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Sensitivity analyses/subgroups

Table S1. Subgroup of Control Diet.

Same Diet of experimental

Subgroup Low fat Habitual Diet + Placebo Other Type of diet
- Maiorino MariaIda - Itsiopoulos C. - Sauder, Katherine - Dylan Thompson
Control Diet Lasa, A. - Medina Vera I - Azadbakht Leila
- Golan Rachel - L. Maria Belalcazar

- Fernemark Hanna

Low- fat: Adiponectin Heterogeneity: Tau? = 0.19; Chi2 =10.35, df =2 (P = 0.006); I? = 81%.
PCR; Other Type of diet: Adiponectin; Heterogeneity: Tau? = 0.71; Chi? = 84.66, df =1 (P < 0.00001);
12=99%.

Table 2. Subgroup of type of center.

Subgroup Single Center Multicenter

- Azadbakht Leila - Dylan Thomson
- Fernemark Hanna - L. Maria Belalcazar
- Itsiopoulos C. - Lasa, A.
Center - Golan Rachel
- Maiorino Maria Ida
- Medina Vera I
- Sauder, Katherine

Single Center: Adiponectin;Heterogeneity: Tau? = 0.39; Chi?=5.53, df =1 (P = 0.02); I> = 82%,.
PCR; Heterogeneity: Tau? = 0.91; Chi? =53.87, df =4 (P < 0.00001); I = 93%.

Multicenter: Adiponectin;Heterogeneity: Tau? = 0.51; Chi? = 85.64, df =2 (P <0.00001); I> = 98%,.
PCR;Heterogeneity: Tau? = 0.36; Chi? = 44.92, df = 1 (P < 0.00001); I? = 98%.

Table S3. Subgroup of follow-up.

Subgroup <24 weeks > 52 weeks
- Itsiopoulos C. - Dylan Thompson
- Sauder, Katherine - Maiorino Maria Ida
Follow-up - Medina Vera - Lasa, A.
- Azadbakht Leila - Golan Rachel
- Fernemark Hanna - L. Maria Belalcazar

PCR < 52 weeks: Heterogeneity: Tau? = 1.93; Chi2 = 41.81, df =2 (P < 0.00001); I? = 95%,.

> 52 weeks Heterogeneity: Tau? = 0.26; Chi? = 55.52, df = 3 (P < 0.00001); I = 95%.

Adiponectin: All of studies are > 52 weeks Heterogeneity: Tau? = 0.38; Chi? = 96.28, df =4 (P <
0.00001); I2 = 96%.




Table S4. Subgroup of Control Glycemic.

HbA1c (%) HbA1c (%)
Subgroup <7.0 >7.0
Or/ and Or/ and
Fasting plasma glucose (mg/dl) 70-130 Fasting plasma glucose (mg/dl) > 130
- Dylan Thompson - Maiorino Maria Ida
- Sauder, Katherine - Lasa, A.
- Itsiopoulos C.
Control Glycemic - Medina Veral
- Golan Rachel
- L. Maria Belalcazar
- Fernemark Hanna
*Azadbakht Leila: did not reported values.
<7.0 % HbAlc, PCR: Heterogeneity: Tau? = 0.63; Chi? = 14.62, df =1 (P = 0.0001); I? = 93%.
>7.0 % HbAlc, Adiponectin: Heterogeneity: Tau? = 0.11; Chi? = 17.70, df = 3 (P = 0.0005); I? = 83%.
PCR: Heterogeneity: Tau? = 0.24; Chi? = 58.47, df = 4 (P < 0.00001); I? = 93%.
Table S5. Subgroup of Region.
Subgroup The Americas Europe Oceania Asia
-Look AHEAD L. Maria - ACTID Dylan Thompson - Itsiopoulos C. -DIRECT Golan Rachel
Belalcazar (2012) (2014) (2011) (2011)
, - Sauder, Katherine (2015) . -DiTA Maiorino Maria - Azadbakht Leila (2011)
Region Ida (2016)
- Medina Vera I (2018) - Fernemark Hanna (2013)
-PREDIMED Lasa, A.
(2014)
Region Europe: (lower in Adiponectin) Heterogeneity: Tau? = 0.37; Chi? =35.40, df =2 (P <
0.00001); I2 = 94%, (before 96%) in CPR is highest (97%).
In Asia (98%). Region the Americas (Look AHEAD and Sauder, Katherine (2015) heterogeneity
was lower in PCR. Heterogeneity: Tau? = 0.00; Chi? =1.08,.
df =1 (P =0.30); 2= 8%.
Table S6. Subgroup of Study Design.
Subgroup Control vs Experimental study Cross-over study
- Dylan Thomson - Azadbakht Leila
- Golan Rachel - Fernemark Hanna
. - L. Maria Belalcazar - Itsiopoulos C.
Study Design - Lasa, A. - Sauder, Katherine

- Maiorino Maria Ida
- Medina Vera I

All studies evaluated Adiponectin were Control vs experimental. Control vs experimental (PCR)
Heterogeneity: Tau? = 0.26; Chi? = 55.52,.
df =3 (P <0.00001); I? = 95% Cross-over: Heterogeneity: Tau? = 1.93; Chi2 =41.81, df = 2 (P < 0.00001); I? = 95%.



