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IACS European SectionHonoured David Eisner with

2017 Naranjan Dhalla Distinguished Lecture Award

The European Section
of the International
Academy of
Cardiovascular
Sciences (IACS)
presented a medal to
David Eisner for the
2017 Distinguished
Lecture Awardin Pecs,
Hungary during their
annual meetingheld in
September 280, 2017.

Al 11

‘ e David Eisner has been
Dr. David Eisner

at The University of
Manchester, UK, since
1999 and has held the British Heart Foundation Chair of
Cardiac Physiology since 2000. From 1976, he did a PhD

Photo of the 2017 Pf. Naranjan S. Dhalla Honorary

of The Physiological Society and both the Keith Reimer
and Peter Harris Awards of the International Society for
Heart Research. He has served as Chairman of the
Editorial Board of The Journal of Phgsigy. He is
currently Editor in Chief of the Journal of Moleculkand
Cellular Cardiology. He i®resident of The Physiological
Society.

His research has focused on the basic mechanisms that
regulate intracellular sodium (Na) and calcium (Ca)
concentrdabns. He demonstrated the steep dependence of
contraction on intracellular Na concentration and thence
the role of NaCa exchange in mediating interactions
between Na and Ca regulation. After developing a method
to measure the Ca content of the sarcoplageticulum
(SR), he characterized the mechanisms responsible for the
normal, stable control of SR Ca content. His recent
research has focused on the mechanisms responsible for

Lecture Medal presented to Prof. David Eisner

at Oxford with Denis Noble graduating in 1979. His PhD
t hesi s was Effedtsi of | Sedium ®dnip e
Inhibition on the Electrical and Mechanical Properties of
Mammal i an Cardiac Muscl eo.

Dr. Eisner was on the Faculty at the University College
London from 1980 t0l1990, where he was awarded a
Wellcome Trust Senior Lectureship, anderthat the
University of Liverpool (19961999) before moving back
to his city of birth Manchester. From 1982 to 1990, he
was also a Visiting Professor at the University of
Maryland, Baltimore, USA.

Dr. Eisner has received the Pfizer Award in Biology, The
Wellcome Trust Physiology Prize, the GL Brown Lecture
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the generation of the diastolic Ca waves that are known to
be responsible forosne cardiac arrhythmias and how
therapeutic strategies might be developed to abolish these
arrhythmias.

It is no exaggeration to say that Dr. Eisner's work has
transformed the field of cardiac excitatioantraction.

His concept of Ca auiegulation hasclarified ideas
associated with the role of ryanodine sensitization in the
control of cardiac contractility. His more recent work on
intracellular Ca waves has put this area on a firm
quantitative basis and addressed the cellular mechanisms
of arrhythmias Most recently, he has been studying the
mechanisms responsible ftne control of diastolic Ca
concentration.
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The Effects of aNatural Source of Polyphenols on theFunction of the

Endothelium:; the Guardian of Vascular Health

By: Dr. Paul G. Hugenholtz PhD and Dr. RaffaeleDe Catering PhD
Erasmus Medical Centre Rotterdam, The Netherlands
Email: pghugenholtz@gmail.conrdecaterina@unich.it

iDans | es champs de | 6observation, |l e has
filn the world of observations, l uck will hel
Louis Pasteur

It is generally accepted that cardiovascular disorders to the appearance of specific diseases. In the past, scurvy

(CVvD) (metabolic syndrome, hypertension, and beriberi were prominent examples, caused by lack of
atherosclerosis, diabetes) are the main causes of death and vitamin C and the B complex and we will argue that a
disease in the developed and soon will be in the similar type of relative deficiency male one of the
developng-world. Worldwide each year millions die causes of atherosclero¢ig. 1).

unnecessarily or prematurely. This also leads to great loss
of productivity in the economy and ever rising costs of
medical treatment. Currently, 46% of all deaths in the EU
are due to CV disease, with more deadathsvomen than

Figure 1- Sequencef the atherosclerotic process.
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most logical approach and should, in principlésoa i
provide the cheapest solution. Efforts in this direction by
the World Health Authorities and National Governments S sonorml
have met only with limited response and success. While Love of vascular Infammation ndicators (VCam, Ecam, MCP-, M,
cigarette smoking has diminished in some parts of the 6 ot CRmordualy g wsevrty afdhessenaeases
world, dietary habits have kely changed, in fact, in some
countries they have worsened, leading to a recognition of —
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It is, however, not generally appreciatéd) that the

human body as it has evolved over the 5000 years An important observation of a unique food habit was
from its original f@Amenuod o fmadejirsHance inghe|1980sgima thee valleyhoé the Geess |
products mainly found in Nature hasather suddenly river. The so called French Paradox, as described in the

been confronted particularly around the year 1700 with  Lancet in 1992 by Renaud, de Lorgeril e(2) had been

newer foodstuffs such as meat from domesticated animals observed by clinicians. The usual coincidence of a diet

and dairy productsparticularly after tuberculosis was high in animal fat combined with elevated cholesterol in
feradicatedo. I n t he p ast thalgood ang subseqsient atheljesstic vaseutamdisease, a s
exacerbated with refined derivatives such as blanched did not seem to exist in that region, while death rates were

flour, pure sugar, rich dairy products and red meats, all much below the national average. In fact, it was found by
substances in which many essential nutrients were Corder(4) and his researchers that in the valley of the
artificially removed or altered to satisfy modern tastes Ger s, in the southwest of Fr
rather than boosted to provide healthier essential food gr aso and other fatty foods «
components. The #AMcDonal ds longevityeoball jofsFragce gxisiedn é thisxsanepvalley.

It has been argued that, i theretwas & regilay fcgisumgion tofi anemedepredn , t h
human body has not had sufficient tineeadapt to these wine from the local Tannat grape, a product exceptionally
sudden and rather drastic changes in nutrition. In fact, itis rich in a mixture of polyphenoldt revived the concept

now accepted that deficiencies in micronutrients can lead that wine rather than the Mediterranean diet alone, had a
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protective effect on the arterial vessel wall. Might the
saying Ayou are as ol d as
all? Corder et a(4) ascribed the beneficial action ofgh
wine to its reduction of the endothelin levels, a
vasoconstrictive compound. In subsequent work from his
group an extensive analysis of wines from different
regions and grapes, demonstrated 2 Italian wines from the
region around Perugia, to have evegheir oligomeric
proanthocyanidindevels. In the same up-date (2014)
paper the various options for the atheroprotective
mechanisms are discussed in great detail providing
substantial experimental support for the still sparse
clinical data.

