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Question submitted by Dr. Michel Turgeon, Sainte-Foy, Quebec

1. Patients with stents: How long do they have to take
clopidogrel?

Clopidogrel duration in patients with stents

Based on recent reports of late stent thrombosis
with DES, it was recommended that all patients

treated with DES be given clopidogrel for at least
12 months.
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The duration of therapy for
clopidogrel following intra-
coronary stent implantation
varies with the type of stent
used.

The most common recom-
mendation for a bare metal
stent is that clopidogrel be
continued for four weeks.

The Canadian Association of
Interventional Cardiology and
the Canadian Cardiovascular
Society recently published a
joint statement on drug eluting
stents (DES) in the February
2007 issue of the Canadian
Journal of Cardiology. Based
on recent reports of late stent
thrombosis with DES, it was
recommended that all patients
treated with DES be given
clopidogrel for at least 12
months.

It was suggested that even
longer therapy with clopido-
grel be considered in patients
treated with DES who were
thought to be at high risk for
very late stent thrombosis,
such as those with:
• multiple stents,
• bifurcation stenting, or
• left main stem

intervention.

It was also recommended
that if patients have already
completed their previously
recommended course of
clopidogrel following a DES
and have had their clopido-
grel discontinued for longer
than one month, that clopi-
dogrel does not need to be
reinstituted to complete a
year of therapy. Reinstitution
of clopidogrel for up to one
year should be considered if

a patient has been off clopi-
dogrel for less than one
month.

Longer than one month of
clopidogrel use could also be
considered in patients who
have bare metal stents
implanted, if the stent was
placed in the setting of an
acute coronary syndrome. If
this is the case, some studies
would suggest that the clopi-
dogrel should be continued for
at least nine months, based on
the acute coronary syndrome
presentation, rather than the
fact that a bare metal stent
was implanted.

Answered by:

Dr. E. Bruce Josephson
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The Canadian Cardiovascular
Society Consensus Conf-
erence Recommendations on
Heart Failure 2006 suggest
that digoxin be used in
patients in sinus rhythm who
continue to have moderate-
to-severe persistent symp-
toms despite optimized heart
failure medical therapy, such
as:
• angotensin-converting

enzyme inhibitors and/or
angiotensin receptor
blockers,

• ß-blockers,
• spironolactone and
• diuretic therapy.

In patients with chronic atri-
al fibrillation and poor con-
trol of ventricular rate
despite ß-blocker therapy, or
when ß-blockers cannot be
used, digoxin should be con-
sidered.

It should be noted that con-
trolled studies have demon-
strated that digoxin does not
have a mortality benefit; how-
ever, it is useful for relieving
symptoms and reducing hos-
pitalizations for heart failure.

In patients receiving digox-
in, serum potassium and

creatinine should be moni-
tored with any increase in
digoxin or diuretic dosing, or
during a dehydrating illness,
to reduce the risk of digoxin
toxicity.

The optimal drug level (eight
to 12 hours post dose) is
1 ng/ml, to achieve optimal
benefits with minimal risk of
side effects.

Answered by:

Dr. E. Bruce Josephson

2. What is the current indication for digoxin in congestive
heart failure?

Digoxin in congestive heart failure

Studies have demonstrated that digoxin does not
have a mortality benefit; however, it is useful for

relieving symptoms and reducing hospitalizations
for heart failure.

Question submitted by Dr. Angelo Bourkas, Montreal, Quebec
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Haynes, et al1 were evaluat-
ing the efficacy of various
strategies to improve compli-
ance and concluded that
“The interventions that were
effective were complex,
including various combina-
tions of:
• more convenient care,
• information,
• counselling,
• reminders,
• self-monitoring,
• reinforcement,

• family therapy and
• other forms of additional

supervision or attention.
Even the most effective inter-
ventions did not lead to sub-
stantial improvements in
adherence.”

The only advice I can offer is
a time consuming one: The
patient must be convinced
about the importance of fol-
lowing your advice carefully
(i.e., prescriptions of drugs

and lifestyle changes). This
requires repeated counselling
of the patient and his/her
family. Keep the therapeutic
regimen simple and as eco-
nomical as possible.

Reference
1. Haynes RB, McKibbon KA, Kanani R:

Systematic review of randomised trials of
interventions to assist patients to follow
prescriptions for medications. Lancet
1996; 348(9024):383.

