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Plasma Branched-Chain Amino Acids and Incident
Cardiovascular Disease in the PREDIMED Trial
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Metabolites of Glutamate Metabolism Are Associated With Incident
Cardiovascular Events in the PREDIMED PREvencion con Dleta

MEDiterranea (PREDIMED) Trial

Yan Zheng, MD, PhD; Frank B. Hu, MD, PhD; Miguel Ruiz-Canela, PhD; Clary B. Clish, PhD; Courtney Deririis, 3S; Jordi Salas-Salvado, MD,
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Protective Effects of the Mediterranean Diet on

Type 2 Diabetes and Metabolic Syndrome’>

Jordi Salas-Salvadé,“’s" Marta Guasch-Ferré,*® Chih-Hao Lee,” Ramén Estruch,™” Clary B Clish,*
and Emilic Ros™”
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Intervention Trials with the Mediterranean Diet
in Cardiovascular Prevention: Understanding
Potential Mechanisms through Metabolomic
Profiling'3
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Increases in Plasma Tryptophan Are Inversely
Associated with Incident Cardiovascular
Disease in the Prevencion con Dieta
Mediterranea (PREDIMED) Study'3
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Plasma Arginine/Asymmetric Dimethylarginine
Ratio and Incidence of Cardiovascular Events:
A Case-Cohort Study
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ORIGINAL RESEARCH ARTICLE

Plasma Ceramides, Mediterranean Diet, and

Incident Cardiovascular Disease in the PREDIMED

Trial (Prevencion con Dieta Mediterranea)
8% 3 &K=208iNHT X N FORMPDINKO Marta Guasch-Ferré, PhD
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Monthly conference calls
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PREDIMED Metabolomics Conference Call

Date Friday, 28 March 2014
Time 9:30 ET US, 14:30 Spain (call duration approximately 1 hr 15 minutes)

Attendees Frank Hu, Co-PI
Clary Clish, Director of Metabolite Profiling
Miguel Angel Martinez-Gonzalez, Co-PI
Miguel Ruiz-Canela, Project Coordinator
Estefania Toledo, Project Coordinator
Cristina Razquin
Marta Guasch
Adela Hruby, Project Coordinator




Ensuing conference calls
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Mediterranean diet , Metabolites , and Cardiovascular Disease

5RO1HL118264  -02: Jul 15, 2013 Jun 30, 2017
Case -cohort  study [
[1 Baseline metabolites & metabolite 1 -y change CVvD B
[J MeDiet Changes in metabolites CVvD HARVARD .
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CVD grant W= p ® £~ 88«13
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Routine analyses
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7447 participants in
PREDIMED
794
(10% random subcohort® | =~ 288 total CVD cases
with available plasma
samples)
Exclusions
n=3 had missing metabolite
values at baseline
n=1 had metabolite outliers
identified by quality control
790
n=753 non-cases 231 total CVD
n= 37 internal cases (these | [ cases with
participants were included in - available plasma
the 231 total CVD cases, | samples
see the right box) |
|

Baseline: 984
n=753 non-cases — (221 control; 282 MedDiet+EVOO; 250 MedDiet+nuts)
n=231 CVD cases — (83 control; 82 MedDiet+EVOO; 66 MedDiet+nuts)

1-year: 926
n=749 non-cases — (219 control; 281 MedDiet+EVOO; 249 MedDiet+nuts)
n=177 CVD cases — (59 control; 70 MedDiet+EVOO; 48 MedDiet+nuts)
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A5.I. Branched - chain and aromatic amino acids
A5.il. Glutamine -cycling pathway

A5.iii. Small and medium - chain acylcarnitines
AS5.lv. Gut flora  metabolites

A5.v. Urea cycle metabolites

A5.vi. Lipid Classes ( TAG,CEs,LPCs,PC,LPE,DAGS,SMs)
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Submitted papers

Second/ Third reviews

03 ~-£2 ~pLf2a2LfaKkR 8L A2 ~ -2 - g8
g="&f£~22xBji£E£3 «§=2L£NTF

d3 ~+% £° ° h dEB2K=8§~j?°K 82248 h £23J8§s& K
g="&E£E~"22T+ W L£R®R~°E4¥ «8Fx8§- -
q- 2 £82-=f~R2KE° ~ ££52 & -BLHAB R®E U-s«ik

Na=gd K3 2BPP° C=°£ BEU=°E£+3 «§2 |

www.predimed.es



Recent/next submissions
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In the pipeline

Tables done ( some of them will circulate soon)
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Metabolomic footprints MedDi et
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RCT: g

MeDiet+EVOO vs. Control: discrimination .ﬁ T aae
MeDiet+nutsvs. Control: discrimination et Ev00 Mettets s Conta i

N = 2543 N = 2454 N = 2450

Benefits of the Mediterranean Diet: Insights From the ()
PREDIMED Study  Prog Cardigvasc Dis. 2015;58:50-60.

Miguel A. M lwadd™* 4, Rawin Estruch™

14-item screener assessing adherence -

. = ::?:L S HR= 0.72 (0.55-0.94) - a1 <7
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Dietary interventions, metabolites and risk of T2D
NIH/NIDDK  -R01DK 102896 Sep 1, 2014 Ago 31, 2018
Case-cohort study R
[1 Baseline metabolites & metabolite 1-y change T2DM Udd T
[0 MeDiet Changes in metabolites T2DM e IHCHAN

PorerieTul ideas for 4 Buralthbs world

ROvIka |V RGIL

Expected cases in
subcohort (N=54

Subcohort FOLLOW-UP
(N=708)

Eligible cohort
(N=3541)

| | | | —>Tive

Year 0 Yejr 1 Yea!r 2 Yea!r 3 Year 4 Year 5
(Baseline)

Metabolites
T2D events (number) 37 55 51 38 57 35

www.predimed.es




T2D grant W= p ® £~ §«w18

1. To examine the association
between the baseline
metabolite concentrations and
therisk of T2D using a case-
cohort design;
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Hypotheses in the grant

A5.I1. Gut microbiota metabolites

AS5.il. Lipid classes

A5.lli. Branched -chain & aromatic amino acids
A5.iv. Glutamine - cycling pathway

A5.v. Short - and medium - chain

acylcarnitines

A5.vi. Urea cycle metabolites
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