Other epidenological studies have meanwhile supported
the concept that moderate consumption of red wines (and
not white wines), some of which contain a high
concentration of polyphenols, leads to a reduced risk of
coronary heart disease. Their exact mechanism(s) of
action, however, remained unclear. In their seminal paper
in 2004, Stoclet et af5) of the Institut Pasteur at the
University of Strasbourg in France had concluded that of
the 500, or so, polyphenol molecules so far identified in
wine, some 35 have cardiascular activity, such as anti
inflammatory, anticoagulant and antithrombotic effects,
others act as antioxidants, but most of all that as a natural
mixture they stimulate the production of nitric oxide (NO)
which controls the adequacy of blood flow thrbogt the
entire body and its organs and protects various
intracellular functions of the endothelium, promoting
endothelial integrity. From the same Institute, the group
around SchinKerth has detailed the exact biochemical
pathways as far as they wereaddished up to 20126)

and 20147).

Just at the time Ridker et &B8) showed in the 2008
JUPITER trial, the significance of CRP as a factor (and
predictor), in the development of human atherosclerosis in
a group of patients with normal LDL and elevatagh
sensitivityComplement Reaction Protein (GRP) levels.

A few years earlier, Estruch and coworke{8) in
Barcelona had compared in young healthy cardiologists
the effects on the human endothelium of a concentrate of
Merlot wine to a similar quantitpf alcohol in pure gin.
They demonstrated that the Merlot extract reduced
towards normal a range of biomarkerg;luding hsCRP,
VCam, ECam and H1, normally associated with
endothelial inflammation and dysfunction, whereas the
pure alcohol could not do so. They concluded that the
polyphenols in their wine
even on the arterial wall of these apparently healthy
volunteers. Meanwhile incidental experimental evidence
in mice and guinea pigs showed that induced
atherosclerosis could actually be reversed with
disappearance of plaguefter feeding wine polyphenols
over a relatively short period. These observations were
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e

reently confirmed by Berbée et §10) for resveratrol,
yoneuaf the potyphenolse acting onetide ehdethelium.ule
these experiments, the effects of resveratrol equaled those
of atorvastatin.

The growing experimental evidence, as well as multiple
other reports inthe medical literature on human data,
convinced our group to conduct the crucial experiment in
humans with the characteristics of the Metabolic
Syndrome. This disorder may be considered as the
precursor of atherosclerosis, since the patients already
show signs of endothelial dysfunction while still
asymptomatic. In this trial, carried out at the Amsterdam
University Medical Center (AMC), we coulidr the first
time ever in patientglemonstrate that a dry powdered
mixture of naturally occurring wine grapeolgphenols
contained within the dried skins and pits, decreased two
major indicators and, probably causative, factafs
endothelial dysfunction and inflammation, Monocyte
Chemoattractant Protein (MEB and Macrophage
Migration Inhibitory Factor (MIF). Th activity and
efficacy of the powdered polyphenols apparently leads to
a suppression of the early inflammatory phase of
atherosclerosis well before hypercholesterolemia becomes
a dominant factor as described in an article in the British
Journal of Nutritbn in 2011(11).

So, inflammation, as clearly declared by Ross in 1999
(12) to be the fundamental cause of atherosclerosis and as
proposed as hypothesis by Libby et(aB) in 2001 and
2010(14), is now scientifically accepted as a, if not the,
main and arly cause of atherosclerosis. In fact, it may
play a dominant role right at the onset of atherosclerosis.
Accordingly, elevated levels of piaflammatory cheme

and cytokines have been found to be associated with
increased cardiovascular risk, some arewneven
considered predictive. Therefore, amtflammatory
strategies, whether by nutriceutical or pharmaceutical
means, hold great promise for cardiovascular disease
prevention, perhaps even eradication, beyond the current
lipid lowering or lifestyle chage interventions, the more

so if they can be produced economically and have no side
effects. Minzel et al(15) have also speculated on
oxidative stress as a therapeutic target in cardiovascular
disorders in 2010. The inflammation hypothesis of
atherosclersis has taken many years to find final
acceptance, as was dramatically shown by the reactions at
the last ESC congress in Barcelona (2017). More about
this |l ateré

xtract had a fiprotectivebo
The Metabolic Syndrome, a major risk factor complex for
atherosclerosis and  cardiovasculardisease, is
characterized by a chronic legrade inflammatory state
beginning as early as pubertfFig. 1). These
inflammatory conditions have been attributed
inappropriate activation of NkB (a major cytokine) and

to
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subsequent augmented production dfwnstream pro
inflammatory cyt&ines and chemokines such asGRiRP,
the Interleukins (IL1 & IL-6 ) Tumor
(TNFU) and, more rlecently,
These two factors, MGR and MIF play a crucial role in
the early inflammatory process which currently is held
responsible for the onset of what eventually becomes
atherosclerosis. We believe that the function of the red
wine derived polsyopstow dowh ar
avoid the monocytes from being attracted to the damaged
endothelial surface and to inhibit macrocytes, once they
become macrophages, from migrating in and outside the
subendot hel i al space and,
initial phag of what later becomes a plaque. This
sequence of events is displayed in the cartoons in Fig. 2

Ne c r o semmded af @rothar agil d

and its sequelae, myocardial infarction and stroke, by
restoring the normal function of the endothelium. One is
di ct uena dayj an
MeEEpand hMCPRdoctor awayo.
powdered form and was used in our experimental and
clinical investigations (see websitewww.in-vino-
veritas.nj. It fits nicely in the current recomendations to
treat (or better prevent) the multifactorial disease with a
multifactorial approaciFig. 4).

(RWPOsS) , |

Our clinical study(11) was extended in vitro to explore
the effect of higher doses of polyphenols on these
inflammation indicators in blood sampleof the same

f o indniduats whohparticipdted intthe PRIME stualk @his

analysis confirmed the strong suppressive effect of
polyphenols in higher dosages also on the ultimate

Figure 2- In-Vino-Veritas Extra and atherosclerosis: 3 successive stages are elépict
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and is originally published in a beautiful two and a half
page vignette by Linda
At herosclerosisd in
3). It demonstrates clearly the sequence of events in the
subendothelial space following the breakdown of
endothelial integrity as well as the points where the
various polyphenols can restore the inflammatory process
and promote healing.

