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Answers to your questions
from our medical experts

Augmenting Clozapine in Schizophrenia

What can be done to augment clozapine in schizophrenia?
Submitted by: Irfan Mian, MD, Toronto, Ontario?

A number of meta-analyses have been conducted
supporting clozapine’s superiority in patients with
refractory symptoms. Given clozapine’s side-
effect profile, a case can be made for the practice
of first trying patients on risperidone or olanzapine
when they have responded poorly to first genera-
tion antipsychotics. However, if patients fail to
respond adequately, then a trial of clozapine
is clearly warranted. In recent years, there has
been an increase in the use of antipsychotic
polyphamacy; a poor initial response tomonother-
apy has been cited as the reason. Unfortunately,
there is very little data supporting this practice for
treating resistant patients. Other augmentation
strategies for the treatment of positive symptoms
with benzodiazepines, lithium, mood stabilizers,

and β-blockers have been studied to some extent,
and controlled trials andmeta-analyses are gener-
ally negative. The use of adjunctive medications
to treat symptoms of affective disturbance, anxi-
ety, agitation, and so forth may be more appropri-
ate. Electroconvulsive therapy can also be consid-
ered as a treatment of last resort for refractory
individuals.

Reference
1. Schizophrenia and Other Psychotic Disorders (Chapter 12). In: Sadock

BJ, Sadock VA, Ruiz P (eds.): Kaplan & Sadock’s Comprehensive
Textbook of Psychiatry. 9th edition. Lippincott, Williams, & Wilkins,
Philadelphia, 2009, 1554–1555.

Answered by: Dr. Hany Bissada

Statins decrease LDL cholesterol by 30 to 60%.
Rosuvastatin is themost potent statin, followed by
atorvastatin, simvastatin, pravastatin, lovastatin,
and fluvastatin. Rosuvastatin 10 mg is approxi-
mately equivalent to atorvastatin 40 mg, and it
achieves roughly a 50% reduction in LDL.
Simvastatin 80 mg results in about a 40 to 45%

reduction in LDL. Pravastatin 80 mg, lovastatin
80 mg, and fluvastatin 80 mg achieve < 40% LDL
reduction.

Answered by: Dr. Bibiana Cujec

? Is there any difference between statins in terms of improved LDL?
Submitted by: Glenda McIntosh, MD, Whitby, Ontario

Statins and Improved LDL
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Hepatitis C and Interferin

Should all hepatitis C patients be referred for consideration of interferin treatment?

Submitted by: John Simpson, MD, Uxbridge, Ontario?
Hepatitis C virus (HCV) is one of the major causes
of chronic liver disease. There are 6 genotypes
and 50 plus subtypes of HCV, where genotype 1
predominates in North America. Chronic HCV is
associated with variable degrees of inflammation
and fibrosis in the liver, ultimately leading to cirrho-
sis in 10 to 40% of patients. Once cirrhosis is
established, there is a 4% chance per year of mor-
tality due to complications of cirrhosis, such as
variceal hemorrhage, encephalopathy, ascites,
and hepatocellular carcinoma.

Treatment of HCV is tailored according to
genotype and patient characteristics. The current
standard of care consists of pegylated interferon
alpha-2a/b (P-IFN) with ribavirin, administered
over a period of 24 to 48 weeks. Response rates
for treatment naïve patients approach 42 to 46%
for genotype 1 and 76 to 82% for genotypes 2 and
3. Boceprevir, a NS3/4A protease inhibitor, has
been recently approved by the FDA and Health
Canada for treatment of HCV genotype 1. In a
phase III randomized controlled trial of P-IFN and
ribavarin versus P-IFN, ribavarin, and boceprevir,
sustained virological response was 40% and 67%
respectively. Telaprevir, another protease inhibitor,
has been shown to have similar outcomes and
is awaiting approval. Successful treatment can
decrease progression of fibrosis to cirrhosis
and avoid complications of cirrhosis. Common
adverse effects of treatment include flu-like symp-
toms, fatigue, depression, myelosuppression
(anemia and neutropenia), and rash.

