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Patients ask their FP’s opinion about a wide
variety of non-prescribed medications. As

physicians, it is also important for us to inquire
about what else our patients are taking that could
pose health risks to them or interfere with the
actions of prescribed medications. Table 1 con-
tains the most important and most popular non-
prescribed products I get asked about and the
most common reasons for starting a patient on a
non-prescribed product.

Is ASA beneficial?

Acetylsalicylic acid (ASA) in a dosage of 81 mg
to 325 mg q.d., has been shown to significantly
reduce cardiovascular (CV) risk in the setting of
secondary prevention. This would include
patients with angina, prior MI, diabetes, stroke or
transient ischemic attack.
Primary prevention with ASA reduces the

risk of stroke in women and the risk of MI in
men. The potential benefit of ASA should be
determined by calculating the Framingham 10
Year Global CV Risk. When the 10 year risk is
> 6% to 10%, the benefits of ASA outweigh the
risks of the drug. However, when the 10 year risk
is ≤ 5%, the risk of a significant adverse event
outweighs the small risk reduction provided by
ASA.1

What about omega-3
supplements?

Fish oil supplements have gained alot of atten-
tion in recent years and are being promoted for
CV risk prevention. Observational data suggests
that adding more fatty fish, rich in omega-3
fatty acids (salmon, tuna, herring, halibut, sar-
dines, trout) to our diet is of health benefit. Fish
oil supplements contain the omega-3 fatty acids,
eicosapentaenoic acid and docosahexaenoic acid,
which have antiplatelet and antiarrythmic proper-
ties. The randomized controlled trial (RCT) data
collected on these agents is somewhat perplexing.
The Diet and Reinfarction Trial (DART) and the
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Table 1

Most important/popular non-prescribed
products inquired about

What patients are taking For what reasons

ASA Cardiovascular risk
Fish oil reduction

Vitamins Cancer protection
Coenzyme Q10

Cold-Fx Osteoarthritis/
Glucosamine muskuloskeletal pain

Chondroitin Immune modulation/
prevent infections

Ginkgo Memory enhancement



Gruppo Italiano per lo Studio della sopravivenza
nell'Infarto miocardico prevenzione (GIZZI) trial
reported significant reduction in total (20% to
30%) and CVmortality (30% to 45%) in patients
taking omega-3 supplements who had a STEMI
in the past six months.2,3 The DART 2 trial stud-
ied men with angina taking fish oil capsules for
two years. Surprisingly, the trial found a signifi-
cant increase in CV deaths in the study group
compared to placebo.4 Eating fatty fish may be
beneficial for healthy people but, to date, there is
no evidence from prospective trials that fish oil
supplements prevent CV disease in the general
population.5

Coenzyme Q10?
Coenzyme Q10 (CoQ10) has antioxidant and
membrane-stabilizing properties. It is a natu-
rally occurring substance present in virtually all
cells in the mitochondria. The highest levels
are found in heart, liver, kidneys and pan-
creas. Its synthesis is reduced by statins and
levels decline with age. CoQ10 might be a
useful inotrope in heart failure, but this has
not yet been convincingly established.
Migraine attacks can be reduced by about
one third at a dosage of 100 mg t.i.d.6 At

higher doses, it may slow the progression of
early Parkinson’s disease.7

Vitamins?

Folic acid
Since the widespread adoption of folic acid
supplementation in early pregnancy, there
has been a 50% to 70% reduction in the inci-
dence of congenital neural tube defects.8,9

Since folate protects DNA against damage
during cell division, there has been interest
in the possible reduced cancer risk in
patients taking folic acid supplements. The
evidence is strongest for colon and breast
cancer prevention.10,11 There has also been
interest in folic acid for potential reduction
of CV risk since it is capable of reducing
homocysteine levels in the blood. Several
recent large RCTs, such as the 2006
Women's Antioxidant and Folic Acid CV
Study (WAFACS), the 2005 Norwegian
Vitamin Trial (NORVIT) and the 2004 vita-
min therapy for prevention of stroke (VISP)
trial have now concluded that although sup-
plementation with folate B6 and B12 can
lower homocysteine levels in the body, this
does not translate into a reduced CV risk and
therefore should not be used in the sec-
ondary prevention of CV disease.12

