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Experts on Call
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Answers to your questions
from our medical experts

Symptoms of Lumbar Spinal Stenosis

What pattern of symptoms should make one suspect lumbar spinal stenosis?
Submitted by: Steve Sullivan, MD, Victoria, British Columbia?

Painful sensations in the legs, which start with
walking and decrease with rest, are character-
istic of lumbar spinal stenosis. These symp-
toms improve with sitting or leaning forward.
Prolonged standing and bending backwards
can worsen the pain. Bending forward increas-
es the space in the spinal canal and vertebral
foramen, decreasing pain, whereas bending
backward decrease that space. Due to pain,
patients are unable to walk for long distances.

Patients report improvement of their symptoms
if they are walking with the support of a walker
or pushing a shopping cart. With time, symp-
toms of lumbar spinal stenosis become worse,
because degenerative disease in the spine
gradually becomes more severe, leading to fur-
ther narrowing of the spinal canal.  

Answered by: Dr. Abdul Qayyum Rana

Managing Solar Lentigo

? How do you manage solar lentigo?

Submitted by: A.J.B Nazareth, MD, Toronto, Ontario

Solar lentigines are pigmented macules that vary
in size from only a few millimeters to greater than
one centimeter in diameter. They are UV induced
and occur in sun exposed areas. Solar lentigines
need to be differentiated from lentigo simplex,
ephelides (freckles), flat seborrheic keratoses, pig-
mented actinic keratoses, and, most importantly,
from lentigo maligna, which are usually larger, sin-
gle lesions with irregular pigmentation. When in
doubt, it is always best to biopsy these lesions to
make a definitive diagnosis.

Therapy for solar lentigines is classified into 
two categories: topical and physical modalities.
Physical therapies include cryotherapy, laser ther-
apy, intense pulsed light, and chemical peels.
Topical therapies include the use of hydroquinone,

tretinoin, adapalene, and a compound containing
mequinol and tretinoin. 

Treatment modalities were assessed by the
Pigmentary Disorders Academy in 2006.1 They
concluded that first line therapy for solar lentigines
was ablative therapy with cryotherapy. Laser ther-
apy was also felt to be an effective treatment. They
concluded that topical therapy with mequinol and
tretinoin, tretinoin alone, and adapalene also had
good supporting evidence. Topical therapy was
also felt to be useful as maintenance therapy after
initial clearing of the lesions.

References
1. Ortonne JP, Pandya AG, Lui H, et al: Treatment of Solar Lentigines. J Am

Acad Dermatol 2006;54(5 Suppl 2):S262–S271.

Answered by: Dr. Richard Haber
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Diet and Diverticulosis

Is there a diet regimen that patients with diverticulosis/itis should follow? What
foods should be avoided (e.g., things with seeds)?
Submitted by: Nathalie Leroux, MD, Fenwick, Ontario

?
Quality studies on dietary interventions to prevent
diverticulosis and its complications are lacking.
Over 40 years ago, Burkitt and Painter suggested
that diverticulosis was the result of low fibre intake
after observing that native Africans with high
dietary fibre intake rarely developed diverticulosis
compared to westerners who consumed far less
fibre.1

Small studies have supported the proposed
link between low fibre diets and diverticulosis.
However, a large cross-sectional study of patients
with asymptomatic diverticulosis found that the
group with the highest dietary fibre intake actually
had a greater prevalence of diverticulosis.2

Although this could suggest that diets high in fibre
do not prevent asymptomatic diverticulosis, there
is evidence to suggest that fibre supplementation
has other beneficial effects. A systematic review
found that fibre supplementation is beneficial in
the treatment of symptomatic uncomplicated
diverticular disease. For the prevention of acute
diverticulitis, the combination of rifaximin and fibre
may be more effective than fibre alone, but due 
to the unavailability of rifaximin, a high number
needed to treat, and limited data, this regimen is
not practical.3

It has long been thought that patients with
diverticulosis should avoid eating foods like nuts,
seeds, and popcorn, because they could lodge in
diverticula, resulting in complications. However,
evidence supporting this notion is completely
lacking. 

In summary, there is a paucity of quality studies
on dietary strategies for the prevention and treat-
ment of diverticulosis/diverticulitis. However,
dietary fibre supplementation is likely beneficial for
the prevention of diverticulosis and its complica-
tions and can therefore be recommended. Dietary
restriction of seeds, nuts, and red meat is not 
warranted. 

