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Experts on Call
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Answers to your questions
from our medical experts

Hepatitis B Immunity

I have noticed lately that, a few years after the three immunizations for hepatitis
B, some patients are not immune. Is this common? What should be done?

Submitted by: R.L. Rondeau, MD, Oxford, Nova Scotia
?

Seroprotection against the hepatitis B virus
(HBV) following immunization is defined as
anti-Hepatitis B surface antibody (HBsAb) lev-
els of ≥ 10 mIU/ml; this is achieved in approxi-
mately 95% of those completing three doses of
the HBV vaccine. People who reach that titre
after immunization are considered protected
for life. HBsAb will eventually disappear in most
vaccinees, but studies have demonstrated the
persistence of immune memory, despite the
disappearance of HBsAb.

The duration of the protection has not yet
been fully determined, but it has been shown 
to persist for at least 15 years. The major deter-
minant of seroprotection rates is the age at
vaccination, with best response seen in chil-
dren vaccinated between the ages of 5 and 15.
Response rates decline with increasing age
and are also lower in patients with diabetes
mellitus, renal failure, chronic liver disease, and
HIV.

Routine boosters in immunocompetent per-
sons are not needed. Persons who have had a
previously demonstrated protective antibody

level will not contract the disease when
exposed to HBV, whether or not the antibody
has waned. 

Additional doses of vaccine (up to three
doses) will produce a protective antibody
response in 50 to 70% of otherwise healthy
adults who fail to respond after the first series
of vaccines. For most, one additional dose will
produce a protective titre. Administration of
additional doses, with testing for response after
each dose, should be undertaken when the
response to the vaccine needs to be ensured.
Individuals who fail to respond to three addi-
tional doses of vaccine are unlikely to benefit
from further immunization.

Resources
1. Canadian Immunization Guide, 2006. http://www.phac-aspc.gc.ca/

publicat/cig-gci/index-eng.php. Accessed: April 18, 2012.
2. Huang LM, Lu CY, Chen DS: Hepatitis B Virus Infection, Its Sequelae,

and Prevention by Vaccination. Curr Opin Immunol 2011; 23(2):
237–243.

3. John TJ, Cooksley G: Hepatitis B Vaccine Boosters: Is There a Clinical
Need in High Endemicity Populations? J Gastroenterol Hepatol 2005;
20(1):5–10.

Answered by:Dr. Ameeta Singh
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Cantharidin and Imiquimod for Warts

Please talk about the use of cantharidin and imiquimod by GPs for warts (hands
and feet) and discuss their cost and effectiveness when compared to other
treatments, such as salicylate.

Submitted by: Feryal Sharabyani, MD, Laval, Québec

?
A 2011 meta-analysis (trials up to May 2009)
and pooled analysis of randomized controlled
trials of wart treatments found that most were
of poor methodological quality. Salicylic acid
was superior to placebo. Cryotherapy was not
statistically better than placebo, but aggressive
cryotherapy was significantly better than gentle
cryotherapy. Combined therapy of salicylic acid
and cryotherapy had a higher cure rate than
either salicylic acid or cryotherapy alone. This
article concluded that aside from salicylic 
acid and aggressive cryotherapy, there was
insufficient evidence from randomized con-
trolled trials (RCTs) to support the use of other 
therapies.

A 2010 RCT of cryotherapy with liquid nitro-
gen versus topical salicylic acid for cutaneous
warts in primary care found that cryotherapy
was the most effective therapy. For plantar
warts, there was no difference in effectiveness
between cryotherapy, topical salicylic acid, and
a wait-and-see approach after 13 weeks.

A 2011 RCT of cryotherapy versus salicylic
acid for treatment of plantar warts found no dif-
ference between the salicylic acid and

cryotherapy groups in complete clearance at
12 weeks, which agrees with the 2010 trial.

There are no RCTs on cantharidin, a topical
blistering agent. I tend to use it in children with
warts resistant to salicylic acid agents who do
not tolerate cryotherapy well. I always use the
combination product containing 1% catharidin,
5% podophyllin, and 30% salicylic acid instead
of the product containing cantharidin 0.7%
alone, as the latter product can produce can-
tharidin rosettes in which the centre of the wart
clears, but the peripheral aspect enlarges pro-
ducing paradoxically larger annular warts.

