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Experts on Call
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Answers to your questions
from our medical experts

DVT and Doppler Ultrasound

Should all patients with a DVT have a repeat Doppler ultrasound after completion
of therapy?
Submitted by: Andre Spiess, MD, Kelowna, British Columbia

?
Our standard practice is to obtain a repeat
Doppler ultrasound of the affected limb after
three to six months of anticoagulation therapy
in order to set a new “baseline” image with
which future ultrasounds can be compared.
Approximately 50% of patients who have had a
previous deep vein thrombosis (DVT) will be left
with ultrasound findings of chronic DVT
even after 6 to 12 months of anticoagulation
therapy, and, in some cases, these changes are
permanent. If the patient presents with new leg

symptoms (pain, swelling, etc.), an ultrasound
is performed. We consider the event to be a
recurrent DVT if there is a new clot compared to
the previous post-treatment ultrasound, and
the clot should be treated accordingly. If the
ultrasound is relatively unchanged, we consid-
er this to be a case of post thrombotic syn-
drome, which is relatively common post DVT.

Answered by: Dr. Cyrus Hsia and
Dr. Leonard Minuk

Primary aldosteronism is an underdiagnosed
cause of hypertension. It should be suspected in
patients who have hypokalemia and resistant
hypertension, severe or resistant hypertension
without hypokalemia, or hypertension and an inci-
dental adrenal mass found on CT scan.
Hyperaldosteronism may be secondary to an
aldosterone-producing adrenal adenoma or bilat-
eral adrenal hyperplasia.

The recommended screening test is a plasma
aldosterone concentration to plasma renin activity
ratio. This is done on a blood sample taken in the
morning and is not significantly affected by

medications (including ACE inhibitors and ARBs),
with the exception of spironolactone. This ratio is
elevated in patients with primary aldosteronism,
because the elevated aldosterone concentration
suppresses renin excretion. A CT scan of the
adrenal glands is the initial test to distinguish
between adrenal adenoma and bilateral adrenal
hyperplasia. However, the CT scanmay be normal
if the adenoma is very small. The patient should
be referred to an endocrinologist if the plasma
aldosterone to plasma renin ratio is elevated.

Answered by: Dr. Bibiana Cujec

? What is the appropriate work-up of suspected aldosteronism in family practice?
Should one rule out this condition in a patient with resistant hypertension and
hypokalemia? Is there a role for adrenal CT scan?
Submitted by: Ivan Shcherbatykh, MD, Brantford, Ontario

Work-up for Suspected Aldosteronism
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Management of Cat Dander Allergies

In patients allergic to cats, should we always send the patient to an allergist for
subcutaneous immunotherapy? What is the efficacy?
Submitted by: Jean de Serres, MD, Kirkland, Québec

?
Animal dander is a common cause of allergic
rhinitis and allergic asthma in patients. Initially,
elimination of the pet from the patient’s home is
an important secondary preventive step. Once
known to be allergic, avoidance remains an
important recommendation for reducing aller-
gen burden and allergen-associated symptoms.
However, avoidance of temporary contact or
indirect exposure to cat dander is often difficult,
since cat allergens are so widely distributed.
With regards to pharmacotherapy in pet allergic
asthmatics, a stepwise approach should follow
asthma management guidelines, including use
of prophylactic antihistamines before pet expo-
sure, use of intranasal steroids, leukotriene
inhibitors, and inhaled corticosteroids with or
without long-acting bronchodilators. Anti-IgE
treatment (omalizumab) may offer additional
efficacy in pet associated asthma, either alone
or combined with immunotherapy. Allergen spe-
cific subcutaneous high dose immunotherapy
(SIT) has shown benefit in cat allergic patients
with asthma and allergic rhinoconjunctivitis, but,
in general, immunotherapy for dog dander aller-
gy has been less effective. Several studies have
shown a marked improvement in tolerance of
cat exposure after SIT, which was confirmed

both on challenge tests and simulated natural
exposure.1 In asthmatic patients sensitive to
cats, SIT reduces both the early asthmatic
response to the inhaled allergen and responses
to simulated natural exposure. Others have
found reductions in both specific and nonspe-
cific bronchial reactivity after SIT for cat allergy
(measured by using inhalation challenges with
cat extract and histamine, respectively).2

At present, it is uncommon to recommend
SIT to our cat allergic patients due to the effec-
tiveness of pharmacotherapy, especially when
reduction in allergy exposure can be attained.
However, in those difficult-to-control patients,
where avoidance is particularly challenging
(e.g., veterinarians), a referral to an allergist for
further assessment should be considered.

References
1. Varney VA, Edwards J, Tabbah K, et al: Clinical Efficacy of Specific

Immunotherapy to Cat Dander: A Double Blind Placebo Controlled
Trial. Clin Exp Allergy 1997; 27(8):860–867.