References
1. Painter NS, Burkitt DP: Diverticular Disease of the Colon: A Deficiency

Disease of Western Civilization. Br Med J 1971; 2(5759):450–454.
2. Peery AF, Barrett PR, Park D, et al: A High-fiber Diet Does Not Protect

Against Asymptomatic Diverticulosis. Gastroenterology 2012; 142(2):
266–272.

3. Maconi G, Barbara G, Bosetti C, et al: Treatment of Diverticular Disease
of the Colon and Prevention of Acute Diverticulitis: A Systematic
Review. Dis Colon Rectum 2O11; 54(10):1326–1338.

Answered by: Dr. Robert Bailey and
Dr. Melanie Pinchbeck 
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Conventional Aortic Valve Replacement vs. TAVI

Will transcatheter aortic valve implantation (TAVI) replace conventional aortic
valve replacement techniques?
Submitted by: Ahmed Ahmed, MD, Halifax, Nova Scotia

?
Surgical aortic valve replacement is currently
the gold standard treatment for severe sympto-
matic aortic stenosis. TAVI is indicated in
patients with severe, symptomatic, calcific
stenosis of a trileaflet aortic valve who have 
a high surgical risk.1 Complications of 
TAVI include increased risk of stroke com-
pared to surgical aortic valve replacement
(AVR), vascular complications, and peri-valvu-
lar aortic regurgitation. The Placement AoRTic
TraNscathetER Valve (PARTNER) trial random-
ized high-risk patients to either TAVI or surgical
AVR and found no mortality difference at one
year (25% mortality); however, major strokes
were higher in the TAVI group (3.8% versus
2.1% at 30 days), and there were more vascu-
lar complications in the TAVI group (11% ver-
sus 3.2%).2

As the technique improves, TAVI may even-
tually replace surgical AVR in patients with aor-
tic stenosis who do not require any other surgi-
cal procedures, such as coronary artery bypass
grafting or aortic root replacement. TAVI is not
appropriate for patients with severe aortic
regurgitation, as the available prostheses are
too small for the enlarged aortic annulus that 
is commonly present in patients with aortic
regurgitation.

Reference
1. Holmes DR Jr., Mack MJ, Kaul S, et al: 2012 ACCF/AATS/SCAI/STS

Expert Consensus Document on Transcatheter Aortic Valve
Replacement. Journal of the American College of Cardiology 2012;
doi: 10.1016/j.jacc.2012.01.001.

2. Smith CR, Leon MB, Mack MJ, et al: Transcatheter versus Surgical
Aortic-valve Replacement in High-risk Patients. N Engl J Med 2011;
364(23):2187–2198.

Answered by: Dr. Bibiana Cujec
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Denosumab as a Replacement for Bisphosphonates

Will Denosumab replace bisphosphonates?
Submitted by: Hany Aeta, MD, Ottawa, Ontario?

Denosumab is a fully human recombinant mono-
clonal antibody that binds to the receptor activa-
tor of nuclear factor kB ligand (RANK-L) and
slows bone resorption by inhibiting osteoclast
function and survival. Its effects on bone mineral
density (BMD) are promising.

In the Determining Efficacy: Comparison of
Initiating Denosumab versus alEndronate
(DECIDE) study, postmenopausal women with a
T-score of -2.0 or less (who had not been on
bone modifying drugs for at least three months)
were randomized to receive denosumab or alen-
dronate, and changes in BMD were assessed
after one year. Subjects receiving denosumab
had an increase of 3.5% in mean BMD of the
total hip compared with an increase of 2.6% in
patients who received oral alendronate.1

Another study, the Study of Transitioning from
aleNdronate to Denosumab (STAND) trial, inves-
tigated changes in BMD in postmenopausal
women with low T-scores who were already on
alendronate 70 mg per week for at least six
months. Patients were randomized to switch to
denosumab or continue alendronate. After 12
months, the denosumab group had an increase
of 1.90% in BMD at the total hip compared with
an increase of 1.05% in patients who continued
with oral alendronate. Secondary analyses in
both studies showed greater increases in BMD at
the lumbar spine, femoral neck, one-third radius,
and trochanter for denosumab compared to
alendronate, but these studies were not powered
to assess fracture rate.2

It is important to note that patients were more
adherent in using denosumab, which is a subcu-
taneous injection every six months, compared to
regular oral bisphosphonates, which also have
more immediate side effects. However, the long-
term effects of very low bone turnover with deno-
sumab are still unknown, and absolute fracture
risk is still being assessed in an ongoing 10 year
longitudinal study. In addition, although there are
no worrisome signals to date, denosumab's
effect on RANK-L may have theoretical implica-
tions for increased rates of infection and immune
reactions; these issues will continue to be 
monitored.

