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Background: Interventions promoting weight loss can reduce the incidence of type 2 diabetes mellitus.
Whether dietary changes without calorie restriction also protect from diabetes has not been evaluated.
Objective: To assess the efficacy of Mediterranean diets for the primary prevention of diabetes in the
Prevencion con Dieta Mediterranea trial, from October 2003 to December 2010 (median follow-up, 4.1
years).

Design: Subgroup analysis of a multicenter, randomized trial. (Current Controlled Trials:
ISRCTN35739639)

Setting: Primary care centers in Spain.

Participants: Men and women without diabetes (3541 patients aged 55 to 80 years) at high
cardiovascular risk.

Intervention: Participants were randomly assigned and stratified by site, sex, and age but not diabetes
status to receive 1 of 3 diets: Mediterranean diet supplemented with extra-virgin olive oil (EVOO),
Mediterranean diet supplemented with nuts, or a control diet (advice on a low-fat diet). No intervention to
increase physical activity or lose weight was included.

Measurements: Incidence of new-onset type 2 diabetes mellitus (prespecified secondary outcome).
Results: During follow-up, 80, 92, and 101 new-onset cases of diabetes occurred in the Mediterranean
diet supplemented with EVOO, Mediterranean diet supplemented with mixed nuts, and control diet
groups, respectively, corresponding to rates of 16.0, 18.7, and 23.6 cases per 1000 person-years.
Multivariate-adjusted hazard ratios were 0.60 (95% CI, 0.43 to 0.85) for the Mediterranean diet
supplemented with EVOO and 0.82 (Cl, 0.61 to 1.10) for the Mediterranean diet supplemented with nuts
compared with the control diet.

Limitations: Randomization was not stratified by diabetes status. Withdrawals were greater in the control
group.

Conclusion: A Mediterranean diet enriched with EVOO but without energy restrictions reduced diabetes
risk among persons with high cardiovascular risk.

Primary Funding Source: Instituto de Salud Carlos IlI.
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Should We View Chronic Obstructive Pulmonary Disease Differently
after ECLIPSE?

A Clinical Perspective from the Study Team
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Abstract characteristics ar disease progression, but added prognostic value for
icting maortlity. Exacerhations tracked over timeand added to the

Rationale: Chronic obstructive pulmonary dissase (COPD) seems aoneegpt ofthe temoerhator phenotype " Disease aourse was very

tabe a heterogmnenus dissase with a varishle aurse.

Obj ectives: W e wished to characterize the hatarogeneity and.
variahility of COPT langitudinally.

Metheds: In e Evmhationof O0OPD Longitudinaly to Idntify
Pradictiee Surmogate Endpoints (ECIIPSE) studyof 2, 164 patientswith
clinically stahl=COPD, 357 smaokers withnormal lung fimction, and 245
never-smakers, we measired a large number of dinial parameters,
Thung function, exercisetoleran.e, hiomarkers, and amoun tof emph mema
by compuied mmography. All thes groups wers followed for 3 pears.
Measurements and Main Flos ults: We found a striking

e rageneity amiong patients with COPD, with poor aomelations
behween FEV, sympinms, quality of life, funcional owicomes, and
hiomarkers. Presnce of geeemic inflammation was fund in anly

a limited proportion of patients, and did not relate to haseline

variahle with dase in a third of patien & not progressing at all. Risk faciors
for 3.pear change in both FEV, and hing density were aswased. For
FEV, decline. continued smoking and presencs of emphysema wene the
strangest prediciors of progresd on; dub ol protsin was fund ta e

2 porten tial biomarker for dissssactiity. For progression of amph yema,
the stmngest pradicinns wers continued smeoking and famale ser

Conclusions: By flknwing a large, well characterized aohaort of
patients with OO PO over 5 pears, we hawe 2 clawer picture of
(“phenatypes™) and a variablzand not inherendly progresshe cure.

Keywards: chronic ohaructive pulmonary disscs svacedhatins
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Baclground: Preterm birgh, bw hirth weight, and infant cachup
growih seem sesedabed with an increased risk of respiradry
hiee e in Luter e bt ind vidual st dies showad conflicting results.
hjectives: We performed an individual participant data
mets-analvels for 147,253 children of 31 birth ahort studies
o determine the sssociations of birth and infant grawt
characterisios with the risks of preschool wheesing (1< years)
amd s chonl-ape asthma &0 years).