All patients with hepatitis C with compensated
chronic liver disease should be assessed for ther-
apy for HCV, provided the patient is willing and no
contraindications to therapy exist. Treatment

should be initiated promptly in patients with
advanced fibrosis (METAVIR F3-4), and it is
strongly advised in F2 fibrosis regardless of ALT
levels. For individuals with less severe disease,
therapy should be individualized. A highly motivat-
ed individual with minimal liver disease could be
considered for therapy. Patients who failed
previous therapy could be considered for retreat-
ment on an individual basis, as their response
rates are poorer. Patients with decompensated
liver disease should not have treatment for HCV,
as it may precipitate liver failure. Regardless, these
patients should still be assessed by a hepatologist
for ongoing care and consideration of transplant
assessment if eligible. Predictors for treatment
success include HCV genotype, degree of fibrosis,
ethnicity, and IL28B polymorphisms.

In the primary care setting, HCV should be con-
firmedwith HCVRNA, as anti-HCV can be positive
after clearance of the virus. Once confirmed, rou-
tine investigations should be requested to deter-
mine severity of liver disease. Patients should then
be referred to a specialist to determine the viral
genotype, the degree of inflammation, and the
severity of underlying liver disease and to exclude
other etiologies of liver disease. Indications, con-
traindications, and potential response to therapy
should be assessed given each patient’s particu-
lar comorbidities. In an era where response to
therapy exceeds 70 to 80%, even with genotype 1
disease, the risks of progression to cirrhosis justi-
fy at least an evaluation by a specialist.

Answered by: Dr. Vijay Selvarajah and
Dr. Robert Bailey
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LABA’s Effect on Asthma

What is the potential that long-acting beta2 agonist (LABA) used in combination
with steroids can worsen asthma?
Submitted by: Mitch Rubin, MD, Vancouver, BC

?
Asthma is a chronic, inflammatory airway dis-
ease that is associated with respiratory symp-
toms (e.g., dyspnea, wheeze, cough, and chest
tightness), reversible airflow obstruction, and
bronchial hyperresponsiveness. Evidence-
based, clinical practice guidelines for asthma
management recommend the chronic use of
inhaled corticosteroids (ICS) as first line anti-
inflammatory maintenance pharmacotherapy.1

In patients whose asthma remains poorly con-
trolled despite attention to environmental and
comorbid factors and adherence to regular use
of ICS (low dose in adults, moderate dose in
children, 6- to 12-years-of-age), add-on phar-
macotherapy is recommended.1 Second line
add-on pharmacotherapy is an inhaled long-act-
ing beta2 agonist (LABA), preferably adminis-
tered in the same inhaler as the ICS. LABA add-
on to an ICS is considered superior to adding a
leukotriene receptor antagonist to an ICS.2 This
step-wise management approach has been
shown to improve lung function, reduce asthma
symptoms, improve asthma control, and reduce
asthma exacerbation rates.1,3,4

LABA medications should never be used as
maintenance monotherapy in asthma. This treat-
ment approach has been associated with wors-
ened airway inflammation, worsened asthma
symptom control, and increased risk for asthma
exacerbations resulting in hospitalization and/or
death.5 A number of reasons have been

proposed to explain the loss of asthma control
with long-term LABA use, including the inade-
quate anti-inflammatory properties of LABA;
masking or delayed recognition of airway inflam-
mation by the prolonged bronchodilator effect of
LABA; loss of the bronchoprotective effect
against allergen or nonspecific bronchial chal-
lenge of LABA; and reduced sensitivity to LABA
due to down regulation of beta2 adrenergic
receptors on airway smooth muscle and inflam-
matory cells.6 Regardless of these concerns,
evidence demonstrates the substantial, overall
clinical benefit of LABA when used as an add-on
pharmacotherapy to ICS, rather than as a main-
tenance monotherapy, in appropriately chosen
patients with poorly controlled asthma.

References
1. Lougheed MD, Lemière C, Dell SD, et al: Canadian Thoracic Society

Asthma Management Continuum — 2010 Consensus Summary for
Children Six Years of Age and Over, and Adults. Can Respir J 2010;
17(1):15–24.

2. Ducharme FM, Lasserson TJ, Cates CJ: Long-acting Beta2-agonists
Versus Anti-leukotrienes as Add-on Therapy to Inhaled Corticosteroids
for Chronic Asthma. Cochrane Database Syst Rev 2006;4: n.p.

3. Bateman ED, Boushey HA, Bousquet J, et al: Can Guideline-defined
Asthma Control be Achieved?. Am J Respir Crit Care Med 2004;
170(8):836–844.

4. Rabe KF, Atienza T, Magyar P, et al: Effect of Budesonide in
Combination with Formoterol for Reliever Therapy in Asthma
Exacerbations: A Randomized, Double-blind Study. Lancet 2006; 368
(9537):744–753.

