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Experts on Call
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Answers to your questions
from our medical experts

Reversing Statin Effects

After a patient stops taking a statin, how long does it take before pretreatment
lipid levels are reached?

Submitted by: C. Reynolds, MD, Victoria, British Columbia
?

Lipid levels stabilize on statin therapy after sev-
eral weeks, and it is generally recommended to
check the lipid profile about six weeks after
therapy initiation or dose change. We don’t
know how long it takes for the beneficial effects
of a statin to be reversed after discontinuation.

It would seem reasonable to obtain a new
baseline six weeks after discontinuation of
therapy.

Answered by: Dr. Bibiana Cujec

Indomethacin Responsive Diarrhea

What is the mechanism behind diarrhea that responds only to indomethacin?
Submitted by: R.J.M. Cameron, MD, Winnipeg, Manitoba?

Whether or not indomethacin can have a
favourable effect on diarrhea largely relates to
the underlying cause of diarrhea. Indomethacin
is a non-steroidal anti-inflammatory, and its use
has been shown to exacerbate, if not to act as
the causative agent of, diarrhea. Examples of
this include inflammatory bowel disease wors-
ened by NSAID use and microscopic colitis 
that may be caused by NSAIDs. Indomethacin
has been shown to be useful in treating diar-
rhea in villous adenomas of the rectum. This is
due to the particular pathophysiology of villous
adenoma related diarrhea. The increased rectal
effluent fluid is due to prostaglandin activity.

Specifically, prosta-glandin E2 (PGE2) has
been shown to be the mediator of fluid and
electrolyte secretion in villous adenomas of the
rectum. The use of indomethacin reduces the
rectal PGE2 excretion and subsequently lowers
rectal fluid losses. Once indomethacin is dis-
continued, rises in rectal excretions of PGE2,
fluid, and sodium have been shown. In summa-
ry, indomethacin’s antidiarrheal effect relates to
its ability to suppress excess prostaglandin
excretion in relevant clinical scenarios.

Answered by: Dr. Robert Bailey
Dr. Isaac Soo
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Blood Testing for Food Intolerance

What is the basis of blood testing for food intolerance? What specifically is
being tested for (e.g., antibodies)?
Submitted by: T. Clarke, MD, Gatineau, Québec

?
First, it is important to clarify definitions. Food
intolerance refers to any adverse response to
foods, which can include psychogenic, pharma-
cological, as well as immunological causes.
Therefore, there is no blood testing for “food 
intolerance.” 

Food allergy (hypersensitivity) refers to a spe-
cific immunological mechanism. This can take the
form of a cell mediated immune response (such as
cow’s milk enterocolitis) or an IgE antibody medi-
ated response (such as peanut or egg anaphylax-
is). Blood testing looking for food-specific IgE anti-
body levels has been shown to be an effective tool
to identify risk for an IgE mediated allergic reac-
tion, as well as giving prognostic information in
known allergic patients. This testing (formally
called RAST testing) is now an immunoassay
(referred to as ImmunoCap testing). It measures
specific IgE that has been produced against a cer-
tain food protein allergen (e.g., fish). 

Epicutaneous testing similarly measures the
presence of specific IgE antibodies; it is, in fact, a

more sensitive measure of such antibodies and is
the preferred test when making a diagnosis of
food allergy. However, ImmunoCap testing has
certain advantages. For example, it may be pre-
ferred in the presence of extensive atopic dermati-
tis, if the patient is using antihistamines (which
would negate the validity of skin testing), and in
the long-term follow-up of food allergic patients,
where specific IgE can be a useful indicator for the
development of tolerance. In this way, we can
more effectively plan for in-clinic or in-hospital oral
challenges when tolerance is suspected. Specific
food IgE ImmunoCap testing, must be distin-
guished from food IgG testing, which has not been
shown to have any clinical correlates or relevance
in the realm of food allergy but is often recom-
mended by naturopathic centres. Specific IgG
antibodies are more indicative of food exposure
and tolerance rather than hypersensitivity.

Answered by: Dr. Tom Gerstner
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Memantine for Dementia

What is the role of memantine in the treatment of dementia? Thus far, I have
not been impressed with its efficacy

Submitted by: Ellen Buchman, MD, Toronto, Ontario

?
Use of memantine for dementia has increased
over the past decade. In contrast to cholinestrase
inhibitors commonly used for treatment of demen-
tia, memantine acts on the glutamatergic system.
The effectiveness of memantine for dementia has
been supported by evidence from clinical trials. 

In a study by Reisberg et al., the effect of
memantine on moderate to severe Alzheimer’s
disease was examined. In this study, patients were
treated for 28 weeks and assessed for several 
outcome variables. It was found that memantine
reduced clinical deterioration without signifi-
cant adverse effects. The data from this study is 

important, as memantine is currently the only
treatment considered suitable for advanced
Alzheimer’s disease.1

Many experts use memantine in combination
with cholinesterase inhibitors and the majority of
patients don’t have any problems tolerating this
combination.

Reference
1. Reisberg B, Doody R, Stöffler A, et al: Memantine in Moderate-to-

severe Alzheimer’s Disease. N Engl J Med 2003; 348(14):1333–1341.