Metheds: First, we performed an sdjusted 1-stage random-
effert mets-analysic to asses the combined sscociations of
pesiatiomal age., hirth weght, and infant weight gain with
chilklhood asthma. Second, we performed an adjusied I-stagpe
randomecfect mets-anal ves to sesess the ssodatons of
preierm hirth {gestational sge <57 wesks) and low hirth weight
2500 g) with childbood scthma outeomes.

Resulis: Youmger pestational age at birth and higher infant weight
gain were ind ependently ssociated wit bigher fisks of preschoal
whesing and scho d g casthma | P <05} The inverse sssociations
af hirth weght with chil dhand scthma were sxplained by

s ape athirt. Compared with termsborn chi kdren with
mormal infant weight gain, we observed the highest risks of
school-ape asthma in chikiren born preterm with bi gh infamt
weight gain (sdds ratie JOR] 447; 95% CL LE8.7.76). Pretarm
hi rth was v ssmnciated wi th an increased risk of preschool
wheezing (pooled od ds ratio [pOR], 1.54; #5% CL 1.25-L4%)and
school-ape ssthma (pOR, L40: $3% (1, 118 1.67) ind ependent of
hirth weight. Weakar effect & imates were ohzerved forthe
asenciations of low hirth we ght sdjusted for gestat onal age at

i rth wiith preschonl wheezing (pOR, Li0;98% CL 00121y
and schoolk-age asthma pOR, L1135 %5% CL 1011170

Conduwsdon: Vounger gestational age ot hirth and higher infant
weight gain were sswodaied with chikdhood asthma outbomes.
The associations of kewer hirth weight with childhosd ssthma
were largdy explained by gestational age st hirth. J Allergy
WClim Immamead 2004; 1551 %07-20)

Key words: (emodomal ape, bow bimh welphe, bgfamr groveh,
wheeping, oo, children, colion sudies, epidemiol ogy

Repiratory diseases have a1 least pant of their origine in early
Tife. Tt hhas hean by pothesined fhat adverss exposmres in fiewal ad
early posmatl i might mfleen e hang growihand development,
which avuld lead i persistently smaller airways and impaired
Tng fanction. Thess developmental adapeations mi ght predispose
ihe safject i0 sthime and chronic ohsimctive polmomnary disease
in childhood and adulthood ™" This hypothesis s supparied hy
stod ies s howing esso.d 2t ons of low hinthwei ghi with anincreassd
risk of wheezing and asthmain childhood '~ and chranic ohetoc
tive pulmonary disease md lower pulmonary function in bier
Tife. ™" " Published findings are not consistent, ™™ which might
e doe o differences in siudy popoldons and in definitions of
maicames. Alka, the observed associations of low hirgh weight
with an incremed risk of ashma-relstad ooicomes might he
confounded by petemm hinth or cach-op growth in infancy. The
Tmgsof preterm chil drenhave not yet heen full ydeveloped, which
makes them prone o subopimal further development.* ™™

Most children with low hinth weight show mich-up growihin
imfancy.* Recent sindies sugpesied that catch-up gmoh i 2o
ciated with lower polmonery fanction and an incressed risk of
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MicroRMA expression at diagnosis adds
relevant prognostic information to molecular
categorization in patients with intermediate-
risk cytogenetic acute myeloid leukemia

M Diaz-Beyd, S Brunet, I Momdedéo, R Tejero, T Diaz, M
Pratcorona, M Tarmo, J M Ribera, L Escoda, B Doarte, O Gallarda,
IHeraz, M P Queipo de Llano, JBargay, M Monzo, J Sierra, &
Mawvarro, J Esteve and on behalf of the Cooperative &ML group
CETLAM (Grupo Cooperativo Para el Estudio y Tratamienta de
lazs Leucemias Agudas v Mizlodisplaziasz)

