
14 Cardiovascular Medicine FA M I LY P R A C T I C E N E W S •  O c t o b e r  1 ,  2 0 0 6

Valsartan May Cut New-Onset Atrial Fibrillation
B Y  B R U C E  J A N C I N

Denver Bureau

B A R C E L O N A —  Valsartan-based anti-
hypertensive therapy significantly reduced
new-onset atrial fibrillation, compared
with amlodipine in 15,314 randomized hy-
pertensive patients, Dr. Roland Schmieder
reported at the joint meeting of the Eu-
ropean Society of Cardiology and the
World Heart Federation.

The incidence of new-onset atrial fib-

rillation was a prespecified secondary end
point in the Valsartan Antihypertensive
Long-term Use Evaluation (VALUE) trial.
As such, although the results are extremely
promising, they have to be viewed as hy-
pothesis generating rather than the sort of
compelling evidence that upends guide-
lines and transforms clinical practice. 

But the new VALUE data add to a
growing body of evidence from retro-
spective analyses of other major clinical
trials in heart failure and hypertension

that suggest that angiotensin II receptor
blockers (ARBs) and ACE inhibitors may
offer a specific therapeutic advantage
over other drug classes in terms of re-
duced rates of atrial fibrillation, com-
mented Dr. Schmieder of the University
of Erlangen (Germany).

The new VALUE data are unique in
that they showed a degree of mean blood
pressure lowering in the valsartan arm that
was actually several millimeters of mer-
cury less than in the amlodipine arm.

Thus, unlike in other studies reported to
date, the reduction in new-onset atrial fib-
rillation in the ARB-treated group can’t be
ascribed to greater blood pressure lower-
ing and consequent better unloading of
the heart, he explained.

The incidence of at least one docu-
mented occurrence of new-onset atrial
fibrillation was 3.67% in the valsartan arm
of VALUE, 16% less than the 4.34% rate
in amlodipine-treated patients. 

Moreover, the incidence of persistent
atrial fibrillation during 4 years of follow-
up in the 31-country trial was 1.35% in
the valsartan group, compared with
1.97% with amlodipine, for a 32% relative
risk reduction. 

The signifi-
cant difference
in new-onset
atrial fibrilla-
tion could not
be explained by
differences be-
tween groups;
patients in the
two treatment
arms were es-
sentially identi-
cal in terms of
baseline atrial
fibrillation risk
factors and oth-

er characteristics. There were no differ-
ences between the groups in terms of
other medications used at baseline or dur-
ing the study.

Serial ECGs showed no difference be-
tween the two study arms in terms of re-
duction of left ventricular hypertrophy. Fi-
nally, the reduced incidence of atrial
fibrillation couldn’t be attributed to dif-
ferences in on-treatment heart rate or
serum potassium.

Having examined and rejected these
various possibilities, Dr. Schmieder con-
cluded that the most likely explanation for
the observed outcome difference is the
well-documented antifibrotic and anti-in-
flammatory effects of ARBs.

Discussant Dr. Andreas Goette pro-
nounced this theory “very reasonable.” It
is supported by solid experimental evi-
dence that angiotensin-II has a proar-
rhythmic effect. It is known to cause ox-
idative stress along with collagen
deposition and other deleterious structur-
al changes in the atria, he said.

What is needed now are prospective
data from large ongoing randomized clin-
ical trials in which atrial fibrillation is a
primary end point, rather than a sec-
ondary one as in VALUE.

One such study well underway is the
Atrial Fibrillation Clopidogrel Trial with
Irbesartan for Prevention of Vascular
Events (ACTIVE I).

The study is testing the hypothesis that
the angiotensin II receptor blocker irbe-
sartan is superior to placebo when added
to other antihypertensive agents in pa-
tients with atrial fibrillation, noted Dr.
Goette of University Hospital, Magde-
burg, Germany.

