC

LC

control
LGI
paleo

vs LC

control
LGI

paleo

vs control

LGI

paleo

vs LGI

paleo

1.5

A5

-. 75

-1.5

33



Electronic Supplementary Material

Supplementary Figure S7: Mean differences (MD) for glycosylated haemoglobin (%) as estimated from network meta-analysis for every possible
pair of interventions. Solid lines represent 95% Cis, and red lines 95% Prl.

HP=High-Protein, LC=Low-carbohydrate, LF=Low-fat, LGI=Low GI/GL, MC=Moderate-carbohydrate
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Supplementary Figure S8: Mean differences (MD) for fasting glucose (mmol/l) as estimated from network meta-analysis for every possible pair of
interventions. Solid lines represent 95% Cis, and red lines 95% Prl

HP=High-Protein, LC=Low-carbohydrate, LF=Low-fat, LGI=Low GI/GL, MC=Moderate-carbohydrate
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Supplementary Figure S9: Rankograms for HbAlc (%)
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Supplementary Figure S10: Rankogram for fasting glucose (mmol/l)
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HP=High-Protein, LC=Low-carbohydrate, LF=Low-fat, LGI=Low GI/GL, MC=Moderate-
carbohydrate
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95%Cl Loop-specific
Loop IF (truncated) Heterogeneity(rz)
1-5-6 — 0.87 (0.23,1.51) 0.009
1-3-6 e 0.58 (0.00,1.39) 0.000
5-6-8 e 0.45 (0.00,2.10) 0.000
1-6-8 r— 0.35 (0.00,1.88) 0.000
1-5-7 -~ 0.22 (0.00,0.90) 0.026
1-5-8 -— 0.19 (0.00,0.79) 0.016

o
=
[N =
w

Supplementary Figure S11: Loop-specific approach for inconsistency for HbAlc

[ 1=Low-fat, 2=Vegetarian, 3=Mediterranean, 4=High-Protein, 5=Moderate-carbohydrate,
6=Low-carbohydrate, 7=control, 8=Low GI/GL, 9=Palaeolithic].
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95%Cl Loop-specific
Loop IF (truncated) Heterogeneity(rz)
1-5-6 I 1.98 (0.14,3.82) 0.220
5-6-8 - 1.01 (0.00,2.85) 0.000
1-6-8 - 0.85 (0.00,2.05) 0.000
1-3-6 -— 0.44 (0.00,2.35) 0.078
1-5-8 -~ 0.29 (0.00,1.55) 0.119
1-5-7 -~ 0.26 (0.00,1.67) 0.173

o -
- —
N —
w —
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Supplementary Figure S12: Loop-specific approach for inconsistency for fasting glucose

[ 1=Low-fat, 2=Vegetarian, 3=Mediterranean, 4=High-Protein, 5=Moderate-carbohydrate,
6=Low-carbohydrate, 7=control, 8=Low GI/GL, 9=Palaeolithic].
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Side Direct

Indirect Difference

Coef.  Std.

Err. Coef.  Std. Err. Coef.  Std. Err. P>z

13* -3360849

1084342 2971034 .7375321 -.6331883 .7487571 0.398

15 -.1861283

113727 1955237 .2409221 -381652 .2664811 0.152

16 -2134685

.1091256 -1.045446 .2621847 .8319771 .286296 0.004

17* .4205536

.0910826 1.401375 .4463529 -9808214 .4558512 0.031

18 -.147641 .078519 -.4272755 .4007604 .2796344 .4073853 0.492

36 -3959493 .4068855 .0277253 .1582971 -.4236747 .4366692 0.332
56 -.8999992 .2840959 -.0447772 .1471216 -.855222 .3199301 0.008
57 9333773 .2648388 .4640484 .1514136 .4693288 .3138661 0.135
58 -.0595211 .2472088 -.0341048 .1452736 -.0254162 .2877383 0.930
68 .4099864 .7807053 .1854637 .1335653 .2245228 .7920484 0.777