Answered by: Dr. Abdul Qayyum Rana
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Guillain-Barré Syndrome and Vaccination

What is the relationship between Guillain-Barré syndrome and vaccinations,
immunizations, and injections, if any?

Submitted by: I. D'Souza, MD, Toronto, Ontario
?

Two-thirds of cases of Guillain-Barré syndrome
(GBS) occur after an apparent infectious ill-
ness.1 Because of biologic plausibility, some
GBS cases have been temporally linked with
several vaccines.1 The Institute of Medicine
(IOM) has concluded that there was a causal
relation between the 1976 swine influenza vac-
cine and GBS in adults.2 More recent reviews
have concluded that, with rare exceptions, the
link between GBS and vaccines was largely
temporal (occurring within eight weeks of
immunization) with little evidence to support a
causal relationship.1 This temporal association
alone is not evidence that the vaccine caused
the neurologic events. Studies of influenza vac-
cine since 1976 suggest an attributable risk of
less than one additional case of GBS per mil-
lion persons vaccinated.1,3 

The IOM has also concluded that there is a
causal relationship between tetanus toxoid and
GBS, but these reactions are very rare.4 An
association has been noted with older, but not
newer, formulations of the rabies vaccine.
Limited data have made it difficult to determine
if there is a link between the quadrivalent conju-
gated meningococcal vaccine (MCV4) and GBS.

The National Advisory Committee on
Immunization (NACI) recommends that the rel-
evant vaccination be withheld from children
and adults in whom GBS developed within
eight weeks of a previous vaccine dose for
tetanus and influenza.1 People who have devel-
oped GBS outside this interval or who have an
alternative cause identified may receive subse-
quent tetanus and influenza vaccinations. It is
also noted that, in general, the benefits of
immunization far outweigh the low risk of
adverse events.

References
1. Haber P, Sejvar J, Mikaeloff Y, et al: Vaccines and Guillain-Barré

Syndrome. Drug Saf 2009; 32(4):309–323. 
2. Institute of Medicine (IOM): Immunization Safety Review Committee.

Studies of Guillain-Barré Syndrome (GBS) after Influenza Vaccination.
National Academies Press, Washington, DC, 2003.

3. Canadian Immunization Guide, 2006. http://www.phac-aspc.gc.
ca/publicat/cig-gci/p04-hepb-eng.php. Accessed: June 18, 2012.

4. Institute of Medicine (IOM). Adverse Events Associated with Childhood
Vaccines: Evidence Bearing on Causality. National Academies Press,
Washington, DC, 1994.

Answered by:Dr. Ameeta Singh and
Ms. Anita Hanrahan
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Magnesium Intake and Type 2 Diabetes

Is there any benefit to magnesium (Mg) intake in diabetes? I understand that
high Mg levels are beneficial.
Submitted by: Edwin J. Franczak, MD, Scarborough, Ontario

?
There are observational studies, not random-
ized controlled trials, showing that foods high in
magnesium, such as nuts, whole grains, and
green, leafy vegetables, may decrease the risk
of type 2 diabetes mellitus, and diets low in Mg
may increase the risk. At this point, there is not
enough strong evidence to make a recommen-
dation. The important thing is to eat a healthy,
well-balanced diet that is high in vegetables,
fruit, low fat dairy products, and fish and low in

sodium for overall health benefit; the focus
should not be on supplements like Mg.

Resources
1. Schulze MB, Schulz M, Heidemann C, et al: Fiber and Magnesium

Intake and Incidence of Type 2 Diabetes: A Prospective Study and
Meta-analysis. Arch Intern Med 2007; 167(9):956–965.

2. Lopez-Ridaura R, Willett WC, Rimm EB, et al: Magnesium Intake and
Risk of Type 2 Diabetes in Men and Women. Diabetes Care 2004;
27(1):134–140.

3. Song Y, Manson JE, Buring JE, et al: Dietary Magnesium Intake in
Relation to Plasma Insulin Levels and Risk of Type 2 Diabetes in
Women. Diabetes Care 2004; 27(1):59–65.

Answered by: Dr. Ally Prebtani
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Broom for Pap Smear in Pregnancy

Is it safe to use the broom for Pap smears in pregnancy? Until what week?
Submitted by: Omayma Fouda, MD, North York, Ontario?

The broom is safe to use in pregnancy and is
less likely to cause superficial bleeding than the
brush. In a normal pregnancy, the cervical
length is ≥ 2.5 cm, and the broom will not reach
the internal os. Performing a Pap smear in ges-
tations after 28 weeks may be difficult, as the
cervix is usually posterior, and the smear can
be postponed until the postpartum exam. 

Cervical cytology is suggested for sexually
active women who are age 21 or older, and,

after three consecutive (once yearly) normal
Pap smears, screening can be performed every
two to three years. Pregnancy is not an indica-
tion for a change in the frequency of cervical
cancer screening.

Answered by: Dr. Victoria Davis
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Pros and Cons of BNP Testing

What are the pros and cons of BNP testing in the emergency department?

Submitted by: Anonymous?
Brain natriuretic peptide (BNP) is released from
cardiac myocytes when there is increased ven-
tricular diastolic wall stress (high diastolic pres-
sures in the right or left ventricle). 