Table S7. Subgroup of Type of Diet.

Subgroup Prescribed Recommendations
- Maiorino Maria Ida - Dylan Thompson
- Itsiopoulos C. - Lasa, A.
- Sauder, Katherine - Azadbakht Leila
Type of diet ( Med Diet) - Medina Vera I
- Golan Rachel

- L. Maria Belalcazar
- Fernemark Hanna

Prescribed (adiponectin): Heterogeneity: Tau? = 0.17; Chi? = 17.61, df =2 (P = 0.0001); I = 89% / Rec-
ommendations (adiponectin): Heterogeneity: Tau? = 0.69; Chi? = 28.80, df = 1 (P < 0.00001); I? =

97% Prescribed (PCR): Heterogeneity: Tau? = 0.08; Chi2 = 15.46, df = 4 (P = 0.004); I> = 74% / Recom-
mentations (PCR); Heterogeneity: Tau? =5.75; Chi? = 66.20, df =1 (P < 0.00001); I? = 98%.

Table S8. Subgroup of Control and Experimental Diet.

Subgroup Study
- Lasa
Med Diet vs Low fat - Maiorino
- Golan Rachel

(Adiponectin) Heterogeneity: Tau? = 0.19; Chi? = 10.35, df = 2 (P = 0.006); I? = 81%.
(PCR: Heterogeneity): Tau? = 0.76; Chi?=9.69, df =1 (P = 0.002); I = 90%.

Table S9. Subgroup of Med Diet.

Subgroup Study (PCR)
- Itsiopoulos C.

Med Diet - Maiorino
- Golan Rachel

PCR: Heterogeneity: Tau? = 0.38; Chi? =13.54, df =2 (P = 0.001); I? = 85%.

Data for meta-analysis *For review

ADIPONECTIN (ug/mL)

Diet control
Basal measurement

Diet experimental
Basal measurement

Study Final measurement Final measurement
N N
Mean (SD) Mean (SD)
ACTID 5.0 (1.7) 5.0 (1.7)
Dvlan Thompson 5.50 5.79
ylan TRompso 99 248
MEDITA trial 6.442 (1.57) 6.17 (1.67)
Maiorino Maria Ida 7.10(1.7) 8.87(1.9)
orno 97 102
1.58 (6.3) 5.011 (5.011)
PREDIMED
Lasalvzi 3.1(3.9) 7.9 (3.1)
an 67 74
LOOK AHEAD 5.025 (1.03) 4.75 (0.97)




L. Maria Belalcazar 2.42 (0.108) 2.87 (0.49)
836 922
DIRECT 7.3 (2.6) 7.3 (2.8)
Golan Rachel 12 15
Diet control Diet experimental
Basal measurement Basal measurement
Study Final measurement Final measurement
N
Mean (SD) Mean (SD)
ACTID 2.3 (3.4) 2.0 (3.0)
Dylan Thompson 153 1.68
99 248
, . 3.1 (1.04) 3.0 (0.93)
Maﬁiﬁ?ﬁiﬁill & 2.84 (1.01) 1.94 (0.78)
97 102
CRP (mg/L) - -
Itsiopoulos C. 2.49 (0.50) 2.38 (0.46)
27 27
1.73 (0.53) 1.73 (0.53)
Sauder, Katherine 2.16 (0.16) 1.98 (0.16)
30 30
nez e
olan Rache 1 15
3.11 (0.30) 2.90 (0.31)
Azi‘ili’;kht 2.91 (0.30) 2.04 (0.20)
31 31




PRISMA 2020 Checklist. *For review

TITLE
Title 1 | Identify the report as a systematic review. Page 1
ABSTRACT
Abstract 2 | See the PRISMA 2020 for Abstracts checklist. Page 1
INTRODUCTION
Rationale 3 | Describe the rationale for the review in the context of existing knowledge. Page 1,2
Objectives 4 | Provide an explicit statement of the objective(s) or question(s) the review addresses. Page 2
METHODS
Eligibility crite- 5 | Specify the inclusion and exclusion criteria for the review and how studies were grouped for the syntheses. Page 3
ria
Information 6 | Specify all databases, registers, websites, organisations, reference lists and other sources searched or consulted to identify studies. Spec- | Page 2
sources ify the date when each source was last searched or consulted.
Search strategy 7 | Present the full search strategies for all databases, registers and websites, including any filters and limits used. Page 2
Selection pro- 8 | Specify the methods used to decide whether a study met the inclusion criteria of the review, including how many reviewers screened Page 3,4
cess each record and each report retrieved, whether they worked independently, and if applicable, details of automation tools used in the

process.
Data collection 9 | Specify the methods used to collect data from reports, including how many reviewers collected data from each report, whether they Page 4
process worked independently, any processes for obtaining or confirming data from study investigators, and if applicable, details of automation

tools used in the process.