...instead of the mechanical
interventions later

So, the Polyphenols fromRed wine remnantdn the
Metabolic syndrome with Endothelial dysfunction
(PRIME) (11) study outcome data are convincing in two
ways. While our original assumption and study hypothesis
at that time were that the polyphenols would significantly
affect most of the classic biomarkers and indicators of
atherosclerosis wasot confirmed, orthe contrary (and to
our great satisfaction), the two earliest agents of
inflammation, MCP1 and MIF, werdgFig. 2). They were
significantly (p<0.05) suppressed even at the low daily
dosage of 500mg and were also decreased during
provocative testing of theFlow Mediated Diladtion
procedure on the forearnThis indicates that naturally
occurring substances, such as the widely available
polyphenols in various fruits, bubften lacking in
sufficient amounts in the modern dietan reduce the
earliest evidencef inflammation of the vascular wall in
individuals (or animals), prone to develop atherosclerosis

CV NetworkVol 16 No 4ADecember 2017
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that the 500mg dose tested in the PRIME trial may have
been suboptimal and that at higher doses polyphenols
could have affected several otledrthe indicators in table

1 in a more convincing manner. This in fact had earlier in

2006 already been found in our Leiden Apgenetically

Figure 3 - Mode of action of polyphenol$ The red
arrow indicates the known action of resveratrc
inhibition of ROS production. The black arrow indicat
action by other polyphenols by reducing tl
inflammation of endothelial cells (accepted from ref. -

Wemscyie
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modified mice within four weeks when higher dosages of  The similarity in these observations would suggest that
the polyphenol mixture were provided (unpublished data therapy against the root cause of the atherosclerotic
avdlable upon request).

processshould firstly be aimed at restoring endothelial
integrity by reducing inflammation and not at lowering

Table 1- Main characteristics of the polyphenol: cholesterol levels onlyFig. 4). The data suggest that

multiple actions can be achieved by oumtraceutical

FOOD MEDICINE: MAIN CHARACTERgﬁz

PREVENTIVE AND PROINTEGRITY OF THERAPEUTIC AND PLAQUE

ENDOTHELIUM VIA REGRESSION VIA
t NO PRODUCTION | LDL oxidation
| ENDOTHELIN 1 SMC migration

| V.CAM, E.CAM 1 SMC proliferation
1 MCP-1 | platelet aggregats
| MIF | VGEF

| INTERLEUKIN 6 = fe

1 PLAQUE REGRESSION

| LDL, VIA 1 receptor + | oxidation +

T HDL | metallo proteinase - action
1 ANTIOXIDANT =

| ANTIHYPERTENSIVE PLAQUE STABILISATION

PRIMARY PREVENTION SECUNDARY PREVENTION

(table 1) and are not only reserved foplaarmaceutical
such as statins or PCSK This provocative proposition
with many advantages such as absence of toxicity and
low-cost would seem to require a large scale prospective
randomized trial (RCT).

While conventional pharmacologic development for
promi sing new compounds does
duration and with several thousand participants to provide

ul ti mat e answer s wi t h Ahar d
classic epidemiologic theory (to comply with the so called
Afevidence baseds JOBIIER() aned 0 ) , ¢

ASCOP, clearly no industrial enterprise would provide
the funds for such an undertaking when a new food

In 2012, ChiveBlanch et al(1 7) ~of Estr uchgg,e8dnod A isslid! Actually, such a requirement is

Barcelona extended their 2004 observations on the action

of

cardiovascular disease. In this randomized coass trial

they

several prenflammatory chemokines such ascem, E
selectin and 16, whereas alcohol by itself did not do so.
These data therefore extend our observations from young
patients with the Metabolic Syndr®, as a precursor to
atherosclerosis, to those older individuals actually with
evidence of existing disease. Toi@arneiro et al(18)
further demonstrated in 75 patients at high risk for
atherosclerotic vascular disease already on treatment with
statin tlerapy, that a resveratrol enriched red wine grape
derived food supplement lowered -6RP by 26%

a s -19:866| RA}L &l6.8%TahdRhe
Interleukin6/10 ratio -24%, all factors indicating that
polyphenols can have a supplementary role nestatns

or other agents primarily affecting lipid metabolism such

(p<0.03)

as

RWP&s versus pure

found that RWPO s

PUFAOGS.

Figure 4- A multifactorial solution

enerally absent in the food industry. Even in the case of =
al ¢ o h o fyifbPmalydrinePtfe) hafeMnkver b¥eh thon%t?%n’eds tin
although these food products are already widely available.
decr easgfle e dolipfbndt MikuGe iR bowdel o Pilt or 1Y |
addition to a fruit drink is very cheap and therefore
Aunprofitabl ed, such imander i al
unless government sources would be provided. We have

tried to obtain these repeatedly but to no avail. Medical
authorities do not seem to comprehend what real
prevention at the actual origin of a disease means, let
alone could provide significant\@ags.

Furthermore, adherence to the strict requirements
demanded by the RCT or even to its very design,
increasingly questioned when applied to food substances.
There is the impossibility of a true placebo if the food
component to be tested is of quintessential nature. Did
mot hersdé6 mil k ever get tested
of, say, HO? Then thee is the question whether one ever

should demand from #&ial with food components, the

strict requirements agreed upon for a RCT with a

A MULTIFACTORIAL DISEASE DESERVES A MULTIFACTORIAL SOLUTION
GmukmgHnl\amma\mn/Dys\lp\da:nr\a/Hypen nnnnnn /Dysglycaemia

Proinflammatory cytokines lead to endothelial dysfunction and atherosclerosis (e.g. Veam, MCP-1, MIF, IL-6, TNFU, CD40L, CRP)

Oive oil 4 bsid /.
oo

Red wine 4 glasses day
or 500mgm

In-Vino-Veritas + '»
oMessen 156 r o

rinogEn Py
O ema cyokine 5
O
Uy I dpoEm y
tioy B

So, strictly adhere to the Mediterranean Diet or supplement a varied diet with
“food medicines” such as polyphenols and PUFA’'s. EH] 2010, Oxf. Univ. Press

pharmacon. Hardly any of the current food items of the
western diet have been tested in this way. An extensive
paper o these aspects concluded that the adherence to the
presuppositions underlying the RCT method are
impossible when food components are studied rather than
pharmaceutical substancd®).

But epidemiological evidence came unexpectedly to the
rescue with theublication of the EPIC HEART study in
the June 2011 issue of the European Heart Journal(20).
This publication from a large cohort (3034 initially
clinically healthyindividuals) showed in those eating 400
600 grams of fruit and vegetables regularlyeiothe 8.4

CV NetworkVol 16 No 4ADecember 2017

year duration of the study, that expected cardiovascular
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mortality could be reduced by over 20%. Further analysis
(21) of the type of fruit consumed revealed this benefit
only in those eating
red berriesgrapes etc. (p<0.06) and not from citrus, hard
skinned fruit or bananas. It is tempting therefore to
speculate that this huge observational trial confirms that
polyphenols isolated from the red wine grape remnants
such as used in the PRIME tridll), werealso present in
that EPIC HEART subgroup which ate daily 4600
grams of the fAother fruith
study. However, it should be emphasized that only in that
subgroup (18% of the total), which accomplished eating
this large amounof fruit on a daily basis for 8.4 years,
where the 30% reduction in cardiovascular mortality
occurred.