Supplementary Table S4: Side-splitting approach for inconsistency for HbAlc

[1=Low-fat, 2=Vegetarian, 3=Mediterranean, 4=High-Protein, 5=Moderate-carbohydrate,
6=Low-carbohydrate, 7=control, 8=Low GI/GL, 9=Palaeolithic].
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Side Direct Indirect Difference

Coef.  Std. Err. Coef.  Std. Err. Coef.  Std. Err. P>|z]

13%* -6122477 2167232 -59068 1.818422 -.0215677

1.838986 0.991

15 -2799723 .1967195 413155 .5633204 -.6931273

.5980085 0.246

16 2385932 .3764301 -9191882 .4522758 1.157781

.5824865 0.047

17* 95863 .1857425 2.089195 1.008676 -1.130565

1.02482 0.270

18 -.0285752 .1930546 .000853 .5894406 -.0294282

.6200235 0.962

36 4784134 .8622421 .3553019 .390742 .1231116

.9384489 0.896

56 -1.459987 725599 .3308306 .3641646 -1.790818

.8118549 0.027

57 1.549413 569377 1.114961 2781715 .4344523

.6340549 0.493

58 1421199 .5448269 .1874224 2815729 -.0453025

6141079 0.941

68 .4999955 .6085481 .0940235 .3849339 .405972

7200736 0.573

Supplementary Table S5: Side-splitting approach for inconsistency for fasting glucose

[ 1=Low-fat, 2=Vegetarian, 3=Mediterranean, 4=High-Protein, 5=Moderate-carbohydrate,

6=Low-carbohydrate, 7=control, 8=Low GI/GL, 9=Palaeolithic].
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HbAlc (%)

Low-Carb

0.09 (-0.26,0.45)

-0.14 (-0.78,0.51)

-0.23 (-0.72,0.25)

-0.12 (-0.52,0.27)

-0.25 (-0.64,0.14)

-0.22 (-0.49,0.05)

-0.75 (-1.10,-0.39)

Mediterranean

-0.23 (-0.87,0.40)

-0.33 (-0.80,0.14)

-0.22 (-0.59,0.16)

-0.35 (-0.72,0.03)

-0.31 (-0.56,-
0.06)

-0.84 (-1.15,-0.53)

Vegetarian

-0.10 (-0.81,0.61)

0.01 (-0.64,0.67)

-0.12 (-0.77,0.53)

-0.08 (-0.67,0.51)

-0.61 (-1.23,0.02)

Low-GI/GL

0.11 (-0.32,0.54)

-0.02 (-0.51,0.47)

0.02 (-0.38,0.42)

-0.51 (-0.96,-0.06)

Moderate-Carb

-0.13 (-0.53,0.27)

-0.09 (-0.38,0.20)

-0.62 (-0.95,-0.29)

High- Protein

0.04 (-0.24,0.32)

-0.49 (-0.85,-0.13)

Low-Fat

-0.53(-0.75,-0.31)

Control

Supplementary Table S6: League table: Long-term studies: >12 months. The values above the diet classes correspond to the difference in mean (95% CI) in
HbA1c (%) between the row and columns (eg, the mean difference in average HbA 1c between Low-Carb and Low-Fat diet is -0.22%)
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HbAlc (%)

Low-Carb -0.39 (-1.19,0.41) | -0.22 (-1.01,0.57) | -0.38 (-0.91,0.14) | -0.41 (-0.84,0.01) | -0.45 (-0.87,- -0.54 -0.62 -0.82
0.04) (-1.02,-0.07) | (-1.01,-0.23) | (-1.49,-0.16)

Mediterranean 0.17 (-0.81,1.15) 0.01 (-0.77,0.79) -0.02 (-0.76,0.71) | -0.06 (-0.82,0.70) | -0.15 -0.23 -0.43
(-0.90,0.60) (-0.93,0.47) (-1.31,0.45)

Palaeolithic -0.16 (-0.93,0.61) | -0.19 (-0.91,0.53) | -0.23 (-0.98,0.52) | -0.32 -0.40 -0.60
(-1.06,0.42) (-1.09,0.29) (-1.47,0.27)

