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CONSULTANT’S CORNER
Practical Answers To Your Everyday Questions

Oral, Transdermal, and Parenteral Testosterone Treatments

1. Male menopause is not an entity. Hypogonadism in the older male is
the same as hypogonadism in a younger male. The only indication for
testosterone therapy is the presence of clinical symptoms and signs
of testosterone deficiency and repeated laboratory confirmation of
clear testosterone deficiency.1 The lab measurement should be early
in the morning, and, if low, it should be repeated at least one more
time in the morning. Particulary, in older men, comorbidities and
medications must be considered when assessing hypogonadism;
these may result in the over diagnosis of hypogonadism and inap-
propriate use of testosterone. Treating comorbidities must be done
first (e.g., stopping a medication/alcohol consumption or treating
obstructive sleep apnea. If, after assessment, testosterone is pre-
scribed, regardless of the testosterone formulation, a lower dose-
should be initiated, because it achieves the same blood level of
testosterone in older men as higher doses in younger men (due to
decreased clearance in older men).2 There are several testosterone
formulations in Canada, so the choice is made by patient preference
and with some consideration for pharmacological differences. 

Intramuscular testosterone is given every two weeks (occasionally
half the dose weekly); this is cheapest and has the largest amount of
clinical data. Disadvantages include the need for injections, fluctuat-
ing levels that are symptomatic over the course of the injection, and
a higher risk of erythrocytosis and gynecomastia. This may limit its
selection.  

Transdermal (patch or gel) testosterone gives steady blood levels;
disadvantages include variable absorption, skin irritation, poor adhe-
sion of the patch, or transference of gel.

Oral (testosterone undecanoate) is easiest to use, but it needs to be
given with meals twice a day with variable absorption.
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Are there 
important 
differences
between oral,
transdermal, and
parenteral 
testosterone in the
treatment of male
menopause?
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Azithromycin and Calcium-channel Blockers

2. There is a known interaction between macrolide antibiotics, other
than azithromycin, and many calcium-channel blockers. This drug
interaction may cause a decreased metabolism of the calcium-
channel blockers, leading to increased therapeutic activity and
potential toxicity. This combination should be avoided or closely
monitored. Azithromycin does not appear to share this interaction
and is considered safe. However, azithromycin can prolong the cor-
rected QT interval, and this may be a problem when used in combi-
nation with other cardiac medications. A large database study was
also recently published that suggested a small, but significant,
increase in sudden death, presumably from cardiac arrhythmias, in
people prescribed azithromycin, especially those with pre-existing
cardiac conditions.1 This risk is certainly smaller than the benefit in
those requiring antibiotic therapy. However, it has been shown
repeatedly that one-third to one-half of all antibiotic usage is for
infections that are likely viral in origin and, thus, no benefit should be
expected from treatment. This adds to the risks of unnecessary
antibiotic use.
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Is azithromycin
safe to prescribe
with calcium-
channel blockers?
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Is Palm Olein a Concern for Bone Health in and Beyond Infancy? 

3. In 2003, a study was published in Pediatrics, the Official Journal of the
American Academy of Pediatrics, which showed that infants who con-
sumed formula containing palm olein as the predominant oil, had signif-
icantly lower total bone mineral content and bone mineral density than
those fed a formula without palm olein at both three- and six-months-of-
age. In this study, Winston Koo, et al., concluded that the inclusion of
palm olein in infant formulas, at levels needed to provide a fatty acid pro-
file similar to that of human milk, leads to lower bone mineralization.1
Later, in 2006, Koo and another group of fellow researchers did an exten-
sive review and analysis of the literature on this topic and came to a sim-
ilar conclusion that formulas containing palm olein result in reduced
absorption of fat and calcium and lower bone mass in infants.2 Thus, the
literature would suggest that palm olein in infant formula is a concern for
bone health in infancy. However, there have been no studies that look at
the long-term outcomes of infants who have been fed these formulas.
Therefore, no one to date knows what the effects on bone health may 
be into childhood and beyond. Further research in this area is clearly
needed. 
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bone health in and
beyond infancy?
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Treating Superficial Thrombophlebitis of the Legs

4. Superficial thrombophlebitis, by which we mean a US-confirmed
case identifying thrombosis within the superficial system alone, is a
condition that causes discomfort along the venous distribution with
the rare potential for deep or proximal extension. The majority of
cases are successfully managed with local measures and a short
course of NSAIDs. For difficult to resolve cases, a short course of pro-
phylactic or full-dose low-molecular-weight heparin (LMWH) may be
considered. We will often perform serial USs to ensure that there is no
extension into the deep veins above the knee. However, controversy
exists regarding the appropriate management of spontaneous, lower
extremity, superficial thrombophlebitis. The 2008 ACCP guidelines
provide a number of suggestions, such as anticoagulation therapy,
but these are not based on strong evidence, and these guidelines
remark that NSAIDs may also be appropriate therapy.1 

Of special note, the “superficial femoral vein” is part of the deep
venous system, and thrombosis in this vein should be managed as
such.
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When would you
treat superficial
thrombophlebitis
of the legs with
anticoagulants?
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Releasing Tongue-tie in a Newborn

5.