Currently, 5% imiquimod cream is only ap-
proved for treatment of anal and genital warts,
and, therefore, there are no RCTs for treating
warts on hands and feet, which would be an
off-label use of this drug. In my experience, 5%
imiquimod cream is not very effective for treat-
ing hand and plantar warts, as it does not pen-
etrate well into thick verrucae.

Answered by: Dr. Richard Haber
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Clinical Benefits of Direct Factor Xa Inhibitors

Are there any clinical benefits to the use of new factor Xa inhibitors as an
antiplatelet measure in vasculopathy?

Submitted by: M.I. Ravalia, MD, Twillingate, Newfoundland

?
New direct factor Xa inhibitors include rivarox-
aban and apixaban. These oral anticoagulants
(in addition to the direct thrombin inhibitor
dabigatran) are useful in preventing throm-
boembolic events in patients with nonvalvular
atrial fibrillation and for the prevention and
treatment of venous thromboembolic disease.
These drugs do not have any direct effect on

platelet aggregation. ASA and clopidogrel are
the antiplatelet drugs that are commonly indi-
cated for secondary prevention of myocardial
infarction and stroke.

Answered by: Dr. Bibiana Cujec
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There is no evidence-based answer for this,
but, if deemed necessary, a FNAB should be
conducted within a few weeks (at the latest) 
of discovery of the nodule. Other risk factors
for thyroid cancer require a more expeditious
biopsy. Risk factors include male gender,
extremes of age, family history, rapidly growing
mass, history of radiation exposure to the head
or neck, compressive symptoms (dysphagia,

dysphonia, dyspnea), a fixed, hard, large thy-
roid nodule (> 3 to 4 cm in size), or head or
neck lymphadenopathy. There are also some
ultrasonographic features that carry a higher
risk, such as microcalcifications, hypoechoicity,
increased vascularity, growth in size, and sus-
picious lymphadenopathy.

Answered by: Dr. Ally Prebtani

When to Perform a Thyroid Nodule Biopsy

What would be an appropriate delay for a thyroid nodule biopsy (fine needle
aspiration biopsy [FNAB])? 
Submitted by: Michel Bérubé, MD, Chicoutimi, Québec

?
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The clinical presentation of Celiac disease is
diverse, with the most typical symptoms being
that of chronic diarrhea and weight loss. In
patients with nonspecific GI symptoms and a
low pretest probability of Celiac disease, sero-
logic assays for antibodies to tissue transgluta-
minase (tTG) and endomysial antibodies (EMA)
are reasonable screening tests; however, in
high-risk individuals (i.e., first-degree relatives
of patients with Celiac disease and patients
with autoimmune disease), a negative HLA-
DQ2 or HLA-DQ8 has a greater negative pre-
dictive value.

Acknowledging that the specificity and sen-
sitivity of serologic assays vary minimally
depending on the laboratory, tTG is considered
a slightly more sensitive test (98% vs. > 90%),
while EMA is more specific (100% vs. 96%).1

Nevertheless, tTG assays are preferred, as they
are quantitative as well as less expensive and
labour-intensive, making them easily repro-
ducible. Given that the prevalence of IgA defi-
ciency is 2 to 5% in the Celiac disease popula-
tion, serum IgA should be checked concurrent-
ly with tTG levels. If the patient is found to be

IgA deficient, measurement of tTG-IgG anti-
bodies is also recommended. Furthermore, a
relatively newer assay consisting of antibodies
to deamidated gliadin peptide has been shown
in a recent meta-analysis to be inferior to the
tTG antibody test with respect to both sensitiv-
ity and specificity.2

Overall, the tTG serologic assay appears to
be the most appropriate screening test for
Celiac disease in patients with nonspecific GI
symptoms from both a scientific and practical
standpoint.  

References
1. Freeman HJ, Chopra A, Clandinin MT, et al: Recent Advances in Celiac

Disease. World Journal of Gastroenterology 2011; 17(18):2259–2272.
2. Lewis NR, Scott BB: Meta-analysis: Deamidated Gliadin Peptide

Antibody and Tissue Transglutaminase Antibody Compared as
Screening Tests for Coeliac Disease. Alimentary Pharmacology Ther
2010; 31(1):73–81.

Resources
1. Lindfors K, Koskinen O, Kaukinen K: An Update on the Diagnostics of

Celiac Disease. Int Rev Immunol 2011; 30(4):185–196.
2. Aggarwal S, Lebwohl B, Green PHR: Screening for Celiac Disease in

Average-risk and High-risk Populations. Therap Adv Gastroenterol
2012; 5(1):37–47.

