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Neglected conditions 

Neuroendocrine tumours: The day
after the third annual Worldwide NET
(neuroendocrine tumour) Cancer
Awareness Day, Kelsall1 pointed out the
multiplication of disease recognition
days in a CMAJ editorial and called for
“articles on neglected conditions that
may benefit from increased attention.”

Despite the recent rise in incidence
of this rare malignancy, patients with
neuroendocrine tumours experience
diagnostic delays of up to seven years
after presentation of initial symptoms.
This delay may be due to rarity, non-
specific symptoms, unknown risk fac-
tors or a lack of awareness among pri-
mary care and specialized physicians.2,3

In Ontario, patients with neuroendo -
crine tumours visited primary care
physicians a median of 14 times before
receiving a diagnosis.3,4 The combina-
tion of slow progression and hormonal
production in advanced neuroendocrine
tumours produces debilitating symp-
toms, which lead to substantial deteri-
oration of quality of life.

Neuroendocrine tumours represent a
rare “chronic cancer” that forces
patients to cope with steady debilita-
tion. Beyond fragmented care, patient
support is compromised because little
information on prognosis and treatment
is available to physicians. Large-scale
analyses of epidemiology, behaviour,
and health care delivery and utilization
surrounding neuroendocrine tumours
are paramount to patients and physi-
cians in terms of timely diagnosis and
delivery of effective therapies.

Neuroendocrine tumours must cease
to be a diagnosis of exclusion that is
established after years of investigation.
We strongly believe that research is
desperately needed to create targeted
programs to raise awareness in the
medical community and to improve
outcomes and physician and patient
experience. A comprehensive review
of the current knowledge surrounding
neuroendocrine tumours is the first
step. It is often said that when hearing
hoofbeats, one should think horses,

not zebras ... but sometimes one is not
far from the Serengeti and has to know
about zebras.
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Sickle cell disease: In response to the
CMAJ editorial on neglected diseases,1

I would like to draw attention to sickle
cell disease.

Now is an exciting time to be
involved in both the research of sickle
cell disease and the care of individuals
with the disease. With changes in pat-
terns of immigration, this condition is
becoming more prevalent across all
regions of Canada. In recent years, a dra-
matic increase in the understanding of
the associated pathophysiology and
genetics has led to excellent childhood
interventions that have a substantial
impact on morbidity and mortality. With
the use of penicillin prophylaxis and
childhood immunization, sickle cell dis-
ease has become a lifelong disorder
rather than an indicator of early child-
hood death. Blood transfusions have
effectively combatted the high preva-
lence of stroke in children with sickle
cell disease, thereby reducing disabilities.

These successes bring new chal-
lenges. All medical practitioners in
Canada — regardless of their geo-
graphic location and working environ-
ment (e.g., emergency department,
family medical office, hospital) —
must be aware of sickle cell disease and
be willing and competent to participate
in the management of affected individ-
uals. This single gene blood disorder is
now considered a phenotypically vari-
able, multisystem disease caused by
chronic ischemia-reperfusion injury
and vascular endothelial remodelling.
As such, it is an ideal disease to facili-
tate research across various medical
specialties and a breadth of basic sci-
ence realms in an era of collaboration
and discovery. Its genetic basis also
permits next generation genomics to
further enable future progress and
understanding.

The Canadian Haemoglobinopathy
Association is composed of a multidis-
ciplinary group of health care providers
dedicated to the advancement of sickle
cell disease in Canada. We will issue
the first Canadian standards for the care
of affected patients in Canada. This is
an opportunity to educate the wider
health care community about this
chronic multisystem blood disorder. I
encourage CMAJ to join us in this
work.

Richard Ward MD
Hematologist, University Health Network
and University of Toronto, Toronto, Ont.
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Cardiac tumours: I would like to
commend Kelsall’s1 initiative to dis-
seminate knowledge on rare diseases.
The initiative will certainly help iden-
tify, stimulate, coordinate and support
research, which could benefit patients
who have any one of the nearly 6800
known rare diseases.