Data items 10a | List and define all outcomes for which data were sought. Specify whether all results that were compatible with each outcome domain in | Page 4,5
each study were sought (e.g. for all measures, time points, analyses), and if not, the methods used to decide which results to collect.
10b | List and define all other variables for which data were sought (e.g. participant and intervention characteristics, funding sources). De- Page 4
scribe any assumptions made about any missing or unclear information.
Study risk of 11 | Specify the methods used to assess risk of bias in the included studies, including details of the tool(s) used, how many reviewers as- Page 4
bias assessment sessed each study and whether they worked independently, and if applicable, details of automation tools used in the process.
Effect measures 12 | Specify for each outcome the effect measure(s) (e.g. risk ratio, mean difference) used in the synthesis or presentation of results. Page 4,5
Synthesis meth- 13a | Describe the processes used to decide which studies were eligible for each synthesis (e.g. tabulating the study intervention characteris- Page 4,5
ods tics and comparing against the planned groups for each synthesis (item #5)).
13b | Describe any methods required to prepare the data for presentation or synthesis, such as handling of missing summary statistics, or Page 5
data conversions.
13c | Describe any methods used to tabulate or visually display results of individual studies and syntheses. Page 5
13d | Describe any methods used to synthesize results and provide a rationale for the choice(s). If meta-analysis was performed, describe the | Page 5
model(s), method(s) to identify the presence and extent of statistical heterogeneity, and software package(s) used.
13e | Describe any methods used to explore possible causes of heterogeneity among study results (e.g. subgroup analysis, meta-regression). Page 5
13f | Describe any sensitivity analyses conducted to assess robustness of the synthesized results. Page 5
Reporting bias 14 | Describe any methods used to assess risk of bias due to missing results in a synthesis (arising from reporting biases). Page 4,5
assessment
Certainty assess- 15 | Describe any methods used to assess certainty (or confidence) in the body of evidence for an outcome. Page 4

ment

RESULTS




Study selection 16a | Describe the results of the search and selection process, from the number of records identified in the search to the number of studies Page 6
included in the review, ideally using a flow diagram.

16b | Cite studies that might appear to meet the inclusion criteria, but which were excluded, and explain why they were excluded. Page 6
Study character- 17 | Cite each included study and present its characteristics. Page 6y
istics appendix

Al

Risk of bias in 18 | Present assessments of risk of bias for each included study. Page 8
studies
Results of indi- 19 | For all outcomes, present, for each study: (a) summary statistics for each group (where appropriate) and (b) an effect estimate and its Page 7
vidual studies precision (e.g. confidence/credible interval), ideally using structured tables or plots.
Results of syn- 20a | For each synthesis, briefly summarise the characteristics and risk of bias among contributing studies. Page
theses 7

20b | Present results of all statistical syntheses conducted. If meta-analysis was done, present for each the summary estimate and its precision | Page 12

(e.g. confidence/credible interval) and measures of statistical heterogeneity. If comparing groups, describe the direction of the effect.

20c | Present results of all investigations of possible causes of heterogeneity among study results. Page 13

20d | Present results of all sensitivity analyses conducted to assess the robustness of the synthesized results. Supple M
Reporting biases 21 | Present assessments of risk of bias due to missing results (arising from reporting biases) for each synthesis assessed. Supple.M.
Certainty of evi- 22 | Present assessments of certainty (or confidence) in the body of evidence for each outcome assessed. Page 12
dence
DISCUSSION
Discussion 23a | Provide a general interpretation of the results in the context of other evidence. Page 14




23b | Discuss any limitations of the evidence included in the review. Page 15
23c | Discuss any limitations of the review processes used. Page 15
23d | Discuss implications of the results for practice, policy, and future research. Page 15
OTHER INFORMATION
Registration and | 24a | Provide registration information for the review, including register name and registration number, or state that the review was not regis- | Page 2
protocol tered.
24b | Indicate where the review protocol can be accessed, or state that a protocol was not prepared. Page 2
24c | Describe and explain any amendments to information provided at registration or in the protocol. Page 2
Support 25 | Describe sources of financial or non-financial support for the review, and the role of the funders or sponsors in the review. Page 16
Competing in- 26 | Declare any competing interests of review authors. Page 16
terests
Availability of 27 | Report which of the following are publicly available and where they can be found: template data collection forms; data extracted from Suppl.
data, code and included studies; data used for all analyses; analytic code; any other materials used in the review. Mat.
other materials




The “Risk of Bias” tool. Clinical Trials.