The term ankyloglossia is derived from the Greek words agkilos, meaning curved or crooked, and
glossa, meaning tongue. The English synonym is “tongue-tie.” Tongue-tie refers to a tight, lingual
frenulum, that inhibits the movement of the tongue. With attempted protrusion of the tongue, there
is frequently a notch or heart-shaped deformity at the tip of the tongue.1 Affected individuals may
have difficulties protruding the tongue past the gum line.  

The Academy of Breastfeeding Medicine Protocol defines ankyloglossia as “a sublingual frenulum
which changes the appearance and/or function of the infant’s tongue because of its decreased
length, lack of elasticity, or attachment too distal beneath the tongue or too close to or into the gin-
gival ridge.”2 Ankyloglossia, if severe enough, may cause breastfeeding difficulties, such as subop-
timal latch, inefficient and inadequate sucking, poor infant weight gain, sore nipples, and early wean-
ing.3-11 There were three studies that examined the latch score outcomes after tongue-tie
release.3,4,10 In the studies by Dollberg, et al.,3 (n = 25), Geddes, et al.,4 (n = 24), and Srinivasan, et
al.,10 (n = 27), the pretreatment latch scores were 6.4 ± 2.3, 7.9 ± 1.4, and 6.7 ± 1.2, respectively; post-
treatment latch scores were 6.8 ± 2.0, 9.4 ± 0.8, and 9.2 ± 0.9, and p-values were 0.06, < 0.05, and
< 0.0001, respectively.
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Answered by:
Dr. Alexander K.C. Leung

Is there any evidence-based medicine to show that releasing a tongue-tie 
(ankyloglossia) in a newborn will make a difference in their ability to latch
onto the breast?

Question submitted by: Dr. Norm Blustein, Richmond Hill, Ontario
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HbA1c Levels for Diagnosing Impaired Glucose Tolerance

6. Based on the 2013 Canadian Diabetes Association Guidelines, a
diagnosis of type 2 diabetes can be made if the HbA1c is greater
than 6.5% on two occasions. A diagnosis of prediabetes, which
includes impaired fasting glucose and impaired glucose tolerance,
is made if the HbA1c is between 6 and 6.4%. There are some
caveats in relying on the HbA1c for diagnosis of prediabetes and
diabetes. A number of conditions can affect the reliability of the
HbA1c tests and this may lead to artificially low or, in some cases,
high HbA1c in the absence of any dysglycemic state. These con-
ditions include significant anemia; some hemoglobinopathies,
such as sickle cell trait, thalassemia trait, conditions like hereditary
spherocytosis; treatment with agents such as erythropoietin and in
the presence of splenomegaly. Measuring and following HbA1c in
these conditions may not be appropriate.

Answered by:
Dr. Hasnain Khandwala

If HbA1c is 
used for diabetic
screening, what 
level should be 
followed to diagnose
glucose intolerance?

Question submitted by: 
Dr. John Craigmyle
Burnaby, British Columbia

Yearly Chest X-rays for Smokers

7. This is not necessary from a malignancy standpoint, as chest 
x-rays (CXR) have not been shown to be beneficial for lung can-
cer screening. A recently conducted, large, randomized, clinical
trial, the National Lung Screening Trial, enrolled 53,454 patients
aged 55 to 74 with a 30 pack-year or greater cigarette smoking
history and demonstrated a relative reduction in lung cancer mor-
tality of 20% using low-dose CT screening annually for three years
compared with the CXR control arm.1 However, the cost-effec-
tiveness of this approach has not yet been determined, and a
Pan-Canadian Early Detection of Lung Cancer Study is currently
ongoing to evaluate the value of CT screening in relation to cost
and resource utilization data within the Canadian context.
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Dr. Roger Y. Tsang

Should smokers
have a yearly chest
x-ray?  

Question submitted by: 
Dr. Gayle Garber
Conception Bay South,
Newfoundland
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Evidence-based ARB Medications for Post-myocardial Infarction

8. Given that angiotensin-converting-enzyme (ACE) inhibitors are the
standard of care for patients surviving a myocardial infarction (MI), it
would be unethical to compare angiotensin receptor blockers
(ARBs) to placebo. There is considerable evidence that ARBs are not
inferior to ACE inhibitors in post MI patients. Perhaps the best
known trial is VALIANT1, where 14,703 patients (average age 65,
31% women) were randomized to captopril (up to 50 mg t.i.d.), val-
sartan (up to 160 mg b.i.d.), or a combination of the two, 12 hours to
10 days after a heart attack and followed for 24.7 months. The large
composite endpoint (death, hospitalization for angina, revasculariza-
tion, or stroke) was reached in 65.2% of the captopril group and
63.1% of the valsartan group. Death occurred in 16.3% in each
group. Combination treatment proved no different. A provocative
editorial in 2004 raised the question as to whether ARBs were less
protective against MI than ACE inhibitors or other antihyperten-
sives.2 Subsequent meta-analyses have laid this notion to rest.3
Because of our much longer experience with ACE inhibitors, most of
us would prescribe an ACE inhibitor, reserving ARBs for those who
don’t tolerate ACE inhibitors, usually because of cough.
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Dr. Thomas W. Wilson

Is there any 
evidence that
ARB medications
increase survival
post-myocardial
infarction?

