
the adverse reactions. However, about
35% of patients overall did not com-
plete the trials.

To determine if rates of adverse re-
actions were higher in clinical practice
than in the literature, we undertook an
independent study to examine adverse
events associated with Zyban for smok-
ing cessation in rural family practice.
The study was carried out in Peace
River, Alta. (population 6500) during
the period April 2001 to February
2002. Patients 18 years of age or older
who received a first-time prescription
of Zyban for smoking cessation were
enrolled and followed prospectively for
2 months. Previous Zyban users, those
who were using Wellbutrin (another
brand of bupropion) and those with an
underlying seizure disorder were ex-
cluded from the study.

We enrolled a total of 39 patients, of
whom 15 (38%) discontinued Zyban
because of adverse reactions. The most
common reasons for discontinuation
were neuropsychiatric symptoms
(tremors, agitation or confusion), in-
somnia and rash. An additional 7 pa-
tients (18%) decreased the dosage from
twice daily to once daily because of ad-
verse reactions. In total, 32 (82%) of
the patients reported at least one ad-
verse reaction (including neuropsychi-
atric symptoms reported by 16, insom-
nia by 12, dry mouth by 9 and rash by
7). Nine patients (23%) required addi-
tional medical care (a total of 10 visits),
and one patient (3%) was admitted to
hospital. Eleven (28%) of the patients
quit smoking, and we are currently de-
termining if those who quit continue to
be nonsmokers. 

Because of the small sample size, the
generalizability of our findings is un-
known. However, they indicate that
rates of discontinuation because of ad-
verse effects may exceed those previ-
ously reported.2,3 Therefore, larger, in-
dependent, community-based studies
are needed. It has been postulated that
less than 10% of all adverse events are
reported.1 To improve this rate, physi-
cians need to be more diligent in re-
porting adverse reactions to the Cana-
dian Adverse Drug Reaction Moni-
toring Programme. Only then can we

obtain a true estimate of adverse reac-
tion rates for medications commonly
prescribed in Canada.
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Graves’ disease in children

Jody Ginsberg’s clinical review1 is ap-
propriate for physicians treating

adults with Graves’ disease, but chil-
dren with this condition may not pre-
sent in the same way as adults, and the
diagnosis and management of the disor-
der differ in several respects between
adults and children.

The clinical findings in children can
be similar to those in adults, often in-
volving multiple systems in a subtle
manner. Most affected children do have
diffuse goitre and ocular signs, but nei-
ther is a common, isolated presenting
complaint.2 Rather, children often pre-
sent with behavioural disturbances such
as decreased attention span, difficulty
concentrating (which leads to poorer
academic performance), hyperactivity,
difficulty sleeping, tachycardia, tremor
and weight loss despite increased ap-
petite.3

As in adults, hyperthyroidism in
youth can be confirmed by measure-

ments of serum thyroid-stimulating
hormone, free thyroxine and tri-
iodothyronine. However, a 24-hour ra-
dioiodine uptake scan is not needed to
elucidate the cause of hyperthyroidism
in young patients because, although
other diagnostic possibilities exist, hy-
perthyroidism in this age group is al-
most always (more than 95% of cases)
related to Graves’ disease.4

The recommendation to consult a
specialist to assist in managing Graves’
disease is mandatory for both adults
and children. However, although the
treatment modalities are similar, there
are variations in choice of first-line
therapy. Most pediatric endocrinolo-
gists currently recommend thionamide
as a first-line treatment.5 Radioactive
iodine has traditionally been used if
major side effects are experienced or if
the hyperthyroidism does not remit af-
ter several years of drug treatment.
However, reliable clinical predictors of
future relapse after medical therapy are
not well established, and radioactive io-
dine is being increasingly used in some
Canadian centres as first-line therapy
for adolescents and for patients who
have trouble adhering to the medica-
tion schedule.6 Although near-total thy-
roidectomy is an effective treatment for
Graves’ disease, it is not recommended
for children. However, lifelong moni-
toring of thyroid function is indicated
for children with this disease because of
the risks of relapse or hypothyroidism.7

Young women must be educated about
the potential for neonatal Graves’ dis-
ease in their own children, even if they
have been definitively treated with ra-
dioactive iodine.
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Costs of prophylactic
resection

In a recent commentary, Steve Mor-
gan and colleagues1 assess the long-

term financial consequences of predic-
tive genetic testing with respect to
subsequent diagnostic and preventive
services. As they note, prophylactic sur-
gical removal of apparently healthy tis-
sue is one option for prevention of
some diseases. Although it has been as-
sumed that such resected tissues are
healthy, they may in fact harbour sig-
nificant histopathologic abnormalities.
Histopathologic studies of specimens
removed prophylactically from 3 sites
(stomach, ovary and colon) illustrate
this phenomenon. 

Pathologic study identified superfi-
cial infiltrates of malignant signet ring
cells in 5 of 5 gastrectomy specimens
from patients who harboured a
germline truncating mutation in the
epithelial cadherin (E-cadherin or
CDH1) gene.2 These malignant cells
escaped detection by routine patho-
logic examination, which usually con-
sists of 10 to 15 histopathologic sec-
tions, and were detected only through
exhaustive histologic sectioning with a
minimum of more than 150 sections.
Similarly, occult carcinoma of the
ovary or fallopian tube was identified

in 5 (13%) of 39 prophylactic salpingo-
oophorectomy specimens from patients
who were positive for germline BRCA.3

Finally, colectomy specimens from pa-
tients with familial risks of colonic can-
cer may harbour subtle neoplastic
changes. In the normal population,
95% of precancerous lesions and early
cancers are polypoid in nature, whereas
in hereditary nonpolyposis colon can-
cer these lesions are flat in 50% of
cases (“flat adenomas”)4 and can be
very difficult to detect. Flat adenomas
and cancers are also characteristic of
some variants of familial adenomatous
polyposis.5

The natural history and clinical sig-
nificance of occult carcinomas from
various anatomic sites are not entirely
known. Depending on the site, the
pathologic detection of an occult carci-
noma may alter or determine postoper-
ative adjuvant therapy, follow-up regi-
mens or patient counselling.

In conclusion, surgical pathologic
examination of prophylactically re-
moved specimens may reveal occult or
minimal lesions. Consequently, such
examination must be included as an
outcome measure in the implementa-
tion of predictive genetic testing pro-
grams. In addition, the detection of
these small or occult lesions often re-
quires intensive effort. The impact of
this effort on work in the surgical
pathology laboratory has received scant
attention in the predictive genetic test-
ing literature,6,7 although pathologists
are warily anticipating an increase in
prophylactic surgery.8
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Corrections

In a recently published paper by
Louise Séguin and colleagues,1 the

second sentence of the Methods sec-
tion should read as follows: “For our
analyses we used cross-sectional data
from the 1998 phase of the Quebec
Longitudinal Study of Child Develop-
ment54 (QLSCD, conducted by Santé
Québec, a division of the Institut de la
statistique du Québec) for a sample of
2223 infants whose mean age was 5
months (range 15–36 weeks), corrected
for gestational age, at the time of the
interview.”
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In figure 2 of the review article on an-
tiphospholipid syndrome,1 the word

“serum” in all occurences should be re-
placed with the word “plasma.”

Reference
1. Hanly JG. Antiphospholipid syndrome: an

overview. CMAJ 2003;168(13):1675-82.

Letters

CMAJ • JULY 22, 2003; 169 (2) 105