The VALUE trial is sponsored by No-
vartis Pharmaceuticals, the maker of val-
sartan (Diovan). ■

Unlike in other
studies, the
reduction in new-
onset atrial
fibrillation in the
ARB-treated group
can’t be ascribed
to greater blood
pressure
lowering.

Used Mac Distiller 4.0.x Job Options
This report was created automatically with help of the Adobe Acrobat Distiller addition "Distiller Secrets v1.0.5" from IMPRESSED GmbH.You can download this startup file for Distiller versions 4.0.5 and 5.0.x for free from http://www.impressed.de.GENERAL ----------------------------------------File Options:     Compatibility: PDF 1.2     Optimize For Fast Web View: Yes     Embed Thumbnails: No     Auto-Rotate Pages: Individually     Distill From Page: 1     Distill To Page: All Pages     Binding: Left     Resolution: [ 600 600 ] dpi     Paper Size: [ 855 1107 ] PointCOMPRESSION ----------------------------------------Color Images:     Downsampling: Yes     Downsample Type: Average Downsampling     Downsample Resolution: 150 dpi     Downsampling For Images Above: 225 dpi     Compression: Yes     Automatic Selection of Compression Type: Yes     JPEG Quality: Low     Bits Per Pixel: As Original BitGrayscale Images:     Downsampling: Yes     Downsample Type: Average Downsampling     Downsample Resolution: 150 dpi     Downsampling For Images Above: 225 dpi     Compression: Yes     Automatic Selection of Compression Type: Yes     JPEG Quality: Low     Bits Per Pixel: As Original BitMonochrome Images:     Downsampling: Yes     Downsample Type: Average Downsampling     Downsample Resolution: 300 dpi     Downsampling For Images Above: 450 dpi     Compression: Yes     Compression Type: CCITT     CCITT Group: << /Columns 32 /K -1 /Rows 8 >>     Anti-Alias To Gray: No     Compress Text and Line Art: YesFONTS ----------------------------------------     Embed All Fonts: Yes     Subset Embedded Fonts: Yes     Subset When Percent Of Characters Used is Less: 100 %     When Embedding Fails: Warn and ContinueEmbedding:     Always Embed: [ ]     Never Embed: [ /Symbol /Courier /Courier-BoldOblique /ZapfDingbats /Helvetica-BoldOblique /Helvetica-Bold /Times-Bold /Courier-Bold /Helvetica /Times-BoldItalic /Times-Roman /Times-Italic /Helvetica-Oblique /Courier-Oblique ]COLOR ----------------------------------------Color Management Policies:     Color Conversion Strategy: Convert All Colors to sRGB     Intent: DefaultWorking Spaces:     Grayscale ICC Profile: Adobe Gray - 20% Dot Gain     RGB ICC Profile: sRGB IEC61966-2.1     CMYK ICC Profile: U.S. Web Coated (SWOP) v2Device-Dependent Data:     Preserve Overprint Settings: No     Preserve Under Color Removal and Black Generation: No     Transfer Functions: Preserve     Preserve Halftone Information: YesADVANCED ----------------------------------------Options:     Use Prologue.ps and Epilogue.ps: Yes     Allow PostScript File To Override Job Options: Yes     Preserve Level 2 copypage Semantics: Yes     Save Portable Job Ticket Inside PDF File: No     Illustrator Overprint Mode: Yes     Convert Gradients To Smooth Shades: Yes     ASCII Format: NoDocument Structuring Conventions (DSC):     Process DSC Comments: Yes     Log DSC Warnings: No     Resize Page and Center Artwork for EPS Files: Yes     Preserve EPS Information From DSC: No     Preserve OPI Comments: No     Preserve Document Information From DSC: NoOTHERS ----------------------------------------     Distiller Core Version: 4050     Use ZIP Compression: Yes     Deactivate Optimization: No     Image Memory: 524288 Byte     Anti-Alias Color Images: No     Anti-Alias Grayscale Images: No     Convert Images (< 257 Colors) To Indexed Color Space: Yes     sRGB ICC Profile: sRGB IEC61966-2.1END OF REPORT ----------------------------------------IMPRESSED GmbHBahrenfelder Chaussee 4922761 Hamburg, GermanyTel. +49 40 897189-0Fax +49 40 897189-71Email: info@impressed.deWeb: www.impressed.de