Question submitted by: 
Dr. Maurice Roy
Sainte-Anne, Manitoba
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Any Role for Anticardiolipin Antibodies (ACA) Testing in CAD?

Antiphospholipid antibody syndrome (APLAS) is characterized by the presence of at least one type
of antiphospholipid antibody (including lupus anticoagulant, ACA, or anti-β2-glycoprotein I) and a
clinical manifestation (including a history of a vascular thrombosis or a pregnancy morbidity). While
both lupus anticoagulant and anticardiolipin antibody are both independently associated with
increased thrombosis risk,1,2 lupus anticoagulant is the most predictive,  as its presence increases
the odds of stroke 40-fold and myocardial infarction five-fold.1 The risk of thrombosis is additive if
multiple antiphospholipid antibodies are present, and the highest risk occurs in the setting of posi-
tivity for all three antibodies.3 These risks are further increased in the setting of other vascular risk
factors, especially smoking and OC use.1

In a small prospective study of 124 patients under the age of 65 presenting with an acute coronary
syndrome and no other history of autoimmune disease, persistent ACA positivity was present in 14%
of participants and was associated with an increased risk of both reinfarction and thromboem-
bolism.4 A small study using cardiac MRI to evaluate for asymptomatic myocardial infarctions in 27
patients with APLAS and 81 controls matched for age and traditional cardiac risk factors found that
the prevalence of myocardial ischemia was seven-fold higher in patients with APLAS.5 In a nested,
case-control study of the Helsinki Heart Study, the presence and level of ACAs conveyed a statisti-
cally significant relative risk of myocardial infarction of 2.0,  independent of traditional risk factors.6

Currently, American Heart Association guidelines for the management of acute coronary syndrome
do not comment on testing for antiphospholipids or other inherited thrombophilias.7,8 While small
studies point to a relationship between antiphospholipid antibodies and coronary artery disease, this
relationship has yet to be firmly established by large-scale studies. Furthermore, there is a paucity of
evidence to guide treatment of patients with APLAS who have arterial thrombosis and myocardial
infarction.9 Overall, there is insufficient evidence to support routine testing for ACAs in patients with
coronary artery disease in the absence of a history of obstetrical complications or history of venous
thromboembolism. 
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Is there any role for ACA testing in coronary artery disease (CAD)?

Question submitted by: Dr. D. Hawkins, Kelowna, British Columbia
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Mycobacterium avium Treatment

10. The criteria for the diagnosis of mycobacterium avium complex
(MAC) lung disease require the consistent finding of the organism in
the sputum and appropriate and progressive radiologic features. The
incidental finding of MAC in the sputum of a patient with a cough
does not constitute an indication for treatment.

There are two distinct varieties of MAC lung disease. In patients with
underlying lung diseases, such as COPD, the disease is often mani-
fest by apical cavitary lesions, similar to those seen in tuberculosis.  

In those without underlying disease, MAC disease is quite different,
and the chest radiograph may be near normal. The features are usu-
ally of normal size or large lungs with an impression of some nodu-
larity. The chest CT is quite striking. It shows small and large nodules,
the former with a tree-in-bud configuration together with bronchiec-
tasis that is most often in the right middle lobe and the lingular seg-
ment of the left upper lobe. This type of MAC lung disease is known
as nodular bronchiectasis. A variant of this disease is seen in those
with pre-existing bronchiectasis, including cystic fibrosis.

The decision to treat these patients is often difficult. The indication for
treating the cavitary disease seems indisputable, but the results are
quite disappointing. In the case of nodular bronchiectasis, it is gen-
erally the symptoms of fatigue, a productive cough, hemoptysis, and
recurrent lower respiratory tract infections that determine the need to
treat. In patients with cystic fibrosis, the additional MAC disease
often has a negative impact on their health status and lung function.
In these several circumstances, treatment requires the use of
azithromycin or clarithromycin together with two companion drugs to
prevent the development of resistance by the organism to the
macrolide. The most common companion drugs are ethambutol and
rifampin. Treatment usually continues for one year after the sputum
culture converts to negative.

Answered by:
Dr. Robert Cowie

What is the 
treatment for
mycobacterium
avium in a patient
with cough but a
normal chest 
x-ray?

Question submitted by: 
Dr. John B. Nazareth
Toronto, Ontario
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Hs-CRP Measurement in Cardiac Risk Stratification

11. Since half of CVD occurs in patients who do not have the traditional
risk factors (i.e., hypertension, diabetes, smoking or dyslipidemia),
there is a need to improve primary prevention, undergirding the ratio-
nale for using additional risk stratifying tools, such as hs-CRP
assessment. The one-time measurement of hs-CRP is recommend-
ed in men older than 50-years and women older than 60-years-of-
age who are at intermediate risk of developing CVD (10 to 20% 10-
year risk) according to their Framingham Risk Score, have an LDL-C
level below 3.5 mmol/L, and would not otherwise qualify for lipid-
lowering therapy. As evidenced by data from the intervention trial,
Justification for the Use of Statins in Prevention: An Intervention Trial
Evaluating Rosuvastatin (JUPITER), such intermediate risk patients
with a hs-CRP level above 2.0 mg/L (excluding those with acute ill-
ness, which can elevate hs-CRP levels) have a reduced CV event rate
when statin therapy is added to their drug regimen.