Answered by: Dr. Robert J. Bailey 
Dr. Farhad Peerani 

? What is the best screening test for Celiac disease in a patient with nonspecific
GI symptoms?

Submitted by: Anne Sorensen, MD, Oshawa, British Columbia

Best Celiac Screening Test



Monitoring Hormone Levels in the Perimenopause Stage

Many women ask to have their hormone levels monitored in the 
perimenopausal stage. What are the current best tests, and is there 
any value in monitoring follow-up levels? 
Submitted by: Daniel Dodek, MD, Vancouver, British Columbia

?
The menopausal transition begins with varia-
tion in menstrual cycle length and an elevated
serum follicle-stimulating hormone (FSH) con-
centration and ends with the last menstrual
period. Menopause is not recognized until after
12 months of amenorrhea. Stage 2 (early) is
characterized by variable cycle length (> 7 days
different from the normal menstrual cycle of 21
to 35 days). Stage 1 (late) is characterized by ≥
2 skipped cycles and an interval of amenorrhea
≥ 60 days; women at this stage often have hot
flashes as well. Perimenopause means “around
the menopause,” and it begins in stage 2 of the
menopausal transition and ends 12 months
after the last menstrual period. The best
approach to diagnosing the menopausal transi-
tion is a longitudinal assessment of menstrual
cycle history and menopausal symptoms

(vasomotor flushes, mood changes, sleep dis-
turbances). Hormone levels, such as FSH,
estradiol, or inhibin, are not suggested for diag-
nostic purposes. Serum FSH concentrations
increase across the menopausal transition, but,
at times, they may be suppressed into the nor-
mal premenopausal range (after a recent ovula-
tion) and can not be used to predict actual
menopause. Although serum FSH is often
measured, it offers no additional information
and may be misleading.1

Reference
1. Hale GE, Zhao X, Hughes CL,et al: Endocrine Features of Menstrual

Cycles in Middle and Late Reproductive Age and the Menopausal
Transition Classified According to the Staging of Reproductive Aging
Workshop (STRAW) Staging System. J Clin Endocrinol Metab 2007;
92(8):3060–3067.

Answered by: Dr. Victoria Davis
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Anticholinergics for Atrial Fibrillation

I had a patient that had a run of atrial fibrillation once. Can he use an 
anticholinergic for benign prostatic hypertrophy?
Submitted by: Steve Choi, MD, Oakville, Ontario

?
Anticholinergics (e.g., tolterodine tartrate) can be
used in patients with atrial fibrillation. They do
not increase the risk of atrial fibrillation. They
may increase the ventricular rate in a patient with
persistent atrial fibrillation and require an

increase in β-blocker or non-dihydropyridine
calcium channel blocker.

Answered by: Dr. Bibiana Cujec



The Canadian Journal of Diagnosis / August 201226

Experts on Call

The relationship between nonselective NSAIDs
(non-steroidal anti-inflammatory drugs) and the
risk of bleeding or exacerbations in inflammatory
bowel disease (IBD) has not been definitively con-
firmed. The literature suggests a possible associa-
tion with NSAIDs and such risks in several studies
with varying methodology. Tanner et al. utilized a
careful drug and colitis symptom history in a
prospective study and reported that 4 in 43 newly
diagnosed cases of colitis were prompted by
NSAID ingestion.1 However, a direct causal rela-
tionship was not clearly evident, as pathological
changes were minimal and symptoms improved
quickly following discontinuation of NSAIDs. In a
case-control study with one of the largest num-
bers of non-IBD controls (1,198), NSAIDs were
found to be associated with increased admission
for IBD-related colitis.2 Nevertheless, a study limi-
tation was over the counter NSAIDs, which were
not considered, and this omission led to inaccu-
rate categorization of exposure. Furthermore, one
study utilizing a retrospective case record analysis
did not identify an association between NSAID
ingestion and increased IBD activity.3 This study
was limited by obtaining drug history and disease

activity details retrospectively from patient charts.
In conclusion, many of the current studies have
confounding factors which affect the validity of
any association between NSAIDs and the risk of
bleeding or IBD flares. For example, although
patients did not have diagnosed IBD, NSAIDs may
have been initiated in patients with arthralgias, an
extraintestinal manifestation of IBD. Thus, without
obvious data to support the potential risks of
bleeding and flares in IBD triggered by nonselec-
tive NSAIDs, the benefits of these medications
appear to currently outweigh the risks. If signs or
symptoms of IBD flare while on NSAIDs, it is wise
to hold or stop these medications.