Nevertheless, denosumab has been recom-
mended as one of the first line treatments for
postmenopausal osteoporosis and also seems
to be a good alternative for those who are intol-
erant to oral bisphosphonates. However, it will
likely not replace bisphosphonates in the near
future until fracture risk and long-term safety data
is acquired.

References
1. Brown JP, Prince RL, Deal C, et al: Comparison of the Effect of

Denosumab and Alendronate on BMD and Biochemical Markers of
Bone Turnover in Postmenopausal Women with Low Bonemass: A
Randomized, Blinded, Phase 3 Trial. J Bone Miner Res 2009; 24(1):
153–161.

2. Kendler DL, Roux C, Benhamou CL, et al: Effects of Denosumab on
Bone Mineral Density and Bone Turnover in Postmenopausal Women
Transitioning from Alendronate Therapy. J Bone Miner Res 2010; 25(1):
72–81.

Answered by: Dr. Michael Starr
Dr. Alexander Tsoukas
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Significance of a Right Bundle Branch Block

What is the significance of recent development of a right bundle branch block
(RBBB) on ECG in a healthy adult?

Submitted by: Craig Render, MD, Kelowna, British Columbia
?

Right bundle branch block (RBBB) is often
found in patients who do not have any struc-
tural heart disease. In a population of healthy
adults, RBBB is not an independent predictor
of cardiovascular mortality. However, a new
onset of RBBB does warrant consideration of
the development of possible left ventricular

systolic dysfunction or coronary artery disease.
Depending on symptoms, an echocardiogram
and/or stress test may be indicated. The pres-
ence of rate-related RBBB (e.g., during atrial
fibrillation) does not require any investigations.

Answered by: Dr. Bibiana Cujec

Diagnosing a Mycoplasma Infection

How do you confirm suspected mycoplasma infection that is the cause of an
eruption like erythema multiforme or small vessel vasculitis?
Submitted by: Steven Glassman, MD, Ottawa, Ontario

?
Mycoplasma pneumoniae can be a precipitating
factor in cases of erythema multiforme and, more
commonly, Stevens-Johnson syndrome. It would
be extremely unusual for M. pneumoniae to be the
cause of small vessel vasculitis.

If one is considering a diagnosis of M. pneu-
moniae, you would start with a full history and
physical examination. Diagnosis would generally
involve imaging studies and microbiologic assess-
ment. Imaging studies would include chest x-ray
and, if there is a strong suspicion, CT scan of the
chest.

Microbiologic studies would include:

• Culture (usually from nasopharynx, 
oropharynx, or sputum): Culture is 
insensitive and requires 7 to 21 days to
grow. It is positive in 40 to 90% of cases

• Cold agglutinins: This would be positive in
50 to 70% of cases after 7 to 10 days of
infection

• Serology: Most common method of 
diagnosis. Testing includes complement 
fixation (CFT), enzyme linked immunoassay
(EIA), and direct hemagglutination looking
for IgM to M. pneumoniae

• Polymerase chain reaction (PCR) to 
M. pneumoniae: This test is very sensitive
and specific

• DNA probe to M. pneumoniae ribosomal
RNA: This test has 90% sensitivity

Answered by: Dr. Richard Haber
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Work-up for Pruritus

Please review the work-up for pruritus.
Submitted by: Cathy Andrew, MD, Toronto, Ontario?

An approach to pruritus starts with a history of
whether the pruritus is localized or generalized
as well as a full physical examination to deter-
mine if the pruritus is associated with a rash (i.e.,
primary lesions) or excoriations alone.

Assuming the pruritus is generalized, atten-
tion should be paid to the presence of any
icterus, thyromegaly, lymphadenopathy, or
hepatosplenomegaly. From the dermatologic
point of view, one should check for xerosis (the
most common cause of generalized pruritus
without a rash) and dermatographism.

Investigations for generalized pruritus without
primary skin lesions will depend on the results of
the history and physical examination. If any pos-
itive findings are elicited on history or physical
exam, this will lead to more specific targeted
investigations.