Answered by:
Dr. Theodrore K. Fenske

What is the role 
of high sensitivity 
C-reactive protein
(hs-CRP) 
measurement in
cardiac risk 
stratification?

Question submitted by: 
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Association Between ACE Levels and Sarcoidosis

12. Angiotensin-converting-enzyme (ACE) levels have been shown to
be elevated in many patients with sarcoidosis. Unfortunately, they
are also often elevated in other lung conditions, including tubercu-
losis and silicosis. The test has, therefore, not been proven to be of
value in making the diagnosis of sarcoidosis. Measurements of ACE
levels has been used to monitor the progress of sarcoidosis, but this
is not commonly used in practice. There has been interest in the
association between sarcoidosis and polymorphisms of the ACE
gene, which, for the most part, has not been helpful.

Answered by:
Dr. Robert Cowie

Home Temperature Recommendation for a Newborn Infant

13. The temperature in the home should be maintained at approximate-
ly (20°C to 22°C) 68°F to 72°F when there is a newborn in the house.
The Government of Canada and the American Academy of
Pediatrics both state that if the room temperature is comfortable for
a lightly clothed adult then it should be comfortable for a baby.
There is some concern that if an infant becomes over-heated, then
there is an increased risk of sudden infant death syndrome. In con-
trast, babies who are too cold are often fussy and have trouble
sleeping. So, keeping the house at a moderate temperature and
clothing the infant in one more layer than an adult is wearing (for
example, a sleeper and a blanket) should prevent the infant from
becoming either too hot or too cold.  

Answered by:
Dr. Krista Helleman

What 
temperature
should be 
maintained inside
the home when a
newborn infant is
present?

Question submitted by: 
Dr. Nafisa Aptekar
Brampton, Ontario

What is the 
association
between 
ACE levels and 
sarcoidosis?

Question submitted by: 
Dr. Parviz Somani
Spruce Grove, Alberta
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Is Barium Enema of Any Use?

14. A recent, multicentre, randomised trial from the UK assessed 3,838
patients with symptoms suggestive of colorectal cancer who were
randomly assigned to receive either barium enema (n = 2,553) or CT
colonography (n = 1,285).1 The detection rate of colorectal cancer or
large polyps was significantly higher in patients assigned to CT
colonography than in those assigned to double-contrast barium
enema (7.3% vs. 5.6%, relative risk 1.31; 95% CI: 1.01 – 1.68; 
p = 0.0390).1 Over three  years of follow-up, CT colonography
missed 3 of 45 colorectal cancers and barium enema missed 12 of
85.1 Serious adverse events were rare.1 Indeed, the Canadian
Association of Gastroenterology’s most recent position statement on
the screening of average-risk individuals for colorectal cancer no
longer recommends double-contrast barium enema for population-
based screening.2 Despite historical use as a pivotal diagnostic test
for a variety of colonic luminal pathologies, the evolution and avail-
ability of more sensitive and versatile imaging modalities (e.g., CT
colonography), greater population-based access to colonoscopy in
the context of cumbersome procedural protocols, and poor patient
tolerance, barium enema is progressively becoming obsolete.  
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Dr. Theodore Xenodemetropoulos

Is barium 
enema of any 
use nowadays?
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Dr. Denis Cheung
Ottawa, Ontario
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Stopping Glucocorticoid Treatment

15. Stopping glucocorticoids is more of a clinical assessment and less of
a biochemical one. Stopping or tapering may result in the recurrence of
the underlying disease that is being treated and the emergence of
symptoms of cortisol deficiency, which result from hypothalamic-pitu-
itary-adrenal axis suppression. These symptoms may overlap. Dose,
potency, and duration of the glucocorticoid used must be considered,
but there may also be different pharmacokinetics in different people.
Thus, withdrawal symptoms may vary from person to person. A person
treated for less than three weeks has a low risk of a suppressed axis.
In contrast, use of prednisone 20 mg or the equivalent for more than
three weeks, especially if receiving a bedtime dose, results in the risk
of suppression of the axis. If there is concern for suppression of the
axis, there should be gradual reduction until the glucocorticoid is
stopped; there is little need for stimulation tests or baseline cortisol
measurements. Acute stress needs empiric coverage within six months
of stopping. 

A low-dose (1 µg) adrenocorticotropic hormone stimulation test
can be performed in the office, and it may or may not indicate sup-
pression of the adrenal gland and, thus, the hypothalamus and
pituitary glands. If close to normal, It can suggest more rapid
tapering the glucocorticoid, but the test is usually not needed. One
review suggested that there is little difference between the rapidi-
ty of withdrawal and its outcome.1 Thus, a clinical decision should
be  made considering comorbid disease, the underlying disease
being treated, age, and dose/duration of the use of glucocorti-
coids. The appropriate monitoring focuses on the symptoms. 
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Systemic Review. Endocrinolol Metab Clin North Am 2002; 31(3):751–778. 

Answered by:
Dr. Bernard Corenblum

How to go 
about stopping
glucocorticoid 
treatment in a
patient? 