And all along the time the EPIC Heart data were being
collected, Estrucland his group carried out, unbeknownst
to most, THE #Aconcl usi ve,
large scale trial that had been required by some in the
scientific community. When the PREDIMED(22) results
appeared on the 25th of February 2013 on the webkite o
the New Engl. J. of Medthey providd really impressive
reading. 7447 Spanish persons who sometimes were
overweight, often were smokers, had diabetes or other
C. V. ri sk factors, but
into three groups and followed for amty five years. The
study was prematurely terminated because of an
unexpected early and highly beneficial effect on clinical
outcome. A 30% reduction in myocardial infarction,
stroke or cardiovascular death occurred in two of the three
groups, both of with had adhered to a Mediterranean
diet in contrast to the third group, which was assigned to a
diet low in fat only. The Mediterranean diet consisted of
three servings daily of fruits, at least two of vegetables per
day (including beans, peas and lentds)d at least three
servings of fish per week. They ate white meat instead of
red, and drank regularly red wine with meals. One group
was served in addition four table spoons of extra virgin
olive oil (containing large quantities of the polyphenols,
such aoleuropein and hydroxytyrosol) per day, while the
third group consumed an ounce of mixed nuts (walnuts,
almonds or hazelnuts) a day next to their Mediterranean
diet. This group, in which no effect was seen, had
consumed a regular lofat diet with strict dietary
counseling to faithfully adhere to the reduction in
consumption of fats.

The authors believe it was the entire package of the
Mediterranean diet components, not just the olive oil or
nuts, which resulted in the significant positive outcome.
We beleve with them that it is the Mediterranean diet, but
in particular when fortified with olive oil and red wine,
which provides the necessary (optimal?) amount of
polyphenols as is consistent with our hypothesis and
mechanisms described.

CV NetworkVol 16 No 4ADecember 2017

fifot her

Presumably the refts in the PREDIMED and EPIC

Heart study were achieved by consuming a significant and
sulfstantial tamqunt aof polyphengl® mpresent ans theirv e d
vegetable/fruit products, comparable to those found after
consuming the red wine grape residue only in the PRIME

trial. In this regard, one is reminded of the Editorial by
Marmot in the May 2011 European Heart Jour(Zd),

Awhy donét they make a pill 0
make | ife so much easiero. He
lreentawageo thay hisfmasingstwhrébe sdppartadtby then o f
results of the PRIME trial published shortly afterwards

(11). The variety of polyphenols in food stuffs, for
example in two major Asuppl ie
beer, underwent exhaustive analysis from 116 articles by
Estruch and li group. Their findings strongly support

either the use of the natural products, such as those
enumerated in their PREDIMED trigR2) in sufficient

amounts or by the development of extracts as suggested

rbgt Marroomiin hie Hddorigh ondthe EPiBearpfimdingsi v e

and as carried out by us in the PRIME trial. The latter
appears to be preferred, rather than the search for one
specific substance, ithe magi
being done with resveratrol and warned against by Fomé
Carneiro from the group arounBspin (23). Even so,
identification of the main characteristics of individual

a p p eayphenls Withie ahls tfdog éupplemmente willdbe van d e d

ongoing effort.

Our hypothesis was recently further strengthened by two
huge analyses, one on each side of the Atlantic gcean
which have measured the specificsfadd components
consumed and their effects on C\{4, 25). It was found
among several hundred thousand healthy individuals, that
those eating foods with the higher amounts of
polyphenols had significantly lower molitees. While
these data are consistent with the earlier epidemiological
findings, the ultimate proof of these benefits, both in
qualitative and in quantitative aspect, was to be provided
by the mega metanalysis carried out by Wang and
coworkers and puldhed in the BrJ. of Medicine of July
2014(26). Among 833234 participants there were 512
deaths due to cardiovascular diseases and cancer during
follow-up periods of 4.6 to 26 years. Higher consumption
of fruit and vegetables was significantly asated with a
lower risk in allcause mortality. Pooled hazard ratios
were 0.95 for each increment of one serving of fruit and
vegetables with a maximum of around five servings a day
(Fig. 5). The authors conclude that while higher
consumption of fruit andregetables is associated with a
lower risk of mortality from all causes, it is particularly so
from cardiovascular diseases. Their results support current
recommendations to increase their consumption to
promote health and overall longevity. In a recent
newspaper article in the Guardian (in February 2017), the
preliminary results were shown of a study similar to
EPIGHeart (20) and that by Wang et gR6). While

www.heartacademy.org 7



Wangbs data showed a near
steps of 5% each in mortality reductitma maximum of
around 30%, these more recent data extended these
benefits from up to 10 helpings by being associated with a
50% reduction in mortality, an astounding achievement!
A comprehensive review of research in 2012 is provided
by Arranz et al(27).

Figure 5- Correlation between fruit & vegetable
consumption and cardiovascular mortality

FRUIT & VEGETABLE CONSUMPTION AND
MORTALITY FROM CARDIOVASCULAR DISEASE
AND CANCER
Dose response relation between consumption and
risk of all-cause mortality

of all cause mortality
o© =
o =}

o
)

Hazard ratio (95% Cl)

%) 2 4 6 8 10

Fruit and vegetable consumption (servings/day)

With Carluccio(28) from the group around De Caterina,
the experts on polyphenols derived from the olive fruit,
we believe that the composition of polyphenols present in

| Talkirga abous tresveratiols &nd romgdingc fundamentab f

research, it may have appeargdange that this review
has only at the end referred to resveratrol and its alleged
central role. It is that very fact, the tendency in the
literature and presentations to present this one polyphenol
among a whole range as THE representative molecule,
which has led to confusion and even rejection of this
emerging group of substances, quite undeservedly!

SandovalAcuna and coworkers, on the basis of 116
articles, argue convincingly that most of the main
beneficial functions of the mixture of polyphenatay lie

in their collective actions on preserving mitochondrial
function in several organ@1). Even more supportive of
the need for intensive research on all humanly active
polyphenols are Bitterman and Chung who address the
controversies in the metalmkffects of resveratrol. Their
review includes 41 articles and emphasizes that further
trials in the clinical area are requiré82). Hopefully in

the design of these future investigationsCasabriso and
coworkers(33, 34)as well as Khar{35) from the group
around Corder show, the requirements for the
development for polyphenols as a pharmacon should and
hopefully will be strictly separated from those conditions
which are appropriate for a food supplement. This-ufix

in requirements haselen a major factor contributing to
much confusion in recent years and delay in their
introduction in thealternative treatment options.

cardiologic point of view.