BNP can be a useful test when it is unclear
what the cause of dyspnea is. A BNP 
< 100 pg/ml means that it is very unlikely that
the patient with dyspnea in the emergency
department has acute decompensated heart
failure. BNP > 500 pg/ml strongly suggests
acute heart failure as the cause of dyspnea.
Values between 100 and 500 pg/ml may be
secondary to fluid overload, renal failure, sep-
sis, pulmonary embolism, pulmonary hyperten-
sion, or chronic LV dysfunction. Dyspnea may
be secondary to lung disease and the elevated
BNP may reflect secondary pulmonary hyper-
tension and right ventricular strain.

Some patients with acute decompensated
heart failure will have a BNP of < 500 pg/ml.

These include patients with mitral stenosis (low
left ventricular wall stress), cardiac tamponade
(decreased ventricular volumes), and very
acute onset pulmonary edema (e.g., ruptured
papillary muscle with severe mitral regurgita-
tion). Obese patients also have a lower BNP in
the setting of heart failure.

Like any other diagnostic test, BNP should
not be performed indiscriminately in the patient
with acute dyspnea who presents to the emer-
gency department, and it is most useful when
there is an intermediate likelihood of heart fail-
ure. BNP should be interpreted within a clinical
context (i.e., history, physical exam, ECG, and
chest x-ray findings).

Answered by:Dr. Bibiana Cujec
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Alcoholic Gastritis

Does alcoholic gastritis exist? What is the evidence that alcohol, in the quantities
and concentrations usually consumed, damages the gastric mucosa?
Submitted by: Steve Sullivan, MD, Victoria, British Columbia

?
At this moment it is unclear that alcohol itself is
able to cause a chemical gastropathy. There have
been conflicting studies. Findings from studies
that have suggested the existence of such an
effect include the identification of subepithelial
hemorrhages on biopsy specimens of alcoholic
patients. Erosive prepyloric changes were found to
be associated with the use of alcohol, despite the
absence of Heliocobacter pylori specimens. 

On the other hand, an interesting study fol-
lowed changes in biopsy specimens sequentially
in patients who were alcoholics with dyspepsia

and antral gastritis. H. pylori was identified in the
patients with gastritis, while no gastritis was found
in patients without H. pylori identified. A period of
abstinence did not change the histological find-
ings of these patients. Rather, treatment of H.
pylori with eradication essentially normalized
those with antral gastritis. Thus, studies at this
point do not convincingly suggest that alcohol in
and of itself is able to cause gastropathy.

Answered by: Dr. Robert Bailey
Dr. Isaac Soo
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Investigating Reynauld’s Phenomenon

How do you investigate and manage Raynauld’s phenomenon?

Submitted by: Ramin Yazdani, MD, St. John’s, Newfoundland?
Raynaud’s phenomenon (RP) is a vasospastic dis-
order in which digital arteries and subcutaneous
arterioles have an exaggerated vasoconstrictive
response to cold temperature or emotional stress.
Distinct phases of colour change can be visualized
in the fingers or toes, typically changing from white
to blue to red. RP can occur in anyone, but it most
commonly affects young females. The great
majority of subjects with RP have idiopathic RP,
which is a benign, nonprogressive, and often re-
mitting disorder. Secondary RP occurs in associa-
tion with connective tissue disorders, namely scle-
roderma and systemic lupus erythematosus; it
may also occur with other diseases, due to a dys-
regulation of vasomotor control of blood flow with-
in the vessels, often related to an underlying vas-
culopathy and structural damage to the vessels.
As opposed to primary RP, those with secondary
RP are often older and have a longer duration of
symptoms, pain, numbness, digital pitting, nail bed
changes, and digital gangrene in severe cases.

Those with secondary RP usually have abnor-
mal nail fold capillaries (dilated loops, hemor-
rhage). Direct visualization of abnormal capillaries
of the periungual area with a microscope or oph-
thalmoscope is helpful in diagnosing vasculopathy
related to a connective tissue disorder. Computer-
assisted video capillaroscopy can also be done
and provides even higher magnification and better
visualization. If there is suspicion of secondary RP,
subjects should have a work-up for underlying
connective tissue disease. Basic routine tests
(CBC, creatinine, liver enzymes), antinuclear anti-
bodies (ANA), rheumatoid factor, complement lev-
els, and urinalysis should be ordered.1 If the ANA

is positive, extractable nuclear antigens can fur-
ther aid in diagnosis. 

In those with nondisabling primary RP, a con-
servative approach can be taken. Nonpharma-
cological interventions include avoidance of sud-
den cold exposure, keeping digits warm, educa-
tion in manoeuvers to reverse vasoconstriction,
control of stress/anxiety, smoking cessation, and
avoidance of sympathomimetic drugs and use of
vibrating tools. In disabling primary or secondary
RP, pharmacological therapies to produce vasodi-
lation can be used in conjunction with the previous
interventions to improve quality of life and help
prevent further damage. Dihydropyridine calcium
channel blockers (CCBs), such as amlodipine and
nifedipine, are modestly effective in decreasing
frequency and severity of attacks. Nitrate-based
vasodilators can be added to CCBs either as top-
ical ointments applied to the digits or systemically.
Another option would be to add a phosphodi-
esterase type 5 inhibitor, such as sildenafil, to a
CCB (not on a nitrate), which can improve capillary
blood flow rates. Other agents include bosentan
(endothelin-1 inhibitor) and ACE-inhibitors. In
those with refractory, ischemic disease, intra-
venous prostaglandins, namely prostacyclin and
iloprost, administered via continous infusion over
72 hours can help reverse ischemia. Chemical or
surgical sympathectomy is another option for
refractory ischemic RP.