I would like to draw attention to
tumours of the heart. Primary cardiac



tumours represent only 25% of all car-
diac tumours. The most prevalent are
metastatic cardiac tumours and pseudo-
tumors. Estimated frequency of primary
tumours of the heart ranges from
0.0017% to 0.33%.2 Seventy-five per-
cent of primary cardiac tumours are
benign. Myxomas account for nearly
half of them. Primary malignant cardiac
tumours are predominantly sarcomas.2

Since noninvasive diagnostic modal-
ities have become more sensitive, there
has been marked increase in the num-
ber of patients who receive diagnoses.

Presenting symptoms, treatment
options and prognosis are largely con-
trolled by the anatomic location of the
tumour. Tumours of the heart are
known to be great mimickers.2,3 Most
patients with malignant cardiac tumour
die within one year of initial diagnosis,
either because of the often asympto-
matic presentation of cardiac tumours
until advanced disease or because of a
low index of suspicion on the part of
the physician. The survival rates for
extracardiac malignancies have
improved substantially. Meanwhile, the
prognosis in cardiac malignancies is
still dismal. Median survival for
patients with cardiac sarcomas is 6
months, and 93 months for those with
noncardiac sarcomas. Patients with pri-
mary cardiac sarcomas who undergo
surgical resection have a median sur-
vival of 12 months. Patients who
undergo only palliative chemotherapy
have a median survival of one month.4

Management options for cardiac
tumours include surgery, neoadjuvant
and adjuvant chemotherapy. Surgical
resection is the treatment of choice.5 In
the case of inoperable disease (i.e.,
unresectable tumour, presence of
metastases) palliative chemotherapy
should be offered, although in some
cases, palliative surgical debulking may
be undertaken to relieve rapidly pro-
gressing symptoms. Younger patients
with no metastatic disease may be con-
sidered suitable candidates for ortho-
topic heart transplant.4

Bartosz Hudzik MD PhD, Lech Polonski
MD PhD
Third Department of Cardiology, Silesian
Center for Heart Diseases, Medical
University of Silesia, Zabrze, Poland
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Oculopharyngeal muscular dys -
trophy: Oculopharyngeal muscular
dystrophy (OPMD, OMIM 164300) fits
the description of a neglected condition
as described in the CMAJ editorial by
Kelsall.1

This condition has escaped attention
in many medical school and resident
teaching curricula despite having an
unusually high prevalence in those with
Quebec French–Canadian ancestry. This
is due to a founder effect. A mutant trin-
ucleotide repeat expansion allele was
introduced by three emigrant French sis-
ters in 1648.2 The most common disease
manifestations are dysphagia, ptosis and
limb weakness, with symptoms usually
appearing in the fifth decade. The dis-
ease often goes undiagnosed when refer-
ral for dysphagia, which can be severe,
is made. A label of myasthenia gravis is
occasionally incorrectly applied as well.
Treatment can be difficult, but is avail-
able for both dysphagia and ptosis.
Counselling patients on the hereditary
nature of this condition (autosomal dom-
inant) frequently results in identification
of additional affected family members.

Greater awareness would improve
diagnosis and mitigate the unnecessary
investigation that frequently occurs,
including repeated upper endoscopy. A
Scottish study showed a 3-to-20-year
delay from symptom onset to diagno-
sis, with a quarter of patients with dys-
phagia having undergone a decade of
investigation and treatment for pharyn-
geal problems.3 The findings are con-
gruent with the experience shared by
many who manage these patients.
Because patients of Quebec French–
Canadian ancestry represent one of the
world’s most prevalent OPMD carrier
groups, this disease should receive
more attention in our country.

Michel J. Belliveau MD, Martin W. ten
Hove MD MEng
Fellow, Department of Ophthalmology and
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Professor and Chair, Department of
Ophthalmology (ten Hove), Queen’s
University, Kingston, Ont.
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Author’s affiliation in Mar. 4, 2014, issue

In the CMAJ article “The association between ownership of common house-
hold devices and obesity and diabetes in high, middle and low income coun-
tries,”1 the affiliation for Roya Kelishadi should be “Isfahan Cardiovascular
Research Center, Isfahan Cardiovascular Research Institute, Isfahan University
of Medical Sciences, Isfahan, Iran.
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