Answered by:

Dr. J. G. Fodor

3. How do you increase patient adherence to treatment?
Question submitted by Dr. Mary Manno, Oakville, Ontario

Increasing patient adherence

There is no evidence that vit-
amin E supplementation can
increase the risk of stroke.
There is also no evidence
that supplementation is of
any benefit. For example, in
the Women’s Health Study,1

which followed 40,000 women
for 10 years, vitamin E supple-
ments of 600 IU every other
day did not significantly reduce

the risk of cardiovascular
death, heart attacks or
strokes.

The recommended daily intake
of vitamin E from food now
stands at 15 mg. That is the
equivalent of 22 IU from a nat-
ural source of vitamin E or 33 IU
of the synthetic form. I see no
justification to supplement

mega-doses of vitamin E.

Reference
1. Lee IM, Cook NR, Gaziano JM, et al:

Vitamin E in the primary prevention of
cardiovascular disease and cancer: The
Women's Health Study:A randomized con-
trolled trial. JAMA 2005; 294(1):56-65.

Answered by:

Dr. J. G. Fodor

4. Is there enough evidence to recommend against vitamin E
supplementation due to an increased risk of stroke?
Question submitted by Dr. Lynda Reuedet, Kincardine, Ontario

Vitamin E supplementation and risk of stroke
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There are actually several
large clinical trials of acetyl-
salicylic acid (ASA) in the pri-
mary prevention of MI. One
of my favourite reviews of
this subject was published in
the January 2002 issue of
Canadian Family Physician as
a critical review of the
Primary Prevention Project,
testing low dose ASA and
vitamin E in patients with a
risk of coronary heart dis-
ease.1 It also included the
results of the Hypertension
Optimal Treatment (HOT)
trial2 and the Thrombosis
Prevention trial.3 All three tri-
als used 75 mg to 100 mg of
ASA only. The HOT trial
reported a reduction in the
risk of major cardiovascular
(CV) events to 0.85 (0.73 to
0.99) and risk of acute MI to
0.64 (0.49 to 0.85), with
numbers needed to treat
(NNT) of 176 and 208
respectively. Similarly, 75 mg
ASA in the Thrombosis
Prevention trial resulted in a
relative risk of 0.65 (0.44 to
0.92) and a NNT of 49. The

Primary Prevention Project
with 100 mg of ASA resulted
in a relative risk of 0.77 (0.62
to 0.95) for total CV events,
with a NNT of 53. These are
quite solid data and have
resulted in the following rec-
ommendations:
1. ASA therapy should be

considered for primary
prevention of CV events in
patients > 50-years-of-age
with one or more risk
factors for coronary
events and no
contraindications to
ASA therapy

2. ASA therapy is effective
in the primary prevention
of coronary events in
women

3. Low-dose ASA (75 mg to
100 mg) should be used
in primary prevention of
coronary events; it has
been shown to be as
effective and to have
fewer side-effects than
higher doses

4. If ASA therapy is
considered, BP should
be well controlled

(< 145/90 mmHg).
Patients with uncontrolled
hypertension might
derive no CV benefit from
ASA and could risk
serious bleeding

5. Physicians and patients
should discuss the
potential benefits and
risks of ASA therapy
before initiation

References
1. Collaborative Group of the Primary

Prevention Project (PPP): Low-dose
aspirin and vitamin E in people at car-
diovascular risk: A randomized trial in
general practice. Lancet 2001;
357(9250):89-95.

2. Hanson L, Zanchetti A, Carruthers SG,
et al: Effects of intensive BP lowering
and low-dose aspirin in patients with
hypertension: Principal results of the
Hypertension Optimal Treatment (HOT)
randomised trial. HOT Study Group.
Lancet 1998; 351(9118):1755-62.

3. Medical Research Council, General
Practice Research Framework:
Thrombosis prevention trial: Rando-
mized trial of low-intensity oral antico-
agulation with warfarin and low-dose
aspirin in the primary prevention of
ischemic heart disease in men at
increased risk. Lancet 1998; 351(9098):
233-41.

Answered by:

Dr. J. Wayne Warnica

5. What is the best evidence for primary prevention of MI
with ASA?
Question submitted by Dr. Marc Manson, Brampton, Ontario

Primary prevention of MI with ASA



Perspectives in Cardiology / May 2007 17

Cardio Q & A

Anticholinesterases inhibit the enzyme necessary
for the breakdown of acetylcholine and

methacholine, resulting in the overstimulation of
muscarinic and nicotinic receptors.