Question submitted by: 
Anonymous
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Treating Mild Cognitive Impairment

16. The treatment of mild cognitive impairment (MCI) is two-fold. First,
reversible causes of cognitive decline, such as depression, vitamin B12
deficiency, hypothyroidism, or effects caused by other drugs, need to
be ruled out and/or addressed. Second, dealing with vascular risk fac-
tors, such as diabetes, blood pressure, smoking, and lipid levels, is
important, as it is well known that uncontrolled vascular risk factors
may lead to the progression of dementia. Finally, there is growing evi-
dence that cognitive training may be beneficial for MCI.

The evidence regarding pharmacotherapy (acetylcholinesterase
inhibitors) is mixed; clinical trials have shown no efficacy in reducing
the risk of Alzheimer’s disease, but a meta-analysis did find benefit in
delaying the progression to Alzheimer’s disease. However, the side
effects of these medications are known to be significant, and, thus, at
this time, they are not recommended as treatment for MCI.

Answered by:
Dr. Sarah A. Morrow

How is mild 
cognitive 
impairment 
treated?

Question submitted by: 
Dr. J. Maser
Toronto, Ontario
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Hepatomegaly Management Options 

17. Presuming that alternate causes of secondary microvesicular and
macrovesicular hepatic steatosis and advanced fibrosis or cirrhosis have
been excluded, the foundation of management of nonalcoholic fatty liver
disease (NAFLD) and nonalcoholic steatohepatitis (NASH) in adult patients
includes the incorporation of a dedicated and regimented weight loss pro-
gram. This is most effectively achieved by the adoption of a hypocaloric
diet in conjunction with increased physical activity; a decrease of at least 3
to 5% of body weight being necessary to improve hepatic steatosis
(although a loss of up to 10% is potentially necessary to improve hepatic
inflammation in NASH).1 Aggressive management of concomitant meta-
bolic diseases (including diabetes mellitus and dyslipidemia) should be
treated aggressively, and progress should be monitored regularly to ensure
that clinical targets are achieved. Heavy alcohol consumption (defined as
greater than four drinks/day or 14 drinks/week in men or more than three
drinks/day or seven drinks/week in women) should be avoided by patients
with NAFLD and NASH.1

Based on available data, pioglitazone can be considered to treat steato-
hepatitis in patients with biopsy-proven NASH, although the majority of
NASH patients studied were nondiabetic, and the long-term efficacy and
safety in patients with NASH has not been established.1 Vitamin E admin-
istered at a daily dose of 800 IU q.d. has been demonstrated to improve
liver histology in nondiabetic adults with biopsy-proven NASH, although the
potential risk/benefit assessment in the context of potential CV risk must be
considered prior to consideration of treatment in this context.1

Vitamin E is not recommended to treat NASH in diabetic patients, NAFLD
without liver biopsy, NASH cirrhosis, or cryptogenic cirrhosis.1 Regularly
scheduled clinical reassessment is essential to ensure that the progression
of the disease is halted and the associated consequences are avoided.

Reference
1. Chalasani N, Younossi A, Lavine JE, et al: The Diagnosis and Management of Non-alcoholic Fatty Liver

Disease: Practice Guideline by the American Gastroenterological Association, American Association for
the Study of Liver Diseases, and American College of Gastroenterology. Gastroenterology 2012;
142(7):1592–1609.

Answered by:
Dr. Theodore Xenodemetropoulos

What are the
management
options for
hepatomegaly
with associated
fatty liver when
hepatitis and
alcohol abuse
have been ruled
out?

Question submitted by: 
Dr. Ivan Shcherbatykh
North Vancouver,
British Columbia
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High-risk Category Assessment for CVD

18. The Framingham CV risk stratification schema is designed to help
clinicians identify which patients would benefit most from aggres-
sive risk-reduction strategies, such as LDL-C-lowering below 
2 mmol/L.  For patients free of vascular events in whom primary pre-
vention is the goal, the risk categories are not set in stone, and it is
certainly possible for them to move from a high-risk Framingham
category to a lower one. For example, if a 54-year-old, male smok-
er with documented controlled hypertension is able to quit his cig-
arette addiction, he can be encouraged that his Framingham Global
Risk Score will improve from a high-risk score of 15 points (or a
21.6% CV 10-year event rate) to a moderate-risk score of 11 points
(or 11.2% CV 10-year event rate). However, if a patient has experi-
enced a vascular event, like the lacunar stroke, they will remain in
the high-risk category for life and will benefit from ongoing aggres-
sive risk-reduction strategies. 

Other high-risk patients include those with a diagnosis of CAD,
peripheral artery disease, diabetes mellitus, or chronic kidney dis-
ease. For such patients, ongoing maximal risk-reduction strategies
are needed to protect them from the ever-present ravages of ather-
osclerotic vascular disease.

Answered by:
Dr. Theodore K. Fenske

Does a patient
always remain in 
a high-risk 
category for 
CVD following a 
vascular event, 
like a lacunar
stroke, even if 
identifiable risk 
factors, including
blood pressure, 
are well-controlled?