References
1. Tanner AR, Raghunath AS: Colonic Inflammation and Nonsteroidal

Anti-inflammatory Drug Administration. Digestion 1988; 41(2):
116–120.

2. Evans JMM, McMahon AD, Murray FE, et al: Non-steroidal Anti-inflam-
matory Drugs Are Associated with Emergency Admission to Hospital
for Colitis Due to Inflammatory Bowel Disease. Gut 1997;
40(5):619–622.

3. Bonner GF, Walczac M, Kitchen L, et al: Tolerance of Nonsteroidal 
Anti-inflammatory Drugs in Patients with Inflammatory Bowel Disease.
Am J Gastroenterol 2000; 95(8):1946–1948.

Answered by: Dr. Robert Bailey and 
Dr. Cathy Lu

? Do non-selective NSAIDs increase the risk of bleeding or excerbations of IBD?
Submitted by: Renu Bajaj, MD, Waterloo, Ontario

NSAIDs and Bleeding Risk in IBD
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Management of Amaurosis Fugax

What is the management of amaurosis fugax?
Submitted by: Miguel Lipka, MD, Victoria, British Columbia?

Amaurosis fugax is a neurological emergency.
Patients may have transient monocular loss of
vision, which may last from a few minutes to half-
an-hour. They may describe it as a shade coming
down on the eye, and there is no pain accompa-
nied by this. The patient may have risk factors of
stroke, including hypertension, diabetes mellitus,
dyslipidemia, coronary artery disease, or cardiac
arrhythmias. Amaurosis fugax may be considered
the equivalent of a transient ischemic attack, indi-
cating high-grade carotid stenosis or embolic 
disease. The management involves stroke work-
up, including carotid ultrasound or MRA, 2D

echocardiogram and holter monitor, CT scan to
rule out any other causes, and starting antiplatelet
therapy, such as ASA, clopidogrel, or ASA plus
extended-release dipyridamole. If there is greater
than 70% stenosis of the ipsilateral carotid artery,
a carotid endarterectomy is recommended.
Consultation of an ophthalmologist or stroke ser-
vice may be required in some cases.1

Reference
1. Rana AQ: An Aid to Neuro-ophthalmology. Authorhouse, Bloomington,

IN, 2009, 72–73.

Answered by: Dr. Abdul Qayyum Rana



Montelukast for Severely Allergic Patients

Would montelukast be of benefit in the treatment of a severely allergic patient?

Submitted by: M. Kriger, MD, Toronto, Ontario?
Montelukast is a leukotriene receptor antago-
nist that was developed for use as an anti-
inflammatory controller agent in the treatment
of asthma. The most established evidence for
montelukast is its ability to act as a steroid
sparing agent in moderate and severe asthma,
as it is used as “add-on therapy” in asthmatics
currently using moderate doses of inhaled cor-
ticosteroids. Studies show comparable efficacy
of adding montelukast compared with increas-
ing inhaled corticosteroids in order to maintain
asthma control. However, when compared
head-to-head, leukotriene receptor antagonists
tend to underperform in comparison to the
long-acting β-agonists in this setting, particu-
larly with regards to lung function end points.
However, advantages include lack of develop-
ment of tolerance, which can be seen with the

long-acting β-agonists and its ease of use
(oral). More recently, montelukast has shown
efficacy in allergic rhinitis comparable to sec-
ond-generation antihistamines. However, in
Canada there is not a specific indication at this
point for allergic rhinitis. It also has a unique
benefit in patients with severe asthma related
to nasal polyposis and sinusitis (Samter’s triad).
This condition is known to be associated with
excessive activity of the leukotriene pathway,
leading to airway inflammation. Importantly,
recent studies have shown its efficacy in viral
associated asthmatics, especially in young
children. There are limited studies on its use in
atopic dermatitis and chronic urticaria.

Answered by:Dr. Tom Gerstner
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The most established evidence for montelukast is
its ability to act as a steroid sparing agent in

moderate and severe asthma, as it is used as “add-on
therapy” in asthmatics currently using moderate
doses of inhaled corticosteroids.
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Ketamine is an N-methyl-D-aspartate receptor
antagonist, but at high dosage it also binds to opi-
oid receptors. Ketamine is also thought to have a
peripheral action at opioid and Na+- as well as K+-
channels. Some controlled studies and case reports
have demonstrated efficacy of ketamine in neuro-
pathic pain. After application of topical ketamine,
patients reported improvement of abnormal tem-
perature sensation, relaxation of skin, decreased
tension in the area of application, and significant
relief of pain. More than 50% improvement of pain
scores has been described in different reports. A
good patient compliance was reported as well.