My suggestions for investigations for a
patient with no obvious cause of their general-
ized pruritus include:

• CBC with differential
• ESR/CRP
• Serum ferritin
• LFTs, including transaminases, alkaline
phosphatase, bilirubin (total and direct)

• BUN, creatinine, GFR
• TSH
• Serum protein electrophoresis
• Chest x-ray (looking for asymptomatic 
lymphadenopathy or tumour)

Answered by: Dr. Richard Haber
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Fingertip Fissures in Winter

How do you prevent fissures on the tips of the fingers during winter? They
heal as soon as spring comes.

Submitted by: Otto Mann, MD, Dartmouth, Nova Scotia

?
Those annoying and painful fissures are due to
dryness and cracking of the skin, especially on the
fingertips. They are more common in the winter
because of the irritant effect of cold temperatures
on the skin and the low relative humidity in the air,
especially indoors where furnaces are constantly
working.

Prevention of fissuring includes keeping hands
well-moisturized throughout the winter months
and avoiding superimposed irritants, such as cold,
water, and chemical contactants. Having a humid-
ifier connected to the furnace or in a room may be
helpful.

Treatment of fissures includes frequent use of
moisturizers and use of topical corticosteroids or

topical calcineurin inhibitors if there is superim-
posed eczema. Soaking the fingers or hands in
lukewarm water with added oil may help with the
dryness, but moisturizers must still be applied
within a few minutes of the soaks. The fissures can
be sealed to promote healing and decrease pain
with an ethyl cyanoacrylate glue or an octyl cyano-
acrylate glue, which need to be applied carefully (I
would suggest with a toothpick and allowed to dry
completely) to avoid skin to skin contact.

Answered by: Dr. Richard Haber

Re-evaluating Treatment after a Stroke

What is the recommended approach for someone who has a TIA stroke while on
ASA? Should treatment continue as is, switch to clopidogrel, or add clopidogrel?
Submitted by: Edward Howard, MD, Comox, British Columbia

?
If someone had a TIA/stroke while on ASA, it is
important to determine whether he or she was
compliant with ASA or not. Some patients may
not be compliant with ASA when they have a
TIA/stroke. So, the TIA/stroke may not be due to
“aspirin failure” but, rather, “failure to take
aspirin.” If the patient was found to be compliant

with ASA, then, you may switch to clopidogrel
75 mg q.d. Most experts don’t recommend
combing ASA with clopidogrel, unless there is
an indication for coronory artery disease,
because of increased risk of hemorrhage.

Answered by: Dr. Abdul Qayyum Rana
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Many individuals who do not seem obese actually
have a lot of truncal obesity and surprisingly have
a large amount of visceral fat upon imaging. The
definitions of overweight and obese are different
depending on ethnicity, and lower BMI’s in certain
populations have a different significance than in
the Caucasian population. Treatment in general
would be the same, usually initiating with met-
formin if lifestyle changes do not control glucose
levels adequately. A “thinner” type 2 individual
may have a diminished β-cell reserve, and insulin

and other agents may be needed earlier, but, in
general, many agents work just as well, or better,
in the “thinner” type 2 diabetic population.

One must also be careful to ensure that the
patient actually has type 2 diabetes, as an individ-
ual who is older may in fact have type 1 diabetes
presenting at a later age; in that individual, insulin
should be initiated.

Answered by: Dr. Vincent Woo

? Do “thin” type 2 individuals with diabetes differ in treatment and patho physiology
from the “usual” individuals with type 2 diabetes?
Submitted by: Simon Ng, MD, Vancouver, British Columbia

Treating “Thin” Type 2 Diabetics
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MRI technology is one of the few imaging
tools that can acquire high-quality images of
the brain’s soft tissue structures. MRI may be
needed for patients with symptoms of a focal
mass lesion, stroke, infection, cognitive dys-
function, multiple sclerosis, and many other
neurological conditions involving the central
nervous system. However, like most other
imaging tools, MRI is usually used to confirm
or support a suspected diagnosis. In a patient
with intermittent, nonspecific neurological
signs, such as weakness or paresthesia, the
history and physical examination are key fac-
tors in determining whether the symptoms are
of central nervous system origin or not. 