2. Lilja G, Sundin B, Graff-Lonnevig V, et al: Immunotherapy with Cat- and
Dog-dander Extracts. IV. Effects of 2 Years of Treatment. J Allergy Clin
Immunol 1989; 83(1):37–44.

3. Ling M, Long AA: Pet Dander and Difficult-to-control Asthma:
Therapeutic Options. Allergy and Asthma Proc 2012; 31(5): 385–391.

Answered by: Dr. Tom Gerstner
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Best Treatment for Sunburn

What is the best treatment (medication) for sunburn?
Submitted by: Sarojadevi R. Premsagar, MD, Halifax, Nova Scotia?

There are only a few randomized controlled trials
that have used medications to treat sunburn.
In a trial of two different topical corticosteroids
(methylprednisolone aceponate milk 0.1% and
hydrocortisone 17-butyrate emulsion), both
decreased the primary outcome measures of
erythema, edema, burning, and itching, and
both were statistically significant after volunteers
were treated with UVB at three times the minimal
erythema dose. However, in a second random-
ized controlled trial (RCT) a topical corticosteroid
(betamethasone dipropionate) was used with an
oral NSAID (indomethacin or ibuprofen) in volun-
teers receiving UVB with the primary outcome
measures being minimal erythema dose, skin
blood flow, and skin biopsy. There were no sta-
tistical differences in outcomes seen with the
various treatments. Limitations of these two
studies were that the UVB was artificial and
sample sizes were small.

In a final RCT, subjects were treated with a
topical corticosteroid (fluocinolone) or placebo
cream after a natural UVB-induced sunburn.

There were no statistically reported differences
in pain relief and redness between the two
treatments.

At the present time, there is very limited evi-
dence for recommending any of these medical
therapies (topical corticosteroids or oral NSAIDs)
as treatment for sunburn.

It appears the best treatment for sunburn
(other than avoidance with sun protection and
proper UVB sunscreens) is symptomatic with
cool compresses, ice, emollients and cooling
agents, such as menthol.

As well, local anaesthetics, such as pramox-
ine, can be tried, but benzocaine containing
preparations are best avoided due to their risk of
sensitization. Oral analgesics, such as aceta-
minophen, can be taken for pain, and, if blister-
ing occurs (second-degree sunburn), topical
antibiotics may be necessary if there are signs of
clinical secondary bacterial infection.

Answered by: Dr. Richard Haber
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ARBs and ACE Inhibitors

Is it advisable to use an ARBs and an ACE inhibitor in the same patient?

Submitted by: Jacobi Elliott, MD, Grandview, Manitoba?
An ACE inhibitor and an ARB should not gen-
erally be used in the same patient. Both drugs
decrease the effects of angiotensin and aldos-
terone. There is no additional benefit to com-
bined therapy in terms of improvement in left
ventrical dysfunction or survival in patients with
heart failure, cardioprotection in patients with
vascular disease, or nephroprotection in
patients with proteinuric kidney disease.1,2

However, patients on this combination are

more likely to have significant hypotension,
syncope, acute renal failure, and life-threaten-
ing hyperkalemia.

References
1. Cohn JN, Tognoni G: A Randomized Trial of the Angiotensin-receptor

Blocker Valsartan in Chronic Heart Failure. N Engl J Med 2001;
345(23):1667–1675.

2. Yusuf S,Teo KK, Pogue J, et al:Telmisartan, Ramipril, or Both in Patients
at High Risk for Vascular Events. N Engl J Med 2008; 358(15):
1547–1559.

Answered by: Dr. Bibiana Cujec

Mild Cognitive Impairment and Cholinesterase Inhibitors

In a patient complaining of “mild” memory loss (MCI), is there any harm in a
three-month trial of cholinesterase inhibitors?

Submitted by: Danielle Fisch, MD, Canton-de-Hatley, Québec
?

In mild cognitive impairment (MCI), the cogni-
tive dysfunction does not interfere with activities
of daily life, and patients do not meet the crite-
ria for dementia. There are different subtypes of
MCI, including the amnestic and nonamnestic
forms. Patients with the amnestic type of MCI,
where memory impairment is a major com-
plaint, may progress to dementia. Currently,
there are no medications that have been FDA
approved for the treatment of MCI.
Cholinesterase inhibitors are not believed to
delay the onset of dementia in individuals with
MCI. However, in one study, donepezil was
found to delay the progression to Alzheimer’s
disease in MCI patients with depression without

affecting their symptoms of depression. The
American Academy of Neurology Practice
Parameters recommend identification and close
monitoring of MCI patients because of their
increased risk of progression to dementia.
Control of vascular risk factors is also important
in order to decrease the risk of progression of
MCI to dementia.

Resource
1. Panza F, Frisardi V, Capurso C, et al: Effect of Donepezil on the

Continuum of Depressive Symptoms, Mild Cognitive Impairment, and
Progression to Dementia. Journal of the American Geriatrics Society
2010; 58(2):389–390.