Reference
1. Wigley FM: Clinical Practice: Raynaud’s Phenomenon. N Engl J Med

2002; 347(13):1001–1008.

Answered by: Dr. Michael Starr and
Dr. Alexander Tsoukas
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Radioactive Iodine and Hyperthyroidism

? Why has radioactive iodine (RAI) fallen out of favour as a treatment for
hyperthyroidism? It is fast, fairly cheap, and relatively safe. 

Submitted by: P. Morton, MD, Baldwin, Manitoba

RAI therapy is one of the three therapies available
for the treatment for increased production-types of
hyperthyroidism (Grave’s, toxic nodules, etc.) in
addition to surgery and medical therapy (propylth-
iouracil or methimazole). RAI is widely used in
Europe but less so in North America. RAI is an
effective therapy that is also cost effective and
quite safe; side effects include the risk of long-
term hypothyroidism, < 1% risk of radiation thy-
roiditis, and worsening of eye disease in cases 
of moderate to severe Grave’s orbitopathy. It is 

contraindicated in pregnancy, breast feeding
woman, severe orbitopathy, large obstructive goi-
ters, and, initially, in those with very active, severe
hyperthyroidism. In the setting of cold nodules,
one first needs to rule-out malignancy before its
use. The risk of malignancy in using RAI for the
treatment of hyperthyroidism is negligible, since
the doses are so small and only theoretical as far
as the evidence goes. 

Answered by: Dr. Ally Prebtani
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?
Starting Warfarin Post Hemorrhagic Stroke

How soon after a hemorrhagic stroke should we start warfarin for new onset
atrial fibrillation (CHADS score 4)? 

Submitted by: Lora Morrice, MD, Brentwood Bay, British Columbia

There is no uniform opinion as to when wara-
farin should be started in these patients. 

The European Stroke experts recommend
that patients with a strong indication for use of
oral anticoagulation, such as a history of
embolic stroke with atrial fibrillation, may be
restarted on warfarin after 10 to 14 days.1

Whereas North American experts think that, in
patients with a very high risk of thromboem-
bolism for whom reintroduction of warfarin is
indicated, warfarin may be restarted 7 to 10
days after intracerebral hemorrhage (ICH).2

However, every case should be considered
on an individual basis, and no guideline can
broadly cover every clinical scenario. There are
many factors that may be considered in
assessing a patient’s risk of recurrent hemor-
rhage and extent of benefit of anticoagulation
in reducing the risk of thromboembolism. 

The patients with lobar hemorrhage and
cerebral amyloid angiopathy may be consid-
ered to be at a higher risk of recurrent hemor-
rhage, whereas those with deep hemispheric
ICH and a high risk of thromboembolism may
derive more benefit from reintroduction of oral
anticoagulation. 

References
1. Steiner T, Kaste M, Forsting Ml, et al: Recommendations for the

Management of Intracranial Haemorrhage — Part I: Spontaneous
Intracerebral Haemorrhage. The European Stroke Initiative Writing
Committee and the Writing Committee for the EUSI Executive
Committee. Cerebrovasc Dis 2006; 22(4):294–316. 

2. Broderick J, Connolly S, Feldmann E, et al: Guidelines for the
Management of Spontaneous Intracerebral Hemorrhage in Adults:
2007 Update: A Guideline from the American Heart
Association/American Stroke Association Stroke Council, High Blood
Pressure Research Council, and the Quality of Care and Outcomes in
Research Interdisciplinary Working Group. Stroke 2007; 38(6):
2001–2023. 

Answered by:Dr. Abdul Qayyum Rana



Experts on Call

?
Treating Scalp Pruritus

Can you provide some tricks for treating scalp pruritus without any clinical 
findings and a normal biopsy?
Submitted by: Michal Kalisiak, MD, Calgary, Alberta

It is always important to try to make a specific
diagnosis. However, in the absence of any clini-
cal findings and with a normal biopsy, the major
considerations for scalp pruritus would be xero-
sis (dryness) of the skin on the scalp, neuropath-
ic itch, which can be associated with diabetes
mellitus or postherpetic neuralgia, or psy-
chogenic pruritus.

I would assess the patient to be certain they
are not dermatographic, and, if this is negative, in
the absence of a specific diagnosis, it may be
necessary to treat the patient symptomatically.

It is always worthwhile to try a moisturizing
lotion on the scalp to see if this relieves the pru-
ritus. Adding menthol or camphor (or both) to a
moisturizer can be helpful. If this is not effective,
a trial of a mild corticosteroid lotion, such as 1%
hydrocortisone lotion (preferably in a water base
rather than an alcohol base), could be tried. 

Another topical therapy that could be tried is
capsaicin cream 0.025%, which would be espe-
cially helpful for neuropathic itch.