Table S10. The “Risk of Bias” tool. Clinical Trials. *For review.

Dylan Thompson Saunder Kathe- | Maiorino Lasa, A. Itsiopoulos C. Medina Vera Golan Rachel Azadbakht Leila L. Maria Belalcazar Fernemark
Rubro/ Art rine Maria Ida Hanna
Selection Low risk Low risk Low risk Low risk Low risk Low risk Low risk Low risk Low risk Low risk
Sequence Quote: “Patients were as- | Quote: “Test diets Quote:”Eligible  participants
generation | signed using a computer- | were presented in | Quote:“Randomiza- Quote: “Study partici- | Quote “Subjects | Quote: “At the third | Quote:” we ran- | Quote: “We used | are randomly assigned to ei- | Quote: “Each pa-
generated allocation in a | a counterbalanced | tion started in 2004, | pants were random- | were random- | visit, all subjects | domly assigned | a randomized | ther diabetes support and edu- | tient tested all
2:5:5ratio to usual care, an | order for 4 weeks | and the trial ended in | ized to three equally | ized to com- | were randomized to | 322 moderately | cross-over design. | cation or lifestyle intervention | the three differ-
intensive diet interven- | each, with order | early fall 2012, after a | sized groups”. mence.” receive either the DP | obese subjects “ After a 3-wk run- | using a web-based data man- | ent diets in ran-
tion, or the intensive diet | determined by | total follow-up of 8.1 or P treatment in in, patients were | agement system that verifies | domized order.”
intervention plus activ- | simple randomi- | years.” combination ~ with randomly as- | eligibility.”
ity.” zation and equal the reduced energy signed to 8 wk of a
allocation to each diet for 1 month.” control diet or the
treatment  order DASH diet.”
assignment”
Selection Low risk Low risk Low risk Low risk Unclear risk Unclear risk Low risk Low risk Low risk Quote:” Randomiza- | Low risk
Allocation Quote:“Allocation ~ was | Quote: “The study | Quote: “The two-arm | Quote: “Tables of ran- | Quote: “To | Comment: Not de- | Quote: “Strata of | Quote: tion is stratified by clinical cen- | Quote: “Ran-
sequence stratified by center and | coordinator gen- | trial design it was in | dom allocation were | commence with | scribe allocation | sex, age (below or | “The project dieti- | ter and blocked with random | domization was
conceal- minimized by age, sex, fit- erated the random equilibrium and alloca- centrally elaborated.” either the inter- method. above the me- tian enrolled par- | block sizes.” performed by
ment ness, route into the study, allocation se- tion was in sealed vention diet or dian), BMI (below ticipants and ran- drawing Dballots

and blood pressure.”

quence and as-
signed partici-

pants to the inter-

ventions.”

study folders”.

the control diet
(habitual) for 12
weeks and then
cross over to

the  alternate

diet for the

or above the me-

dian), history of

coronary  heart
disease (yes or
no), history of

type 2 diabetes

(yes or no), and

domly allocated
them to groups
using random se-
quencing  gener-
ated in SPSS at the

end of the run-in

period.”

and the sequence
of the diets was
determined  at
one single occa-
sion for all par-

ticipants.”




following 12
weeks.”
Comment: Not
specification

about the pro-

current use of
statins (none, <1
year, or 21 year)
with the use of

Monte Carlo sim-

cedure. ulations.”
Perfor- Low risk High risk High risk Low risk High risk Low risk High risk High risk High risk High risk
mance Quote: “Dieticians, | Quote:” Due to Quote: “Participants are pre- | Quote: “All
Blinding of | nurses, and patients were | the nature of the | Quote: “Who assessed | Quote: “The study | Quote: “Sub- | Comment: Double [ Quote: “The dieti- | Quote:"patients scribed a diet of self-selected study meals
partici- aware of allocation, but | dietary interven- | achievement of the pri- | nurses in charge of the | jects were con- | blind tians met with | were not | foods for the first 2 weeks.” were consumed
pants, per- | doctors were not. All as- | tion,  metabolic | mary outcome were | random allocation | sulted individ- their groups in | blinded.” Comment: Participants and di- | under supervi-
sonnel sessments  were  per- | kitchen staff and | blinded to theinterven- | were independent of | ually by an ac- weeks 1, 3, 5, and etitians were not blinded. sion by the study

formed by nurses”

Quote: “Any changes in
treatment of these fea-
tures were made by a doc-
tor unaware of treatment
allocation and according
to a strict trial protocol to
keep the risk of perfor-
mance bias to a mini-

mum.

participants were

aware of treat-
ment assign-
ments.”

tion.”