Generally, when patients have involvement
of vision, speech, swallowing, change in level
of consciousness, significant headaches, or

focal deficit on examination, one should
obtain an MRI to aid the diagnostic process.
In patients with symptoms suggestive of
involvement of the peripheral nervous system,
such as carpal tunnel syndrome or peripheral
polyneuropathy, MRI of the brain may not pro-
vide any answers. However, there is no uni-
versal rule or concensus as to when a patient
would benefit from an MRI. Each case should
be assessed individually, and the decision
also depends upon the level of suspicion of
the consulting physician.  

Answered by: Dr. Abdul Qayyum Rana

Guidelines for MRI Use

What guidelines or clinical indications can you use to determine if an MRI would
be useful for patients with intermittent, nonspecific neurological signs (e.g.,
weakness, paresthesia)?
Submitted by: Tena Frizzle, MD, Amherst, Ontario

?
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Causes of Increased Pulse Pressure

What are the causes of increased pulse pressure in elderly hypertensives?
Submitted by: Nafisa Aptekar, MD, Brampton, Ontario?

Systolic pressure increases with each decade of
age; however, diastolic pressure decreases
after the age of 55 years. The pulse pressure is
the difference between the systolic and diastolic
pressures. It increases with age because of
increased aortic stiffness. A stiff aorta increases
systolic pressure and the decrease in aortic
capacitance results in more systolic run-off into
peripheral arterioles, decreasing aortic blood
volume at the beginning of diastole and lower-
ing diastolic pressure.

Increased systolic pressure and a lower dias-
tolic pressure also occur in patients with brady-
cardia, which results in an increased left ven-
tricular stroke volume. Other causes of
increased pulse pressure are increased cardiac
output from anemia, hyperthyroidism, renal fail-
ure, Paget’s disease, arteriovenous fistula, aor-
tic regurgitation, and sepsis.

Answered by: Dr. Bibiana Cujec
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Managing Refractory Wegener’s Vasculitis

In Wegener’s granulomatosis, the standard of
care in treating organ-threatening disease is
administering cyclophosphamide and pulse
steroids (1 g methylprednisolone intravenously
for three days, followed by prednisone 1 mg/kg).

Several randomized controlled trials have
shown a 90% remission rate within six months
of initial immunosuppressive therapy treatment.
However, 10% of patients are refractory to
induction therapy  (progressive pulmonary or
renal disease, and/or new extrarenal manifesta-
tions of vasculitis).

Recently, the Rituximab in ANCA-Associated
Vasculitis (RAVE) trial showed rituximab (and
glucocorticoids) to be equally as effective as
cyclophosphamide in  inducing  remission at 6
and 12 months in both newly diagnosed and
relapsing Wegener’s, but the study did not
include patients who were refractory to
cyclophosphamide in remission induction.1

However, several observational studies have
shown rituximab to be effective in patients

refractory to cyclophosphamide. One such
study of 65 Wegener’s patients who received rit-
uximab recorded complete remission in 75% of
patients and a partial remission in 23% at a
median time of two months.2 Other therapies,
such as mycophenolae mofetil (MMF) and aza-
thioprine, have also been shown to be effective
in small observational studies.  

Even though no randomized control trials
exist in patients refractory to cyclophos-
phamide, rituximab appears to be the best
option when given intravenously at a dose of
375 mg/m2 per week for four weeks.

References
1. Stone JH, Merkel PA,  Spiera R, et al: Rituximab versus

Cyclophosphamide for ANCA-associated Vasculitis. N Engl J Med
2010; 363(3):221–232.

2. Jones RB, Ferraro AJ, Chaudhry AN, et al: A Multicenter Survey 
of Rituximab Therapy for Refractory Antineutrophil Cytoplasmic
Antibody-associated Vasculitis. Arthritis Rheum 2009; 60(7):
2156–2168.

Answered by: Dr. Michael Starr
Dr. Alexander Tsoukas

What is the gold standard for the management of refractory wegner’s vasculitis,
primarily with lung involvement, so far sparing the kidneys?
Submitted by: Mike Marshall, MD, Vancouver, British Columbia

?
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This is a case of biochemical hypothyroidism.
There is controversy about treating this condition.
Most would agree that if the individual is a young
woman who is trying to become pregnant or is
pregnant, levothyroxine should be initiated and
titrated to a low-normal thyroid stimulating hor-
mone (TSH) level. The tendency in other popula-
tions is to treat younger patients and patients with:

• Higher TSH
• A strong family history of hypothyroidism 

or other autoimmune conditions 

• High antibody titres 
• Symptoms compatible with 

hypothyroidism 

All of these factors can be taken into account
prior to initiating treatment, but studies are vague
on the need and benefit of treatment in this 
population.