Finally, systemic therapies, such as oral 
antihistamines (e.g., hydroxyzine or diphen-
hydramine) that have a soporific effect can be
tried, especially at night to reduce daytime seda-
tion. An oral tricyclic antidepressant, such as
doxepin, which also has a potent antihistaminic
effect, could be given on a trial basis. If a neuro-
pathic cause is suspected, treatment with oral
amitriptyline or gabapentin would be worth 
trying.

If a psychogenic cause is suspected, a trial of
a low dose SSRI could be given as well as con-
sideration of a psychiatric referral.

Answered by: Dr. Richard Haber
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Vaccinating Patients without Records

For adults (all ages) with no records or unknown immunisation status, should
we check titers or give the Tdap vaccine, MMR, repeat titres post vaccine? 
If so, what?

Submitted by: Nathalie Leroux, MD, Fenwick, Ontario
?

While serologic titres may be collected to
assess for immunity against specific infections,
serologic testing to determine immunity of
adults with an unknown immunization history is
not routinely recommended. Adults with no
immunization record should be started on a pri-
mary immunization schedule appropriate for
their age.

Serologic testing is not routinely available
after Tdap vaccination (diphtheria, tetanus,
pertussis); need for immunization is based on
time since last immunization.1 Patients who
develop a serious adverse local reaction after
immunization with tetanus, diphtheria, and per-
tussis vaccines should be assessed before fur-
ther doses are administered; serologic testing
for diphtheria and tetanus antitoxin levels may
be ordered in this situation. 

Postimmunization testing for hepatitis B is
recommended when it is important to ensure
that there is protection against a continual
known or repeated potential exposure to
hepatitis B (e.g., infants born to infected moth-
ers, sexual partners and household contacts of
chronic carriers, immunocompromised patients
and those immunized because of occupational
exposure).1 If hepatitis B surface antibodies
(anti-HBs) are < 10 mIU/ml, reimmunization
should be conducted. 

Pregnant women with a history of varicella
infection are presumed immune and do not
require screening; if uncertainty exists, a vari-
cella IgG should be collected.1 Serologic test-
ing for rubella antibody is not necessary during
prenatal care for those with documented evi-
dence of serologic immunity or prior immuniza-
tion.1 Women without a prior record of immu-
nization or of unknown immunization status
should be tested and if found to be non-
immune serologically should be vaccinated
with one dose of rubella-containing vaccine
(MMR) postpartum. 

Preimmunization serologic testing for
hepatitis A virus (HAV) immunity (hepatitis A
IgG) should be considered in older Canadians,
people from HAV-endemic areas, and people
with a history of hepatitis or jaundice that may
have been caused by HAV. The high response
rate to immunization makes routine serologic
testing post immunization unnecessary.

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

publicat/cig-gci/p04-hepb-eng.php. Accessed: June 18, 2012.

Answered by:Dr. Ameeta Singh and
Ms. Anita Hanrahan



Experts on Call

Montelukast for Urticaria

Does montelukast help with urticaria?

Submitted by: Steve Choi, MD, Oakville, Ontario?
Clinical trials of leukotriene antagonists, such as
montelukast, have given mixed results in the liter-
ature, with some studies showing improvement in
urticaria, while others show no effect.

In a systemic review of trials (up to 2009)1 of
leukotriene receptor antagonists in journals spe-
cializing in allergy and dermatology, the authors
looked at both randomized and non-randomized
controlled trials. They concluded that montelukast
might be effective in chronic idiopathic urticaria

exacerbated by ASA or other NSAIDs or in chron-
ic urticaria from food additive hypersensitivity.
However, they concluded that montelukast was
not effective in mild or moderate chronic idiopath-
ic urticaria.

Reference
1. Di Lorenzo G, D’Alcamo A, Rizzo M, et al: Leukotriene Receptor

Antagonists in Monotherapy or in Combination with Antihistamines in
the Treatment of Chronic Urticaria: A Systematic Review. J Asthma
Allergy 2009; 2:9–16.

Answered by:Dr. Richard Haber
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?
While several therapeutic modalities are able to
treat the pain associated with hand osteoarthritis,
few interventions exist to prevent nodular and 
erosive deformities. Early treatment of hand
osteoarthritis may theoretically slow down osteo-
phyte development and joint swelling. All patients
with hand OA should be evaluated by a health pro-
fessional (physician, occupational therapist, etc.)
in their ability to perform activities of daily living,
and they should be educated in joint protective
techniques. If the carpometacarpal or thumb inter-
phalangeal (IP) joints are involved, patients may
benefit from a custom-fitted splint in correcting lat-
eral angulation and flexion deformity. Also, an
exercise regimen involving range of motion and
strengthening exercises may be of some benefit.
Pain control should be optimized to avoid disuse
and muscle atrophy.

Pharmacological anti-inflammatory treatments,
such as acetaminophen, oral NSAIDs, topical

NSAIDs, topical capsaicin, and tramadol, can
decrease pain and joint swelling, especially in
inflammatory hand OA (morning stiffness 
> 30 minutes, nighttime pain). The preservation of
the remaining intra-articular cartilage is key in
slowing down the development of hand deformi-
ties. However, at this time there is not a proven
disease modifying medication available for this
condition.

Resources
1. Hochberg MC, Altman RD, April KT, et al: American College of

Rheumatology 2012 Recommendations for the Use of
Nonpharmacologic and Pharmacologic Therapies in Osteoarthritis of
the Hand, Hip, and Knee. Arthritis Care & Res (Hoboken) 2012;
64(4):455–474.