As this article was being written two exhaustive literature reviews were accepted fdB6riB7).Both
testify to the enormous amount of work that has appeared in print in the last decade. Both ref|
point of view of the respective authors and, as a consequence, are not necessarily complete

Of the 384 #icles reviewed by Costa et €86), only 104 relate to cardiology, yet of these only a f
correspond to our reference list of which 32 are deemed important.

Haseeb and coworke(87) wrote a review on wine and cardiovascular health. More attention is pé
the role of alcohol over the past decade, than to that of the polyphenols or their crucial mode of a
endothelial dysfunction, let alone to epidemiological evidence of idityland mortality reduction.

red wine grape remnants can be strengthened by
hydroxytyrosol and oleuropein from the olive. A main
action of these phenols is to stabilize the oxidized form of
LDL, which partakes in the early stages of atherosclerotic
plague formation. As recently shown by Herndez et al
(29) in a randomized trial, in 47 humaolunteers, the
polyphenols from olives increased HDL levels, promoted
a greater HDL stability and enhanced the HDL oxidative
capacity via an increase in the olive oil polyphenol
metabolites in the lipoprotein. Other arguments in favor of
consuming daily20 grams of virgin olive oil (containing

at least 5 mg of hydroxytyrosol and its derivatives) in
order to comply with
by Aiello et al(30).
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Our review would not be complete without reference to
the major contribution by Ridker and his many coworkers
(38) to tre scientific program of the European Society of
Cardiology, held this August
stone in | owering heart di
the August 29th issue of the New York Times
International Edition. And under the ndmformative
photograph of an obese patient, the soberingthesis:
AfResearch funded by the
Canakinumab, which costs about $TWD; a year, may
reduce the risk of heasttacks in people, who already

have had oneo. n?M&ifhoar barelyo nt r i
E F S A 6 ssignifeaptudrop i@ ceediad ents in dhis eyeap stunlywin d e d

10060 patients and with no difference in

mortalityéhardly major!
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Yet, more important in this CANTOS stud®8) is the preserve normal endothelial function and thereby achieve
demonstration, that despite the presence of a lipid early prevention against atherosclerotic vascular disease.
lowering regime with statins, that by reducing

inflammation of the vascular wall, a significant reduction References

in cardiac clinical events can be achieved. Indeed, a 1. Nieuwlaat R, Schwalnd-D, Yusuf S. Why are we

paradigm shift to which the clinical study by Tomé failing to implement effective therapies in
Carneiro had already alluded in 20(LB). Think aboutt, cardiovascular disease? Eur. Heart. J. 2013:
inflammation of the endothelium as a major source for the 34:12621269.

onset of atherosclerosis (an idea which has been around
since 199912)) has now been confirmed in a large scale : . o .
clinical study, as requested by many in the lipid "lobby" Musk|_et FA. ‘J'. Lifestyle and nytrltlonal imbalances

(39). However, CANTOSnow has also proven in a associated with Western diseas causes and
popul ation already on statin CPIREGUENEESy Of 5 Gignicy, sypteMic 71ARIE ma | o
cholesterol levels, that reduction of the inflammatory state inflammation in an evolutionary context. J. Nutr.

of the endothelium can bring further benefits. So, why not Biochem. 2013; 24:1183201.

begin at the earliest opportunity of endothelial 3. Renaud S, De Lorgeril M. Wine, alcohol, platelets
dysfun¢ i on by adapting oneds di eandthe Pench Parddox don ceionaly iheary disease.

Ruiz-Nunez B, Pruimboom L, DijciBrower DAJ,

difficult to achieve a dietary changeby supplementing Lancet 1992; 32915231526.

an adequate amount of polyphenols. 4. Corder R, Douthwaite JA, Lees DM. Endothelin
) ] ) synthesis reduced by red wine. Nature. 2001; 414:

We propose therefore, with Calabrisod his groug33) 863864.

in their excellent comprehensive review of the status in
2015, that in the absence of sufficient funds for a large
scale, prospective, randomized trial of sufficient (>5
years) duration, comparing the "average modern day" diet

Stoclet JP, Schini V, Ndiaye M, et al. Vascular
protection by dietary polyphenols. Eur. J.
Pharmacol. 2004; 500: 2981 3.

without added polyphenolsith one in which the same . Andriantsitohaina R, Auger CT, Chataigneau T, et
diet composition is complimentesvith a polyphenol al. Molecular mechanisms of the cardiovascular
powder in a daily dose of at least 500mg, the following protective effects of polyphenols, Br. J. Nutr. 2012;
recommendations to individual patients diagnosed with, 108:15321549.
or suspected of, atherosclerotic cardiovascular disease, 7. Auger S, Said A, Nguyen PN, et al. Potential of food
can be made: and natural products to promote endditd and
vascular health. J. Cardiovasc. Pharmacol. 2016;

- EITHER to consume and strictly follow the 68:11-18.

"Mediterraneand i et 6 wi th at | easf RidkdrapM ®aniifA "ES Foskca FA, et al.

virgin olive oil a day as outlined by Estruch in the
PREDIMED trial (22) and supported by the study by
Scoditti referred to in the post scriptum 1;

- OR toselect, at the choice of the individual, her or his
own diet but with at least 5 to 6 servings of

Justification for the use of statins in primary
prevention and intervention trial evaluating
rosuvastatin (JUPITER Study Group), to prevent
vagular events in men and women with elevated C

appropriate fruits and vegetables with a total weight of reactive protein. N. Engl. J. Med. 2008; 359: 2195

600 gram per day, as proven by the ERErt study 2207.

(20) and suggested by the Wang rretalysis(26); 9. Estruch R, Sacanella E, Badia E, et al. Different

effects of red wine and gin consumption on

- OR, if these strict conditions CANNOT be complied inflammatory biomarkers of atherosclerosis: A

with, by a diet, chosen by the individual with prospective andomized crossver trial. Effects of

appropriate caloric content and composit({®ig. 2), Wine on Inflammatory Markers. Atherosclerosis,

BUT supplemented by the daily intaké 4-6 glasses 2004; 175:117123.

of 70ml good red wine per day, or when the alcohol 15 Berbée JFP, Wong MC, Wang Y, et al. Resveratrol
cont_ent IS e.sche\./ved, of a Polyphenol mixture, such as protects against atherosclerosis but does not add to
In-Vino-Veritas, in a dosis of at least 700mg/day to the antiatherogenic effect of atorvastatin, in

replace the red wine as the source of the polyphenols, . . .
as demonstrated by our PRIME stydg). APOE*3-Leiden. CETP Mice. J. Nutr. Biochem.
2013; 24:14221430.