Vegetarian -0.03 (-0.44,0.38) | -0.07 (-0.53,0.39) | -0.16 -0.24 -0.44
(-0.60,0.29) (-0.59,0.11) (-1.08,0.20)

Low-GI/GL -0.04 (-0.40,0.32) | -0.13 -0.21 -0.41
(-0.47,0.22) (-0.43,0.01) (-0.99,0.17)

Moderate-Carb -0.09 -0.17 -0.37
(-0.50,0.32) (-0.47,0.14) (-0.99,0.25)

High- -0.08 -0.28
Protein (-0.36,0.20) (-0.89,0.33)

Low-Fat -0.20
(-0.74,0.34)

Control

Supplementary Table S7: League table: Short-term studies: <12 months. The values above the diet classes correspond to the difference in mean (95% CI) in

HbA1lc (%) between the row and columns (eg, the mean difference in average HbA 1c between Low-Carb and Low-Fat diet is -0.62%)
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HbAlc (%)

Low-Carb

0.27 (-0.09,0.62)

0.01 (-0.31,0.34)

0.07 (-0.32,0.46)

-0.19 (-0.60,0.23)

-0.11 (-0.39,0.18)

-0.57 (-0.92,-0.21)

Mediterranean

-0.25 (-0.51,0.00)

-0.19 (-0.53,0.14)

-0.45 (-0.82,-0.09)

-0.37 (-0.59,-0.16)

-0.83 (-1.12,-0.54)

Low-GI/GL

0.06 (-0.23,0.35)

-0.20 (-0.53,0.13)

-0.12 (-0.27,0.03)

-0.58 (-0.83,-0.33)

Moderate-Carb

-0.26 (-0.66,0.14)

-0.18 (-0.44,0.08)

-0.64 (-0.95,-0.33)

High-Protein

0.08 (-0.22,0.38)

-0.38 (-0.74,-0.02)

Low-Fat

-0.46 (-0.67,-0.25)

Control

Supplementary Table S8: League table: Studies with sample size: >100. The values above the diet classes correspond to the difference in mean (95% CI) in
HbA1c (%) between the row and columns (eg, the mean difference in average HbA 1c between Low-Carb and Low-Fat diet is -0.11%)
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HbAlc (%)
Low-Carb -0.37 (-0.86,0.11) | -0.17 (-0.89,0.54) | -0.37 (-0.78,0.03) | -0.09 (-0.60,0.42) | -0.47 -0.50 -0.57 -1.08
(-0.82,-0.12) (-0.87,-0.12) (-0.87,-0.27) | (-1.48,-0.67)
Mediterranean 0.20 (-0.58,0.98) 0.00 (-0.51,0.52) 0.28 (-0.32,0.89) -0.10 -0.12 -0.20 -0.70
(-0.60,0.41) (-0.61,0.37) (-0.63,0.24) (-1.22,-0.19)
Palaeolithic -0.20 (-0.91,0.51) | 0.08 (-0.70,0.86) -0.30 -0.33 -0.40 -0.91
(-1.01,0.41) (-1.02,0.36) (-1.05,0.25) (-1.61,-0.20)
Vegetarian 0.28 (-0.23,0.79) -0.10 -0.13 -0.20 -0.70
(-0.49,0.29) (-0.49,0.24) (-0.48,0.08) (-1.09,-0.32)
Low-GI/GL -0.38 -0.40 -0.48 -0.98
(-0.89,0.13) (-0.89,0.08) (-0.90,-0.05) | (-1.49,-0.48)
Moderate- -0.03 -0.10 -0.61
Carb (-0.39,0.33) (-0.38,0.18) (-1.00,-0.21)
High-Protein -0.07 -0.58
(-0.30,0.16) (-0.94,-0.22)
Low-Fat -0.51
(-0.78,-0.23)
Control