2. Zhang W, Doherty M, Leeb BF, et al: EULAR Evidence Based
Recommendations for the Managementof Hand Osteoarthritis: Report
of a Task Force of the EULAR Standing Committee for International
Clinical Studies Including Therapeutics (ESCISIT). Ann Rheum Dis 2007;
66(3):377–388.

Answered by: Dr. Michael Starr and
Dr. Alexander Tsoukas

Can anything be done to prevent the typical finger and hand deformities
associated with osteoarthritis?
Submitted by: Karen Bailey, MD, High River, Alberta

Preventing Hand Deformities in Osteoarthritis
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Safety “Scoop” on Newer Anticoagulants

Can you give us the real safety “scoop” on the newer anticoagulants,
dabigatran and rivaroxaban? Are they really safe?

Submitted by: Rex Verschuren, MD, Scarborough, Ontario
?

We are still accumulating clinical experience
with dabigatran, a direct thrombin inhibitor, and
rivaroxaban, a factor Xa inhibitor. These new
oral anticoagulants do not require routine mon-
itoring of coagulation tests. They are safer than
warfarin as long as they are used appropriately.
There is less bleeding with these drugs, includ-
ing lower risk of intracranial bleeds. The main
problem is that there is no way to quickly
reverse the anticoagulant effect if bleeding
does occur.

Rivaroxaban is indicated for deep vein
thrombosis (DVT) and pulmonary embolism,
post-operative DVT prophylaxis in knee and hip
surgery, and nonvalvular atrial fibrillation. It is
contraindicated in patients with renal failure
who have a glomerular filtration rate (GFR) 
< 30 ml/min and in patients with hepatic dis-
ease associated coagulopathy.

Dabigatran is indicated for stroke prevention
in patients with nonvalvular atrial fibrillation and
for post-operative DVT prophylaxis. Dabigatran
should not be substituted for warfarin in
patients with prosthetic valves or those with
hemodynamically significant rheumatic valvular
heart disease (especially mitral stenosis) who
have atrial fibrillation. It also should not be used
in patients with renal disease who have a 
GFR < 30 ml/min. Canadian labelling recom-
mends a reduced dose of 110 mg b.i.d. in
patients > 80-years-of-age. I am reluctant to
use these new anticoagulants in the very elder-
ly (> 85 years) who are often frail and have low
body weight.

Answered by:Dr. Bibiana Cujec
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Advantages and Disadvantages of Incretin Agents

What are the advantages and disadvantages of the incretin agents?

Submitted by: M. Krieger, MD, Toronto, Ontario?
Incretins are new agents for the treatment of type
2 diabetes mellitus. There are two classes, the
GLP-1 agonists, which include liraglutide and exe-
natide, and the DPP-4 inhibitors, including
linagliptin, saxagliptin, and sitagliptin. The benefits
of incretin agents are that they don’t cause hypo-
glycemia, are weight neutral (GLP-1 agonists may
even promote weight loss), and they may be com-
bined with metformin and/or sulphonylureas, and
in some instances with insulin, depending on the
incretin. 

The downsides are that they are new, expen-
sive, and lack very long-term data. There is per-
haps a slight risk of acute pancreatitis, and animal
studies show an increased risk of medullary thy-
roid cancer. The GLP-1 agonists also cause tran-
sient nausea and are given subcutaneously,
whereas the DPP-4 inhibitors are oral and admin-
istered once daily.

Answered by:Dr. Ally Prebtani
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Dominant Hand and Epidemiological Differences

Are there any epidemiological differences between right- and left-handed
people?

Submitted by: Dan Ezekiel, MD, Vancouver, British Columbia
?

Although controversial, several old studies
have reported epidemiological differences
among right- and left-handed individuals. A
study done by Halpern et al., in 1988 reported
that left-handed professional baseball players,
on average, were eight-months younger in age
at death than right-handers.1 In another study,
Persson et al., in 1994 reported that left-hand-
ed individuals who had been conscripted into
the Swedish military had a modestly increased
risk of dying in motor vehicle accidents as
compared to right-handers.

Aggleton et al., in 1993 found no general
increase in mortality among left-handed crick-
eters, but an increased likelihood of death from
unnatural causes was suggested.2 These stud-
ies are limited by their retrospective and
archival nature. However, two large prospective
longitudinal studies from the United States
failed to find any significant difference between
left- and right- handers in either mortality or
age at death. Thus, the conclusion from the
above studies that left-handers have a lower

life expectancy than right handers is not well
supported.

Associations have also been reported
between left-handedness and cancer, alcohol
abuse, smoking, immune disorders, and low
birth weight due to socioeconomic factors that
in turn may be associated with reduced life
expectancy.

Another cause of reduced life span in left
handers could be an increased rate of acci-
dents, as our environment may be largely
designed for the right-handed majority of the
population. Data from Canada, however, does
not suggest any increase in the rate of hand
injury — or road traffic accidents — among left
handers.

References
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DMARDs for Arthritis in Hepatitis B Carriers

Which disease-modifying antirheumatic drugs (DMARDs) can be used to treat
inflammatory arthritis in patients who are hepatitis B carriers?