Vitamin D

There is a high prevalence of vitamin D defi-
ciency in the elderly due to decreased intake,
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decreased absorption and decreased sun
exposure. The addition of 800 iu q.d. to 1,200
iu q.d. of vitamin D attenuates bone loss and
decreases fracture rate in older men and
women. It may also decrease the risk of falls
in the elderly through improvement in muscle
strength.13

Antioxidant vitamins

Antioxidant vitamins have lost much of their
luster in recent years based on the conclu-
sions of several long-term controlled trials
that have been reported in the last five years.
Vitamin A and carotenoids have been found
to have no benefit in primary or secondary
CV prevention and no benefit in reducing
cancer risk. ß-carotene has possible adverse
effects with respect to both CV and cancer
risk. Vitamin A (retinol) supplements are a
risk factor for osteoporosis and fractures.
Vitamin A is teratogenic at dosages of
10,000 iu q.d.14 Randomized trials have
shown no benefit for first degree or second
degree prevention of CAD or stroke with
vitamin E supplementation and, in fact, there
may also be an increased risk of heart failure
with doses > 400 iu q.d.14

Although large dosages of vitamin E
(2,000 iu q.d.) may slow functional decline
in patients with Alzheimer disease, all-cause
mortality increased in patients on high-dose
vitamin E supplements (> 400 iu q.d.).15

Epidemiologic studies of vitamin C supple-
ments in first degree prevention reveal con-
flicting results. RCT data has found no ben-
efit in second degree prevention of coronary
heart disease. There is no evidence of bene-
fit in cancer prevention. The Nurses’ Health
Study (NHS) suggested there may be a
decrease in cataract formation in those tak-
ing vitamin C supplements for > 10 years.16

Vitamin B12

Subtle B12 deficiency is common in the
elderly and may account for some cases of
dementia and deteriorating balance.17 Gastric
atrophy and hypochlorhydria results in
reduced gastric acid and less efficient B12
absorption. This decrease in absorption is a
far more prevalent cause of B12 deficiency
than pernicious anemia.

Cold-Fx?

Cold-FX is an extract (CVT-E002) of
American ginseng which may have an
immune system modulating-activity. A 2005
RCT showed that CVT-E002 has modest
effect on reducing the mean number of severe
colds in a four month season (0.68 vs. 0.93
events in placebo) and in length of time
symptomatic (8.7 vs. 11.1 days in the placebo
group).18 However, there were some impor-
tant limitations in this study such as:
• The product was only tested on severe
colds,

• the trial excluded patients who had
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Eating fatty fish may be
beneficial for healthy

people but, to date, there
is no evidence from
prospective trials that fish
oil supplements prevent
CV disease in the general
population.
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recieved the flu vaccine in the past
six months

• children were not included in the test and
• the safety of its use in pregnancy is
unknown.

Glucosamine and
chondroitin?

Some clinical research suggests glucosamine
can reduce joint space narrowing. Most of the
studies have shown a benefit with glucosamine
on the pain of osteoarthritis (using the sulfate
form). Chondroitin may similarly have a disease-
modifying effect. Glucosamine sulfate, 1,500 mg
q.d., was superior to placebo for pain relief in
osteoarthritis in the Glucosamine Unum In Die
Efficacy (GUIDE) trial.19 There was no benefit
over placebo with glucosamine hydrochloride or
chondroitin for mild osteoarthritic pain, but the
combination was superior to placebo for pain
relief of moderate-to-severe osteoarthritis in the
Glucosamine/chondroitin Arthritis Intervention
Trial (GAIT).20 It may take one to two months to
notice symptom benefit. Both glucosamine and
chondroitin are fairly well tolerated.

Ginkgo biloba?

Ginkgo biloba is widely marketed as a memory
enhancer and concentration aid. It may have
modest positive effects in patients with mild
dementia, but there has been no demonstrated
benefit on memory or cognition in adults with
normal cognitive function. Ginkgo has not been
shown to have any protective effect against
developing dementia. Drug interactions can
occur with:
• proton pump inhibitors,
• warfarin,
• NSAIDs,
• clopidogrel and
• ASA.
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Take-home message
In advising patients about their non-prescribed
medications we need to determine:

1. Whether there is efficacy data

2. What type of patients it was shown to be
effective for

3. How safe it is

4. Whether it could interact adversely with other
medications taken

Since the widespread
adoption of folic acid

supplementation in early
pregnancy, there has
been a 50% to 70%
reduction in the incidence
of congenital neural tube
defects.
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