Answered by: Dr. Abdul Qayyum Rana
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Gynecomastia refers to excessive glandular
breast tissue in males; however, excessive fat
tissue, lipoma, and malignancy can mimic
gynecomastia. If there is uncertainty, a mam-
mogram/breast ultrasound should be done.
The most common causes are aging, obesity,
puberty, and certain drugs. Outside of a thor-
ough history (including drugs and toxins) and
physical examination (including breast and

testes), a limited work-up should be done.
Investigations include TSH, testosterone,
estradiol, DHEA-S, hCG, and renal and hepatic
function. Concerning features are recent onset
and unilateral, progressive, painful, and signifi-
cant gynecomastia.

Answered by: Dr. Ally Prebtani

? What is the investigation of gynecomastia?
Submitted by: Andre Spiess, MD, Kelowna, British Columbia

Investigating Gynecomastia
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Prophylaxis for Multiple Seborrheic Keratoses

Multiple seborrheic keratoses in the elderly can be cosmetically embarrassing.
Are there any prophylactic measures for prevention?
Submitted by: Rajendranath Ramgoolam, MD, Winnipeg, Manitoba

?
Seborrheic keratoses are common, benign
growths derived from keratinocytes. They tend
to be passed genetically within families, and
there are no prophylactic preventative mea-
sures. The best treatment, if requested, is liquid
nitrogen cryotherapy. Curettage and electrodes-
iccation can also be very helpful. Attempts to

treat seborrheic keratoses topically with
tretinoin, urea, or lactic acid have been largely
unsuccessful.

Answered by: Dr. Richard Haber
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Vitamin K has been shown to play a role in bone
mineralization, as it acts as a cofactor for osteo-
calcin, allowing binding to hydroxyapatite matrix
in bone. Observational studies have associated
low dietary intake of vitamin K1 with increased
hip fracture risk in postmenopausal women,
raising the question of whether vitamin K defi-
ciency can lead to accelerated bone loss.1

Earlier studies examining vitamin K2 supple-
mentation in Japanese postmenopausal women
with osteoporosis found significant reductions in
vertebral and nonvertebral fractures; however,
methodological inconsistencies and small study
sizes make the studies difficult to interpret.2

Subsequent randomized controlled trials in
older North Americans receiving vitamin K1
or K2 supplementation did not show any
changes in bone mineral density (BMD) or frac-
ture outcomes. Most recently, the largest
randomized controlled trial, the Evaluation of
the Clinical Use of Vitamin K Supplementation
in Post Menopausal Women with Osteopenia
(ECKO) trial, randomized 440 Canadian
postmenopausal women with osteopenia to

receive either vitamin K1 5 mg q.d. or placebo
for two to four years.3 The primary outcome was
a change in BMD in the lumbar spine and hip at
two years, and secondary outcomes included
fracture incidence. Results showed no change in
BMD, but a lower incidence of non-vertebral
fractures seen in the vitamin K1 group (n = 9) vs.
the placebo group (n = 20); although, it was not
powered for fracture outcomes.

While a benefit may exist, at present vitamin
K supplementation is not recommended for
fracture prevention in high-risk patients with
osteopenia.

References
1. Feskanich D, Weber P, Willett WC, et al: Vitamin K Intake and Hip

Fractures in Women: A Prospective Study. Am J Clin Nutr 1999;
69(1):74–79.

2. Cockayne S, Adamson J, Lanham-New S, et al: Vitamin K and the
Prevention of Fractures: Systematic Review and Meta-analysis of
Randomized Controlled Trials. Arch Intern Med 2006; 166(12):
1256–1261.

3. Cheung AM, Tile L, Lee Y, et al: Vitamin K Supplementation in
Postmenopausal Women with Osteopenia (ECKO Trial): A Randomized
Controlled Trial. PLoS medicine 2008; 5(10): n.p.

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

Vitamin K and Osteopenia

Is vitamin K useful in osteopenia for fracture-prone patients?
Submitted by: Edwin J. Franczak, MD, Scarborough, Ontario?
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New Mammogram Guidelines

How are we supposed to advise our patients on mammograms in view of the 2011
guidelines?

Submitted by: Sybil M. Henteleff, MD, North Delta, British Columbia

?
The new recommendations presented in 2011
are the result of an extensive review of evi-
dence-based literature. The recommendations
are for women at average risk for breast cancer,
which is defined as no previous breast cancer,
no history of breast cancer in a first degree
relative, and no know mutations in the
BRCA1/BRCA2 genes or previous exposure
of the chest wall to radiation. These women
do not require routine screening until they are
50-years-old, and then they should be screened
every two to three years until 74-years-old.1

There is good evidence that screening does
not reduce the occurrence of advanced can-
cers. The rate of malignant tumours greater
than 20 mm was unaffected by screening, and,
as there is a linear correlation between the size
of the tumour and the risk of metastasis, this
result is evidence against the positive effects of
screening.2

Screening results in the overdiagnosis of
breast cancer, as it often identifies tumours that
would have regressed on their own, without
treatment.2 Overdiagnosis of breast cancer in
countries with organized screening programs is
approximately 50%; therefore, reduced screen-
ing can actually reduce the total number of
breast cancer diagnsoses by eliminating the
diagnosis of those tumours that would have
regressed spontaneously.3

References
1. Tonelli M, Gorber SC, Joffres M, et al: The Canadian Task Force on

Preventive Health Care. Recommendations on Screening for Breast
Cancer in Average-risk Women Aged 40–74 Years. CMAJ 2011;
183(17):1991–2001.

