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Sleep Apnea Treatment Noted as Cardioprotective

BY KATE JOHNSON

Montreal Bureau

BostoN — Obstructive sleep apneaisa
risk factor for cardiac arrhythmias, and the
diagnosis and treatment of this sleep dis-
order should be considered in terms of
cardioprotective benefit, according to Dr.
Maria Teresa La Rovere.

In a study that she presented in a poster
at the annual meeting of the Heart
Rhythm Society, Dr. La Rovere found a sig-
nificant correlation between oxygen de-
saturation in obstructive sleep apnea syn-
drome (OSAS) and bradyarrhythmias, but
not tachyarrhythmias.

“We found strong evidence that brady-
arrhythmias are related to sleep apnea
syndrome—while for tachyarrhythmias,
the role of oxygen desaturation is more
controversial,” Dr. La Rovere said in an
interview.

Other factors may contribute to tachy-
arrhythmias, such as B,-agonist treatment,
which was found to be more common
among patients who had tachyarrhyth-
mias, she said.

The study included 300 subjects who
were referred for sleep studies because of
snoring. OSAS was diagnosed in 248 (83%)
of them.

Although there was a trend toward
more arrhythmias in the patients with
OSAS than in
those without
OSAS (18% vs.
11%), the differ-
ence was not
significant, re-
ported Dr. Ro-
vere, a cardiolo-
gist at the
Fondazione Sal-
vatore Maugeri
clinic in Pavia,

A recently
published study
showed that
0SAS was
associated with
almost double the
risk of stroke or
death, even after

. Italy.
adjustment for a Patients who
host of factors. had arrhyth-

mias were old-
er than the nonarrhythmic subjects (58
vs. 52 years) and had more profound oxy-
gen desaturation (23% vs. 15% total sleep
time spent with less than 90% oxygen
saturation).

Although no significant relationship was
found between tachyarrhythmias and hy-
poxemia, bradyarrhythmias were signifi-
cantly correlated. Patients with brady-
arrhythmias had significantly more
hypoxemia, compared with nonarrhyth-
mic patients, with an apnea-hypopnea in-
dex of 54 vs. 31 and an oxygen saturation
nadir of 69% vs. 77%.

Dr. La Rovere said a recently published
study that was performed in the general
population and that used a stricter defin-
ition of OSAS produced similar evidence
that people with sleep-disordered breath-
ing have between two and four times the
odds of having complex cardiac arrhyth-
mias, compared with those without sleep
apnea (Am. J. Respir. Crit. Care Med.
2006;173:910-6).

That study showed that sleep-disor-
dered breathing was associated with four
times the odds of atrial fibrillation, three
times the odds of nonsustained ventricu-

lar tachycardia, and almost twice the odds
of complex ventricular ectopy, after ad-
justment of the data for age, sex, body
mass index, and prevalent coronary heart
disease.

Another recently published study
showed that OSAS was associated with al-
most double the risk of stroke or death,
even after adjustment for age, sex, race,
smoking status, alcohol consumption,
body mass index, diabetes mellitus, hy-
perlipidemia, atrial fibrillation, and hyper-

tension (N. Engl. J. Med. 2005;353:2034-41).

Although treatment of OSAS with con-
tinuous positive airway pressure (CPAP)
is well established for the relief of sleep
disturbances and improvement in quali-
ty of life, Dr. La Rovere said that physi-
cians should also recognize its value in
preventing the development of cardiac
arrhythmias.

“The mechanism of breathing disor-
ders also affects cardiac functioning. So in
the long term, these subjects may also de-

velop heart failure,” she said. “I think
there is an increasing awareness.”

Dr. La Rovere added that although
CPAP not only prevents sleep-related heart
rhythm disturbances, but can also correct
them, it is advisable to consider a pace-
maker for patients whose CPAP compli-
ance is questionable.

“I know the CPAP will correct my pa-
tient’s arrhythmia, but I do not know if
my patient will use the CPAP,” Dr. La Ro-
vere said. m

gastrointestinal bleeding.