5. Ernst P, McIvor A, Ducharme FM, et al: Safety and Effectiveness of
Long-acting Beta Agonist Bronchodilators When Taken with Inhaled
Corticosteroids. Ann Intern Med 2006; 145(9):692–694.

6. Lipworth BJ: Antagonism of Long-acting Beta2-adrenoreceptor
Agonism. Br J Clin Pharmacol 2002; 54(3):231–245.

Answered by: Dr. Paul Hernandez
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Recurrent rhinitis related to upper respiratory
tract infections is very common in the first year,
especially when the infant is exposed to older
siblings or attends daycare. Often, these infants
have seemingly continuous rhinorrhea and con-
gestion that does not seem to recover between
upper airway respiratory infections. These chil-
dren are otherwise healthy thriving infants. The
winter months tend to be the worst for them,
and exposure to indoor tobacco smoke is an
important cofactor (“irritant rhinitis”). Saline irri-
tation and some suctioning may be helpful. If
thick purulent nasal discharge does not relent
after 14 days, an antibiotic may be considered.
Sensitization to common indoor allergens can
occur during the first couple years of life but typ-
ically takes more time to develop. Allergic rhini-
tis may be suspected if atopic dermatitis, recur-
rent wheeze, and/or food allergies are noted; if
there is a strong family history of atopy; or if
nasal pruritus and sneezing are predominant
symptoms. Cetirizine may be tried in these
infants (2.5 mg o.d.). Nasal corticosteroids are
not indicated until after two-years-of-age.

The differential diagnosis for chronic rhinitis
at this young age must take into account fairly

uncommon congenital causes as well as other
inflammatory causes. An immune deficiency
may be unmasked at this time, as the infant
loses maternal antibody protection. The child’s
rhinitis may be mainly purulent in nature and
associated with deeper sinopulmonary infec-
tions. Cystic fibrosis should also be considered
in this context, especially if nasal polyps are pre-
sent. During infancy, structural or mechanical
conditions must also be considered in recalci-
trant cases, such as those with choanal atresia
(history of severe nasal obstruction from birth,
with difficulty feeding), foreign bodies (thick foul
smelling unilateral rhinorrhea), enlarged ade-
noids, and a deviated septum. Unilateral clear
rhinorrhea must always make one think of cere-
brospinal fluid leakage. The infant’s history of
onset and evolution of symptoms, presentation
of associated features, and very importantly,
overall growth and development all need to be
considered. Referral to an allergist may be indi-
cated, especially if other atopic risk factors are
present or if there is a concern about the role of
indoor allergens.

Answered by: Dr. Tom Gerstner

Infant with Chronic Rhinitis

How does one approach a child under nine months with rhinitis that is
chronic in nature?
Submitted by: Martin Schleich, MD, London, Ontario

?
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Cutaneous Larva Migrans

What is larva migrans? Is there any treatment other than antihistamines and
steroid creams? How long does it last?
Submitted by: Gayle Garber, MD, Conception Bay South, Newfoundland

?
Cutaneous larva migrans (CLM) is caused by
larvae of several nematodes (hookworms) that
affect humans as accidental hosts. The most
common hookworm to cause CLM is
Ancylostoma braziliense. This infestation pre-
sents on exposed skin as erythematous, ser-
pinginous (snakelike), tunnel-like lesions usu-
ally only a few millimeters wide and several
centimeters long. They travel at a rate of 1 to
2 cm/day. CLM is accompanied by intense
pruritus, with an onset of 30 minutes to a few
hours after cutaneous penetration. The pruri-
tus is caused by a hypersensitivity reaction to
the migrating larva. The erythematous track is
due to an immune reaction to the larva; the
larva is actually 1 to 2 cm beyond the erythe-
matous edge.

CLM should be suspected in a patient who
has travelled to a tropical location and has
walked barefoot or sat on a beach (the larvae
develop from eggs in animal feces that are
deposited in the sand), especially one with
dogs and cats.

Although CLM is extremely pruritic, it is
benign and self-limited, as the larva cannot
complete its life cycle in humans who are

end-stage hosts. Normally the larva dies in
human skin in four to eight weeks, and the
condition spontaneously improves.

The best treatment for CLM is topical thi-
abendazole. It can be compounded in a 10%
concentration in a cream base and applied to
the affected area t.i.d. Usually pruritus should
improve 24 to 48 hours after treatment begins,
and the tracts resolve in one week. Oral thera-
py would be indicated for widespread lesions
or topical treatment failures and includes
oral albendazole, oral thiabendazole, and oral
ivermectin.