Acute myeloid leukemia (AML) is a heterogeneous disease, and
optimal treatment varies according to cytogenetic risk factors
and molecular markers. Several studies have demonstrated the
prognostic importance of microRMASs (miRNAS) in AML, Here we
report a potential association betwreen miRNA expression and
clinical outcome in 238 intermediate-risk cytogenetic AML (IR-
AML) patients from 16 institutions in the CETLAM cooperative
group. We first profiled 670 miRMNAs in a subset of 85 IR-AML
patients from a single institution and identified 10 outcome-
related miRMAs. We then validated these 10 miRMNASs by
individual assays in the total cohort and confirmed the prognostic
impact of 4 miRMNAs. High levels of miR-196b and miR-644 were
independently associated with shorter overall survival, and low
levels of miR-135a and miR-409-3p with a higher risk of relapse.
Interestingly, miR-135a and miR-409-3p maintained their
independent prognostic value within the unfavorable molecular
subcategory (wild-type NPM1 and CEBPA andfor FLT2-ITD), and
miR-644 retained its value within the favorable molecular
subcategory. miR-409-3p, miR-135a, miR-196b and mir-644 arose
as prognostic markers for IR-AML, both overall and within
specific molecular subgroups.
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Comparative efficacy of two interventions
to discontinue long-term benzodiazepine
use: cluster randomised controlled trial
in primary care
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M. Mengual, . Basora, M. Esteva, |. Llobera, M. Roca, M. Gili and
A. Leiva

Authior Affiliations

Correspondence: Caterina Vicens Caldentey, Centro de Salud Son Serra-La
Vileta, CfMatamusinos no. 22, 070711 Palma de Mallorca, Balearic [slands,
Spain. Email: caterinavicens@gmail.com

Pagina 6 de 11

Instituto de Investigacion Sanitaria de Palma - IdISPa
Fundaci6 Investigacié Sanitaria Illes Balears - FISIB

Hospital Universitari Son Espases. Edifici " S " 1* Planta. Ctra. Valldemossa 79, 07010 Palma



IdISPa

Instituto
de Investigacion Sanitaria
de Palma

7. Guasch-Ferré M; Hu FB; Martinez-Gonzéalez MA; Fité M; Bull6 M; Estruch R; Ros E;
Corella D; Recondo J; Gémez-Gracia E; Fiol M; Lapetra J; Serra-Majem L; Mufioz MA,;

Pint6 X; Lamuela-Raventés RM; Basora J; Buil-Cosiales P; Sorli JV; Ruiz-Gutiérrez V;

Martinez JA; Salas-Salvadé J. Olive oil intake and risk of cardiovascular disease and

mortality in the PREDIMED Study. BMC MED 2014 May 13;12:78. doi: 10.1186/1741-
7015-12-78.
FACTOR DE IMPACTO: 7,276

Guesch-Femé ot al. B Medicine 2014, 12273
hitp:isanasa blomedeentral com! 741-701 SH2TE .
BMC Medicine
RESEARCH ARTICLE Open Access

Olive oil intake and risk of cardiovascular disease
and mortality in the PREDIMED Study

Marta Guasch-Femé'™, Frark B Hu®, Miguel A Martinez-Gonzilez™, Montserat Fitd®, Manica Bulla'™,

Ramaon Esruch®® Bmilio Roes™, Dolares Corella®®, lavier Recondo™?, Enrique Gémez-Grada™?, Miguel Fiol",
losé Lapetra™, Llus Sema-Majemn™ Miguel A Mufiaz™, Xavier Pintd™, Rosa M Lamuela-Raventds™,
losep Basora™ Pilar BuiHCosiales™ '™, José W Sorl™, Valentina Ruiz-Gutiémez™" | Alfredo Martinez™®

and Jordi Salas-Sahvadd ™

Abstract

Background: It is unknown whether individualks at high @rdiovasoular risk sustain a benefit in @rdiovasoular
diseasze from increased alive oil consumption. The aim was to assess the assodation batween total olive oil intake,
its warieties (extra virgin and common clive oil) and the risk of @rdiovasoular disease and mortality in a
Mediterranean population at high @rdiovasoular rige