The pragmatic efficacy of this approach and the complete  11. Broekhuizen LN, Van Wijk DF, Vink H, et al.

absence of complications, make this the best advice Reduction of MCPL and MIF by a polyphenol rich
physidans can give today (November 2017) in order to extract in subjects with clustered cardio metabolic
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Winnipeg Regional Health Authaity and St. Boniface Research

Welcomes Dr. Ross Feldman

In  August, 2017, Dr.
Ross Feldman  was
appointed as the new
WRHA Medical Director
of the Cardiac Sciences
Program. Dr. Feldman
comes to Winnipeg from
the Memorial University
of Newfoundland where
he was Professor of
Medicine and Chair,
Discipline of Medicire.

Dr. Ross Feldman

Dr . Fel dman received his
University, his training in Internal Medicine at University
of Toronto and a fellowship in Clinical Pharmacology
from Vanderbilt University. Dr. Feldman has also held
teaching positions at the Uniggtly of lowa, College of
Medicine in lowa City and the University of Western
Ontario and Chair, Division of Clinical Pharmacology in
the Department of Medicine at the University of Western
Ontario. As well, he also served as Scientific Director of
the Robat s Research I nstitute
research program wi ||l
specifically, the development of innovative strategies in
the primary prevention of cardiovascular disease. He is
the author of more than 200 articles in thelds of cell
signaling, adrenergic pharmacology and management of
risks factors important in the development of heart disease
and strokes. Dr. Feldman has held leadership roles in a
number of scientific and professional organizations in the
disciplines of medicine and pharmacology including
Vice-President of the American Society of Clinical
Pharmacology and Therapeutics and Chair of the Clinical
Pharmacology Division of the American Society of
Pharmacology and Experimental Therapeutics. He has

CV NetworkVol 16 No 4ADecember 2017

served as Garnor of the Ontario Chapter, American
College of Physicians, Chair of the Scientific Review
Committee of the Heart and Stroke Foundation of Canada,
chair of the Research Committee and a member of the
Board of Directors of the Heart and Stroke Foundation o
Ontario and the past Governor of the Ontario Chapter,
American College of Physicians. He was founding
president of both the Canadian Hypertension Education
Program (CHEP) as well as its successor, Hypertension
Canada, where he continues to be activehat gublic
policy level in improving hypertension management and
control rates in Canada. He is currently an Associate
Editor of both the Canadian Journal of Cardiology and

m eCdniadiaa Uourdak af Phystolody raral irha@acelegy ansl

past Edito#in-Chief of Pharmadogical Reviews.

Throughout his career, Dr. Feldman has earned numerous
awards and scholarships; he is the recipient of a Career
Investigator Award from the Heart and Stroke Foundation
of Ontario, a George Morris Piersol Research and
Teaching Scholarshigrom the American College of
Physicians, the BurroughWellcome Clinical
harmsdelegy Awand, theD Senior Arevéstibata nAdvaerd

f o ¢ drem the @anadidio Soeietydfar Clinital @hatmbacplogy as

well as the Distinguished Service/Research Award of the
Canadian HypertensioBociety. He received the George
Fodor Award for outstanding contributions to the
prevention and control of hypertension (2010) and was
awarded the Ken Brown Research Award from our own
Institute of Cardiovascular Sciences.

Bill Peters
Manager, Communicaths & Media Services,
St Boniface Hospital Albrechtsen Research Centre

Email: billp@sbrc.ca
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Four Awards for Excellence in Cardiovascular Sciences
Presented at the IACSEuropean Section Meeting in
Pecs During Sept 280, 2017

Edward Carmeliet Honoured with Andras Varro Award f or Excellence in CardiovascularSciences

Dr. Edward Emiel
Carmeliet received his
M.D. degree in 1955
from the University of
Leuven and completed
his Ph.D. in 1961. From

19581961, Dr.
Carmeliet was a Visiting
Scientist at the

University of Bern,
Switzerland with Drs. S.
Weidmann and A. von
Muralt in the Laboratory
of Physology. He was
also a Visiting Professor at Duke University North
Carolina in 1972 to 1973. From 194895, Dr.
Carmeliet was Full Professor, University of Leuven and
became Professor Emeritus at University of Leuven in
1995. He was the recipient of an mtwary Doctorate in
1999 from the University of Bern. Dr. Carmeliet has been

Dr. Edward Carmeliet

the recipient of several awards including the Laureate
Wedstrijd voor Reisbeurzen of the Belgian Government
(1956), the Laureate J.B. van Helmont of the Royal
Academy of MedicingBelgium), Binnenlandse Francqui
leerstoel (Chair Francqui) from the University of Gent
(1977%1978) and the Prof. Pierre Rijlant Prize in Cardiac
Electrophysiology in 1991. Dr. Carmeliet has been/is a
member of several prestigious organizations includiieg
Belgian Society of Cardiologists, British Physiological
Society, American Society of General Physiologists,
European Society of Cardiology, ISHR and the AHA
(Fellow Basic Science Council). He also serves on the
Editorial Boards of several notable arighty ranked peer
review journals including, Circulation Research and
British Journal of Pharmacology. Of note, Dr. Carmeliet
served as Consulting Editor (199998) for the Journal

of Cardiovascular Pharmacology and Associate Editor
(1987) of Journal of Mlecular and Cellular Cardiology.
To date, he has published over 200 papers.

Martin Morad Honoured with Jan Slezak Awardfor Excellence in Cardiovascular Sciences

Martin Morad Ph.D., is
Professor of Regenerative
Medicine and Cell
Biology at the Medical
University of  South
Carolina (MUSC) and the

University of  South
Carolina (USC) and
Professor of
Bioengineering at

Clemson University. He
is the Director of the
Cardiac Signalig Center
and holds the BlueCross
Blue Shield of South Carolina Endowed Chair in
Cardiovascular Health, which includes a unique thwag

Dr. Martin Morad
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faculty appointment at the USC, MUSC and Clemson
University.

Dr. Morad is an internationally recognized scientistha t
field of cardiac electrophysiology and calcium signaling.
He has pioneered many seminal findings and technologies
in the fields of electrophysiology and Cardiac signaling.
He has had over 300 original publications, 20 of which
have appeared in ScienaedaNature, and has trained over
90 gaduate students and postdoctoral fellows, most of
whom have leading academic positions in American,
European, and Asi an
marked by an incessant drive to formulate new
physiological andnolecular concepts based on innovative
technology and experimentapproaches unique to his
lab. He has had a distinguished scientific career as
professor of Physiology and Medicine at University of
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Pennsylvania, Professor and Chair at Georgetown
Universty, and now as an Endowed professor at the three
leading universities of SC. He was awarded the German
Government senior Scientist Alexander von Humboldt
prize for his seminal work in cardiac electrophysiology.
He was elected as a founding fellow bifternational
Society for Heart Research (ISHR) and a fellow of
InternationalAcacemy of CardiovasculafSciences.