Anticholinesterases inhibit
the enzyme necessary for the
breakdown of acetylcholine
and methacholine, resulting
in the overstimulation of mus-
carinic and nicotinic recep-
tors. This causes bradycardia
in the heart, decreased con-
duction in the sinus and
atrioventricular (AV) nodes,
hypotension and decreased
contractile function, mimick-
ing overstimulation of the
vagus nerves.

Absolute contraindications
for using anticholinesterases
in patients with heart disease

or abnormal ECGs include:
• symptomatic bradycardia,
• history of sinus node

disease (in the absence of
a pacemaker),

• evidence of advanced first
degree AV block,

• mobitz I AV block, or
• two to one AV block.

Intraventricular conduction
delays, such as right bundle
branch block or left bundle
branch block, are not sensi-
tive to vagal stimulation and
do not represent contraindi-
cations. Hypotension and
heart failure would be relative

contraindications, depending
upon their severity.

If local anesthetics are to be
utilized, avoid procaine
hydrochloride. Anticholin-
esterases inhibit breakdown
of procaine hydrochloride
and may result in systemic
toxicity.

Answered by:

Dr. J. Wayne Warnica

6. What are the absolute contraindications of using
anticholinesterases in patients with cardiac disease
and/or ECG abnormalities?
Question submitted by Dr. Achla Virmani, Brossard, Quebec

Contraindications of anticholinesterases
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Unfortunately, non-steroidal
anti-inflammatory drug (NSAID)
use has many detrimental
effects in patients with con-
gestive heart failure (CHF). It
can cause a worsening of
pre-existing heart failure.
The mechanisms which
cause this include:
• an increase in afterload

resulting from NSAID-
induced systemic
vasoconstriction,

• the potential blunting of
the therapeutic effects of
angiotensin-converting
enzyme (ACE) inhibitors
and diuretics and

• the potential worsening of
pre-existing renal
dysfunction, which many
CHF patients have, due
to a low cardiac output
combined with diuretic
use.

There are no significant doc-
umented differences among

the various NSAIDs which
have been studied.

Similar potential adverse
effects have been found with
COX-2 inhibitors. These have
also been documented to
increase afterload and to
lead to fluid retention and
worsening renal insufficiency.

Unfortunately, heart failure is
a disease of the elderly, in
whom osteoarthritis is also
quite common. In addition,
heart failure patients on mul-
tiple diuretics are more sus-
ceptible to hyperuricemia
and gout.

The Canadian Cardiovascular
Society Consensus Confer-
ence Recommendations on
Heart Failure Update in 2007
did suggest that colchicine
should be considered for an
acute gout attack in heart
failure patients. An oral or

intraarticular steroid may
also be considered.

The treatment of arthritis, other
than gout, was not specifically
addressed; however, most
patients are advised to try and
manage the symptoms with
acetaminophen and non-
pharmacologic treatments.
Intraarticular steroids could
be considered for acute
mono-arthritis.

In both circumstances, other
than very short courses, oral
steroids are also problematic
in that fluid retention and
hypertension are common.

Answered by:

Dr. E. Bruce Josephson

7. What advice would a cardiologist give to a patient
with CHF that required COX-2 and NSAIDs but did
not want to increase his risk of heart failure?
Question submitted by Dr. Bill Mackie, Vancouver, British Columbia

Risks of COX-2 and NSAIDs
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Question submitted by Dr. V. Moodley, Etobicoke, Ontario

Charles Dickens, in The
Posthumous Papers of the
Pickwick Club, originally pub-
lished in 1837, described an
extremely obese young man
named Joe who could not
stay awake, even falling
asleep while knocking at a
door. This condition, which
was later to be named the
Pickwickian syndrome, is
also known as the Obesity
hypoventilation syndrome
(OHS).

OHS is described by the com-
bination of severe obesity,
complicated (in most cases)
by obstructive sleep apnea,
which causes hypoxemia and
hypercapnia resulting in
marked daytime somnolence

and chronic respiratory acido-
sis.

The Pickwickian Syndrome
consists of:
• moderate-to-extreme

obesity,
• alveolar hypoventilation,
• prolonged drowsiness,
• twitching,
• cyanosis,
• periodic breathing,
• secondary polycythemia

and
• right sided heart failure.