2. Jorgensen KJ, Keen JD, Gotzsche PC, et al: Is Mammographic Justifiable
Considering Its Substantial Overdiagnosis Rate and Minor Effect on
Mortality?. Radiology 2011; 260(3):621–627.

3. Jorgensen KJ, Gotzsche PC: Overdiagnosis in Publically Organised
Mammography Screening Programs: Systematic Review of Incidence
Trends. BMJ 2009; 339: b2587.

Answered by: Dr. Victoria Davis
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New Anticoagulant and Antiplatelet Drugs

There are a large number of new antiplatelet and anticoagulant drugs. Some
are very expensive. Which ones are worth the money?

Submitted by: Larry Barcza, MD, Bradford, Ontario

?
For many years, the only available oral anticoagu-
lants were the vitamin K antagonists, such as war-
farin. Recently, multiple alternative oral anticoagu-
lants have been introduced. Two of these are cur-
rently approved in Canada— dabigatran, which is
a direct thrombin inhibitor, and rivaroxaban, which
is a Xa inhibitor. Currently, the only approved indi-
cations for these two drugs are for deep vein
thrombosis prophylaxis post orthopedic surgery
and for stroke prophylaxis in patients with atrial
fibrillation. They are both (as well as others) cur-
rently in clinical trials for other indications, such as
the acute treatment of deep vein thrombosis and
pulmonary embolism. The obvious advantage for
both of these drugs over warfarin is the ability to

take a set dose without the need for INR monitor-
ing. There are, however, a number of disadvan-
tages, including a much higher cost compared to
warfarin. These drugs also require dose modifica-
tion for renal insufficiency (and are contraindicated
in patients with severely impaired renal function),
have no standardized laboratory method for mon-
itoring, and have no effective reversal agent in the
case of a bleeding complication. No formal long-
term, cost-effectiveness analysis has been done
comparing these new agents to warfarin.

Answered by: Dr. Cyrus Hsia and
Dr. Leonard Minuk

Anti-M Antibodies in Pregnancy

What is the significance of anti-M antibodies in pregnancy?
Submitted by: Margaret L. Culliton, MD, Corner Brook, Newfoundland?

Anti-M antibodies are naturally occurring red
blood cell antibodies that are present in up to
3% of the population, and they are usually of no
clinical significance. These antibodies are being
detected more frequently in routine antibody
screening due to new diagnostic technologies.
Rarely, anti-M antibodies may cause hemolytic
disease of the newborn but only when anti-M is

present as high titre IgG antibodies (IgM anti-
bodies do not cross the placenta).

Reference
1. American College of Obstetricians and Gynecologists. ACOG Practice

Bulletin No. 75: Management of Alloimunization. Obstet Gynecol
2006; 108(2):457–464.

Answered by: Dr. Victoria Davis



The Canadian Journal of Diagnosis / March 201232

Experts on Call

Investigating Persistently Elevated Alkaline Phosphatase

How does one best evaluate/investigate persistently elevated alkaline
phosphatase in an asymptomatic patient?

Submitted by: Fahreen Dossa, MD, Burnaby, British Columbia

?
Alkaline phosphatase is an enzyme that has
widespread tissue sources. It is a catalytic
enzyme found in the liver, and it is also found in
bone, leukocytes, intestines, kidneys, and the
placenta. Alkaline phosphatase can be elevat-
ed in some neoplasms (e.g., biliary malignancy
or metastasis to the liver). It can be stimulated
in tissues during active metabolism, such as
during adolescence due to rapid bone growth.
It may be elevated after a fatty meal due to
intestinal enzyme release, so fasting levels are
preferred. Chronic renal failure may also be a
cause of elevated levels. The levels of alkaline
phosphatase also increase with advancing age,
particularly in women. Benign elevated levels
may also be found in genetically predisposed
individuals.

A two to three fold increase in isolated alka-
line phosphatase is nonspecific and may be a
result of many different mechanisms. The first
step is to try and identify the source of the
elevation. A γ-glutamyltransferase should be
performed as it usually rises in parallel with
alkaline phosphatase due to liver disorders, but
not in bone disorders. If the rise in alkaline

phosphatase levels is due to the liver and per-
sists over time, the patient should have investi-
gations to rule out cholestatic or infiltrative liver
disease. Initially this would include an ultra-
sound (to rule out biliary duct dilatation and
liver mass/obstruction) and serologic tests for
antimitochondrial antibodies (to rule out prima-
ry biliary cirrhosis). A finding of bile duct dilata-
tion or choledocholithiasis may require an
endoscopic retrograde cholangiopancreatog-
raphy or MRCP to further investigate, but this is
not common without a subsequent increase in
bilirubin levels.