Adobe Acrobat Distiller 4.0.x Job Option File
<<     /ColorSettingsFile ()     /LockDistillerParams false     /DetectBlends true     /ParseDSCComments true     /DoThumbnails false     /AntiAliasMonoImages false     /MonoImageDownsampleType /Average     /MaxSubsetPct 100     /MonoImageFilter /CCITTFaxEncode     /GrayImageDownsampleType /Average     /GrayImageFilter /DCTEncode     /ColorImageDownsampleThreshold 1.5     /ColorConversionStrategy /sRGB     /CalGrayProfile (Adobe Gray - 20% Dot Gain)     /NeverEmbed [ /Symbol /Courier /Courier-BoldOblique /ZapfDingbats /Helvetica-BoldOblique /Helvetica-Bold /Times-Bold /Courier-Bold /Helvetica /Times-BoldItalic /Times-Roman /Times-Italic /Helvetica-Oblique /Courier-Oblique ]     /ColorImageResolution 150     /UsePrologue true     /ColorImageDepth -1     /sRGBProfile (sRGB IEC61966-2.1)     /PreserveOverprintSettings false     /CompatibilityLevel 1.2     /UCRandBGInfo /Remove     /EmitDSCWarnings false     /CreateJobTicket false     /DownsampleMonoImages true     /DownsampleColorImages true     /MonoImageDict << /Columns 32 /K -1 /Rows 8 >>     /ColorImageDownsampleType /Average     /GrayImageDict << /VSamples [ 2 1 1 2 ] /Blend 1 /HSamples [ 2 1 1 2 ] /QFactor 0.9 >>     /CalCMYKProfile (U.S. Web Coated (SWOP) v2)     /MonoImageDepth -1     /PreserveEPSInfo false     /AutoFilterGrayImages true     /GrayACSImageDict << /Blend 1 /QFactor 1.2 /HSamples [ 2 1 1 2 ] /VSamples [ 2 1 1 2 ] >>     /SubsetFonts true     /ColorImageFilter /DCTEncode     /AutoRotatePages /PageByPage     /ASCII85EncodePages false     /PreserveCopyPage true     /EncodeMonoImages true     /PreserveOPIComments false     /ColorImageDict << /VSamples [ 2 1 1 2 ] /Blend 1 /HSamples [ 2 1 1 2 ] /QFactor 0.9 >>     /AntiAliasGrayImages false     /GrayImageDepth -1     /CannotEmbedFontPolicy /Warning     /EndPage -1     /TransferFunctionInfo /Preserve     /CalRGBProfile (sRGB IEC61966-2.1)     /EncodeColorImages true     /EncodeGrayImages true     /ColorACSImageDict << /Blend 1 /QFactor 1.2 /HSamples [ 2 1 1 2 ] /VSamples [ 2 1 1 2 ] >>     /Optimize true     /ParseDSCCommentsForDocInfo false     /GrayImageDownsampleThreshold 1.5     /MonoImageDownsampleThreshold 1.5     /AutoPositionEPSFiles true     /MonoImageResolution 300     /GrayImageResolution 150     /AutoFilterColorImages true     /AlwaysEmbed [ ]     /ImageMemory 524288     /OPM 1     /DefaultRenderingIntent /Default     /EmbedAllFonts true     /StartPage 1     /DownsampleGrayImages true     /AntiAliasColorImages false     /ConvertImagesToIndexed true     /PreserveHalftoneInfo true     /CompressPages true     /Binding /Left>> setdistillerparams<<     /PageSize [ 576.0 792.0 ]     /HWResolution [ 600 600 ]>> setpagedevice