Comment: No double-

blinding

the nursing staff. At
baseline, general prac-
titioners were not in-
formed of the alloca-
tion of participants.”

Quote: “group sessions
are organized sepa-
rately for each of the
intervention

three

groups”

credited Prac-
tising Dieti-
tian”.

Comment: It
not clear the
blinding of par-
ticipants  and

personnel.

7 and thereafter at
6-week intervals,
for a total of 18
sessions of 90
minutes  each.”
“Each food item
was provided
with a label show-
ing the number of
calories and the
number of grams
of carbohydrates,
fat, and saturated

fat, according to

an analysis based

organizers (HF
and CJ) at the Di-
abetes ward of

Motala Hospital.




on the Israeli nu-

tritional database.

Comment: It
seems the dieti-

tians and patients

were not blinded.

Detection
Blinding of
outcome

assesment

High risk
Quote: “The diet was not
prescriptive; goals were
negotiated

individually

with each participant. “

Low risk
Quote:  “techni-
cians who meas-
ured outcome var-
iables were

blinded to the diet

assignments.”

High risk

Quote: “Assessment of
dietary adherence was
based on self-report,
and patients may have
had incentives to mis-
represent their adher-

ence.”

“The investigators re-
sponsible for starting
antihyperglycemic

drug treatment were
not blinded to trial as-
signment, and differ-
ences in assessment of
patient information
and patient manage-
ment related to
knowledge of that as-

signment cannot be

Low risk
Quote:”Biological
markers of compliance
are measured in ran-
dom subsets of partici-
pants from the three

arms of the trial.”

Quote: “Outcomes are
ascertained on a yearly
basis by a Clinical
Events Committee
whose members are

blinded to the interven-

tion group.”

High risk
Quote: “Com-
pleted diaries
were reviewed
and verified by
an  practicing
Dietitian, and
incomplete rec-
ords were dis-
carded.
“Dietary intake
was monitored
by a self-com-
pleted seven-
day diet record
(in  household
measures).”
Comment:
there are not ev-
about

idence

blinding

High risk

Quote: “Compliance
with  the dietary
portfolio (DP) or pla-
cebo (P) intervention
was evaluated by the
number of empty

packets returned the

following visit.”

Comment: It seems
to evaluator of inter-
vention no

‘was

blinded.

Low risk

Quote: “The clinic
and  laboratory
staff members
were unaware of
the treatment as-
signments, and
the study coordi-
nators were una-
ware of all out-
come data until

the end of the in-

tervention.”

Low risk
Quote: “The la-
boratory staff was

blinded to the

treatment status.”

Low risk
Quote: “personnel who are
blinded to treatment assign-

ment.”

High risk
Comment: Open

label




totally excluded as con-

tributing to the find-

outcome assess-

ment, it seems

ings.” like the results
it depended to
answers de par-
ticipants.
Attrition High risk High risk Low risk High risk Low risk High risk Unclear risk High risk Low risk Low risk
Incom- Quote: “Approximately Quote: “The attrition Quote:  “Eleven | Quote: “Two percen to the par-
plete out- | 90% of potential blood Comment: 12%pa- | Quote: “The overall | rate after 2 years' fol- | Quote: Comment: Lost of | Quote: “ 84.6% | patients did not | ticipantsare lost annually with | Quote: “The re-
come data samples were available tients lost to fol- proportion of partici- | low-up for participants | “Twenty-seven follow up it was | compliance” follow the study | respect to end point ascertain- | maining 19 par-
for assessment of CRP, IL- | 10w up- pants who were lost to | recruited before 2006 | adults (sixteen | 34.5%, 16 in experi- | Comment:Itisnot | protocol).” ment in each arm.” ticipants ~ com-
6,  adiponectin, and follow-up was similar | (n=4.381) was 9.3% | menand eleven | mental group and 12 | reported how it Quote: “the planned length of | pleted all three
sICAM-1.” in both groups (9.2- | The study was not a | women) com- | in placebo group. | was equilibrium | Comment: 29% | follow-up is not fully | experimental.”
Comment: Lost to follow 9.3 %, respectively)” randomized one and | pleted the | Authors do not give | to loss of follow | subjectslosttofol- | achieved.” “compliance was
up. the sample size foreach | study” details. up. low up. assumed to be
dietary  intervention excellent and
could be greater”. Comment: hence to give
100% of sub- high  statistical
Comment: Not explain | jects completed power, but due
causes or equilibrium | the trial. to risk of attri-
for the losses. tion, we planned
to include about
20 subjects”
Reporting | Low risk Low risk Low risk Unclear risk High risk High risk Low risk Low risk High risk Low risk
Selective Quote: “Results demon- | Comment: In or- | Quote: “The analysis of | Quote: “the primary Quote: “Intercor- | Quote: “we assess | Quote: “The ILI and DSE inter- | Quote:
outcome strate that motivational, der to objective, CRP and adiponectin aim cardiovascular dis- Comment: Comment: It is not relations can be the effects of | ventions have been described “All 19 patients
reporting unsupervised diet and | giveitresults,and | was not the primary | ease prevention. The | changes about | reported basal meas- | documented DASH on novel | previously and are only briefly | with type 2 dia-