Details of the origin and devel-
opment of OHS are unknown,
as is its true incidence. Studies
show that the syndrome can
exist in non-obese patients as
well.

Cardiac complications of
the Pickwickian syndrome
consist of:
• pulmonary hypertension

secondary to chronic
hypoxemia,

• right-sided heart failure,
• systemic hypertension and
• cardiac arrhythmias.
The most common such
arrhythmia is atrial fibrillation
(AF). Indeed, the develop-
ment of AF in an otherwise
apparently healthy, but obese
person should raise the pos-
sibility of sleep apnea and
the Pickwickian syndrome.

Answered by:

Dr. J. Wayne Warnica

Pickwickian syndrome

8. What are the cardiac implications of Pickwickian
syndrome?

The development of AF in an otherwise
apparently healthy, but obese person should

raise the possibility of sleep apnea and the
Pickwickian syndrome.



Consider treatment with
niacin in patients with low
HDL-cholesterol and high
triglyceride levels. Start with
100 mg b.i.d. and titrate to
500 mg t.i.d. The drug
should be taken with meals.
After six weeks, check:
• lipids,
• glucose,
• liver function and
• uric acid.

Increase the dose as needed.
I usually never exceed 5 g q.d.

As to the combination of
statins with niacin, the latest
Canadian Lipid Guidelines1

state that “during this combi-
nation treatment, transami-
nase levels should be moni-
tored because there is a risk
of hepatotoxicity. In diabetic
patients glycemic control

should be monitored.” If
observing these precautions,
the combination of niacin
with statins is safe.

Reference
1. McPherson R., Frohlich J, Fodor G, et al:

Canadian Cardiovascular Society posi-
tion statement: Recommendations for
the diagnosis and treatment of dyslipi-
demia and prevention of cardiovascular
disease. Can J Cardiol 2006: 22(11):913-
27.

Answered by:

Dr. J. G. Fodor

9. When should niacin be prescribed and how should it
be initiated to avoid side-effects? Can it be used
safely with a statin drug (is there a concern
regarding rhabdomyolysis increase)?
Question submitted by Dr. Paul Stephan, Scarborough, Ontario

Prescribing niacin
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Although most clinical trials
have been conducted in
patients with persistent or
permanent atrial fibrillation
(AF), trials that have also
looked at paroxysmal AF
have demonstrated similar
stroke risks. The similarity per-
sists across all risk categories,

including low, moderate and
high-risk patients.

It should be noted that
embolic events can occur in
patients with acute AF for as
little as 72 hours. Considering
patients with paroxysmal AF
may have frequent episodes

of recurrent AF which are
not symptomatic, most
patients should be treated
with oral anticoagulation if
they are considered to be
moderate-to-high risk.

Answered by:

Dr. E. Bruce Josephson

10. Does intermittent AF pose a greater risk for embolic
events than persistent, chronic AF?
Question submitted by Dr. Tim Brandys, Ottawa, Ontario

Risks of intermittent vs. chronic AF
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The secondary stroke pre-
vention benefit of acetylsali-
cylic acid (ASA) plus dipyri-
damole appears to be signif-
icantly more effective than
ASA alone. However, cost
may be a limiting factor, as
the combination medication
is significantly more expen-
sive. As well, dipyridamole is
commonly associated with
headaches which may limit
its use.

Clopidogrel appears to be
no better than ASA in the
prevention of stroke reccur-
rence and may be associat-
ed with higher bleeding
rates. Hence, clopidogrel

should only be used for sec-
ondary stroke prevention in
patients who are allergic to,
or intolerant of ASA.

There have been no direct
comparisons between ASA
plus dipyridamole and clopi-
dogrel. Indirect comparisons
suggest that the combina-
tion therapy may be more
effective than clopidogrel
alone; however, this would
have to be interpreted with
great caution, as the patient
populations studied may not
be comparable. The final
recommendation regarding
which treatment may be
more beneficial will remain

uncertain until ongoing large
randomized trials directly
comparing them are com-
pleted.

Answered by:

Dr. E. Bruce Josephson

11.Is the combination of dipyridamole and ASA better
than clopidogrel for the prevention of stroke?
Question submitted by Dr. Terry Pinkney, Capreol, Ontario

The optimal stroke prevention treatment

Clopidogrel appears to be no better than ASA
in the prevention of stroke reccurrence and

may be associated with higher bleeding rates.

PCard