Submitted by: Jiade Chen, MD, Toronto, Ontario
?

In the past 25 years, a handful of case reports
have described viral reactivation in hepatitis B
carriers with rheumatological disorders who are
being treated with conventional DMARDs. In
the majority of cases, patients were receiving
methotrexate in addition to low-dose glucocor-
ticoids, and reactivation occurred four weeks to
seven years later. There are no reports of
patients having reactivation who are using 
only hydroxychloroquine, sulfasalazine, and/or
prednisone < 7.5 mg daily. 

A 2010 nationwide survey of rheumatolo-
gists reported, based on prior experience, a
surprisingly high (5.9%) prevalence of reactiva-
tion for patients undergoing conventional
DMARD therapy, although objective data is
lacking.1 A recent prospective study from
China followed 215 HBV-infected rheumatoid
arthritis (RA) patients, of which 188 were
HBsAg-/anti-HBc+ patients and 27 were posi-
tive for HBsAg (4 of which were receiving HBV
prophylaxis), for a mean duration of 20
months.2 Over this period, four patients (two
HBsAg-/anti-HBc+; two HepBsAg+) had HBV
reactivation between 1 and 15 months of treat-
ment. All were on low-dose prednisone and
two DMARDs, of which one was methotrexate
or leflunomide. The rate of reactivation was

very low, yet still of concern in those at high risk
of reactivation.

All conventional DMARDs can be used in
hepatitis B carriers considered to be at low-risk
for reactivation. Caution should be used in
those considered high-risk (e.g., high HBV DNA
titre, HBsAg positivity, concomittant glucocorti-
coid use). In patients starting methotrexate or
leflunomide, current recommendations from
the American College of Rheumatology sug-
gest screening for the hepatitis B virus in those
born in endemic areas for hepatitis B, renal
dialysis patients, IV drug users, or house-
hold/sexual contacts of those having hepatitis
B or at high-risk for contracting hepatitis B.
Although no formal guidelines exist for DMARD
therapy in rheumatological disorders, certain
high-risk patients starting on methotrexate or
leflunomide would benefit from antiviral pro-
phylaxis when initiating DMARDs.

References
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Selecting the Appropriate Meningococcal Vaccine

How do we choose which quadrivalent meningococcal vaccine (namely
Menactra® vs. Menveo®) to recommend to patients?

Submitted by: Sally Law, MD, Vancouver, British Columbia
?

Both Menactra® and Menveo®, quadrival-
ent conjugate meningococcal vaccines for
Neisseria meningitidis serogroups A, C, Y, and
W135, are approved for use in Canada. Either
product may be used when a quadrivalent con-
jugate meningococcal vaccine is indicated.

Since 2001, the National Advisory Commit-
tee on Immunization (NACI) has recommended
the use of meningococcal C conjugate vaccine
for infants, children one- to four-years-of-age,
adolescents, and young adults. As of
September 2008, all but two provinces offered
routine immunization with the meningococcal C
conjugate vaccine to children < 24-months-of-
age. 

In May 2007, NACI recommended the
quadrivalent conjugate meningococcal vaccine
for individuals at high-risk for meningococcal
disease (persons with anatomic or functional
asplenia or complement, properdin, or factor D
deficiencies; travellers, including those going to
Mecca; research, industrial, and laboratory per-
sonnel routinely exposed to N. meningitidis; and
military recruits) and advised that the vaccine
be considered based on local epidemiology for

routine immunization of 11- to 24-year-olds.
NACI recommends that a dose of meningococ-
cal conjugate vaccine be offered in early ado-
lescence, ideally around 12-years-of-age, even
if the adolescent was previously vaccinated 
as part of a routine vaccination program.
Adolescents with the above-listed “at risk” con-
ditions should receive the quadrivalent conju-
gate product. The rationale for this adolescent
dose is to ensure that circulating antibodies are
present as adolescents enter the peak years for
invasive meningococcal disease beyond infan-
cy, which are between 15- and 24-years-of-age.
As well, carriage of meningococci is highest
during adolescence, and preventing carriage in
adolescents may have an impact on herd im-
munity in the community, indirectly protecting
infants.

Resource
1. National Advisory Committee on Immunization: Update on the

Invasive Meningococcal Disease and Meningococcal Vaccine
Conjugate Recommendations. Can Commun Dis Rep 2009; 35(ACS-
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Surgical Excision vs. Cryotherapy for Genital Warts

When do you choose surgical excision over cryotherapy for treatment of genital
warts in nonpregnant patients?

Submitted by: B.W. Wannan, MD, Elliot Lake, Ontario
?

The main indications for treatment of vulvo-
vaginal warts are bothersome symptoms
and/or psychologic distress as the virus is not
cleared with therapy. The majority of genital
warts are managed by a course of medical
therapy. No treatment is significantly superior
to another or appropriate for all patients and all
types of warts. If the patient has not responded
to the initial therapy after three weeks, or if
complete clearance has not occurred by six
weeks, it is appropriate to switch to a different
method. 

Podophyllotoxin or imiquimod is suggested
for initial medical treatment of vulvar warts for
nonpregnant women who can comply with self-
therapy at home. The choice may be guided by
insurance coverage, the patient’s out-of-
pocket costs, and patient preference. Trichloro-
acetic acid (TCA) is appropriate for the initial
management in women who can not comply
with self-therapy or who fail such therapy.