Answered by: Dr. Vincent Woo

Levothyroxine and High TSH

If TSH is persistently high, but free T4 and free T3 are repeatedly normal, do
you start treating with levothyroxine?
Submitted by: L.N. de Beer, MD, Cobble Hill, British Columbia

?
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Pauci-immune Gastroenteritis

Please discuss pauci-immune gastroenteritis. Does it ever progress to Crohns or
ulcerative colitis?
Submitted by: Peter Lee, MD, New Glasgow, Nova Scotia

?
In 1990, at the World Congress of Gastroenter-
ology, a group of world experts gathered togeth-
er to produce a classification of gastritis. Four
years later, the classification was “tuned up” at a
similar meeting.1 Pauci-immune gastritis was not
mentioned in either of the documents that came
out of these meetings.

Pauci-immune refers to a form of vasculitis
that is associated with minimal evidence of
hypersensitivity as assessed by special histolog-
ical stains. This vasculitis is usually associated
with antineutrophil cytoplasmic antibodies
(ANCA) and is found in uncommon aggressive
diseases, including Wegener’s granulomatosis,
microscopic polyangiitis, and Churg-Strauss
syndrome. These diseases are classified as
small- to medium-vessel vasculitides.  

The best classification to date of these vas-
culitides comes fron The Chapel Hill Consensus
Conference, which defined the antineutrophil
cytoplasmic antibody-associated vasculitides
(there is a very good review in Arthritis and
Rheumatism).2,3

All ANCA-associated vasculitides are very
aggressive and life threatening. Mortality and
morbidity in these uncommon diseases  are  usu-
ally from glomerulonephritis and pulmonary dis-
ease. Gastritis has been found, usually as a
bystander and not part of the clinical problem.
Fortunately, recent changes in therapy for vas-
culitis are changing the prognosis.4 There should
be no worry of progression to Crohn’s disease or
ulcerative colitis. 

Reference
1. Dixon MF, Genta RM, Yardley JH, et al: Classification and Grading of

Gastritis: The Updated Sydney System. International Workshop on the
Histopathology of Gastritis, Huston 1994. Am J Surg Pathol 1996;
20(10):1161–1181.

2. Jennette JC, Falk RJ, Andrassy K, et al: Nomenclature of Systemic
Vasculitides. Proposal of an International Consensus Conference.
Arthritis Rheum 1994; 37(2):187–192.

3. Seo P, Stone J: The Antineutrophil Cytoplasmic Antibody-Associated
Vasculitides. The American Journal of Medicine 2004; 17(1):39–50.

4. Langford CA: Treatment of ANCA-Associated Vasculitis. N Engl J Med
2003; 349(1):3–4.  

Answered by: Dr. Robert Bailey



Experts on Call

Monitoring Hypothyroidism

In a patient with known hypothyroidism, who is receiving hormone
replacement, what are the most appropriate thyroid monitoring indices, and
how often should monitoring take place? Is a T3 necessary?

Submitted by: Arthur William Marcoux, MD, Courtice, Ontario

?
The best test for monitoring for adequate
levothyroxine replacement in primary hypothy-
roidism is the thyroid stimulating hormone
blood test (TSH). Free T4 and free T3 are not
necessary. This should be done at least yearly,
or earlier if the patient becomes pregnant, is on
a medication that may interact or change the
protein binding of levothyroxine (e.g., calcium,

iron, estrogen, etc.), experiences a significant
weight change or illness, or if worsening symp-
toms of thyroid disease present. Also, a repeat
TSH should be done in six weeks if there has
been dose change in levothyroxine.

Answered by: Dr. Ally Prebtani
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Evaluating Hemorrhage Transformation Risk

How do you estimate the risk of hemorrhage transformation after an ischemic
stroke?

Submitted by: Gilbert Wu, MD, Markham, Ontario
?