[donepezil HC|

1. G DS, Pi

HOIVIE

thanks to ARICEPT®’s overall effectiveness

ARICEPT helps patients
be more like themselves longer™

m Helped keep patients in the community for more than 5 years'*'

Please see brief summary of prescribing information on adjacent page.

Orally Disintegrating
Tablefs (5MG and 10MG)

m |s proven effective in cognition, function, and behavior*s
m Caregivers spend less time assisting patients with everyday activities®
m Established safety and tolerability

* Results from an observational follow-up of nursing home placement in mild to moderate AD patients (MMSE 10-26) previously enrolled in 1 of 3 randomized, double-blind,
placebo-controlled trials with open-label extension phases.
 As with all studies of this type, results may be attributable to various factors. ARICEPT treatment was one such factor.

ARICEPT is indicated for mild to moderate dementia of the Alzheimer’s type.
The most common adverse events in clinical trials with ARICEPT were nausea, diarrhea, insomnia, vomiting, muscle cramps,
fatigue, and anorexia. In clinical trials, syncopal episodes have been reported (2% for ARICEPT versus 1% for placebo). Cholinesterase
inhibitors have the potential to increase gastric acid secretion. Patients at risk for developing ulcers, including those receiving
concurrent NSAIDs, should be monitored closely for gastrointestinal bleeding.

Clinical studies of ARICEPT have shown no increase, relative to placebo, in the incidence of either peptic ulcer disease or

ONCE-A-DAY

ARICEPT
|donepezil HC)

5-MG AND 10-MG TABLETS

G, McRae T, Mastey V, leni JR. Donepezil is associated with delayed nursing home placement in patients with Alzheimer’s disease. J Am Geriatr Soc. 2003;51:
937-944. 2. Winblad B, Engedal K, Soininen H, et al, and the Donepezil Nordic Study Group. A 1-year, randomized, placebo-controlled study of donepezil in patients with mild to moderate AD. Neurology. 2001;57:
489-495. 3. Mohs RC, Doody RS, Morris JC, et al, for the “312” Study Group. A 1-year, placebo-controlled preservation of function survival study of donepezil in AD patients. Neurology. 2001;57:481-488.

4. Rogers SL, Doody RS, Mohs RC, Friedhoff LT, and the Donepezil Study Group. Donepezil improves cognition and global function in Alzheimer disease: a 15-week, double-blind, placebo-controlled study.
Arch Intern Med. 1998;158:1021-1031. 5. Rogers SL, Farlow MR, Doody RS, Mohs R, Friedhoff LT, and the Donepezil Study Group. A 24-week, double-blind, placebo-controlled trial of donepezil in patients with
Alzheimer's disease. Neurology. 1998;50:136-145. 6. Feldman H, Gauthier S, Hecker J, et al, and The Donepezil MSAD Study Investigators Group. Efficacy of donepezil on maintenance of activities of daily
living in patients with moderate to severe Alzheimer's disease and the effect on caregiver burden. J Am Geriatr Soc. 2003;51:737-744.

AR273436A


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 ] Point

COMPRESSION ----------------------------------------
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 Bit
Grayscale 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 Bit
Monochrome 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: Yes

FONTS ----------------------------------------
     Embed All Fonts: Yes
     Subset Embedded Fonts: Yes
     Subset When Percent Of Characters Used is Less: 100 %
     When Embedding Fails: Warn and Continue
Embedding:
     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: Default
Working Spaces:
     Grayscale ICC Profile: Adobe Gray - 20% Dot Gain
     RGB ICC Profile: sRGB IEC61966-2.1
     CMYK ICC Profile: U.S. Web Coated (SWOP) v2
Device-Dependent Data:
     Preserve Overprint Settings: No
     Preserve Under Color Removal and Black Generation: No
     Transfer Functions: Preserve
     Preserve Halftone Information: Yes

ADVANCED ----------------------------------------
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: No
Document 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: No

OTHERS ----------------------------------------
     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 IEC61966-2.1

END OF REPORT ----------------------------------------

IMPRESSED GmbH
Bahrenfelder Chaussee 49
22761 Hamburg, Germany
Tel. +49 40 897189-0
Fax +49 40 897189-71
Email: info@impressed.de
Web: 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