Supplementary Table S9: League table: Studies with sample size: <100. The values above the diet classes correspond to the difference in mean (95% CI) in
HbA1lc (%) between the row and columns (eg, the mean difference in average HbA 1c between Low-Carb and Low-Fat diet is -0.57%)
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HbAlc (%)

Low-Carb

-0.61 (-1.70,0.49)

-0.41 (-1.38,0.56)

-0.63 (-1.34,0.07)

-0.76 (-1.35,-0.17)

-0.82 (-1.57,-0.07)

-0.81 (-1.48,-0.14)

-1.23 (-1.97,-0.49)

Mediterranean

0.20 (-0.91,1.31)

-0.03 (-0.94,0.89)

-0.15 (-1.10,0.79)

-0.21 (-1.14,0.71)

-0.20 (-1.06,0.66)

-0.62 (-1.55,0.30)

Palaeolithic

-0.23 (-1.00,0.54)

-0.35 (-1.15,0.45)

20.41 (-1.19,0.36)

-0.40 (-1.10,0.30)

-0.82 (-1.60,-0.05)

Low GI/GL

-0.13 (-0.56,0.30)

-0.19 (-0.64,0.27)

-0.17 (-0.49,0.14)

-0.60 (-1.06,-0.14)

Moderate-Carb

-0.06 (-0.57,0.45)

-0.05 (-0.43,0.34)

-0.47 (-0.99,0.05)

High- Protein

0.01 (-0.32,0.35)

-0.41 (-0.88,0.06)

Low-Fat

-0.42 (-0.75,-0.09)

Control

Supplementary Table S10: League table: Studies mean age: >60 years of age. The values above the diet classes correspond to the difference in mean (95% CI) in
HbA1lc (%) between the row and columns (eg, the mean difference in average HbA 1c between Low-Carb and Low-Fat diet is -0.81%)
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HbAlc (%)

Low Carb

0.18 (-0.07,0.43)

-0.00 (-0.34,0.33)

-0.06 (-0.30,0.18)

0.08 (-0.24,0.40)

-0.18 (-0.47,0.12)

-0.20 (-0.41,0.01)

-0.70 (-1.01,-0.39)

Mediterranean

-0.18 (-0.48,0.11)

-0.24
(-0.40,-0.08)

-0.10 (-0.37,0.17)

-0.36 (-0.61,-0.10)

-0.38 (-0.52,-0.24)

-0.88 (-1.14,-0.62)

Vegetarian

-0.06 (-0.34,0.22)

0.09 (-0.27,0.44)

-0.17 (-0.51,0.16)

-0.20 (-0.46,0.06)

-0.70 (-1.04,-0.35)

Low-GI/GL

0.14 (-0.11,0.40)

-0.12 (-0.36,0.13)

-0.14 (-0.25,-0.04)

-0.64 (-0.88,-0.39)

Moderate-Carb

-0.26 (-0.58,0.06)

-0.29 (-0.53,-0.05)

-0.78 (-1.08,-0.49)

High-Protein

-0.03 (-0.24,0.18)

-0.52 (-0.83,-0.21)

Low-Fat

-0.50 (-0.72,-0.27)