If the increase in alkaline phosphatase is
persistent, the patient can be managed con-
servatively if:

1. The patient remains asymptomatic
2. The initial investigations are negative
3. The other liver tests are normal

Reference
1. Pratt DS, Kaplan MM: Evaluation of Abnormal Liver-enzyme Results in

Asymptomatic Patients. N Engl J Med 2000; 342(17):1266–1271.

Answered by: Dr. Richmond Sy
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As many as 10% of the general population
claims to be allergic to penicillin. In reality, less
than 1% have an IgE-mediated reaction to
penicillin. In addition, the prevalence of IgE-
mediated penicillin allergy, the type of allergy
that can involve life-threatening anaphylaxis,
appears to have declined over the last two
decades based on the rate of positive penicillin
skin tests.1

Truly allergic reactions occur in 0.004% to
0.015% of penicillin courses — most often in
adults between the ages of 20 and 49 years.
Immediate reactions are more common in par-
enteral administration. Therefore, children are
at very low risk of a serious IgE-mediated aller-
gy to penicillin.2 A variety of infections
create an inflammatory response that can
enhance delayed forms of drug reactions.
These include rashes that are associated with
many common childhood infections, such
as coxsackie virus, echovirus, and many oth-
ers. Therefore, patients who take penicillin

for infections and develop a rash should not
automatically be labelled with penicillin allergy;
they may require further investigation.

The time elapsed since the last reaction is
important, because penicillin-specific IgE anti-
bodies decrease over time, and, therefore,
patients with recent reactions are more likely to
be allergic than patients with distant reactions.
About 50% of patients with IgE-mediated peni-
cillin allergy will lose their sensitivity five years
after their last reaction, and 80% of patients
with IgE-mediated penicillin allergy will lose
their sensitivity after 10 years.3

References
1. Jost BC,Wedner HJ, Bloomberg GR: Elective Penicillin Skin Testing in a

Pediatric Outpatient Setting. Ann Allergy Asthma Immunol 2006;
97(6):807–812.

2. Macy E, Schatz M, Lin C, et al:The Falling Rate of Positive Penicillin Skin
Tests from 1995 to 2007. Perm J 2009; 13(2):12–18.

3. Blanca M, Torres MJ, García JJ, et al: Natural Evolution of Skin Test
Sensitivity in Patients Allergic to Beta-lactam Antibiotics. J Allergy Clin
Immunol 1999; 103(5 Part 1):918–924.

Answered by: Dr. Tom Gerstner

Outgrowing Allergies

Can children “outgrow” an allergy to penicillin, as is the case with peanut
allergies?
Submitted by: M. D’Souza, MD, London, Ontario

?
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Sleep Deprived vs. Regular Electroencephalogram

What are the indications to order a “sleep deprived” vs. a “regular”
electroencephalogram (EEG)?

Submitted by: Roshan Dheda, MD, Bradford, Ontario

?
Only about 20 to 50% of patients who actually
have epilepsy show interictal discharges on the
first routine EEG. In the rest of patients (50 to
80%), routine EEG remains without any interic-
tal discharges and reports as “normal.”

Therefore, there remains a need to further
enhance the yield of first routine EEG by meth-
ods such as repeating the routine EEG, obtain-
ing the prolonged ambulatory EEG, and sleep
deprivation. Sleep deprivation is, thus, used to
enhance the yield of the first routine normal
EEG.

Only a few studies have been done compar-
ing various activation methods, such as maxi-
mizing the incidence of sleep in routine EEG,
partial sleep deprivation, simple repetition of
the routine EEG, or prolonged ambulatory EEG
monitoring. Previous studies, however, have
shown the activating effect of sleep deprivation
to be superior to the effect of sleep.

One review in 1984 affirmed a substantial
activating effect of both sleep and sleep depri-
vation on interictal epileptic discharges.
Another study showed an additional yield of
about 25% for sedated sleep and 30% for
sleep deprivation upon a baseline incidence of
only 25% in routine EEG.1,2

The activating effect of sleep deprivation is
greater in children; although, it is seen in all
ages. However, it remains the same irrespec-
tive of the type of seizures (i.e., both general-
ized and partial seizures) or whether or not the
patient is on antiepileptic medication.

References
1. Ellingson RJ,Wilken K, Bennet DR: Efficacy of Sleep Deprivation as an

Activation Procedure in Eplepsy Patients. J Clin Neurophysiol 1984;
1(1): 83–101.

2. Rowan AJ, Veldhuisen RJ, Nagelkerke NJD: Comparative Evaluation of
Sleep Depreivation and Sedated Sleep EEGs as Diagnostic Aids in
Eilepsy. Electroencephalogr Clin Neurophysiol 1982; 54(4): 357–364.