Sedating oral antihistamines can be used
as adjunctive therapy, and topical corticos-
teroids may give some symptomatic relief
from the pruritus. Liquid nitrogen has been
mentioned as therapy for CLM, but it is best
avoided because of pain and the fact that
large areas of skin would need to be treated,
as the actual larva is far beyond what is clini-
cally seen.

Answered by: Dr. Richard Haber

Experts on Call
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The combination of incretin drugs and insulin
makes physiological sense since the incretinsmay
decrease glucagon levels, promote satiety, and
decrease gastric emptying, all of which can lower
glucose levels. However, the combination of
insulin and incretins (DPP-4 inhibitors, such as
sitagliptin/saxagliptin, and GLP-1 analogues, such

as liraglutide/exenatide) is not indicated in Canada
as of yet. The combination has been used off-label
in certain instances. There are several studies
underway looking at this combination’s effective-
ness and safety.

Answered by: Dr. Ally Prebtani

? What is the role of incretin modifying drugs in combination with insulin?
Submitted by: Diane Zatelny, MD, Barrie, Ontario

Incretin Drugs in Type 2 Diabetes Mellitus and Insulin

If the question concerns whether or not CAD is
present, the best test would be a coronary CT
angiogram with the caveat that the patient
would likely need a beta-blocker at the time of
the procedure to have a slow enough heart rate
for optimal image resolution. Drawbacks are
nephrotoxicity from the contrast dye load and
radiation exposure.

If the question is whether there is myocardial
ischemia, the best test in my opinion is a dobu-
tamine stress echocardiogram as long as the

patient has adequate acoustic windows. Even
in patients with hyperinflated lungs, parasternal
and subcostal views are usually available. A
dobutamine MIBI scan would be a second
choice. Dipyridamole or adenosine should be
avoided in patients with COPD and reversible
bronchospasm.

Answered by: Dr. Bibiana Cujec

? What is the best test to exclude coronary artery disease (CAD) in a patient with
COPD?
Submitted by: Zsuzsanna Gabor, MD, Scarborough, Ontario

Excluding CAD in Patients with COPD
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In addition to a detailed history and physical,
most patients with osteoporosis should have a
limited workup for secondary causes, which
includes CBC, creatinine, ALP, protein elec-
trophoresis, TSH, calcium corrected for albumin,
testosterone (if male), and 25(OH) vitamin D. Of

course if clinical features are suggestive of other
disorders, then additional testing may be done
(e.g., Celiac screen, testing for Cushing’s, etc.).

Answered by: Dr. Ally Prebtani

Secondary Causes of Osteoporosis

For what patients should you perform a workup for secondary causes of
osteoporosis? What are the tests done for this workup?
Submitted by: Michelle Sue, MD, Mississauga, Ontario

?

It is necessary to perform a detailed follow-
up assessment of every patient after the
Alzheimer’s disease (AD) medications have been
started in order to know if the Alzheimer’s med-
ications are helping the patient. This involves a
caregiver’s impression, a subjective report of the
patient, and objective testing by the prescribing
physician. In addition to the parallel history pro-
vided by the caregiver and the report of overall
feeling of well being by the patient, in most clin-
ics the mini-mental state examination (MMSE) is
an important part of this assessment. The
untreated patients usually decline by three

points per year on this test. If a patient on
Alzheimer’s medications is stable, or declining
by only one to two points per year, this may be
an indication that the medication is helping.
Although, this is just a general guideline and not
a rule.

However, the decline is not always linear, as
there may be periods in the course of the dis-
ease when the patient may decline faster and
other periods when they are relatively stable.

Answered by: Dr. Abdul Qayyum Rana

Prescibing for Alzheimer’s

A patient with Alzheimer’s has been started on the “latest” drug for Alzheimer’s
disease. How do you tell if it’s working, and when do you stop it?
Submitted by: Steve Sullivan, MD, Victoria, BC

?
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Testing for Pernicious Anemia

If a patient has macrocytic anemia with low serum B12 levels, what test
should be done to prove the existance of pernicious anemia?
Submitted by: Constantine Vitou, MD, Mount-Royal, Québec

?
To prove the existance of pernicious anemia, a
Schilling test is required. However, this test is no
longer available in most centres, and unfortu-
nately, there are no good alternatives to the
Schilling test. Some have advocated intrinsic
factor antibody (poor sensitivity), serum gastrin
or pepsinogen I (poor specificity), or a combina-
tion of these tests for pernicious anemia.
However, these tests are expensive, difficult to
obtain, and do not help to definitively diagnose
the underlying cause.