Me thods: We induded 7216 men and women at high @ardiovasoular risk, aged 55 to 80 years, from the
PREvencan con Dieta MHED iterranea (FREDIMED) study, a multicenter, randomized, controlled, clinical trial
Partidpants were randomized to one of three intenentions: Mediterranaan Diets supplemented with nuts or
extra-~vilgin olive oil, or a control low-fat diet. The present analysis was conduced as an obsenational prospective
cohort study. The median follow-up was 4.8 years Cardiovascular disease (stroke, myo@rdial infarction and
cardiovascular death) and mortality were ascertained by medical records and Mational Death Index. Qe oil
consumption was evaluated with validated food requency questionnaires Multivariabe Cox proportional hazards
and generalized estimating equations were wsed to assew the assodation betwesn baseline and yearly repeated
measurements of olive oil intake cardiovascular disease and maortality.

Results: During follow-up, 277 ardiovascular events and 323 deaths ooourred. Participants in the highest
energy-adjusted tertile of basdine total olive oil and exta-virgin clive oil consumption had 35% HR: 065; 95% CE 047
to 089) and 39% (HR: 0.61; 95% k(.44 to (UBR) cardiovasoular dissase risk reduction, respectively, compared o the
reference. Higher basdine total olive oil consumption was assodated with 48% (HR: Q52 996 (& 029 1o (.99 reduced
risk of cardicvascular mortality. For each 10 g/d inoease in extra-virgin olive il corsumption, ardiovasoular dissas
and maortality risk decreased by 10% and 7%, respedtively. Mo signifimnt associations were found for cancer and
allcause mortality. The assodations between cardiovasoular events and extra virgin olive oil intake were significant
in the Mediterranean diet intervention groups and not in the control group.

Condusions: Olive cil consumption, spedhically the edra-virgin vaniety, is asodated with reduced rids of @rdiovascular
disease and martality in ndivaduals at high ardiovasoular riske

Trial registration: Thiz study was registered at controlled-tralocom (Rt fweesaooon to bed-triale com ISRCTH 357396390
Imernational 3tandard Randomized Contoled Tral Mumber (ISRCTH): 35739639, Registration date: 5 October 2005,

Keywords: Dlve oil, Cardiovasoular, Maortality, Mediteransan Diet, FREDIMED
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RESEARCH ARTICLE Open Access

Polyphenol intake and mortality risk: a re-analysis
of the PREDIMED trial

Anna Tresserra-Rimbau™, Eric B Rimm?, Alesander Medina-Remdn™"", Miguel A Martinez-Gonzilez™,

M Carmen Lopez-Sabater ™, Marfa | Covas™, Dolores Corella®™, lordi Salas-Salvadd™™, Enrique Gdmez-Gracia™®,
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Miguel A Muficz™ ™, Alfredo Gea™ Valentina Ruiz-Gutiemez™® Ramdn Estruch™”, Rosa M Lamuela-Raventds™
and on behalf of the PREDIMED Study Investigators

Abstract

Background: Folyphencls may lower the risk of @rdiovasoular dissaze (WD) and other chronic dissases due to
thair anticecidant and anti-inflammaton properties, as wall as thair bensfidal effects on blood pressure. lipids and
inzulin resistance. However, no previous epidemiclogical studies have evaluated the relationship betwesn the intake
of total polyphenoks intake and polyphenol subclasses with owerall mortality. Our aim was to evaluate whether
pobyphenal intake is associated with all-cause mortality in subjeds at high cardiovascular risk

Methods: We used data from the PREDIMED study, a 7447 -participant, paraliel-group, randomized, multicenter,
controlled five-year feeding trial aimed at assesing the effects of the Mediterranean Digt in primary prevention of
cardiovasoular disease. Polyphenol intake was aloulated by matching food oonsumption data from repeated food
frequency questionnaires {FFQ) with the Phenol-Explorer database on the polyphenol content of eadch reported
food Hazard ratics (HR) and 95% confidence intervaks (C) between polyphenol intake and monality were estimated
using time-dependent Cox proportional hazard models.

