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carcinogens. The list of suspected carcinogens is larger.
Much of the suspicion is based on animal studies and in
the case of some widely used materials such as cadmium,
ethylene oxide and the organochlorine pesticides, the
evidence is persuasive. In the case of dioxin, a potential
carcinogen that evokes as much alarm as does ionizing
radiation (an established carcinogen) the evidence is less
convincing. It is possible that dioxin exposure may be less
serious from the viewpoint of carcinogenesis than was
once thought, but observations are still within the latency
period and it is latency that bedevils the assessment of
potential carcinogens.

The topics mentioned in this brief commentary are only
some of those discussed by Cullen and his colleagues, but
perhaps they suffice to emphasize that occupational
medicine is by no means static and that the life of an
occupational physician in the years to come will be a
demanding one.

In many countries the levels of industrial and agricultural
development are rapidly increasing and the numbers of
those exposed to harmful agents in the workplace have
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SUMMARY
This non-blinded, randomized, multicentre clinical trial began
in October 1981. It was designed to compare the 6-month
'intensive' regime with the 9-month 'standard' regime for
tuberculosis. Patients above 18 years of age with a positive
sputum culture for Mycobacterium tuberculosis were included
while those with extrapulmonary tuberculosis, infection with
resistant organisms, a history of receiving immunosuppressive
or antituberculous drugs, or with terminal diseases (acquired
immunodeficiency syndrome, advanced cancer) were excluded
from the protocol. The patients were randomly assigned to the
6-month self-administered treatment (8 weeks of daily isoniazid
300 mg, rifampicin 600 mg and pyrazinamide 30 mg per kg body
weight followed by 16 weeks of daily isoniazid 300 mg and
rifampicin 600 mg) versus the standard 9-month regime (daily
isoniazid 300 mg and rifampicin 600 mg).

Clinical and laboratory data were recorded every 2 weeks for
the first 8weeks and then every 4 weeks subsequently. A patient
was considered to have had an adverse drug reaction if one
or more antituberculous drugs were withdrawn for more than
14 consecutive days because of signs or symptoms that the
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increased in parallel. The role of occupation in the aetio-
logy of disease is often unrecognized and the toll of such
disease, which may be untreatable, is high. The economic
costs of prevention are not negligible, but are small in
comparison with the cost of undetected occupational
disease. Prevention is essential and vigilance is required
not only on the part of occupational physicians, but also
on the part of all physicians who are responsible for the
medical care of workers. It is to the latter group that cases
of frank occupational disease may first present. The two
papers discussed and their associated references are
necessary reading for those whose patients may be
exposed to the hazards of the workplace.
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attending physician suspected to be caused by the study drugs.
In such an event, additional relevant laboratory tests were per-
formed. Strict guidelines were laid for non-compliance, relapse,
protocol deviation and statistical analysis.

Between October 1981 and March 1986, 1451 patients were
enrolled in 22 treatment centres. Of these 75% (617 of 823)
assigned to the 6-month regime and 71% (445 of 628) assigned
to the 9-month regime met the eligibility criteria. At 16weeks of
the therapy 94.6% of the patients on the 6-month regime and
89.9% of the patients on the 9-month regime had sputum con-
version (difference 4.9%, confidence interval 0.9% to 8.7%).
After completion of therapy, the proportions of patients who
experienced adverse drug reactions were not significantly different
between the two groups (7.7% of the 6-month patients and 6.4%
of the 9-month patients). However, arthralgias and elevated uric
acid levels were recorded significantly more often inthose on the
6-month regime. A significantly higher proportion of patients on
the 9-month regime were non-compliant (29.2% compared to
16.8% of patients on the 6-month regime) and a significantly
higher proportion of patients in the 6-month regime (61.4%)
completed the treatment compared to those in the 9-month
regime (50.6%). The incidence and pattern ofrelapse were similar
in both groups (4.8% for patients on the 6-month regime versus
3.3% for patients on the 9-month regime). A similar number of
deaths occurred in both groups.