diet plus physical activity

interventions integrated

conclusion.

end point of the ME-

DITA trial, which in

major strength is that a

wide panel of

the primary

outcome of the

urements of PCR.

among markers of

inflammation,

cardiovascular

risk factors such

summarized here.”

betes tested the

three  different




into real-world healthcare

theory could have re-

adipokines and related

study, but basal

Just give us the final

hepatic steatosis,

as CRP, coagula-

Comment: multiple

reports

diets for break-

settings generate benefi- sulted in group imbal- | molecules involved in | data were not | difference. glucose homeo- | tion abnormali- | could be confused. fast and lunch”
cial changes in various ance; however, the | glucose  metabolism | report. stasis, and lipid | ties, and tests of
markers of inflammation groups were well | was measured.” profile” hepatic  function Comment: All of
in patients with newly di- compa- rable for many | “Taking together, the among type 2 dia- results were re-
agnosed T2D.” baseline characteristics, | results obtained in the Comment: objec- | betic patients.” ported-
Comment: Objective, re- including inflam- ma- | present study show tive and results | Comment: Re-
sults, and conclusion are tory markers.” that Mediterranean di- are accurate. porting of out-
congruent. ets, supplemented with come results were

virgin olive oil or nuts, observed.

are as efficient as a low-

fat diet for reducing ab-

dominal fat and im-

proving parameters re-

lated to glycaemic con-

trol. “

Comment: T this study

had a post hoc analysis,

the investigators do not

explain under which

analysis (glycaemic

control or cardiovascu-

lar disease prevention).

Other bias | High risk High risk High risk High risk High risk Unclear risk High risk Low risk Low risk High risk
Statistical ~ Anal- Intervention

Disclosures yses Follow up Genetic predisposition Enrollment Disclosures Equilibrium in the | Treatment on | Study design
Quote: “Thompson has | Quote: “The pre- Quote: “Isabel Me- | arms DM2 Quote: “patients
acted as a consultant for | sent results [ Quote: Quote: “Volun- | dina received a returned to regu-
Unilever. Andrews has | should be teers with well- | scholarship from lar eating-habits




received honoraria from
GlaxoSmithKline, Novo
Nordisk, Sanofi-Aventis,
and Lilly as well as travel
expenses from Sanofi-
Aventis”.

Comment: they have con-

flicts of interest to this

publication.

interpreted  cau-
tiously as they are
secondary  anal-
yses of a study de-
signed and pow-
ered for a primary
outcome of sys-
temic

hemody-

namics.”

Comment: Study
design could be

compromised.

“Randomization

started in 2004, and the
trial was completed af-
ter a follow-up of 4
years.  Subsequently,
we decided to continue
to monitor the partici-
pants who did not
reach the primary end
point. This report con-
sists of the data ob-
tained until 30 Septem-
ber 2012 (i.e., when the
last patient reached the
primary end point),

with a total follow-up

of 8.1 years.”

Quote: “Genetic influ-
ences on our data can-

not be excluded.”

controlled type
2 diabetes were
invited to par-
ticipate via lo-
cal newspaper
advertise-

ments.”

CONACYT and In-
stituto Danone de

Meéxico.”

Comment: it is seem-
ing to project spon-

sored.

Unclear risk

Enrollment
Quote:” were re-
cruited through ad-
vertisements at the
Department of Phys-
iology of Nutri-
tion at the Instituto

Nacional de Cien-

cias Médicasy Nu-

tricién Salvador
Zubiran, Mexico
City.”

Comment: Are they
patients and not pa-
tients in the enroll-

ment?

Quote: “We en-
rolled few
women; however,
we observed a sig-
nificant  interac-
tion between the
effects of diet
group and sex on
weight loss
(women tended to
lose more weight
on the Mediterra-
nean diet), and
this difference be-
tween men and
women was also
reflected in the

changes in leptin

levels.”

Quote:  “During
the study, the
physician was re-
quested not to
change  medica-
tion dosages to

avoid any result-

ing bias. “

Quotes: “Is the longest ran-
domized controlled evaluation
to date.”