No significant side effects were noticed with top-
ical ketamine. Hence, it may offer another option in

the management of chronic neuropathic pain, par-
ticularly in patients who have been refractory to
other medications or those who have difficulty toler-
ating oral medications due to systemic side effects.

Resources
1. Csóka I, Csányi E, Zapantis G, et al: In Vitro and In Vivo Percutaneous

Absorption of Topical Dosage Forms: Case Studies. Int J Pharm 2005;
291(1–2):11–19.

2. Quan M, Wellish M, Gilden DH: Topical Ketamine Treatment of
Postherpetic Neuralgia. Neurology 2003; 60(80):1391–1392.

3. Gammaitoni A, Gallagher R, Welz-Bonsa M: Topical Ketamine Gel:
Possible Role in Treating Neuropathic. Pain Med 2000; 1(1):97–100.

Answered by: Dr. Abdul Qayyum Rana

? Please comment on the use of topical ketamine for neuropathic pain.
Submitted by: Andrew Brockway, MD, Woodstock, Alberta

Topical Ketamine for Neuropathic Pain
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Dressing Stasis Dermatitis Ulcers

What are suitable dressings for ulcers caused by stasis dermatitis?
Submitted by: Nafisa Aptekar, MD, Brampton, Ontario?

Ulcers would not be caused by stasis dermati-
tis but could certainly be due to venous insuffi-
ciency, which could be accompanied by stasis
dermatitis. 

The most important therapy to heal ulcers
caused by venous insufficiency is compres-
sion. This could be accomplished with an Unna
boot, a Duke boot (an Unna boot with Coban
wrap applied over the boot), a four layer dress-
ing, such as Profore, or a long-stretch elastic
bandage.

Dressings are frequently applied along with
the compression, as promoting moist wound
healing is beneficial in healing ulcers. The type
of dressing used for a venous (stasis) ulcer
would depend on the condition of the ulcer. If
the ulcer has a good granular base without 
significant exudation, a film or hydrocolloid

dressing would be a good choice. If the ulcer
has a less clean base, a hydrogel dressing
would be helpful to promote autodebridement.
If the ulcer is very exudative, a foam or alginate
dressing would be useful to absorb the exces-
sive exudate. Finally, if there is evidence of
superimposed infection, a silver-impregnated
dressing can be useful.

All of the dressings would need to be used
as an adjunct to compression therapy, assum-
ing the patient has sufficient arterial circulation
to allow for the compression. This is normally
assessed by doing a ABI (ankle brachial index)
when the patient is initially assessed.

Answered by:Dr. Richard Haber



Experts on Call

Timing of Bone Mineral Density Scanning

How often should bone density be repeated in postmenopausal women after
age 65? Should it depend on multiple factors?
Submitted by: K. Naranks, MD, Calgary, Alberta

?
Although several different specialty-based
guidelines have been published, there is 
no clear consensus on timing and site of 
bone mineral density (BMD) scanning. The
International Society for Clinical Densitometry
(ISCD) recommends follow-up BMD testing in
the L-spine and proximal femur when the
expected change in BMD exceeds the least
significant change (LSC), which is the smallest
difference between successive measurements
that can be considered to be a real biological
change and not attributable to chance alone
(95% confidence intervals). With bisphospho-
nate therapy, significant changes over the LSC
may not be seen during the first year of treat-
ment. As per ISCD guidelines, BMD testing
should be repeated one to two years after 

starting treatment or changing treatment. After
that period, if treatment remains stable and
there is a therapeutic effect, it can be repeated
at lengthier intervals. If the patient has addi-
tional risk factors for rapid bone loss, such as
chronic glucocorticoid use, rheumatoid arthri-
tis, and/or chronic systemic diseases (e.g.,
COPD, Crohn’s disease), BMD testing should
be repeated at more frequent intervals and
guided by clinical judgement.1

Reference
1. Binkley N, Bilezikian JP, Kendler DL, et al: Official Positions of the

International Society for Clinical Densitometry and Executive Summary
of the 2005 Position Development Conference. J Clin Densitom 2006;
9(1):4–14.

Answered by:Dr. Michael Starr
Dr. Alexander Tsoukas
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