Control

Supplementary Table S11: League table: Studies mean age: <60 years of age. The values above the diet classes correspond to the difference in mean (95% CI) in
HbA1lc (%) between the row and columns (eg, the mean difference in average HbA 1c between Low-Carb and Low-Fat diet is -0.20%)
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HbAlc (%)
Low-Carb -0.14 -0.07 -0.37 -0.36 -0.32 -0.55 -0.47 -0.81
(-0.57,0.29) (-0.83,0.70) (-1.01,0.27) (-0.72,0.01) | (-0.69,0.05) | (-1.02,-0.08) (-0.78,-0.15) (-1.21,-0.41)
0.18 Mediterranen 0.07 -0.23 0.22 0.18 0.41 -0.33 -0.67
(-0.80,1.16) (-0.69,0.83) (-0.87,0.41) (-0.58,0.15) | (-0.59,0.23) | (-0.87,0.06) (-0.64,-0.02) (-1.06,-0.28)
0.13 -0.05 Palacolithic -0.30 -0.29 0.25 -0.48 -0.40 -0.74
(-1.54,1.81) | (-1.70,1.61) (-1.19,0.59) (-1.01,044) | (-1.00,0.50) | (-1.26,0.30) (-1.10,0.30) (-1.48,-0.00)
0.31 -0.49 -0.44 Vegetarian 0.01 0.05 0.18 20.10 -0.44
(-1.82,1.21) | (-1.98,1.00) (-2.43,1.55) (-0.58,0.60) | (-0.57,0.67) | (-0.83,0.48) (-0.66,0.46) (-1.05,0.17)
-0.33 -0.51 -0.46 -0.02 Low-GI/GL | 0.04 -0.19 0.11 -0.46
(-1.16,0.50) | (-1.38,0.37) (-2.05,1.13) (-1.44,1.40) (-0.28,0.36) | (-0.59,0.21) (-0.31,0.08) (-0.77,-0.15)
0.12 -0.06 -0.02 0.42 0.45 Moderate- | -0.23 -0.15 -0.49
(-0.80,1.03) | (-1.04,0.91) (-1.66,1.63) (-1.06,1.91) (-0.36,1.25) | Carb (-0.67,0.21) (-0.43,0.12) (-0.84,-0.15)
-0.57 -0.75 -0.70 -0.26 -0.24 -0.68 High-Protein 0.08 -0.26
(-2.00,0.87) | (-2.16,0.66) (-2.63,1.23) (-2.05,1.53) (-1.57,1.09) | (-2.09,0.72) (-0.27,0.42) (-0.69,0.16)
-0.37 -0.55 -0.50 -0.06 -0.04 -0.48 0.20 Low-Fat -0.34
(-1.12,038) | (-1.25,0.16) (-2.00,1.00) (-1.37,1.25) (-0.57,0.49) | (-1.17,0.21) | (-1.02,1.42) (-0.59,-0.10)
-1.07 124 120 -0.76 -0.74 118 -0.50 -0.70 Control
(-2.04,-0.09) | (-2.20,-0.29) (-2.83,0.43) (-2.22,0.71) (-1.57,0.09) | (-2.05,-0.31) | (-1.88,0.89) (-1.35,-0.05)

Fasting glucose (mmol/l)

Table S12: League table: Low risk of bias studies. The values above the diet classes correspond to the difference in mean (95% CI) in HbAlc (%) between the
row and columns (eg, the mean difference in average HbAlc between Low-Carb and Low-Fat diet is -0.47%) The value below the diet classes correspond to the
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difference in mean in fasting glucose (mmol/l) between the column and the row (eg, the mean difference in average fasting glucose between Low-Carb and Low-
Fat diet is -0.37 mmol/l)
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HbAlc (%)
Low-Carb -0.08 -0.01 0.21 0.29 0.29 -0.39 -0.41 0.41
(-0.41,0.25) (-0.72,0.71) (-0.60,0.19) (-0.58,0.01) | (-0.58,0.01) | (-0.72,-0.07) (-0.66,-0.15) (-0.66,-0.15)
0.33 Mediterranen 0.07 -0.13 0.21 -0.21 -0.32 -0.33 -0.80
(-0.42,1.07) (-0.63,0.78) (-0.50,0.24) (-0.48,0.06) | (-0.50,0.09) | (-0.62,-0.01) (-0.55,-0.11) (-1.08,-0.52)
0.21 0.11 Palacolithic -0.20 -0.28 0.28 -0.39 -0.40 -0.87
(-120,1.63) | (-1.45,1.23) (-0.93,0.53) (-0.97,041) | (-0.98,042) | (-1.09,0.31) (-1.07,0.27) (-1.57,-0.18)
0.01 0.32 0.21 Vegetarian -0.08 -0.08 0.19 20.20 0.67
(-0.90,0.91) | (-1.10,0.46) (-1.63,1.22) (-0.42,0.26) | (-0.44,0.28) | (-0.55,0.18) (-0.50,0.10) (-1.03,-0.32)
-0.28 -0.60 -0.49 -0.29 Low-GI/GL | 0.00 0.11 0.12 -0.59
(-0.96,0.40) | (-1.17,-0.04) (-1.82,0.83) (-1.04,0.46) (-0.25,0.25) | (-0.37,0.15) (-0.28,0.04) (-0.85,-0.34)
-0.08 -0.41 -0.29 -0.09 0.20 Moderate- | -0.11 -0.12 -0.59
(-0.77,0.61) | (-0.96,0.15) (-1.61,1.03) (-0.83,0.65) (-0.30,0.70) | Carb (-0.39,0.18) (-0.32,0.08) (-0.86,-0.33)
-0.20 -0.53 -0.42 -0.21 0.08 0.12 High-Protein -0.01 -0.49
(-0.98,0.58) | (-1.15,0.10) (-1.76,0.93) (-1.00,0.58) (-0.52,0.67) | (-0.70,0.46) (-0.22,0.19) (-0.77,-0.20)
-0.29 -0.61 -0.50 -0.29 -0.01 0.21 -0.08 Low-Fat -0.47
(-0.92,0.35) | (-1.04,-0.18) (-1.77,0.77) (-0.94,0.36) (-0.38,037) | (-0.57,0.16) | (-0.54,0.37) (-0.67,-0.28)
128 -1.61 -1.50 129 -1.00 -1.20 -1.08 -1.00 Control
(-2.01,-0.55) | (-2.17,-1.04) (-2.82,-0.17) (-2.04,-0.54) (-1.53,-0.48) | (-1.70,-0.70) | (-1.67,-0.49) (-1.36,-0.63)