“lifestyle intervention was ef-
fective over 8 years in both
men and women and across an
ethnically and racially diverse

population.”

Comment: Is a good structure

study.

in between the
three trial days,
and that we had
no control of di-
ets eaten on the
days ahead of
trial days.”

High risk

Enrollment

Quote:"local ad-
vertising and by
direct contact
from the study
organizers with

potentially suita-

ble patients.”




Search Term of electronic of each electronic database

***Coding

(“dietary pattern “ OR “diet* pattern” OR “food pattern” OR “Mediterranean diet” OR
“diet” or “Mediterranean” OR “Anti-inflammatory* Diet*” OR “score” OR “pattern” OR
“adherence” OR “index” OR diet* index* OR dietary* patterns*” OR “eating pattern” OR
“eating” patterns*” OR “food* pattern*” OR “food* patterns*” OR “dietary* habit*” OR
“feeding* behaviour*”) AND (“adult” OR “adults” OR “adulthood” OR “men” OR “man”
OR “women” OR “woman”) in combination with (“biomarker*” OR “bio-marker” OR
“inflammation” OR “ inflammatory”) OR “endothelial” OR “vascular” OR “anti-inflam-
matory” OR “anti-inflammatory biomarkers”) OR (“C-reactive protein” OR “CRP” OR
“hsCRP” OR “high sensitivity C-reactive protein”) OR (“TNF-a” OR “tumor necrosis fac-
tor” OR “tumor necrosis factor” OR TNF) OR (“interleukin 6” OR “interleukin-6"” OR “IL-
6”) OR (“IL-1p” OR interleukin-13” OR “interleukin 1beta”) OR (“intercellular adhesion
molecule 1”7 OR “ICAM-1") OR (“vascular cell adhesion molecule 1” OR “VCAM-1") OR
(“retinol binding protein 4” OR “RBP4” OR “leptin” OR “leptin: adiponectin” OR “lep-
tin/adiponectin”) OR (“resistin”) OR (“adiponectin” OR “adiponectin total” OR “HMW”
OR “high molecular weight adiponectin”) OR (“IFN-y” OR “gamma interferon”) OR (“in-
terleukin 4” OR “interleukin-4” OR “ IL-4") OR (“interleukin 10” OR “interleukin-10” OR
“IL-10") OR (“transforming growth factor-b” OR “TGF-b” OR “TGF-beta” OR “TGF-3")
AND (“diabetes mellitus type 2” OR “type 2 diabetes mellitus”).

MEDLINE

(((Dietary pattern) OR (Food pattern)) OR (Anti-inflammatory Diet)) AND (type 2 diabe-
tes mellitus) (Mediterranean Diet) AND (Diabetes Mellitus 2) ( “TNF-a” OR “tumor ne-
crosis factor” OR “tumor necrosis factor” OR TNF) OR (“interleukin 6” OR “interleukin-
6” OR “IL-6”) OR (“IL-13” OR interleukin-13” OR “interleukin 1beta”) OR (“intercellular
adhesion molecule 1”7 OR “ICAM-1") OR (“vascular cell adhesion molecule 1”7 OR
“VCAM-1”) OR (“retinol binding protein 4” OR “RBP4” OR “leptin” OR “leptin: adi-
ponectin” OR “leptin/adiponectin”) OR (“resistin”) OR (“adiponectin” OR “adiponectin
total” OR “HMW” OR “high molecular weight adiponectin”) OR (“IFN-y” OR “gamma
interferon”)

SCOPrUS

dietary pattern OR diet pattern OR food pattern OR mediterranean diet OR diet or Mediterranean
OR Anti-inflammatory Diet OR score OR pattern OR adherence OR index OR diet index OR
dietary patterns OR eating pattern OR eating patterns OR food pattern OR food patterns OR
dietary habit OR feeding behavior AND adult OR adults OR adulthood OR men OR man OR
women OR woman AND biomarker OR bio-marker OR inflammation OR inflammatory OR en-
dothelial OR vascular OR anti-inflammatory OR anti-inflammatory biomarkers OR C-reactive
protein OR CRP OR hsCRP OR high sensitivity C-reactive protein OR TNF-a OR tumor necrosis
factor OR tumour necrosis factor OR TNF OR interleukin 6 OR interleukin-6 OR IL-6 AND
diabetes mellitus type 2 OR type 2 diabetes

mellitus AND clinical trial AND (LIMIT-TO (DOCTYPE,”ar” ) ) AND ( LIMIT-TO ( SRC-
TYPE,"j"))

mediterranean diet OR diet or Mediterranean OR Anti-inflammatory OR mediterranean
diet OR diet or Mediterranean OR Anti-inflammatory Diet AND adult OR adults OR
adulthood OR men OR man OR women OR woman AND biomarker OR bio-marker OR
inflammationOR inflammatory AND diabetes mellitus type 2 OR type 2 diabetes mellitus
AND (LIMIT-TO (SRCTYPE,"j" ) ) AND ( LIMIT-TO ( DOCTYPE,"ar" ) ) AND ( LIMIT-TO
(LANGUAGE,"English" ) )