Answered by: Dr. Abdul Qayyum Rana
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Identifying Patients with Drug-eluting Stents

Is there any way of identifying patients who have had drug-eluting stents, as
opposed to having had bare-metal stents, if this information is not given?

Submitted by: Lester Affoo, MD, Alliston, Ontario
?

It is very important to know whether a patient
has a bare-metal stent or a drug-eluting stent in
order to determine the duration of clopidogrel
therapy. Bare-metal stents endothelialize more
quickly, and clopidogrel can be discontinued
after four weeks. Drug-eluting stents are impreg-
nated with a drug that inhibits cell proliferation;
therefore, endothelialization occurs more slowly.
Clopidogrel is recommended for one year after
drug-eluting stent deployment to decrease the
risk of late stent thrombosis. Unfortunately, there

is no way of identifying the type of stent from a
chest x-ray. The records of the percutaneous
coronary intervention need to be obtained. It
would be advisable to provide all patients with a
copy of their most recent coronary angiogram
and any percutaneous coronary intervention
procedures so this information is readily acces-
sible to any physicians involved in their care.

Answered by: Dr. Bibiana Cujec

Although the exact pathophysiology of restless
legs syndrome (RLS) is unknown, it is believed to
be associated with central dopaminergic dysfunc-
tion. Dopamine agonists and levodopa significant-
ly improve the symptoms of RLS, whereas drugs
that block the dopaminergic system cause aggra-
vation of symptoms of RLS.

Recently there have been many reports of
Restless legs syndrome being caused by
neuroleptics. Several antipsychotics, such as
olanzapine, have been implicated in its causation.
Like other disorders caused by neuroleptic

medications, the first step in treatment is reduction
of dosage or cessation of neuroleptic medication.
In the majority of cases, the symptoms RLS sig-
nificantly improve; however, in refractory cases,
dopaminergic medications can be used provided
there are no contraindications to their use. Drug-
induced restless legs syndrome generally resolves
when the dose is reduced or the offending agent
is withdrawn.

Answered by: Dr. Abdul Qayyum Rana

Restless Legs Syndrome and Neuroleptics

What is the recommended treatment for restless legs in a patient on
neuroleptics?
Submitted by: Atul K. Mehra, MD, Coquitlam, British Columbia

?



Experts on Call

Treatment for Facial Seborrheic Dermatitis

What is the best treatment for facial seborrheic dermatitis (wintertime)?
Submitted by: Marc F. Mony, MD, Rimouski, Québec?

The exact cause of seborrheic dermatitis is
unknown; therefore, it can not be cured but is
usually easily controlled with treatment.

Treatments that can usually control seborrhe-
ic dermatitis (either winter or summer) target
either inflammation or Malassezia yeasts, which
are felt to play a role in the etiology of seborrheic
dermatitis.

Treatments targeting the inflammation include
using 1% hydrocortisone acetate cream b.i.d. or
pimecrolimus 1% cream b.i.d. Additionally, 2%
ketoconazole cream b.i.d. targets the Malassezia
yeasts and is usually also very effective in con-
trolling facial seborrheic dermatitis.

Answered by: Dr. Richard Haber
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Usually, acanthosis nigricans is associated with
insulin resistance. Treatment of the underlying dis-
ease, namely weight reduction and treatment of
Cushing’s syndrome, hypothyroidism, and the
underlying malignancy (if present), improves the
skin condition. The evidence for metformin in
improving this skin condition is very weak. The

thickening of the skin in this disorder is associated
with obesity and can be treated with keratolytic
preparations, such as topical retinoids. If the skin
is very thick with a bad odour, antibacterial soaps
and topical antibiotics may help.

Answered by: Dr. Ally Prebtani

Metformin for Acanthosis Nigricans

Does metformin decrease acanthosis nigricans in patients with polycystic ovarian
syndrome?
Submitted by: Charles Lynde, MD, Markham, Ontario

?

Prioritizing Risk Factors for Vascular Events

What is most important to treat: an elevated C-reactive protein (CRP) or LDL?
Submitted by: Stefan Mulder, MD, Windsor, Ontario?

Elevated levels of both LDL cholesterol and C-
reactive protein (CRP) are associated with
increased risk of myocardial infarction. Drugs
that lower CRP include statins, β-blockers, and
thiazolidinediones (rosiglitazone and pioglita-
zone). There is no drug currently available that
selectively lowers CRP, and, therefore, we do not
have any evidence that lowering CRP in isolation
has beneficial effects. The Justification for the
Use of Statins in Primary Prevention: An
Intervention Trial Evaluating Rosuvastatin
(JUPITER) study was a randomized controlled
study to determine whether rosuvastatin 20 mg
q.d. can lower cardiovascular events in patients
with high CRP (≥ 2.0 mg/L) and “normal” LDL
levels (< 3.4 mmol/L). In this study of primary
prevention of coronary artery disease (CAD),

rosuvastatin was beneficial in improving survival
and cardiovascular events. The main focus for
both primary and secondary prevention of vas-
cular events should be lowering LDL cholesterol.
In patients at intermediate risk of CAD (10 to 20%
risk over 10 years), an elevated CRP may be an
indication to start statin therapy. Fortunately,
statins, which are the most effective drugs for
lowering LDL cholesterol, also lower C-reactive
protein.