Fasting glucose (mmol/l)

Table S13: League table: High risk of bias trials excluded. The values above the diet classes correspond to the difference in mean (95% CI) in HbAlc (%)
between the row and columns (eg, the mean difference in average HbAlc between Low-Carb and Low-Fat diet is -0.41%) The value below the diet classes
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correspond to the difference in mean in fasting glucose (mmol/l) between the column and the row (eg, the mean difference in average fasting glucose between
Low-Carb and Low-Fat diet is -0.29 mmol/l)
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Supplementary Figure S13: Meta-regression showing the association between mean
differences in HbAlc (%) and mean difference in weight change between dietary approaches
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-1

1
Effect size centred at comparison-specific pooled effect (yixy-tixv)

Supplementary Figure S14: Comparison-adjusted funnel plot for HbAlc involving all studies

comparing all low-fat diets vs. all other dietary approaches.
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Supplementary Figure S15: Comparison-adjusted funnel plot for fasting glucose involving all
studies comparing a low fat diet vs. all other approaches
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Supplementary Figure S16: Bar-graph showing for every comparison the percentage of
information coming from low (green), moderate (yellow) and high (red) risk of bias studies
[1=Low-fat, 2=Vegetarian, 3=Mediterranean, 4=High-Protein, 5=Moderate-carbohydrate,
6=Low-carbohydrate, 7=control, 8=Low GI/GL, 9=Palaeolithic].

56



Electronic Supplementary Material

Supplementary Appendix S2:

We evaluated the credibility of the evidence from network meta-analysis based on the
approach suggested by Salanti G et al. Evaluating the quality of evidence from a network
meta-analysis. PloS One. 2014;9(7):€99682 that extends the GRADE system into network
meta-analysis.

To evaluate study limitations we used the online tool CiNeMA available from http://ec2-52-
28-232-32.eu-central-1.compute.amazonaws.com:8004/ocpu/library/contribution/www/ that
combines the contribution of each direct comparison to the estimation (see Chaimani et al.
Graphical tools for network meta-analysis in Stata. Plos One 2013 and Krahn et al. A
graphical tool for locating inconsistency in network meta-analyses. BMC Med Res Methodol
2013) with the risk of bias assessments for each direct comparison and produces a bar-graph
(Supplementary Figure 16). The bar-graph shows for the network estimate of every pairwise
comparison how much information comes from low (green), moderate (yellow) or high (red)
risk of bias studies.