Please note that a Schilling test is ideally
used to determine the etiology of B12 deficien-
cy, not to confirm it. There are many other caus-
es of a macrocytic anemia that should be ruled
out. Further, a low serum B12 level does not

mean that there is a functional B12 deficiency.
The reason for this is that serum B12 level
means total B12 bound to proteins transcobal-
amin I, II, and III. Only the small fraction of vita-
min B12 bound to transcobalamin II is important
physiologically for cellular function.

To confirm B12 deficiency, one should have
at least two separate values of low serum B12
levels or a low serum B12 value with an elevat-
ed methylmalonic acid level. An elevated fasting
homocysteine level will also be present.

Answered by: Dr. Cyrus Hsia
Dr. Leonard Minuk



The Canadian Journal of Diagnosis / November 201138

Experts on Call

Detecting Pulmonary Hypertension

How can we detect pulmonary hypertension? What are the symptoms and
treatment?
Submitted by: A.V. Dugas, MD, Bathurst, New Brunswick

?
There are really no specific signs or symptoms of
pulmonary hypertension. Common causes of
pulmonary hypertension are primary pulmonary
arterial hypertension, thromboembolic pul-
monary disease, and secondary to lung dis-
eases or left heart disease. Patients usually have
decreased exercise tolerance with exertional
dyspnea and possibly presyncope or chest pain
due to right ventricular ischemia. The key test to
confirm the diagnosis is an echocardiogram.
There are new guidelines from the American
Society of Echocardiography for assessment of
the right ventricle (RV) and pulmonary hyperten-
sion.1 The echocardiogram should show some
right ventricular dilatation, hypertrophy, or
hypokinesis if there is significant pulmonary
hypertension. The RV systolic pressure is calcu-
lated from the velocity of tricuspid regurgitation.
This method can overestimate the severity of the
pulmonary hypertension if there is increased
cardiac output, which results in a disproportion-
ate increase in pulmonary artery systolic
pressure compared to the mean pulmonary
artery pressure. Pulmonary hypertension is
defined as a mean pulmonary artery pressure

> 25 mmHg. The RV systolic pressure should be
greater than 50 mm Hg if pulmonary hyperten-
sion is likely.2

Once the diagnosis of pulmonary arterial
hypertension is made, the cause needs to be
determined. Investigations in addition to the
echocardiogram should include ECG, CXR, pul-
monary function tests, arterial blood gas, high
resolution CT scan, or chest MRI. A history of
any drugs that may cause pulmonary hyperten-
sion, such as fenfluramine, should be sought.
Patients with primary pulmonary hypertension
should be referred to a specialized pulmonary
hypertension clinic. Potential treatments include
sildenafil and bosentan.

Reference
1. Rudski LG, LaiWW,Afilalo J, et al: Guidelines for the Echocardiographic

Assessment of the Right Heart in Adults: A Report from the American
Society of Echocardiography. J Am Soc Echocardiogr 2010;23(7):
685–713.

2. Galiè N, Hoeper MM, Humbert M, et al: The Task Force for the
Diagnosis and Treatment of Pulmonary Hypertension of the European
Society of Cardiology and the European Respiratory Society. Guidelines
for the Diagnosis and Treatment of Pulmonary Hypertension. Eur Heart
J 2009; 30(20):2493–2537.

Answered by: Dr. Bibiana Cujec
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Varenicline (Champix) belongs to the class of
medications called smoking cessation thera-
pies. It is specifically designed to partially acti-
vate the nicotinic receptors in the brain and
reduce a smoker’s craving and withdrawal
symptoms. Moreover, if a person smokes a cig-
arette while receiving treatment, varenicline has
the potential to diminish the sense of satisfac-
tion associated with smoking. The usual starting
dose of varenicline is 0.5 mg o.d. for the first
three days, then 0.5 mg b.i.d. for the next four
days, then 1 mg b.i.d. thereafter. Varenicline
should be taken with a full glass of water after a
meal.

Varenicline should not be taken by patients
who are already on a nicotine replacement ther-
apy to quit smoking. Nausea is a common side-
effect; other less common side-effects include
headache, difficulty sleeping, and abnormal
dreams.