Reference
1. Mora S, Ridker PM: Justification for the Use of Statins in Primary

Prevention: An Intervention Trial Evaluating Rosuvastatin (JUPITER) —
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Continuous Macrolide Antibiotics and COPD

What is the role of continuous prophylactic macrolide antibiotics in COPD? Is
there a substitute if there are allergies to macrolide?
Submitted by: Tarek Hawegi, MD, St. Lawrence, Newfoundland

?
Chronic obstructive pulmonary disease (COPD)
is a chronic inflammatory lung disease associ-
ated with dyspnea, cough, sputum production,
exercise intolerance, hyperinflation and expira-
tory airflow obstruction, and recurrent exacer-
bations.1 A number of interventions are recom-
mended to prevent exacerbations of COPD,
including smoking cessation, vaccinations (i.e.,
pneumococcal and yearly influenza), and
appropriate use of inhaled and oral COPD
medications.1

Continuous use of prophylactic antibiotics in
COPD has been studied with mixed results.
Older studies, largely investigating continuous
penicillins or tetracyclines, showed no benefit.2

Recent trials with macrolide antibiotics have
been more encouraging. A randomized clinical
trial of azithromycin (250 mg q.d.) versus place-
bo added to usual care for one year in 1,142
subjects with COPD and a history of severe
COPD exacerbation in the previous year was
recently published.3 There was a significant

benefit in terms of delaying the occurence of
the first exacerbation, exacerbation rate, and
health-related quality of life in the group taking
azithromycin versus placebo. However, hearing
decrements were more common in the
azithromycin group. The longer-term impact on
microbial flora and antibiotic resistance pat-
terns is unknown.

At present, there is insufficient evidence to
recommend prophylactic macrolide antibiotics
in COPD. Further studies are required. There is
no evidence that nonmacrolide antibiotics are
beneficial in this clinical setting.
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Treating Chronic Constipation

How do you treat chronic constipation?
Submitted by: I. D'souz, MD, Toronto, Ontario?

A simple definition of constipation is fewer than
three bowel movements per week associated with
straining and hard stools for at least three months.
Although constipation is a common and usually
benign problem, it may be a sign of a systemic
process, such as diabetes, hypothyroidism,
multiple sclerosis, electrolyte disturbances
(hypokalemia, hypercalcemia), systemic sclerosis,
and even malignancy. Common medications,
such as iron, calcium, aluminum-containing
antacids, opioids, calcium channel blockers, and
anticholinergics, can cause constipation and
should be discontinued if possible.

The first step to treating constipation is modifi-
cation of lifestyle and diet. Adequate fibre (25 to
30 g/day) and fluid intake is the cornerstone of
treating constipation. Many patients find relief sim-
ply by taking a spoonful of psyllium fibre mixed
into a glass of water each day. This can be safely
titrated up to three times per day. Colonic motility
is heightened on waking and after meals, so
patients can take advantage of this physiologic
variation by attempting to defecate at those times.

The next step in treatment is adding an oral
non-bulk-forming laxative. Surfactant laxatives,
such as docusate, are safe but minimally effective.
Lactulose and sorbitol are both effective but can
cause a lot of bloating. Polyethylene glycol (PEG)
agents have high success rates and cause less
bloatingwhen comparedwith lactulose or sorbitol.
Stimulant laxatives, such as bisacodyl and senna,
work quickly, but they can cause significant
abdominal cramping, and prolonged use may
result in colonic inertia or a “lazy colon.”

Suppositories, including glycerin and
bisacodyl, are effective at relieving distal fecal
obstruction by liquefying stool locally, thus allow-
ing passage of the obstructed stool in the distal
colon. Enemas work predominantly by distending
the colon, causing powerful peristalsis and evacu-
ation. Although effective, enemas are hard to
administer at home and are generally not conve-
nient long-term options. Patients may need a
combination of oral and rectal therapy to fully
manage their constipation.

If these basic treatments have failed, patients
should be referred to a gastroenterologist for fur-
ther evaluation. Manometry, motility studies, and
colonoscopy may help to identify a cause and
more specific treatment options, including
biofeedback, pharmacologic agents, and surgery.
Small studies have shown fair results with biofeed-
back, but it is expensive and not widely available.
Multiple prokinetic agents have been studied,
including colchicine, misoprostol, and tegaserod,
(no longer available) with mixed results.
Lubiprostone is a new locally acting chloride chan-
nel activator that has been approved for constipa-
tion, but it should be reserved for patients who
have failed other treatments. The final option for
patients who have proven slow colonic transit
causing persistent constipation and who have
failed all other therapies is a subtotal colectomy.