Below we present our GRADE evaluation for the primary outcome and all comparisons
between the different dietary approaches.

Comparison Risk of Indirectness | Inconsistency | Imprecision | Publications | Rating
bias bias

1:2 Serious Serious No serious Serious Serious Low
concerns concerns concerns concerns concerns

1:3 Serious Serious Very serious No serious Serious Very low
concerns concerns concerns concerns concerns

1:4 Serious Serious No serious Serious Serious Low
concerns concerns concerns concerns concerns

1:5 Serious Serious Serious Serious Serious Low
concerns concerns concerns concerns concerns

1:6 Serious Serious Very serious No serious Serious Very low
concerns concerns concerns concerns concerns

1:7 Serious Serious Serious No serious Serious Low
concerns concerns concerns concerns concerns

1:8 Serious Serious Very serious Serious Serious Very low
concerns concerns concerns concerns concerns

1:9 No serious | Serious No serious Serious Serious Moderate
concerns concerns concerns concerns concerns

3:6 Serious Serious Serious Serious Serious Low
concerns concerns concerns concerns concerns

5:6 Serious Serious Very serious Serious Serious Very low
concerns concerns concerns concerns concerns

5:7 Serious Serious Serious No serious Serious Low
concerns concerns concerns concerns concerns

5:8 Serious Serious Serious Serious Serious Low
concerns concerns concerns concerns concerns

6:8 Serious Serious Serious Serious Serious Low
concerns concerns concerns concerns concerns

2:3 Serious Serious Serious Serious Serious Low
concerns concerns concerns concerns concerns

2:4 Serious Serious Serious Serious Serious Low
concerns concerns concerns concerns concerns

2:5 Serious Serious Serious Serious Serious Low
concerns concerns concerns concerns concerns

2:6 Serious Serious Serious Serious Serious Low
concerns concerns concerns concerns concerns
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2:7 Serious Serious Serious No serious Serious Low
concerns concerns concerns concerns concerns

2:8 Serious Serious Serious Serious Serious Low
concerns concerns concerns concerns concerns

2:9 Serious Serious Serious Serious Serious Low
concerns concerns concerns concerns concerns

3:4 Serious Serious Very serious No serious Serious Very low
concerns concerns concerns concerns concerns

3:5 Serious Serious Serious Serious Serious Low
concerns concerns concerns concerns concerns

3:7 Serious Serious Serious No serious Serious Low
concerns concerns concerns concerns concerns

3:8 Serious Serious Serious No serious Serious Low
concerns concerns concerns concerns concerns

3:9 No serious | Serious Serious Serious Serious Moderate
concerns concerns concerns concerns concerns

4:5 Serious Serious Serious Serious Serious Low
concerns concerns concerns concerns concerns

4:6 Serious Serious Very serious Serious Serious Very low
concerns concerns concerns concerns concerns

4:7 Serious Serious Serious No serious Serious Low
concerns concerns concerns concerns concerns

4:8 Serious Serious Serious Serious Serious Low
concerns concerns concerns concerns concerns

4:9 Serious Serious Serious Serious Serious Low
concerns concerns concerns concerns concerns

5:9 No serious | Serious Serious Serious Serious Moderate
concerns concerns concerns concerns concerns

6:7 Serious Serious Serious Serious Serious Low
concerns concerns concerns concerns concerns

6:9 No serious | Serious Serious Serious Serious Moderate
concerns concerns concerns concerns concerns

7:8 Serious Serious Serious No serious Serious Low
concerns concerns concerns concerns concerns

8:9 Serious Serious Serious No serious Serious Low
concerns concerns concerns concerns concerns

8:9 No serious | Serious Serious Serious Serious Moderate
concerns concerns concerns concerns concerns

[ 1=Low-fat, 2=Vegetarian, 3=Mediterranean, 4=High-Protein, 5=Moderate-carbohydrate,

6=Low-carbohydrate, 7=control, 8=Low GI/GL, 9=Palaeolithic].
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