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and the primary endpoint was a compasite of fatal and non-fatal cardiofiscul’Y events (clintrials.gov NCT00149227)
Atotal of 3031 Japanese patients (43% female, mean 66 years) with urlkoslrolled hipertension were randomized to
either valsartan add-on or non-ARB treatment. Median fillowsup pefl it was 2147 years. In both groups. blood
pressure at baseline was 157/88 and 133/76 mmHs at the 4 of study. Cullipared with non-ARB arm, valsartan
add-on arm had fewer primary endpoints (83 vs. 155; HR §% Cl 042-0.72 00001).
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doi-10.1093/eurheartjlehp363

@ European Heart Journal (2009) 30, 24612469

Effects of valsartan on morbidity and mortality in
uncontrolled hypertensive patients with high
cardiovascular risks: KYOTO HEART Study

Takahisa Sawada*, Hiroyuki Yamadal, Bjérn Dahléf2, and Hiroaki Matsubara!
for the KYOTO HEART Study Group

"Department of Cardiovascular Madieine, Kyoto Prefectural University School of Medicine, Kajiiche 465, Karnigroks, Kyoto 601-8566, Japan; 3nd “Department of Medieine,
Sahlgrensis University Hespitall Ostra, Géteborg, Swedk

Received 4 August 2009 oezepted 13 August 2009; oeline publisahead-afipriot 31 Asgust 2009

See page 2427 for the commentary on this article (doi:10.1093/eurheartjlehp3é4)

pontrol preliliid more cardiovascular events than conven.

Valsartan add-on treatment t6 improve blood pre
tional non-ARB treatment in high-risk hypertensivd patients in Japan. These benefits cannat be entirely explained by a

L7=,

7_'—90)13’353, WIS AICE - T-JTHt
SEUORIELRXEFBLTEZEDED
A%’é”bf:@‘;?hé’%*ili, HEEDEILT
BERLEDFEIZHT-HLLTRFIN
ibf:o
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tor blocke - Cardiovaseular mﬂrlahly—mnrbwduy * Valsartan

Keywords nghrnsk hypertension + Angiotensin

Introduction

Cardiovascular disease is the leading duisgeof mortdyiworld-
wide.! Hypertension is the most comfia cause of SMfary
heart disease and heart failure in Japan; howi . cerebrovascular
disease is still more prevalent in Jagan than in W Jatath societies
The percentage of cerebral blegling } wo or three times greater
than in white people, and cerfbrafinfarctidn is mostly caused by
lacunar-type ischaamic stroke e to hylertensive small vessel
disease.?

The rgffi-angiote sin system (RAS) plays 2 major role in the
homedstasigiE bl pusasectrolytes, and fluid balance*
However, ehrt Mactivation o RAS eontributes to the develop-
ment of hyperteris lsand cardiovascular organ damage ® Numer-
ous trials have invest JEd the benefits of ACEL eg, The Heart
Outcomes Preventioh Evaluatien (HOPE) Study reported that

ACE inhibitors significantly reduced mortality, myocardial infarc-
tion, and stroke in high-risk patients.® Another important study,
in this case with AR, was the Losartan Intervention For Endpoint
(LIFE) reduction in hypertension study, where losartan-based
therapy prevented more cardiovascular morbidity and death, in
particular stroke, than atenclolbased regimen despite similar
blood pressure control” There are now numerous studies
showing beneficial effects of RAS blockers on cardiovascular out-
comes, in particular with ARBs, in various stages of the CV conti-
nuum® However, these studies have included as maximum a few
pereent of Asian patients in general and very few Japanese in
particular.

Cardiovascular disease incidence in Japan differs from those in
Western countries. CAD mortality is one-third of that in the
USA, and eerebrovaseular disease mortality is ~1.5 times higher
than in the USA® The dietary habits in Japan differ from

* Comrespanding author. Tel-+81 75 251 5511, Fax: +81 75 251 5614, Emait tsawarh@keto kpumae
Published on behalf of the Eurapean Society of Cardiology. All rights reserved 1€ The Author 2009. For pe pleace et journake

Hi B : European Heart Journal Website
http://eurheartj.oxfordjournals.org/cont
ent/ehj/30/20/2461.full.pdf
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authors & referees > Policies > Image integrity

I Image integrity and standards

Images submitted with a manuscript for review should be minimally processed (for instance, to add
arrows to a micrograph). Authors should retain their unprocessed data and metadata files, as
editors may request them to aid in manuscript evaluation. If unprocessed data are unavailable,
manuscript evaluation may be stalled until the issue is resolved. All digitized images submitted with
the final revision of the manuscript must be of high quality and have resolutions of at least 300
d.p.i. for colour, 600 d.p.i. for greyscale and 1,200 d.p.i. for line art.

A certain degree of image processing is acceptable for publication (and for some experiments, fields
and techniques is unavoidable), but the final image must correctly represent the original data and
conform to community standards. The guidelines below will aid in accurate data presentation at the

image processing level; authors must also take care to exercise prudence during data acquisition,
where misrepresentation must equally be avoided.

