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Experts Answering Your Questions

The role of digoxin

1. What is the role of digoxin?
Question submitted by Dr. Atma Wadhwa, Sturgeon Falls, Ontario

Digoxin is probably the second
oldest cardiac drug. Despite
the number of years that we
have been using it, we still
don't seem to know its place in
the therapeutic drawer.

Digoxin has come from being
the panacea, where it was
used for everyone with heart
disease, to the villain, where
leading cardiologists recom-
mended-that it never be used.
And now, the pendulum has
swung back, so that we now
accept the fact _that' there
clearly is.a role foridigoxin in
managing ‘eur patients:‘with
atrial fibrillation' (AF) and left
ventricular (LV) dysfunction.

Digoxin-is clearly indicated for
the management of AF for rate
control; this is particularly true
for patients with LV systolic
dysfunction. It is also indicated
for LV systolic dysfunction as a
third- or fourth-line agent when
the maximum tolerated dose of
angiotensin-converting enzyme

inhibitors, or angiotensin recep-
tor blockers, B-blockers and
diuretics are insufficient to ade-
quately control symptoms of
heart failure. In this setting,
digoxin has been shown to
reduce hospitalizations, but has
not been shown to reduce
mortality.

There are many/problems in

choosing 'a dose.for a drug

such ‘as digoxin. These | in=

clude:

e. narrow therapeuticindex,

e difficult to define
therapeutic ‘endpoints;

e -intér- and intra-patient
variability and

¢ varying effects of
pathological states and
drugs on digoxin's
disposition.

In practice, the digoxin dose
has been generally titrated
according to the patient's:

e age,

¢ |ean body weight and

¢ renal function.

We now accept the fact that there
clearly is a role for digoxin in
managing our patients with atrial
fibrillation (AF) and left ventricular

(LV) dysfunction

Therapy is generally initiated
at a dose of 0.25 mg g.d. in
patients < 70 years of age,
with good renal function. For
those > 70 years of age with
impaired renal™ function, a
doseof 0.125 mg g.d. will suf-
fice and a dose of 0.0625 mg
is recommended for patients
with marked renal impairment.
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Using amiodarone

2. Amiodarone is used, at times, in the treatment of
AF. What are the indications for its use in this
condition? Why use it, if apparently, it does not alter
mortality endpoints? And, when should one stop the
use of it in someone who has had it prescribed to

them?

Question submitted by Dr. Tom Bell, Peterborough, Ontario

One of the indications of amio-
darone is the prevention of
incidence of post-operative
atrial fibrillation (AF) among
high-risk patients following
open heart surgery. The occur-
rence of AF in this situation is
significantly reduced by a pro-
phylactic amiodarone treat-
ment.1

Although outcomes such as
death and stroke were not
reduced by antiarrhythmic
therapy in the Atrial Fibrillation
Follow-up Investigation of
Rhythm Management (AFFIRM)
study? and the Rate Control
vs. Electrical Cardio-version
for Atrial Fibrillation (RACE)
study,3 there are still many
patients who remain highly
symptomatic during AF, for
whom rhythm control provides
dramatic symptomatic benefit.

Amiodarone has been shown
to be more effective than
some other antiarrhythmic
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therapies in maintaining sinus
rhythm (Canadian Trial of
Atrial Fibrillation Investigators
[CTAF))# and so, the rhythm
control strategy using amio-
darone continues to be a rea-
sonable alternative in such
patients.

Like any other therapy, the
decision to stop therapy
should take into account the
risks vs. the potential benefits.
This must be an individual
decision based upon the
symptomatic response to
therapy.
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Diet, exercise & cardiovascular disease

3. Do diet and exercise provide as much or more benefit
than statins for cardiovascular disease?

Question submitted by Dr. F. Hossenbux, Ottawa, Ontario

In real-life situations, nutrition-
al counselling has minimal
effect on one’s blood-choles-
terol level. A meta-analysis of
19 randomized trials (RTs)
studying the efficacy of dietary
counselling showed a mean
reduction in total cholesterol
of 3%.1 Another meta-analysis
of 16 RTs did not find any
effect of dietary interventions
on overall mortality.2

Low level of physical activity is
an independent risk factor for
coronary heart disease (CHD).
Increased level of physical
activity:
e improves the feeling of well
being,

e leads to a reduction

in blood levels of

triglycerides,

¢ increases HDL-cholesterol
and

¢ has a favorable impact on
diabetes.

Unfortunately, hard evidence

that increased physical activity

will lead to a reduction in CHD

events, or overall mortality, is

so far missing.

Statins provide, incomparably,
more benefit in CHD prevention
than diet or exercise.

References
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Clopidogrel: for how long?

4. How long do you treat patients with clopidogrel
bisulfate after percutaneous coronary angioplasty
and stent, when there is need for warfarin and
acetylsalicylic acid (as in severe anterior infarction,
left ventricular dysfunction or atrial fibrillation)?