Question submitted by: 
Dr. Christo Minnaar
Steinbach, Manitoba
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Bipolar Disorder under the Age of 20

19.
Bipolar affective disorder is a bio-psycho-social condition with a strong family, social, and genetic
etiology, which has marked, negative impacts on patient and family morbidity and functioning.1
Bipolar disorder in teenagers has received more attention over the past 20 years and a study by Parry
in 2003 identified that there was a 4,000% increase in pediatric and teen bipolar disorder compared
to a decade previously. The peak age of onset of bipolar disorder itself appears to be in 
the 15- to 19-age range, with an incidence ranging from 1 to 10% depending on the diagnostic 
criterion.2

Inherently, bipolar disorder is very difficult to delineate and diagnose given that the clinical pattern of
bipolar type 1 presents with periods of elation and mania interspersed with episodes of depression
or negative affective conditions. Bipolar type 2 is subtler in that there may not be a marked mania,
but, rather, a hypomanic, less grandiose presentation than its bipolar type 1 counterpart. 

Given that all psychiatric disorders in youth have received more attention in recent years, this leads
to the question of whether there are more incidences of the disorder or whether we have become
more adept at diagnosing psychiatric disorders. The negative, affective symptoms are still often
treated with antidepressants, which may unmask bipolarity and mania in individuals who have a
latent bipolar gene that may be activated by the use of an antidepressant. This, in fact, is a very large
clinical concern, given that there are neurobiological pathways in teens that have not fully developed
regarding decision-making processes and decision impact, which may be one of the root causes of
antidepressant-induced suicidality in individuals under the age of 25.

Other risk factors that may guide a clinician are a family history of bipolar, earlier age of depressive
symptoms, mood-congruent psychiatric symptoms, conduct disorder, oppositional defiant disorder,
anhedonia, suicidality, and early age of hospitalization from all-cause mental health conditions.1, 2
These present in addition to normal diagnostic criterion that are used for bipolar disorder.

References
1. Thase ME: Bipolar Depression: Diagnostic and Treatment Considerations. Development and Psychopathology 2006; 18(4):1213–1230.
2. Parry PI: Paediatric Bipolar Disorder – Are Attachment and Trauma Factors Considered? Bipolar Disorder — A Portrait of a Complex Mood

Disorder, Dr. Jarrett Barnhill (Ed.), ISBN: 978-953-51-0002-7, InTech,  http://cdn.intechopen.com/pdfs/29393/InTech-
Paediatric_bipolar_disorder_are_attachment_and_trauma_factors_considered_.pdf. Accessed: February 7, 2014.

Answered by:
Professor Joel Lamoure

How common is bipolar disorder in patients under the age of 20? Does it 
present differently depending on the age group?

Question submitted by: Dr. Brian Parrett, Kingston, Ontario
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Ordering Thyroid Functional Tests

20. It is interesting to hear of limiting thyroid testing when it has been
commonplace to do routine thyroid testing in low-risk people, a
practice that is not supported by expert opinion or guidelines. In this
age of readily available information, patients will request thyroid test-
ing for almost any symptom that is otherwise unexplained or unac-
cepted, such as weight gain. It is difficult for the physician not to
adhere to such a request, especially in light of the fact that patients
should probably have their thyroid tested at least once. The question
should be answered in a cost-effective manner.

Unless there is pituitary disease, the only test to do is a serum TSH.
It still needs to be interpreted in the clinical context, but if the result
is normal, nothing more needs to be done. Should a patient suggest
that serum TSH is not the most sensitive test and other tests need
to be done, they are incorrect. It is important to stop further need-
less testing. 

Please do not measure the antithyroid (antiperoxidase) antibodies,
as they are often abnormal in the general population, add nothing to
the picture, and feed the anxiety about thyroid problems. I would
suggest that this antibody testing is rarely necessary.

Answered by:
Dr. Bernard Corenblum

Please advise with
regard to ordering
thyroid functional
tests. Should they
be given to 
pregnant or 
postmenopausal
women or 
everyone who
insists, because
they have gained
weight?

Question submitted by: 
Dr. Ila Patel
Mississauga, Ontario 



Endometrial Cells 
Found on a Pap —
Is an US Needed?

21.

Endometrial cells on Pap smears
are reported in women over 40.  It
is, therefore, important to accurate-
ly document the date of the
patient’s last menstrual period
when taking a Pap smear to inter-
pret such a result. If the patient has
irregular cycles and timing is diffi-
cult to discern or the endometrial
cells are present in the second half
of the cycle, then an investigation
should be done. Ideally, endometri-
al sampling with a biopsy will help
identify an abnormality in the
uterus. Alternatively, an US can
evaluate for endometrial thickness
and other abnormalities, such as
polyps, fibroids, or ovarian tumours
that can contribute to endometrial
stimulation. The closer the woman
is to menopause, the higher the
likelihood that the endometrial cells
are associated with an endometrial
problem, such as hyperplasia (in
9% of cases) or cancer (in 3.5% of
cases). In 60% of cases, there is no
endometrial pathology found, and
27% of the time a benign lesion is
identified.1

Reference
1. Greenspan DL, Cardillo M, Davey DD, et al:

Endometrial Cells in Cervical Cytology: Review of
Cytological Features and Clinical Assessment. J
Low Genit Tract Dis 2006; 10(2):111–122.