Cochrane Central Register of Controlled Trials



Diabetes mellitus type 2 AND Mediterranean diet AND Clinical trial “eating* patterns*”
OR “food* pattern*” OR “food* patterns*” OR “dietary* habit*” OR “feeding* behav-
iour*”) AND (“adult” OR “adults” OR “adulthood” OR “men” OR “man” OR “women”
OR “woman”) in combination with (“biomarker*” OR “bio-marker” OR “inflammation”
OR “inflammatory”) OR “endothelial” OR “vascular” OR “anti-inflammatory” OR “anti-
inflammatory biomarkers”) en Titulo Resumen Palabra clave - (Se han buscado vari-
aciones de la palabra).
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Table S11. Characteristics and properties of components of Mediterranean diet styles.
. DIRECT trial by
EDITA trial
M D trla. PREDIMED Traditional Cretan MD recommendations of Willett and .
Components of Meditarrean diet . Combined MD by
Lasa, Itsiopoulos, Skerrett
the MD scale Fernemark, 2013
Maiorino. 2016 2014 2011 Golan,
! 2012
Whole grains, brown rice, whole
Cereals Whole grains Wh.ole Traditional wholegrain bread & .wheat pasta, oats. ' Wholegrain bread
grains potatoes Sparingly: potatoes, refined
grains, white rice, bread & pasta.
Nogr-;‘iznc —_— —_— Greek coffee & herbal tea Coffee with 1% fat milk Black coffee
Dried fruit t
. . . rec i & s Fruits & nuts: five to seven wal- Fruits & cashew
Fruits & Nuts Fruits & nuts Fruits & nuts large quantity of fruits (563 .
nuts, <2 0 g or 5 units) nuts
g/day)
Vegetabl 1g/d Vegetabl
Vegetables Vegetables Vegetables egetables (691 g/day) Vegetables egetables
green leafy vegetables (280 g/day) cucumber
Legumes Legumes Legumes Legumes Seed, beans, and tofu Legumes
Foods with benefi-  Fish & Seafood Fish Fish F;Shcft siafooq (frlzd whitebait, 2 fish ;?eals Salmon
cial effect reported White meat —_— white meat riec calamart, and asparaguis poutiry —_—
omelet) eggs
. 50 mL extra virgin ol-
t f ol
Olive oil / 30t 500‘;;10 OV ive oil/day approxi- Olive oil (75 mL/day) 30 to 45 ¢ of olive oil Olives (38g)
MUFA: SFA ratio ) mately 1L/week or 4 >50% MUFA 8
MUFA: SFA
tablespoons/ day
Moderate consum Red wine: J.P.
Moderate alcohol ~ Men 10 and 50 . . P™ Moderate alcohol (4% of energy Chenet Cabernet
. tion of red wine . —_—
con-sumption g/day from red wine) Syrah 14% alc.
(200mL/1)
Women 5-25 g/day —_ —_ —_—
Home-made sauce
—_— Red pepper

(tomato, onion, garlic,

Spices —_—
and spices) + olive oil
Foods with no Red & processed Low in red meat,
beneficial effect Meat —_— Red meat & eggs Sparingly: red meat replacing beef and
reported meat lamb
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Dairy —_— —_— Milk 1-2 servings a day —_—
Fast food —_— Avoid —_— —_— —_
Sweets —_ Avoid —_ Sparingly —_
Pastry —_ Avoid Pastries —_ —_—
Sugar-sweetened —_ Avoid Cakes Sparingly —_
beverages
Butter —_— Avoid —_ Sparingly Butter 10 g

Qualitative analysis from each study that reported a Mediterranean Dietary Pattern style and was synthesized by representative components.
Classification: Foods with beneficial effect reported and Foods with no beneficial effect reported according to the American Diabetes Association
[45], U.S. Government/National Academy of Sciences [67]. Abbreviations: DIRECT trial; Diabetes Remission Clinical Trial, MD; Mediterranean
diet, MEDITA trial; Mediterranean diet and type 2 diabetes, MD; Mediterranean Diet, MUFA; mono-unsaturated fatty acid, PUFA; polyunsatu-
rated fatty acid, PREDIMED; Prevencion con Dieta Mediterranean, SFA; saturated fatty acid.
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Figure S1. Funnel plot of comparison: final values, outcome: Adiponectin.
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Figure S2. Funnel plot of comparison: final values, outcome: PCR.