= Authors should list all image acquisition tools and image processing software packages used.
Authors should document key image-gathering settings and processing manipulations in the
Methods.

= Images gathered at different times or from different locations should not be combined into a
single image, unless it is stated that the resultant image is a product of time-averaged data
or a time-lapse sequence. If juxtaposing images is essential, the borders should be clearly
demarcated in the figure and described in the legend.

= The use of touch-up tools, such as cloning and healing tools in Photoshop, or any feature that
deliberately obscures manipulations, is to be avoided.

= Processing (such as changing brightness and contrast) is appropriate only when it is applied
equally across the entire image and is applied equally to controls. Contrast should not be
adjusted so that data disappear. Excessive manipulations, such as processing to emphasize
one region in the image at the expense of others (for example, through the use of a biased
choice of threshold settings), is inappropriate, as is emphasizing experimental data relative to
the control.

When submitting revised final figures upon conditional acceptance, authors may be asked to submit
original, unprocessed images.

 HIROSHIMA UNIVERSITY

Blmntrnnboratio mole ~ed bints http://www.nature.com/authors/policies/image.html
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A Original image Manipulated image
- - - <:| FIBD/AVEH
HIBRSN TLVS
1 2 3 4 1 2 3 4
B Original image Manipulated image
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FISIZ/AVEH
- - - - - Mz 5RTND
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Figure 1. Gross manipulation of blots. (A) Example of a band deleted from the original
data (lane 3). (B) Example of a band added to the original data (lane 3).

H# : Rossner et al., J Cell Biol, 166, 11-15 (2004)
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Manipulated
image

Manipulation

revealed
by contrast
adjustment |

ED2DEATOHEIE
®BHhomMasNTLNS

Figure 6. Misrepresentation of image data.

Cells from various fields have been juxta-

posed in a single image, giving the impres-

sion that they were present in the same mi-

croscope field. A manipulated panel is

shown at the top. The same panel, with the HH
contrast adjusted by us to reveal the manip- a
ulation, is shown at the bottom.

: Rossner et al., J Cell Biol, 166, 11-15 (2004)
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4 sources

e A Spatial and temporal distribution of Secchi depth in Suo Quot
 iThenticate 7 > p

primary production.

aura.abdn.ac.uk

le reasons (Munkes 2005, HELCCM 2007¢, Nyqgvist et al. 2009, Baden et al. 2012, despite promising
examples elsewhere (e.g., Bryars and Neverauskas 2004, Tomasko et al. 2005, Orth etal. 2008, Cardoso
etal. 2010, Vaudrey etal. 2010, Dolch et al. 2013). Seagrass recovery is generally a slow process, which
can last for decades, and it is guestionable whether the ecosystem can ever be returned to its original state.
These examples of delayed ecosystem responses 1o measur

4
T T o SOl Tl T iy S, il T G Wi S S e
Enow spatial and temporal distribution of light condition in sca (Bacher M, 2010, Philippart & al
2015, Hayam 3l 2015)
Sesch dept | med 30 30 indcaorof utophiation bcame of relaioshp o phyplaaiian

biomass and have an ccological importanse besauss of relationship 0 the cuphotis depth (HELCOM,
2006 Maximal depth of plants s related to o

al. 1993). Therefore, Secchi depth is recognized as one of Emportant indicators 1o cvaluste

soundness in enclosed sea (HELCOM, 2006, Williams et al., 2009). On the other han

and light stcmustion i coastal arca is sirongly affccicd by n

suspendad particulate matters and chr

opboric dissohved o
Therefore, the. improvement of cutrophi
eeduction of phytopla

et reduction and somssquensly

o biomass i castal area dos not shways ndusce increase in Secchi depth
in 8 shallow and coastal e
The major caclosed scas in Japan ware subjest 1o severe utrophication and pollution by

industsalization and whanizatoon of the surrcus

g arcas during the high ceonomi: growth period
of the 19905, The Seto Inland 523 is & wide (23.203 k') and shalloww (mcan depth of 380 )
semienclosed sea and has been alko heaviju polluted (Tskeoks, 2002 lrizski et al., 2011). 19
improve watcr quality in these cacloved sca, Tk Total Polkutant Load Control Sysica (TPLCS) has
beem implemented since 1975 s_sunmmary g
The polluam loads (COD, Wl mitrgmen and totl phosphorws) . seadily decined sincs e
introduction of the TPLCS| The total Witfogen and phosphoris losds into the Scto Inlang-Sea was
1otuced om 277 kg b ' 0 167 k® b & 40%rdution)snd fom 263 kg BV 10

B .y 0. e water s iy

103 kgPhan® &°|(61% reduction), respectively,for 30 years

I this paper, spatial and temporal distributions of Sccchi depth in Suo Nada were clarified based

an long term monitoring data for 30 years and were cvaluaicd how shiorophyl a concentration and
of Secchi depth. Suo

Nada ocsted n wes pat 8P Sek Tland S (Fg 1) vas scectod i his sy, Suo N bas

nstricnts load reds
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