Resource
1. Jones E, McGahey Frain B, Crabtree W: Clinical

Significance of Reporting Benign-appearing
Endometrial Cells in Pap Tests in Women Aged
40 Years and Over. Acta Cytol 2009;
53(1):18–23.

Answered by:
Dr. Cathy Popadiuk

Does every woman who
has endometrial cells
that show up on a Pap
really need an US exam?
If not, then who does?

Question submitted by: 
Dr. Christina Fisher
Toronto, Ontario



Contraindications 
for Grapefruit 
Juice and Medication 
Combination

22.

Grapefruit juice inhibits the CYP3A4
enzyme of the cytochrome P450
system, increasing the bioavailability
of drugs metabolized through this
pathway.1 Therapeutic dosages of
various medications can be affected
by grapefruit, and numerous drugs
have been described as having 
the potential to produce serious
adverse reactions.1 The mecha-
nisms and magnitudes of the inter-
actions can be influenced by a vari-
ety of factors, including the relative
concentrations of furanocoumarins
and flavonoids, the volume of juice
consumed, and the variability of
specific enzymes and transporter
components in humans.1 The clini-
cal significance of such interactions
also depends on the disposition and
toxicity profile of the drug being
administered.1 As such, it is impera-
tive that physicians educate them-
selves and their patients regarding
the potential for serious drug inter-
actions and associated adverse
events.

Reference
1. Seden K, Dickinson L, Khoo S, et al:  Grapefruit-

drug Interactions. Drugs 2010;
70(18):2373–2407.

Answered by:
Dr. Theodore Xenodemetropoulos

What about 
contraindications for
grapefruit juice and 
medication combination?

Question submitted by: 
Dr. Ronald J. Genge
Baddeck, Nova Scotia
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Treatment Approach for an Elderly Patient with Dizziness

23.
The brain uses input from different sensory systems to maintain the sense of balance and orienta-
tion. These systems are vision, proprioception, and the inner ear labyrinth. 

The labyrinth contains specialized cells that detect motion and changes in position. Injury or disease
of the inner ear sends false signals to the brain, indicating that the balance mechanism of the inner
ear detects motion. Anatomical studies have shown that the number of nerve cells in the vestibular
system decreases after age 55. Blood flow to the ear also decreases with age.

Common causes of vertigo include benign paroxysmal positional vertigo (BPPV),  Ménière’s disease,
vestibular neuritis, labyrinthitis, injury to the ear or head, decreased blood flow, or vertebrobasilar
insufficiency. Brain tumours, alcohol intake, and medications can also cause vertigo. 

Of all vestibular disorders, BPPV is one of the most common in older patients. BPPV causes vertigo,
dizziness, and other symptoms due to debris that has collected within the inner ear. This debris,
called otoconia, is made up of small crystals of calcium carbonate. The displaced otoconia shift with
head movement, causing dizziness or vertigo. In older individuals, a regular physical examination can
help identify and correct potential problems before a serious fall. In addition, making sure that the
person’s environment is safe can help prevent injuries.

Canal repositioning manoeuvres are designed to move otoconial particles from the semicircular
canals back into the vestibule of the inner ear. The most commonly used manoeuvre to treat BPPV
is the Epley manoeuvre. Patients may experience a recurrence of their symptoms and require repe-
tition of this manoeuvre for several weeks. Vestibular rehabilitation is an effective intervention for per-
sons with peripheral vestibular disorders. For vestibular hypofunction, antidizziness medication may
slow vestibular compensation. Early referral for persons with peripheral vestibular disorders is opti-
mal and can result in enhanced quality of life. Regardless of age, function can improve in patients
with dizziness who actively participate in a program of vestibular rehabilitation. New advances in
vestibular rehabilitation include the use of vibrotactile feedback, an implantable vestibular prosthesis,
and the use of virtual reality to augment recovery after a vestibular deficit.

Resource
1. Bailey’s Head & Neck Surgery — Otolaryngology. Fifth Edition. Jonas T Johnson and Clark A. Rosen (Eds). Lippincott Williams & Wilkins, Philadelphia,

2012.

Answered by:
Dr. Ted Tewfik

What is a reasonable approach for an elderly patient with dizziness and no
abnormal signs?

Question submitted by: Dr. Selby Frank, Vegreville, Alberta
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Hepatitis C Positive Patients

24. Estimates of clearance vary amongst available data; between 20 and
40% of patients with acute hepatitis C experience spontaneous res-
olution of their viral infection.1 Approximately 80% of patients with
self-limiting hepatitis C experience viral RNA clearance within three
months of disease onset, although a duration of up to three years
has been described in some cases.1,2 Despite the association of
several clinical predictors with the clearance of the hepatitis C virus
(including age less than 40, female gender, icteric symptoms, genet-
ic viral factors, host immunocompetent status, and robust cellular
immune response mechanisms), there are currently no reliable pre-
dictors of spontaneous resolution of acute infection.1

References
1. Kamal SM:  Acute Hepatitis C: A Systematic Review. Am J Gastroenterol 2008; 103(5):1283–1297.
2. Villano SA, Vlahov D, Nelson KE, et al: Persistence of Viremia and the Importance of Long-term

Follow-up after Acute Hepatitis C Infection. Hepatology 1999; 29(3):908–914.
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Dr. Theodore Xenodemetropoulos

What percentage of
hepatitis C positive
patients clear the
disease without
treatment?

