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forced expiratory volume in 1 s (FEV1)
and the age-related rate of decline in
FEV1, we did not deem necessary an
attempt to show a favourable impact of
quitting smoking on lung function.

García-Río and colleagues refer to
proof that administration of a
dopaminergic antagonist restored the
depressed carotid-body response to
hypoxia and hypercapnia of patients
with COPD and other diseases, whereas
administration of a dopamine agonist
worsened chemosensitivity.5 However,
the researchers they cite studied only
patients with the obstructive sleep
apnoea syndrome and administered a
dopaminergic antagonist, but not a
dopamine agonist.
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occurring in the first 8 weeks.3 In that
study, patients with a known
predisposition to seizures were
excluded, as they were in Tashkin and
colleagues’ study, and in neither study
was the prescribing of theophylline or
oral corticosteroids allowed, both of
which can lower seizure threshold. 

Attention has been given to the
potentially important interactions that
bupropion may have with other
medication.4,5 In half the reports of
seizure to the Committee on Safety 
of Medicines, individuals had history of
seizure or risk factors for seizure. The
safety profile of a drug cannot be fully
assessed within a clinical trial and
experience of the drug in normal clinical
circumstances, where prescribing is not
restricted to a group at low risk of
adverse effects, is essential.
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Sir—I disagree with C Silagy and 
N Formica in their May 19
commentary1—more placebo-controlled
trials of bupropion are necessary.

To date we know that bupropion is
better than placebo and better than
transdermal nicotine in smokers in the
general population recruited to a study
by advertisements in the media. We also
know that the drug is better than
placebo in similarly recruited smokers
with chronic bronchitis and emphy-
sema who were followed up for 
6 months.2

However, we do not yet know its
effect at 1 year and beyond in patients
with smoking-related diseases who are
advised at clinical consultation with their
family physician or hospital doctor to
stop smoking and are prescribed
bupropion, supported by counselling.
There is good reason to postulate that
such groups might respond differently
from the populations studied by Hurt
and colleagues,3 Jorenby and colleagues,4

and Tashkin and colleagues.2 In such
patients, motivation to stop smoking

Sir—D Tashkin and colleagues1 report
no seizures with bupropion, although
the product information for this drug
describes a seizure rate of 0·1% (one per
1000). They conclude that bupropion
was well tolerated and has a favourable
safety profile. 

Given that only 204 patients received
bupropion, no seizure was expected to
occur. Clinical trials cannot define
uncommon, but important, adverse
effects of medicines. If n patients are
treated, and none have a specified
adverse event, we can be 95% sure that
the true incidence of that adverse effect
is between none per n and three per n.2

In Tashkin and colleagues’ study, an
adverse event with a frequency of 14 per
1000 treated patients could have evaded
detection.

The frequency of seizures in an open-
label study of bupropion was 0·1% at
1 year, with more than half of the cases

differs from that in the volunteers
recruited to those trials. Motivation is as
much a key to success as are support
and pharmacotherapy.
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Extrapulmonary
tuberculosis

Sir—Anthony Harries and colleagues
(May 12, p 1519)1 mention extra-
pulmonary tuberculosis in relation to
deaths from tuberculosis in sub-Saharan
Africa, but do not explicitly discuss 
what may be the most common 
cause of death from tuberculosis in 
countries with a high incidence of 
HIV-1: bacteraemic or disseminated
tuberculosis.

During a study to detect disseminated
Mycobacterium avium in Kenya, we did
mycobacterial blood cultures on 48
patients in hospital judged by their
clinicians to have terminal AIDS, and
detected M tuberculosis bacteraemia in
11 (23%).2

The table summarises selected
subsequent studies from less-developed
countries in which disseminated
tuberculosis has been detected in
10–23% of HIV-1-infected adults
admitted to hospital with fever or
symptoms of advanced AIDS. Median
and mean CD-cell counts have ranged
from 15 cells/�L to 114 cells/�L, and
in-hospital mortality has been 25–45%.4

Some patients with disseminated
tuberculosis have evidence of
concomitant pulmonary tuberculosis,
but up to 55% have only fever and other
non-specific signs, and are currently
detectable only with mycobacterial
blood cultures. Studies on treatment are
limited and data on the protective role
of childhood BCG immunisation are
conflicting. We have postulated that
primary infection with M tuberculosis in
advanced AIDS is a risk factor for
disseminated tuberculosis.