Results: Over an average of 4.8 years of follow-up, we obsened 327 deaths. After multivariate adjustment, we
found a 37% relative eduction in allcause monality companng the highest versus the lowest quintiles of total
potyphenal intake thazard mtio (HR)= 0063 9% O 041 to O597; Pfor trend =013, Among the polyphenal subclasses,
stilbenes and ligrans were sgnifi@ntly asociated with reduced allcause mortality (HR =048 99% O 025 o Q91; P for
trend = 0L and HR = 0160 9% C1037 to 0L97; P for trend = 003, respedtively], with no signifiant assodations appasnt
in the rest {flavonoids or phenolic adds).

Conclusions: Among high-risk subjects, those who reported a high polphenolintake, especially of stilbenes and
lignans, showed a reduced risk of overall mortality compared to those with lower intakes These results may be us=ful
to determine aptimal polyphenol intake or spedfic food soures of polyphenoks that may reduce the risk of allawse
morality

Clinical trial registmation: ERCTHWISTIHIL

Keywords: Polyphenaol intake, Alll@use mortality, PREDIMED, Meditermansan diet, Stilbenes, Lignans
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Hospital admissions and exercise =
capacity decline in patients with COPD

Maria A. Ramon. Elena Gimeno-5antos, Jaume Ferrer, Eva Balcells,
Esther Rodriguez, Jordi de Batlle, Federico P. Gomez,

Jaume Sauleda. Antoni Ferrer. Joan A. Barberd, Alvar Agusti.
Joaquim Gea, Robert Rodriguez-Roisin, Josep M. Antd,

Judith Garcia-AymerichT, the PAC-COPD Study Group
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Abstract

Exercise capacity declines with time and iz an important determinant of
health status and progresis inpatients with chronic cbstructive pulrmonary
dizeaze {COPD). We hypothesized that hospital admissions are associated
with exercise capacity decline in these patients.

Clinical and functional wariables were collected for 342 clinically stable COPD
patients. The E-min walk distance EMWD) was determimed at baselime and
after a mean®sp of 1.7+0.3 years. Information on hospitalizations during
fallow-up was obtaimed from centralized administrative databazes. Limear
regression was used to model changes in exercise capacity.

Patients were mostly male (925 with rmean®sp age 67 9526 years, post—
bronchodilztar forced expiratory volume in 1 s S4217% predicted and baseline
EhWD 433233 m. During follow-up, EMWED decreased by 21.9251.0 m -year™
and 153 454 patients were hospitalised at least once. Among patients
admitted only for COPD-related causzes (80% of those ewer admitted), the
propartion presenting a clinically significant loss of EMWD was higher than in
patients admitted for only nonrespiratory conditions (53% versuws 29%,
p=0.040). After adjusting for confounders, annual BMWD decline was graater
126 -year_], QEH I 13-38 m -\,rear_1; p=0001]) in patients with more than
one zll-cauze hospitalization per year, as compared with thoze with no

hospitalisations.

Hospitalisations are related to 2 greater decline in exercise capacity in
COPD.
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Abstract

Endobronchial walwe (EEW) therapy may be azzociated with improverants in
chronic obstructive pulmonary diseaze-related outcomes and may therefore
be linked to improwements in the body mass index, airflow obstruction,
dysphoea, exercise capacity (BODE indesx.

Data from 416 patients with advanced emphysernz amd hyperinflation across
Burope and 54, who were randomized to EBW [h=3284) or conservative
therapy h=132] weare anzlysed. Quantitative imzge analyzis was wzed to
compzre the wolume of the targeted lobe at baseline and at £ ronths to
determine target lobe wolume reduction (TLWE).

44% of patients receiving EBYW therapy (versus 24 7% of controls) had clinically
zignificant improvernents in the BODE index (p=0001). BODE index was
sighificantly reduced by meantsp 1.4£1.3, 0.221.3 and 0.1%£1.3 points in
patients with TLWR =50%, 20%-50% and =20%. respectively lintergroup
differerices p=0.001), but increazed by 0.3%1.2 paints in controle. Changes in
B DEwere predicted by bazeline BODE and correlated significantly with lobar
excluzion and lung wolumes at £ months.

A greater proportion of patients in the treatment group than in the control
group achiewed a clinically meaningful improvemeant in BODE index: howewer, the
likelinood of benefit was less than half in both groups. Patients in whom TLWE
was obtained had greater impraverents in clinical outcomes.
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