Question submitted by Dr. Mathieu Bernier, Montreal, Quebec

This is a very good question.
Unfortunately, there is no good
answer, nor is there an answer
to be found in any of the large
clinical trials. The best that |
can do for this question is to
give you my opinion.

Clopidogrel is prescribed, as
you know, after percutaneous
coronary angioplasty (PTCA)
and stent, to decrease resteno-
sis due to platelet aggregation.
Acetylsalicylic acid (ASA) is pre-
scribed in all coronary artery
disease and especially after a
M. Warfarin on the
other hand, is prescribed to
prevent clot formation as seen
in atrial fibrillation or a large
apical infarction.

| think it is best to consider
each treatment on its own
merit. Both ASA and clopido-
grel are necessary after PTCA
and stent. Warfarin has not
been shown to reduce
restenosis in this setting.

If warfarin is indicated for
other cardiac reasons, | would
continue clopidogrel for as
long as it is recommended by
an interventional cardiologist.
In most cases, this should
range from one month to six
months, but in severe dis-
ease, clopidogrel may be pre-
scribed for up to one year. In
other words, therapy with
warfarin and therapy with
clopidogrel should be consid-
ered separately.

Only in the case of severe GlI
disturbances would | elimi-
nate ASA from the regimen as
quickly as possible. The next
to go would be clopidogrel. In
such a setting, it is important
to individualize your therapy,
choosing the best balance
between risk of bleeding and
risk of restenosis or clot for-
mation. @9,

Answered by:

J. Wayne Warnica, FRCPC
Professor

University of Calgary
Director

Cardiac Intensive Care Unit
Foothills Medical Centre
Calgary, Alberta

erapy with warfarin and therapy with
clopidogrel should be considered

separately.

16 Perspectives in Cardiology / October 2006





<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.3
  /CompressObjects /Off
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJDFFile false
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.1000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 100
  /Optimize false
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness false
  /PreserveHalftoneInfo false
  /PreserveOPIComments true
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile (None)
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages false
  /ColorImageMinResolution 150
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth 8
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /FlateEncode
  /AutoFilterColorImages false
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages false
  /GrayImageMinResolution 150
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth 8
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /FlateEncode
  /AutoFilterGrayImages false
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages false
  /MonoImageMinResolution 300
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 2.00000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.12500
    0.12500
    0.12500
    0.12500
  ]
  /PDFXOutputIntentProfile (None)
  /PDFXOutputConditionIdentifier (CGATS TR 001)
  /PDFXOutputCondition ()
  /PDFXRegistryName (http://www.color.org)
  /PDFXTrapped /False

  /Description <<
    /ENU <FEFF00420061007300e900200073007500720020006c00650020005000440046002f0058002d003100610020002f0020004200610073006500640020006f006e0020005000440046002f0058002d0031006100200032003000300033>
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AllowImageBreaks true
      /AllowTableBreaks true
      /ExpandPage false
      /HonorBaseURL true
      /HonorRolloverEffect false
      /IgnoreHTMLPageBreaks false
      /IncludeHeaderFooter false
      /MarginOffset [
        0
        0
        0
        0
      ]
      /MetadataAuthor ()
      /MetadataKeywords ()
      /MetadataSubject ()
      /MetadataTitle ()
      /MetricPageSize [
        0
        0
      ]
      /MetricUnit /inch
      /MobileCompatible 0
      /Namespace [
        (Adobe)
        (GoLive)
        (8.0)
      ]
      /OpenZoomToHTMLFontSize false
      /PageOrientation /Portrait
      /RemoveBackground false
      /ShrinkContent true
      /TreatColorsAs /MainMonitorColors
      /UseEmbeddedProfiles false
      /UseHTMLTitleAsMetadata true
    >>
    <<
      /AddBleedMarks true
      /AddColorBars true
      /AddCropMarks true
      /AddPageInfo true
      /AddRegMarks true
      /BleedOffset [
        9
        9
        9
        9
      ]
      /ConvertColors /NoConversion
      /DestinationProfileName (U.S. Web Coated \(SWOP\) v2)
      /DestinationProfileSelector /UseName
      /Downsample16BitImages true
      /FlattenerPreset <<
        /ClipComplexRegions true
        /ConvertStrokesToOutlines false
        /ConvertTextToOutlines false
        /GradientResolution 300
        /LineArtTextResolution 1200
        /PresetName ([High Resolution])
        /PresetSelector /HighResolution
        /RasterVectorBalance 1
      >>
      /FormElements true
      /GenerateStructure false
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles false
      /MarksOffset 12
      /MarksWeight 0.250000
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /UseName
      /PageMarksFile /RomanDefault
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /UseDocumentProfile
      /UseDocumentBleed false
    >>
  ]
  /SyntheticBoldness 1.000000
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [576.000 792.000]
>> setpagedevice