Dr. Morad surrent research is focused primarily on the
pathophysiology of heart failure and cardiac arrhythmias.
Recently he has succeedead developing beating hea
cells from the skin biopsies of human volunteers that can

be used to repair damaged hearts, using adult stem cell
technology. Similar approach is now underway in his
Center in Charleston to engineer biologically based
pacemakef r om patient 6s
irregularities of heart rhythm. To this end he and his team
are using genetically engineered probes to examine the
calcium signaling nandomains of proteins involved in
the pacemaking in adult hearts as wadl in stem cell
derived and spontaneously beating cardiomyocytes. The
possible creation of a biological pacemaker derived from
genetically engineered cells will provide major
therapeutic advances in treatment of cardiac arrhythmias.

Gary Lopaschuk Honoured with Howard Morgan Award for Excellence in Cardiovascular Sciences

Dr. Gary D. Lopaschuk
is a Distinguished
University Professor of
Pediatrics at the
University of Alberta,
Edmonton. He is a
Cardiovascular
Researcher whose
research focuses on the
regulation of fatty acid
oxidation in the heart,
and the mechanism by
which high rates of fatty
acid oxidation contribute
to heart disease and heart
failure. He is also examining how alterations in fatty acid
metabolism contribute to cardiovascular disease in the
diabetic. At a molecular level he has characterized a
number of key enzymes important the regulation of
cardiac fatty acid oxidation. He is also developing a
number of therapeutic strategies that involve optimizing
energy metabolism in the heart that can be used to prevent
the development of heart disease, and that can also be
used to trat heart failure. His research has resulted in the

Dr. Gary Lopaschuk

publication of over 400 original research articles, and he
has been recognized by awards such as the Canadian
Cardiovascular Research Achievement Award and the
International Academy of Cardiovascular Scies
Research Achievement Award.

Dr. Lopaschuk is an Alberta Innovates Health Solution
Scientist, and is a Fellow of the Royal Society of Canada.
He has served as Scientific Director of the Mazankowski
Alberta Heart Institute, and has previously servedain
number of capacities with the Heart Stroke Foundation of
Canada, including as Chair of the Scientific Review
Committee and the Vie€hair of the Research Planning
and Priorities Committee. He serves on a number of
journal editorial boards, including @ulation Research,
Journal of Clinical Investigation, American Journal of
Physiology, Cardiovascular Research, Journal of
Molecular and Cellular Cardiology, Canadian Journal of
Physiology and Pharmacology, Heart and Metabolism,
and Cardiovascular Drugs @mTherapy. He is also the
President and CEO of a biotechnology company
(Metabolic Modulators Research Ltd.), that is developing
novel drugs to treat heart disease that optimize energy
metabolism in the heart.

Péter Ferdinandy Honoured with BohuslavOstadal Award for Excellence in Cardiovascular Science

Dr. Péter Ferdinandy is aréfessor ofPharmacology and
Clinical Pharmacology as well adDirector of the
Department of Pharmacology and Pharmacotherapy,
Semmelweis University, Budapest Hungary
(www.semmelweis.hu/pharmacology) and the CEO of
PharmaHungary Group vww.pharmahungary.comHe
received an MD diploma in 1991 and a PhD degree in
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1995 from the Universy of Szeged, Hungary. He was a
postdoctoral fellow of MRC Canada for 2 years (1997
1999) at the Department of Pharmacology, University of
Alberta, Edmonton, Canada. He became a registered
clinical pharmacologist in 1999, and obtained a DSc
degree from thélungarian Academy of Sciences in 2004.
He completed MBA studies in Finance and Quality
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Management in 2004 at
the Budapest University of
Technology and
Economics. He was the
founder of Pharma
Hungary Group, a group
of R&D  companies
(www.pharmahungarya
m) and consulted hundreds
of industrial drug
development projects in

cardiovasculaand metabolic diseases.

He has publishedover 200 papers and listed orglhily
cited 2014 and 2017 (www.highlycited.comthe most
influential scientists) in the field of pharmacology and
toxicology. He is member of the editorial boards of Br J
Pharmacol, Basic Res Cardiol, J Mol Cell Cardiol, and J
Pharmacol Toxicol Methods. He wése president of the
International Society for Heart Research, European
Section, and currently the past chair of the Working
Group of Cellular Biology of the Heart, European Society
of Cardiology.

Dr. Dobrev is a Full
Professor and Director of
Institute of Pharmacology,
University Duisburg
Essen, Essen, Germany. He
also serves as Adjunct Full
Professor of Medicine at
Montreal Heart Institute
and University of Montreal
(Montreal, Canada) and at
Department of Madcular
Physiology  Biophysics,
Baylor College of
Medicine (Houston, USA).
He studied medicine in
Budapest/Pécs (Hungary)
and Dresden (Germany) and obtained his Doctorate of
Medicine (M.D. degree) in 1994 at the Dresden
University of Technology (Germany). He became board
certified (AFacharzto) in
1998. Dr. Dobrev obtained his Facultas docendi and
Venia legendi in Pharmacology and Toxicology in 2002
and rose to the rank of Professor of Medicine in 2008.

Dr. Dobromir Dobrav

In 2010 he was appointed as a Full Professor of
Experimental Cardiology and Chair of Division of
Experimental Cardiology at the Medical Faculty
Mannheim of the University of Heidelberg. Dr. Dobrev
moved to Essen in October 2012, to take the position of
Full Professor of Pharmacology and Toxicology and
Director of Institute of Pharmacology, West German
Heart and Vascular Center, UniversiBuisburgEssen,
Essen, Germany.

His main research interest isethmolecular basis of
diseaseelated cardiac remodeling and arrhythmias with a

CV NetworkVol 16 No 4ADecember 2017

main focus on atrial fibrillation and the identification and
validation of novel targets for atrial fibrillation therapy.

Dr . Dobrev was Grant e-bdortlCoor di
Amer i can Atri al Fibrillatiol
(Transatlantic Network of Excellence in Cardiovascular
Diseases Program, Fondation Leducq, Paris, France;
2007%2013) and Work Package Leader in EU FP7 Large

scal e I ntegrating Project AT
Transl ational Research -in At
2015). He was also Geooordinator (2012013) of
Arrhythmia Research Program of the German (National)
Centre for Cardiovascul ar Res

fur HerzKreislauFF or schungo) .