In January 2009, Health Canada posted on its
website the following health warning:

Pfizer Canada, in collaboration with Health
Canada, would like to notify healthcare
professionals of important safety informa-
tion regarding CHAMPIX, and post-market-
ing reports of serious neuropsychiatric
adverse events, including depressed mood,
agitation, hostility, changes in behaviour,
suicidal ideation and suicide, as well as
worsening of pre-existing psychiatric illness
(previously diagnosed or not). Since the
introduction of Champix in Canada, in April
2007 through April 30, 2008, a total of 226
Canadian cases of neuropsychiatric adverse
events have been reported. For the same
time period, there have been 708,534 pre-
scriptions filled for CHAMPIX in Canada.1

Reference
1. Health Canada: http://www.hc-sc.gc.ca. Accessed: January 30, 2009.

Answered by: Dr. Hany Bissada

The Smoking Cessation Drug

Please tell me more about varenicline (Champix), the smoking cessation drug.
Submitted by: Lorne Pilot, MD, Saskatoon, Saskatchewan?
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Although there are many potential causes of irri-
tant contact dermatitis in infants, the most com-
mon is diaper dermatitis. This type of irritant
contact dermatitis is not uncommon in infants
wearing occlusive diapers and is due to a com-
bination of wetness, friction, urine, and feces.
Diaper dermatitis affects the skin surfaces in
close contact with the diaper, and it characteris-
tically spares the skin folds, as there is less
opportunity for this type of irritant dermatitis to
occur in occluded sites.

Yeast dermatitis is caused by Candida albi-
cans and can occur on its own or as a superin-

fection in a patient with an irritant contact diaper
dermatitis. Candida albicans infection classically
presents as fiery red patches with satellite
papules and pustules, and it most often occurs
in the occluded skin folds.

If in doubt, a diagnosis of Candida albicans
infection can be established by doing a skin
scraping for KOH and fungal culture or a swab
(especially from a pustule) sent for gram stain
and culture and sensitivity.

Answered by: Dr. Richard Haber

Irritant Dermatitis vs. Yeast Dermatitis

Could you comment on the distinguishing features of irritant dermatitis vs.
yeast dermatitis in infants?
Submitted by: Larry Bobyn, MD, Kelowna, British Columbia

?
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Acute bronchitis is a self-limited clinical condi-
tion, usually lasting from one to three weeks,
associated with symptoms of cough, with or
without sputum production, and, less frequently,
wheezing and fever.1 A chest radiograph may be
useful in the management of acute bronchitis to
exclude pneumonia when cough is associated
with abnormal physical exam findings, such as
changes in vital signs (e.g., fever, tachypnea,
and tachycardia), altered mental status, or signs
of consolidation. In the absence of underlying
chronic lung disease, such as chronic obstruc-
tive pulmonary disease, acute bronchitis is usu-
ally caused by a viral infection of the bronchi.
Typical viral pathogens include influenza A
and B, rhinovirus, parainfluenza, respiratory
syncytial virus, human metapneumovirus, and

coronavirus. Very infrequently, atypical bacterial
pathogens (e.g., mycoplasma pneumoniae,
chlamydophila pneumoniae) may be responsible
for acute bronchitis. As a result of the microbiol-
ogy of this condition, antimicrobials are usually
ineffective and not indicated in the treatment of
acute bronchitis. However, antimicrobials may
be considered in clinical settings where there is
an increased risk for complications, including
presence of serious comorbid heart, lung, renal,
liver, and immunosuppressive illnesses.

Reference
1. Wenzel RP, Fowler AA: Clinical Practice:Acute Bronchitis. N Engl J Med

2006; 355(20):2125–2130.

Answered by: Dr. Paul Hernandez

Antibiotics for Acute Bronchitis

Are antibiotics indicated for acute bronchitis?
Submitted by: Gerald Kenefick, MD, Burnaby, British Columbia?

In the absence of underlying chronic lung disease,
acute bronchitis is usually caused by a viral infection

of the bronchi. Typical viral pathogens include influenza
A and B, rhinovirus, parainfluenza, respiratory syncytial
virus, human metapneumovirus, and coronavirus.
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Symptoms of Incontinentia Pigmenti

What are the diagnostic symptoms of incontinentia pigmenti?
Submitted by: Elaine Vienneau, MD, Saint Jonn, New Brunswick?