When disseminated M avium in
AIDS was first recognised in more-
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developed countries, it was deemed a
terminal complication and was not 
a priority for clinical research. Workers
in subsequent studies on the treatment
and prevention of disseminated M
avium showed an improvement in
survival, and mortality from this
opportunistic infection has been
virtually eliminated in the more-
developed world. Similar attention
should be focused on disseminated M
tuberculosis disease in less-developed
countries.

In sub-Saharan Africa, one can
predict that among 100 adults admitted
to hospital with apparent terminal
AIDS, 10–25% actually have potentially
treatable disseminated tuberculosis.
Important research priorities for
disseminated tuberculosis include:
identification of the role of primary
infection compared with reactivation in
pathogenesis; development of rapid and
economic diagnostic tests that are
practical for less-developed countries;
assessment of the efficacy of treatment;
and development of prevention
strategies based on chemoprophylaxis or
immunisation.
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Smoking cessation and
major depression

Sir—Interest has been renewed into
the association between cigarette
smoking and psychiatric illnesses, as
shown by Alexander Glassman and
colleagues’ report (June 16, p 1929)1

of smokers with a history of major
depressive disorder. Those who
achieved abstinence had a significantly
higher risk of developing a new
depressive episode. Despite 24% of the
initial study group being lost to follow-
up, these workers provide new and
important evidence into the link
between smoking and psychiatric
illnesses.

We wish to make the following
observations. It is not uncommon to
encounter individuals, who have long
histories of psychiatric illnesses and
nicotine dependence, relapsing after
abrupt cessation of smoking. Although
many earlier studies focused on the
relation between smoking and
schizophrenia, thought to be due to
nicotine cholinergic dysfunction,2 data
reveal a link between smoking and
major depressive disorder, bipolar
mood disorder,2 and severity of
psychotic symptoms associated with
bipolar disorder,3 and suggest that
nicotine abstinence might be a
common mechanism underlying the
relapse process of mental illnesses. 

Dopamine transmission has been
implicated in much of the recent data
as a common link between
schizophrenia, bipolar disorder, and
smoking and nicotine addiction,2

supported clinically by the successful
use of bupropion, a dopamine-uptake
inhibitor, for smoking cessation. 

In view of these reasons patients
with any psychiatric illness, not
necessarily those with major depressive
disorder, should be judged at a higher
risk of relapse after abstinence from
cigarette smoking than before. 

Although our understanding of the
pathophysiological processes linking
cigarette smoking and psychiatric
illnesses remains limited, we suggest
that treating clinicians should not be

too enthusiastic in encouraging
smoking cessation in psychiatric
patients, and that if patients wish to
stop smoking, they should be more
closely monitored, as outpatients, than
non-psychiatric patients during the
initial period of abstinence. 
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Studies site Year n Criteria Rates Comment

Kenya2 1995 48 Hospital admission, 23% Patients judged to have
advanced AIDS terminal AIDS; mean

CD4 count 15 cells/�L
Tanzania4 1998 282 Hospital admission, 20% 38% had no sign or

fever symptoms of respiratory 
involvement

Malawi 1999 255 Hospital admission, 10% 55% had no evidence for
Thailand3 fever pulmonary tuberculosis
Zambia5 2001 344 Hospital admission, 11% Rate in BCG-immunised

advanced AIDS children 1%

Rates of disseminated tuberculosis among HIV-1 positive adults in less-developed
countries (selected studies)

Sir—Alexander Glassman and
colleagues1 note that smokers with a
history of major depression who
stopped smoking were seven times
more likely to have a recurrence of
major depression than people who
continued to smoke. We report an
unusual relation between depression
and smoking behaviour.2

We assessed 43 people for changes
in nicotine abuse behaviour on
developing major depression. 18
(42%) stopped or reduced their
tobacco intake after developing
depression. 13 (30%)  individuals
increased tobacco abuse on developing
depression. Patients who had been
depressed for longer periods or had
been abusing tobacco for a longer
duration were more likely to stop or
reduce the abuse than those who had a
shorter history of depression or had
been abusing tobacco for less than 1
year.

This finding defies the well known
increase in smoking on development of
depression.3–5 Probable reasons for this
unusual finding are pressures from
family, the media’s highlighting of the
risks of smoking, or a cross-cultural
variation, which need to be
investigated.
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