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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,

Sahlgrensks University Hospitall Ostra, Gatabaorg, Swede
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See page 2427 for the commentary on this article (doi:10.1093/eurheartjlehp3é4)

AP OB IIES R S -

The objective was to assess the add-on effect of valsartan on top of the conventiofal treatri\ e for high-risk hyper-
tension in terms of the morbidity and mortality.

The KYOTO HEART Study was of a multicentre, Prospective Randomisegdy@nen Blinde iifioint (PROBE) design,
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

Methods
and results

RIAIEBAT )G, X ORI .
Z 516 MBSO 1 BR 2> =) 53 TR
FIASIE 2 SO EL 2 W) 15 1 25
EIRCPSES AL /RPNt I T N U [
ARV

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;

Conclusion Valsartan add-on treatment.

R 055, 05% Cl 0.42-0.72, P=0.00001).

ascular events than conven-

tional non-ARB treatment in high-risk hypertensivd patients in Japan. These benefits cannat be entirely explained by a

difference in blood pressure control

Keywords

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
homedstasi e blof mmmee_stectrolytes, 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 Evaluation (HOPE) Study reported that

High-risk hypertension » Angiotensin s@ijror blocko i Cardiovascular mortality—morbidity » Valsartan

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 5814, Emait: tsawad@koto kpumac i
Published on behalf of the Eurapean Society of Cardiology. All rights reserved 1€ The Author 2009. For pe plesse

Hi4b : European Heart Journal Website
http://eurheartj.oxfordjournals.org/cont
ent/ehj/30/20/2461.full.pdf
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STAP retracted

Tworetractions highlight long -standing issues
of trust and sloppiness that must be addressed.

This week, Nature publishes retractions of two high-profile
papers that claimed a major advance in the field of stem cells
(see page 112). Between them, the two papers seemed to dem-
onstrate that a physical perturbation could do what had previously
been achieved only by genetic manipulation: transform adult cells
into pluripotent stem cells able to differentiate into almost any other
cell type. The acronym STAP (stimulus-triggered acquisition of pluri-
potency) became instantly famous.

Soon after the papers were published on 30 January, cracks appeared

H 4k - Nature, 511, 3 JULY, 5 (2014)
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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
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Manipulated image
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Manipulated image
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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 4k : Rossner et al., J Cell Biol, 166, 11-15 (2004)
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Manipulated
image

Manipulation

revealed
by contrast
adjustment |
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e Ja ko B,

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
contrast adjusted by us to reveal the manip-
ulation, is shown at the bottom.

4t : Rossner et al., J Cell Biol, 166, 11-15 (2004)
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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, Crth etal. 2006, 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

e Tomg Term obacration rocards wm many sbiarime. comial and 677

ko bendal 1o
Ko spatia] and temporal distribution of ight condition in sea (Bashs MR, 2010, Philippart & al
2013, Hayami 3l 2015).

Sccchi depth | usca a5 an indicator of cutrophication becamsc of relationship o phytoplankion

have an ceological b h (HELCOM,

2006). Maximal . s related to o

Sl 1993), Therefore, Secchi depth i resogizcd as on of important indicatons 1o cvaluse
souniness in enclosce s (HELCOM, 2006, Willams et al, 2009, On the oiher hand, Secchi depth
and light sticmustion i cosstal arca i siongly affcted by not only phyloplaskion biomass bt
supended pariculste maters and chromophoric disobved organic matier (Devln ct al 2008)
Therefore, the improvement of cutrophication based on nutients reduction and comsequently
eeduction of phytoplankton biomas in cosutal area docs ot sha sy mduce increase i Secehs depth

i 3 shallow and coastal ares

The major cnclosed scas in Japan wers subjest 1o severs sutrophication and pollution by

of the 19905 The Seto Inland 5ca is & wide (23,203 k') and shallow (mesn depth of 380 o).
semienclosed sea and has been alko heaviju polluted (Tskeoks, 2002 lrizski et al., 2011). 19
improve wate quality i thec eoclpme s, W Total Polltant Load Conrol Sysicm (TPLCS) has

beem implemented since 1975 o

quidance_tplcs_summary.pd)
The polltaot losds (COD, Wl nitrgmgn and totl phosphorus) W8 wedily declined sines the
introduction of the TPLCS| The total Witfogen and phosphoris losds into the Scto Inlang-Sea was
redused from| 27,7 kN ki &' 10 16.7 kg ki ' (40% reduction) and from 263 k
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

mstrients load reduction frgm-and affect spatial and temporal distributions of Secchi depth. Suo
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Spatial and temporal distribution of Secchi depth in Suo Quot
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