COMMENT
Tuberculosis continues to be a major problem worldwide
especially in developing countries. Every year there are
7.1 million new cases (of all forms) and approximately
2.6 million deaths in the Third World alone.' The bacterium
causes disease, regardless of age, sex, race and country,
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and the incidence of the disease which was declining in
developed countries has now increased with the advent of
the acquired immunodeficiency syndrome. It is estimated
that up to 54% of patients with tuberculosis- in these
regions may be seropositive for the human immuno-
deficiency virus. The cumulative total number of cases of
the acquired immunodeficiency syndrome in the world is
now approximately 400 000, so that the combined impact
of tuberculosis and AIDS on individuals, health care
providers and on health. economics will soon reach
unmanageable dimensions.

The previous practice of administering chemotherapy
for tuberculosis for prolonged periods of 9-18 months was
hampered mainly by non-compliance. This has been a
common problem in India and therefore clinical trials
conducted in the past 10 years have specifically addressed
the question of what might be the shortest and most effec-
tive regime. The present study suggests that the 6-month
regime has greater acceptability; and faster sputum
conversion than the 9-month regime. Another study.'
reported in the same issue of the Annals of Internal
Medicine, concludes that a 62-dose, 6-month supervised
intermittent schedule might be equally acceptable. How-
ever, several issues still remain unanswered. Firstly, what
is the best regime for patients with a high risk of primary
drug resistance (PDR) to isoniazid? The 3-drug regime,
given by the present authors, may be effective in this
setting as PDR is uncommon with rifampicin and virtually
unknown with pyrazinamide." If PDR to isoniazid is
confirmed it would be reasonable to give a 12-month
course of rifampicin, pyrazinamide and ethambutol.
There is a paucity of randomized trials comparing various
regimes in extrapulmonary tuberculosis, but existing data
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SUMMARY
The authors, working in a region endemic for the HTL V-I virus,
studied the efficacy of screening donor blood for antibodies to
HTL V-1 in preventing seroconversion in recipients. Antibodies
to HTL V-I in the serum were detected by indirect immuno-
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indicate that even in these situations short course regimes
may also be equally effective.t> The authors excluded
certain high risk patient groups such as immunosuppressed .
patients and those with the acquired immunodeficiency
syndrome from the study as these patients may have
atypical sites of involvement, higher rate of sputum
negativity and atypical radiological and histological
features.? However, the effectiveness of short course
regimes in this setting has also been reported? in these
patients but we feel that in them, it may be prudent to
extend treatment" for a further 3 to 6 months.
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fluorescence (IF) or by gelatin particle agglutination (PA).
PA positive, IF negative sera were assayed for anti-HTLV-l
antibodies by Western blotting. Each unit of donor blood,
packed red cells, platelets and granulocytes made by apheresis
(blood component separation) and pre- and post-transfusion
blood samples from recipients were tested for anti-HTLV-l by
the PA method. Between April 1986 and March 1987,675 anti-
HTL V-1 negative recipients were followed for 50 days or more
after transfusion. In 12 recipients, PA titres increased after
transfusion. The presence of anti-HTLV-1 antibodies was
confirmed by IF and Western blotting in only one of these
12patients. In this patient, an initial IgM response was observed
on day 45, suggesting recent seroconversion. Thus, of 675
persons given 5812 units of blood, only one became positive for
anti-HTLV-l antibodies after transfusion (seroconversion rate
0.15%). The rate of seroconversion in recipients of blood
screened by IF between 1981 and 1985 had been 0.41%, which
was not significahtly different from the rate of 0.15% occurring
after screening by PA.

The rates of seroconversion (IF 0.41%, PA 0.15%) observed
after routine screening of donor blood for antibodies was insti-
tuted, was markedly lower than the rate of 8.3% prevalent