Incontinentia pigmenti (IP) is a rare neurocuta-
neous syndrome caused by a mutation in the
NEMO (NF kappa ß essential modulator)/IKK
(inhibitor kappa kinase) gene located on Xq28.
It is inherited in an X-linked dominant manner
and is lethal in males; therefore, almost all cases
are seen in females. Clinically, there are four der-
matologic stages:

SSttaaggee  11:: Vesicular lesions occur on an ery-
thematous base following Blaschko’s lines,
especially on the extremities. Lesions occur in
the first few weeks of life and resolve over sev-
eral months.

SSttaaggee  22:: Verrucous linear and whorled
plaques on an erythematous base follow
Blaschko’s lines and replace the vesicular stage.
The verrucous lesions occur in the first few
weeks to months of life and resolve over
months.

SSttaaggee  33:: Hyperpigmented streaks and whorls
follow Blaschko’s lines and have been likened to
“Chinese lettering” occurring primarily on the
trunk. These lesions develop in the first few
months of life and slowly resolve by adoles-
cence.

SSttaaggee  44:: Hypopigmented (+/- atrophic) linear
or reticulated patches occur mainly on the lower
extremities. They usually develop during adoles-
cence and persist into childhood.

In addition to the above classical cutaneous
manifestations that are the hallmark of this dis-
ease (nail and hair abnormalities can also be
seen), extracutaneous manifestations, such as
dental, ophthalmologic, and neurologic abnor-
malities may occur.

Answered by: Dr. Richard Haber

Experts on Call
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Psychiatric Manifestations of Basal Ganglia

What are the psychiatric manifestations of basal ganglia calcification?
Submitted by: S. Hassan, MD, Toronto, Ontario?

Basal ganglia calcification may be physiologic
and without any symptoms. However, in cases
of familial idiopathic basal ganglia calcification
(FIBGC), in addition to neurological features,
psychiatric symptoms may also be noted.
According to some reports, schizophrenia may
occur in association with FIBGC; although, this
remains controversial. The risk of occurrence of
symptoms of psychosis is reported to be pro-
portional to the extent of basal ganglia calcifica-
tion in these cases.1 In one study, about 14% of
the patients presenting with neuropsychiatric
manifestations of CNS brucellosis had basal
ganglia calcification seen on the CT scan of the
brain.2 Patients with Fahr’s disease (FD), and
basal ganglia calcification usually have psychi-
atric symptoms as well as cognitive dysfunction;
although, the clinical expression can vary. 
One third of patients with Fahr’s disease 
may initially present with cognitive, psychotic, 

or mood disorders. Patients with Farhr’s dis-
ease, between the ages of 20 and 40 years, may
also have symptoms of paranoid psychosis.3

Other psychotic symptoms in Fahr’s disease
may include auditory hallucinations, perceptual
distortions, and delusions. Schizophreniform
psychosis has also been reported to occur in
familial cases of FD.

References
1. Chabot B, Roulland C, Dollfus S: Schizophrenia and Familial Idiopathic

Basal Ganglia Calcification: A Case Report. Psychol Med 2001; 31(4):
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A biomarker is a specific physical trait that indi-
cates the effects of a disease or measure its pro-
gression; therefore, it can be used as an addition-
al tool for earlier prediction or confirmation of diag-
nosis. Currently, autopsy is the only way of making
a 100% accurate diagnosis of Alzheimer’s dis-
ease. In Alzheimer’s disease, like other neurode-
generative diseases, a substantial cell loss has
already occurred in certain parts of the brain
before the onset of symptoms. If there was a neu-
roprotective therapy, biomarkers could prevent
development of that stage. 

Currently available biomarkers for Alzheimer’s
disease include ß-amyloid protein 1-42, total tau
protein, and phosphorylated tau protein, which are
measured in CSF. In Alzheimer’s disease there is 
a reduction of level 42-amio-acid beta-amyloid
and an increase in tau protein in cerebrospinal fluid
(CSF). 