The risk of hemorrhage transformation after an
ischemic stroke depends upon several factors.
There is a direct relationship between the
extent of cerebral ischemia seen on an initial
CT scan and the volume of hemorrhage trans-
formation. High body temperature within the
first 24 hours after ischemic stroke is also a 
risk factor for hemorrhage transformation in
patients who are not treated with recombinant
tissue plasminogen activator (rt-PA). Lower
total cholesterol and lower LDL cholesterol lev-
els may also be associated with an increased
risk of hemorrhage transformation. The under-
lying mechanism of stroke also plays an impor-
tant role. Hemorrhage transformation is more
common in patients with cardio-embolic stroke
than in patients with a noncardiac cause of
stroke. High blood pressure has been related to
intracranial hemorrhage after rtPA for ischemic
stroke.

Older patients may be at a higher risk of
hemorrhage transformation after rt-PA, as
shown in The National Institute of Neurological

Disorders and stroke rt-PA Study Group
(NINDS) trial, although this association was no
longer significant after multivariable modelling.
This may have resulted from a poor representa-
tive sample, because there were only 22 sec-
ondary intracranial hemorrhage  patients in that
study. The Multicenter Acute Stroke Trial —
Italy (MAST-I), in which the effect of the combi-
nation of streptokinase and ASA was assessed,
showed a higher incidence of secondary
intracranial hemorrhage in patients who had
used ASA before stroke. However, ASA 
was not related to the risk of severe hemor-
rhage transformation in either the European
Cooperative Acute Stroke Study or the NINDS
trial, and, thus, this association needs to be
confirmed independently.1

Reference
1. Larrue V, von Kummer R, Müller A, et al: Risk Factors for Severe

Hemorrhagic Transformation in Ischemic Stroke Patients Treated with
rtPA—A Secondary Analysis of the European-Australasian Acute
Stroke Study. Stroke 2001; 32(2):438–441.

Answered by: Dr. Abdul Qayyum Rana
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Glycemic and blood pressure control, particularly
with ACE inhibitors and ARBs, may reduce
microalbuminuria and delay progression to
macroalbuminuria. Nondihydropyridine calcium
channel blockers (diltiazem and verapamil) may
also be beneficial in decreasing proteinuria. Other
classes of antihypertensive drugs have little or no

antiproteinuric effect and are not specifically used
for renal protection; although, they should be used
as necessary for BP control. 

Answered by: Dr. Bibiana Cujec

? What is the best way to decrease the rise in the urine albumin-to-creatinine
ratio if the patient is already on strict BP and diabetes control and is on an ACE
inhibitor/ARB?
Submitted by: Deepakkumar Patidar, MD, Maple Ridge, British Columbia

Decreasing the Urine Albumin-to-creatinine Ratio
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Position-induced Vertigo

Please discuss possible causes of position-induced vertigo that does not
respond to treatment with Epley manouever?

Submitted by: John Kay, MD, London, Ontario
?

Benign paroxysmal positional vertigo (BPPV)
that does not respond to Epley manoeuvre
may be due to many causes, such as head
injury. Many experts indeed consider head
injury to be one of the most common cause of
BPPV in people older than 50-years-of-age.
Head injury does not have to result from a
direct impact to the head; even an indirect
thrust or whiplash may result in BPPV, which
may not resolve for several months. Vertigo
may also be associated with migraine and is
reported by a significant number of patients
in general neurology clinics. In elderly popula-
tions, degeneration of the vestibular system
is one of the common causes of vertigo, and
it involves the inner ear. Vestibular neuronitis
and Ménière’s disease, though less common,
are still seen quite frequently in general 

neurology practice, and they also result in
vertigo. Surgery and dental work may cause
BPPV in some cases, and the exact cause of
vertigo in these patients remains unknown.
However, BPPV after dental work may be due
to prolonged supine positioning. Medications,
such as gentamicin, although used rarely,
may be another cause of BPPV. In addition,
there are many idiopathic cases of BPPV in
which the cause remains unknown, and the
course of BPPV could be quite frustrating.
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Insulin Pump vs. Multiple Dose Insulin Injections

What are the advantages of the insulin pump vs. multiple dose insulin (MDI)
injections?

Submitted by: M. Krieger, MD, Toronto, Ontario
?

In patients with type 1 diabetes mellitus, there
are studies that show slightly improved A1c (by
0.2 to 0.4%) and, in some patients, less hypo-
glycemia with the insulin pump compared to
MDI. Other benefits include more flexibility and
less variability of glucose levels. Disadvantages

include cost, superficial infections, and pump
failure due to blockage or leakage, which can
lead to diabetic keroacidosis (DKA).
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