Question submitted by: 
Dr. M. Krieger
Toronto, Ontario
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Annual Breast and Biannual Pelvic Exams 

25.

Pap smear screening has decreased the incidence and mortality from cervical cancer. In North
America, Pap smears and pelvic exams have been done at times of reproductive health care (preg-
nancy and contraception visits) and as part of a well woman check.  After completion of childbearing
and menopause, the prompt for a Pap smear and pelvic exam has come from mammography
requests for breast cancer screening. A CBE has been a companion test.  

There has been a move away from offering Pap smears to women under 20-years-old, given the
potential greater harm than benefit for this age group. Indeed, the Canadian Task Force on Preventive
Health Care has given a strong recommendation not to screen women under 20-years-of-age and a
weak recommendation not to routinely screen 20- to 24-year-olds. These younger women, however,
still benefit from a pelvic exam to rule out STIs and other infections, for contraceptive counseling, and
to promote a practice of self-care. Pap smear screening is also now recommended to be every three
years and not annually.

Technically, as a screening test for an asymptomatic woman, the digital pelvic exam has never been
shown to improve morbidity or mortality from cancer. It is an important examination, but detection of
asymptomatic fibroids or prolapse has not been shown to impact on cancer prevention, and investi-
gations and treatment of asymptomatic disease can contribute to morbidity. Investigating abnormal
bleeding and symptoms of pruritus, pain, or pressure is considered diagnostic testing, not well
woman screening. Some believe that a thorough pelvic exam will help in the early detection of ovar-
ian cancer, but this is a fallacy. There is no good screening test for ovarian cancer at this time, and
women at significantly elevated risk should be counselled to undergo prophylactic oophorectomy and
salpingectomy, as new evolving evidence suggests ovarian cancer may actually begin in the fallopi-
an tubes. Nonetheless, if a woman presents for a well woman check, completing a pelvic exam may
be personally helpful to the patient for self-awareness if the limits of this exam are clearly explained. 

The usefulness of a CBE in asymptomatic women is controversial and the Canadian Task Force on
Preventive Health Care concluded that CBE should not be routinely performed alone or in conjunc-
tion with mammography for screening in average-risk women. Once a woman finds a breast mass or
abnormality, she presents for diagnostic evaluation, which is no longer part of regular screening.
Women in their 20s and 30s are unlikely to have breast cancer, and a CBE is more likely to identify
benign masses, such as fibroadenoma or cysts, than malignancy. 

In summary, despite the lack of good evidence to support these clinical exams in a cancer screening
setting, these skill sets are important for diagnostic purposes and should not be foregone. Similarly,
despite the recent controversy as to the contribution mammography has made to improving survival
from breast cancer versus that of improved radiation and systemic treatments, mammography is con-
sidered a valuable screening tool by physicians and patients alike. 

Resource
1. Canadian Task Force on Preventive Health Care. Recommendations on Screening for Cervical Cancer.  CMAJ 2013; 185(1)35–45.

Answered by:
Dr. Cathy Popadiuk

With many women no longer needing annual Pap tests, what is the 
evidence that continuing with annual breast and biannual pelvic exams
improves morbidity or mortality, especially in women who undergo 
regular screening with a mammogram?

Question submitted by: Dr. Marni Goodman, New Minas, Nova Scotia
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Adult Immunization against Tetanus 

26. We have known for some time that even though a large proportion of
the population does not get their tetanus booster every 10 years, as
recommended, we virtually never see tetanus among those with a
standard childhood vaccination series. This strongly suggests that
boosters are not required very often. It has been suggested that a
single booster in adulthood, as is now recommended for polio,
would be sufficient. It has also been shown that, in vitro, some of
those who do get boosted every 10 years have titres so high that
there is a potential for adverse events, such as serum sickness.
There is ongoing discussion on this issue, but it is certainly possible
that the recommendation for a routine 10 year booster will be modi-
fied in the near future.

Answered by:
Dr. Michael Libman

In Scandinavian
countries, such as
Sweden, adults are
not routinely 
immunized against
tetanus. Is there
good evidence to
support our 
continued adult
immunization 
practice?

Question submitted by: 
Dr. David Glass
Port Elgin, Ontario

Is Apple Cider Vinegar Effective for GERD Patients?

27. Despite many anecdotal accounts of the efficacy of apple cider vine-
gar for managing heartburn symptoms, there are no controlled trial
data supporting this treatment approach in GERD. Furthermore, a
plausible potential mechanism for this treatment approach is also
unclear. In the context of data supporting the efficacy and safety 
of conventional antisecretory therapy in GERD, a cider vinegar treat-
ment approach can not presently be recommended.

Answered by:
Dr. Theodore Xenodemetropoulos

What is the 
evidence, if any,
for using apple
cider vinegar for
GERD — patients
have been 
frequently 
asking about 
this.

Question submitted by: 
Dr. Angela Jones
Waterdown, Ontario