Answered by: Dr. Robert Bailey
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TNF-α and Hidradenitis Suppurativa

How do tumour necrosis factor-α (TNF-α) antagonists act in hidradenitis
suppurativa?

Submitted by: Sylvie Gill, MD, Sorel-Tracy, Québec
?

Hidradenitis suppurativa (HS) is a chronic idio-
pathic inflammatory condition of the skin, usu-
ally occurring in the flexural areas, including the
axillae, inframammary and inguinal folds, as
well as on the perineal area and buttocks. It is
characterized by the development of inflamma-
tory nodules, abscesses, sinus tracts, and
scarring.

HS is extremely difficult to treat. Although
not approved for use in HS, TNF-α antagonists
have been used off label and have been shown
to improve HS. The rationale for using these
biologic agents is based on cases of HS with
simultaneous Crohn’s disease in which treat-
ment with TNF-α antagonists, given for the
Crohn’s disease, dramatically improved the HS
symptoms and lesions as well.

An in vivo study of serum TNF-α levels
in HS found that HS patients had statistically

significant elevated levels versus health con-
trols. However, levels did not correlate with the
severity of the HS. As TNF-α may mediate HS-
associated keratinocyte proliferation, and
because increase hyperkeratinization and the
earliest lesion of HS is felt to be blockage of the
hair follicle due to hypercornification of the fol-
licular infundibulum, this also gives a rationale
for use of TNF-α antagonists in HS.

Small double-blind placebo-controlled ran-
domized trials have been done in HS with etan-
ercept, adalimumab, and infliximab (all TNF-α
antagonists). Etanercept was not found to be
helpful in treating HS in a randomized con-
trolled trial. However, adalimumab and inflix-
imab were both found to significantly decrease
HS severity.
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Managing Gallbladder Polyps

What do you do with a gallbladder polyp? How do you follow it? Carcinoma
changes?

Submitted by: Val Martinho, MD, Ottawa, Ontario

?
The issue of the management of gallbladder
polyps is an important one for two reasons.
First, gallbladder polyps are a relatively com-
mon finding, occurring in around 5% of the
population. Second, while the majority of gall-
bladder polyps are entirely benign, some
polyps may be premalignant adenomas with
the potential to progress to gallbladder cancer
and, thus, require excision. However, as the
incidence of gallbladder cancer is quite low, it
is vital to determine which polyps require
surgery and which can be safely monitored.
The main feature that has been found to have
prognostic value in assessing gallbladder
polyps is size, and therefore, the management
of these lesions is determined largely by their
size (usually on ultrasound). The malignant
potential is highest in polyps larger than 1 cm,
and these should be removed via a standard
laparoscopic cholecystectomy. Other indica-
tions for resectioning are polyps associated

with stones and symptomatic polyps.
Conversely, polyps less than 1 cm almost never
progress to carcinoma and therefore do not
require therapy. The current standard of care
has been to follow polyps smaller than 1 cm by
serial ultrasound, with surgery indicated for any
polyps that increase in size. However, multiple
studies have found that these lesions do not
progress to become malignant or even cause
symptoms, and thus, the role of serial ultra-
sound has been questioned.
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ICU myopathy alone, or in combination with
critical illness neuropathy, is a common compli-
cation of critical illnesses. Sepsis and multi-
organ failure can predispose a patient to the
neuropathy, whereas conditions such as pneu-
monia, asthma, lung or liver transplantation,
and simultaneous use of high-dose intravenous
corticosteroids as well as non-depolarizing
neuromuscular blocking agents may lead to
myopathy. ICU myopathy is associated with
increased mortality, severe weakness, prolong-
ed mechanical ventilation, and the need for
extensive rehabilitation. It may leave patients
with persistent functional disability. The mor-
bidity and mortality of ICU myopathy can be
improved by providing proper and intensive
care during hospitalization. The weakness seen
with steroid myopathy typically resolves after

the corticosteroid dose is reduced or discontin-
ued; although, recovery can still take several
months.
Osteoporosis, a comorbidity with steroid

myopathy, can result from the corticosteroid
use as well as decreased mobility. Joint con-
tractures, pressure ulcers, and DVT also lead
to a poor prognosis. Aggressive treatment
and cautious use of neuromuscular blocking
agents and corticosteroids are important for
better prognosis. Overall, the prognosis of ICU
myopathy depends upon the severity of the
underlying condition and the age of the patient.
Younger patients with status asthmaticus are
considered to have a better prognosis, with
recovery in two to three months.

Answered by: Dr. Abdul Qayyum Rana

Prognostic Features of ICU Myopathy

What are the prognostic features of ICU myopathy?
Submitted by: Vesna Page, MD, Mississauga, Ontario?

Dx

50 The Canadian Journal of Diagnosis / March 2012

Experts on Call