Dr. Dobrev isrecognized nationally and internationally as
an expert in cardiovascular research. He has authored over
217 peerreviewed articles in medical journals including
Circulation, Circulation Research, Journal of Clinical
Investigation, Journal of American Cefle of Cardiology,

P Bwopeara Heart dogryal, dhe dLanTet, XNataredo Revigwg i n

Drug Discovery, and Nature Reviews in Cardiology and
has received over 160 invitations to speak at
congresses/seminars worldwide. He serves on Editorial
Boards of major cardiovascularyjmals and is currently
Editor-in-Chief of International Journal of Cardiology:
Heart Vasculature. Dr. Dobrev has received numerous
awards including a Research Award of the German Heart
Foundation (2001), the AlbeRraenkelAward of the
German Society of Cardiology (2005) and the
Outstanding Achievement Award of the European
Cardiac Arrhythmia Society (2012). From 26Rd07 he
was vice chair and from 202010 chair of Working
Group on Cellular Electrophysiology of the German
Cardiac Society. From 2042016, Dr. Dobrev wasvice
chair and from 2016 he ish@ir of the Working Group on
Cardiac Cellular Electrophysiology of the European
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Society of Cardiology. He wagviewer of the 2016 ESC Surgery (EACTS). From 2017 he is a Board Member of
Guidelines on atrial fibrillation developed in collaboration the European Heart Rhythm Association.
with the European Association for Carditoracic

Cal INddmirnati ons f or | ACS Of f |

Nominations for highly qualified and committed individuals are requested for election to the office of Pyekder
and several Council Members. It is pointed out that Dr. Roberto Bolli will be assuming the office of President

term of 5 CounciMembers will be expiring effective July 1, 2018. All these nominations (one page letter indicatil
expertise, achievements, address and email of nominee) will be reviewed by the Nomination Committee in term
commitments and regional represeinia. The selected candidate will be asked for their agreement to place their 1
on the slate for election. Please send nominations by February 15, 2018 to Dr. Naranjan Dhalla, Executive fDi
IACS, Email: nsdhalla@sbrc.ca
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Report of the 2017Activities of the International Academy

of Cardiovascular Sciences by the Executive Director

By: Dr. Naranjan Dhalla,, PhD, MD (Hon), DSc (Hon) Executive Director, IACS
St. Boniface Hospital Albrechtsen Research Centre
Email: nsdhalla@sbrc.ca

In view of the objectives of the Academy (IACS) to (i) Cardiovascular Health and Disease were scheduled at
promote CV education (ii) exchange of information for each meetingThe Academy also sponsored a Heart
the prevention and treatment of heart disease (iii) training Health Forum in Kragujevac, Serbia under the
of young séentists and (iv) recognition of established chairmanship of ProfVladimir Jakovljevic These
investigators, the following events and activities were conferences provided excellenbpportunities to
held during 2017: interact with each other, exchange information and

eshblish research collaborations.
1. The Academy bestowed several honours and awards 4. Six Awards Competitions for 24 Young Investigators

to recognize the contribution of established were held in honour of Dr. James Willerson, Dr.
investigators. The Medal of Merit was bestm upon Roberto Bolli, Dr. Grant Pierce, Dr. Gary Lopaschuk
Dr. Arnold Schwartz from Cincinnati; four Life Time Dr. Suresh Tyagi and Dr. Devendra Agrawal at the
Achievements Awards were given to Drs. Karl Weber, IACS-North  American and IACSndia Section
Philip Kadowitz, Mark Entman and William Weglicki; Meetings. In addition, several Poster Awards to
three Leadership Awards were given to Drs. Arunabha Young Investigators were given in the name of Dr.
Ray, Dinender Singla and Ferenc Gallyasd four Morris Karmazyn, Dr. Margaret Moffat, Dr. Karl
Distinguished Service Awards were given to Drs. Werdan, Dr. KeldKjeldsen and Dr. Naranjan Dhalla.
Kavita Gulati, Wililam DeCampli, Sampath Furthermore several travel grants were given to Young
Parthasarathy and Ricardo Benfatti. Investigators in honour of Dr. Chandrasekharan
2. Thirteen Named Awards were given to several Kartha, Dr. Elizabeth Roth and St. Boniface Hospital
outstanding investigators. Makato Nagano Award to Albrechtsen Research Centre.
Dr. Andras Varro, Howard Mgian Award to Dr. Gary 5. The IACSEuropean Section presented tHand
Lopaschuk, Norman Alpert Award to Dr. Michael Naranjan Dhalla Distinguished Lecture Award to Dr.
Czubryt, Naranjan Dhalla Award to Gary Lopaschuk, David Eisner from England. In addition the Academy
Suresh Gupta Award to Dr. Pawan Singal, Ramesh elected twelve Fellows: two from Canada, one from
Goyal Award to Dr. Om Prakash Yadava, Harpal Germany, one from Brazil, four from India and four
Buttar Award to Dr. Vishwanathan Mohan, Rakesh from USA. The Fellows elected were: Drs. Madhu
Kukreja Award to Dr. Balram Bhargava, Bohuslav Dikshit, Dobromir DobreyHenrique Furtado, Martin
Ostadal Award to Dr. Peter Ferdinandy, Jan Slezak Gerdes, Kavita Gulati, Danielle Jacques, Richard
Award to Dr. Martin Morad, Andras Varro Award to Kitsis, V. Raman Kutty, David Lefer, CN. Manjunath,
Dr. Edward Carmeliet, Otoni Gomes Award to Dr. Bram RamjiawanJunichi Sadoshima
Bruno Buchholz and Ricardo Gelpi Award to Dr. 6. The Indian Section of the Academy celebrated World
Melchior Lima. Heart Day in Septaber in Trivandrum and Anand by
3. TheAcademy held four conferences at different places having lectures on heart health for the high school
namely: (i) New Delhi, India in February under the children. Two public forums were organized by the
chair of Dr. Arunabha Ray for the IAG&dian Academy in Winnipeg in the form of Harold
Section; (ii) Orlando, USA in August under the chair Buckwald Distinguished Award Lecture by Dr. V.
of Dr. Dinender Singla for the IAGSorth American Mohan and Yetta & Jack Levit Disguished Award
Secton; (iii) Pecs, Hungary in September under the Lecture by Dr. J. L. Mehta.

chair of Dr. Ferenc Gallyas for the IA€ERuropean

Section; and (iv) Campo Grande in October under the It is hoped that you will find the activities of the Academy
chair of Dr. Ricardo Benfatti for the IAGSouth as outlined in this report consistent with the fulfillment
American Section. Eight to twelve Symposium our mandate.

Sessions on ferent topics dealing with

We thank St. Boniface Hospital Albrechtsen Research Centre, Canadian Science Publishing (NRC ResegkGbtPleng) &

family, and Drs. Sonny Dhalla, James Willerson, Roberto Bolli, Gary Lopaschuk & Morris Karriveizizeir continued support
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