Imiquimod, in combination with TCA, is sug-
gested for warts that do not completely clear
after three weeks in which a monotherapy was
employed. Cryoablation is an acceptable alter-
native first-line agent. 

Surgery is preformed for lesions that do not
respond to medical therapy, extensive or bulky
disease, multicentric disease, and lesions
associated with intraepithelial neoplasia.
Excisional, rather than ablative, therapy is sug-
gested when underlying intraepithelial neopla-
sia is suspected and a specimen is required for
histopathological examination. Laser ablation
is preferable when the distribution of cervical or
vaginal warts is extensive and multifocal, as
laser ablation is less destructive and less tech-
nically challenging than excision.1

Reference
1. Cook K, Brownell I: Treatments for Genital Warts. J Drugs Dermatol

2008; 7(8):801–807.
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Work-up for Anton’s Syndrome

What is the work-up for Anton’s syndrome?

Submitted by: Stephen M. Shore, MD, Langley, British Columbia?
Anton’s syndrome was described by Austrian
neuropsychiatrist Gabriel Anton (1858–1933)
and is characterized by the denial of loss of
vision associated with confabulations in
patients with obvious visual loss and cortical
blindness. Usually these patients have involve-
ment of both of their occipital lobes as well 
as the visual association cortex, which is 
the likely cause of their lack of awareness.
Cerebrovascular disease is the most common
cause of Anton’s syndrome, although other eti-
ologies, such as hypertensive encephalopathy
with pre-eclampsia, obstetric hemorrhage with
hypoperfusion, and trauma, may result in
Anton’s syndrome.

CT scan without contrast is the most com-
monly used initial imaging modality, which may

show occipital lobe infarcts within the first 
24 hours. A CT scan may also help to 
exclude intracerebral hemorrhage, focal mass
lesions, vascular malformations, and subdural
hematoma.

Perfusion CT scan provides further useful
information for diagnosing brain ischemia in the
early phase, especially when initial CT scan is
negative. Perfusion and diffusion weighted MRI
scans are more sensitive imaging methods for
diagnosing acute ischemic stroke and can be
positive within minutes of ischemic infarct.1
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Treatment Modalities for Narcolepsy

What are the causes and treatment modalities for narcolepsy? And what is the
prognosis?

Submitted by: I. D'Souza, MD, Toronto, Ontario
?

Narcolepsy is characterized by excessive day-
time sleepiness (EDS), loss of muscle tone (cat-
aplexy), hypnologic hallucinations, and sleep
paralysis. All patients have excessive daytime
sleepiness; however, other symptoms of nar-
colepsy may be present in various combina-
tions.

Although the exact cause of narcolepsy
remains unknown, it is believed that abnormal-
ities in the hypocretin system may be responsi-
ble for the EDS and abnormal REM sleep pat-
tern present in narcolepsy. The role of genetics
in narcolepsy is not completely understood;
however, relatives of individuals with narcolep-
sy may have an increased prevalence of nar-
colepsy or sleep-related problems.

The treatment of narcolepsy is individualized
depending on the severity of the symptoms
and includes use of medications and behav-
ioural therapy. Excessive daytime sleepiness
may require treatment with high doses of stim-
ulant medications, such as amphetamines,

including dextroamphetamine, methampheta-
mine, and methylphenidate. Other medications
used in the treatment of narcolepsy are pemo-
line and modafinil. The exact mechanism of
action of modafinil is unknown; however, it has
a much lower risk of side effects.1

Sodium oxybate, tricyclic antidepressants,
or selective serotonin reuptake inhibitors and
serotonin norepinephrine reuptake inhibitors
may be used to treat cataplexy. Sleep paralysis
and hallucinations may be improved by benzo-
diazepines or sodium oxybate.

Most patients have to take medications on a
long-term basis, and it may take several weeks
to months to obtain good control of symptoms
after the initiation of therapy.
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When to Withdraw Heart Failure Medications

At what point can heart failure medications be withdrawn in patients with left
ventricular (LV) systolic dysfunction whose left ventricular ejection fraction has
returned to normal?

Submitted by: Fraser Miller, MD, Ottawa, Ontario

?
This is a difficult question, as there is little evi-
dence to support a definitive recommendation.
Most patients have some improvement in LV
ejection fraction (EF) (about 5 to 10% increase
in EF) with optimal ß-blocker and ACE inhibitor
regimens. However, a minority of patients will
have complete normalization of LV ejection
fraction (i.e., EF > 55%). Diuretics, digoxin, and
spironolactone can definitely be withdrawn in
these patients. I think it is also reasonable to
taper and discontinue the ACE inhibitor and
then the ß-blocker if there is an obvious
reversible cause of the LV dysfunction — e.g.,
hyperthyroidism, CAD with revascularization,
tachycardia induced cardiomyopathy, etc., —

and if there is no ongoing indication for these
medications (such as angina or hypertension).

There have been reports of sudden death
and redevelopment of heart failure in patients
who recovered from dilated cardiomyopathy
and then had ß-blockers withdrawn.1 In gener-
al, these patients should continue on a ß-
blocker, and probably an ACE-inhibitor, indefi-
nitely unless they have side effects.
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