In one study, these three biomarkers were test-
ed among 416 patients, and they were found to be
present in 90% of patients with Alzheimer’s 

disease, 72% of patients with mild cognitive
impairment, and 36% of healthy controls. The
presence in one third of healthy subjects suggest-
ed that Alzheimer’s disease pathology was active
and detectable earlier. The majority of healthy 
controls with the Alzheimer’s signature were
ApoE4 carriers. CSF biomarker analysis, in combi-
nation with clinical assessment, can confirm the
diagnosis of Alzheimer’s disease or predict which
patients with mild cognitive impairment may
progress to Alzheimer’s disease in the next 5 to 10
years. However, utility of biomarkers in routine
clinical assessment is limited because of the lack
of 100% specificity for Alzheimer’s disease, as
similar findings may be found in other conditions,
costs associated with using these tests for mass
screening are enormous, and the procedures are
invasive (i.e., requiring lumbar puncture).
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Routine screening of women between 24 and 28
weeks gestation with a 50-gram glucose 
challenge test (GCT) with a threshold of 7.8
mmol/L may be recommended. Those at low-
risk include women < 25 years old; members of
ethnic groups with low prevalence of diabetes;
those with pregnant BMI ≤ 27; those with no his-
tory of gestational diabetes mellitus (GDM) or
glucose intolerance; and those with no family
history of diabetes in a first-degree relative.
These low-risk women may be excluded from
screening.

If the GCT exceeds 7.8 mmol/L, an oral 
glucose tolerance test (OGTT) of either 75 or 
100 grams is suggested. The test is considered

positive if two of the three levels are abnormal
(baseline < 5.3mmol/L, one hour < 10.6mmol/L,
two hour < 8.0 mmol/L).

Women considered to be at high-risk for
GDM should undergo a GTT as early in preg-
nancy as possible and then repeated between
24 to 28 weeks if the initial results are negative.

If GDM is diagnosed, another OGTT should
be done 6 to 12 weeks postpartum to identify
persistent glucose intolerance.

Reference
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Hemoglobin over 180

With hemoglobin over 180, what is the workup and the treatment?
Submitted by: Claude Roberge, MD, Sherbrooke, Québec?

An isolated high hemoglobin (in this case over
180) or high hematocrit value is referred to 
as polycythemia or erythrocytosis. The first
step in the workup is to determine if there is 
a true (absolute) or an apparent (relative)
increase in the red cell mass. Apparent poly-
cythemia occurs when an elevated hemoglo-
bin/hematocrit is present due to a relative
decrease in plasma volume compared to red
blood cells, rather than an absolute increase in
the red blood cell mass. This may occur due to
dehydration or diuretic use, for example. A red
cell mass study done under nuclear medicine
can be performed if there is clinical uncertainty
to confirm an absolute increase in the red cell
mass. Once true polycythemia is established, a
serum erythropoietin (EPO) level can help dif-
ferentiate between primary bone marrow malig-
nancies and secondary causes. Further investi-
gations such as pulmonary function tests,

sleep studies, abdominal CT scans, JAK2
mutation analysis, and bone marrow examina-
tions should be directed by the history, physi-
cal examination, and initial investigations.

Management of polycythemia depends on
the underlying etiology. Primary bone marrow
malignancy, polycythemia vera, can be man-
aged with phlebotomies or cytoreductive ther-
apy, depending on the patient’s thrombotic
risk. Referral to a Hematologist will be benefi-
cial to determine this risk, select an appropriate
therapy, and provide follow-up. All patients with
polycythemia vera without a bleeding risk
should be on low dose ASA. Patients with poly-
cythemia due to secondary causes, increased
erythropoietin (EPO) production, and erythro-
poiesis should have the underlying processes
managed.  
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Travel and Exercise During Pregnancy

What are the current recommendations for travel and exercise in pregnancy?
Submitted by: Nafisa Aptekar, MD, Brampton, Ontario?

Pregnant women who travel need to consider
several issues: the availability of medical insur-
ance, should a complication arise at the desti-
nation; increased risk of venous thrombosis due
to prolonged immobility during the trip; and the
need for prophylaxis and prevention of infec-
tious disease at the destination. Commercial air
travel is generally safe for women with uncom-
plicated pregnancies and most airlines allow
pregnant women to fly up to 37 weeks gesta-
tion, though individual policies may vary. All air-
line travellers should maintain hydration and
periodically move their lower extremities to
avoid stasis and potential venous thrombosis.    

Healthy women with uncomplicated preg-
nancies should continue to exercise during
pregnancy. There is good evidence that exer-
cise during pregnancy improves or maintains 
fitness. Exercise may even improve some 

pregnancy outcomes (decreased gestational
diabetes, preeclampsia, and operative delivery).

Routine prenatal care is sufficient for moni-
toring recreational and noncompetitive exercise
programs. Those women beginning to exercise
during pregnancy should consider programs
designed for prenatal women. The authoritative
resource for exercise prescription in pregnancy
is The American College of Obstetricians and
Gynecologists’ Committee Opinion.1
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