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leprosy, and at last a new and unusual drug called Lampren
(B.633; G 30.320) has been introduced.
Lampren was one of the many phenazine derivatives that

were synthesized and shown to be very active against Myco-
bacterium tuberculosis in vitro and in mouse infection by
V. C. Barry and his colleagues at Trinity College, Dublin, in
1957.7 8 When given by mouth in a micronized form Lam-
pren, a red dye, was shown to be absorbed from the gut, to
be present in the blood, and to be deposited in body fat and
in cells of the reticuloendothelial system, where it remained
for months.9 Nevertheless Lampren was also found to be
ineffective against tuberculosis in man. Fortunately S. G.
Browne included the drug in his chemotherapeutic trials in
leprosy at Uzuakoli in Eastern Nigeria, and these established
that Lampren was therapeutically active.10 11 These findings
were amply confirmed throughout the world.12 13 The
Medical Research Council's studies on patients with dapsone
resistance also established that these patients responded to
Lampren.1'

For leprosy Lampren is administered daily by mouth in
doses ranging from 100 to 600 mg. No serious toxic mani-
festations apart from minor gastrointestinal upsets have been
reported.13 Nevertheless, the drug does cause pink dis-
coloration of the skin and blue-black discoloration in the
leprosy lesions-changes which have limited its use in patients
with light pigmentation (particularly in the Chinese12) but not
in darker-coloured patients."5

Reactional episodes are a frequent and serious complication
during the chemotherapy of leprosy. Unexpectedly it was
noticed that the incidence of these reactions was less in
ptatients receiving Lampren.16 Further studies have con-
firmed this observation,1 18 particularly with doses greater
than 100 mg. per day. Thus Lampren has a dual effect in
the treatment of leprosy, suppressing the multiplication of
Myco. leprae and suppressing reactional episodes. More-
over, the storage of Lampren by the reticuloendothelial cells
may provide a depot from wlich the drug is subsequently
slowly released over a period of many weeks. This pheno-
menon might be used for the intermittent administration of
the drug.

Adverse Non-drug Reactions
Adverse reactions to drugs are being widely studied at present,
and a paper by M. M. Reidenberg and D. T. Lowenthal'
provides a timely reminder of the need for proper controls in
this form of research. They determined the spontaneous or
baseline frequency of symptoms which are often regarded as
adverse drug reactions.

Answers to a questionary about symptoms experienced were
obtained from 239 hospital medical staff and 175 healthy
university students who had had no illness and taken no medi-
cation during the previous three days. Results in the two

groups were similar. The main complaints in the medical
group were excessive sleepiness (23%), fatigue (41%),
inability to concentrate (25%), irritability (20%), headaches
(15%), joint pain (9%), muscle pain (10%), and nasal
congestion (31%). These figures are almost certainly lower
than the true spontaneous incidence of symptoms because of
the exclusion of anyone with an illness or who had taken drugs.
Only 19% of the 414 people had experienced none of the 25
symptoms listed. The median number of symptoms experi-

enced per person was two, and 30 people had six or more
symptoms.
D. M. Green2 has also studied the occurrence of symptoms

often included among the side-effects of drugs and observed
their change in frequency after administration of a placebo.
Again a variety of symptoms were present before treatment
and after placebos were given. They included heartburn,
nausea and vomiting, dizziness, palpitations, cramps, blurred
vision, and drowsiness. The type and incidence of symptoms
varied with the group of people studied, and the incidence
was higher-in females and in older persons than in others.
Many of these symptoms are reminiscent of those described

in the syndromes of " non-myxoedematous hypometabolism,"'
" normocalcaemic hypoparathyroidism,"4 and " sideropenia "5
(iron deficiency in the absence of anaemia). The main
features of "non-myxoedematous hypometabolism" were
reported to be tiredness, nervousness, and weakness associated
with a low basal metabolic rate yet normal protein-bound
iodine test and radioiodine uptake. Patients with the condi-
tion were said to respond to triiodothyronine but not to
thyroid extract. However, in two carefully controlled trials
triiodothyronine was found to be no more effective than a
placebo, and this syndrome can no longer be accepted as a
clinical entity.

After thyroidectomy some normocalcaemic patients have a
diminished parathyroid reserve. While this is not in dispute,
many vague and non-specific symptoms have been attributed
to the partial parathyroid insufficiency-particularly head-
aches, lethargy, mental symptoms, paraesthesiae, and cramps.
Though some workers implied that these symptoms could be
improved by addition of calcium to the diet,6 this was not
confirmed in a subsequent report,' and it therefore seems
unlikely that diminished parathyroid reserve in the normo-
calcaemic patient is a cause of symptoms.

Sideropenia has long been thought to be a cause of symp-
toms.5 A. Goldberg and his associates8 determined the inci-
dence of various symptoms in a group of patients with
sideropenia but without significant anaemia. The patients'
complaints were vague and nonspecific-for example, exces-
sive tiredness, headache, irritability, sensitivity to cold, drowsi-
ness, and insomnia. In a double-blind trial of iron or placebo
the incidence of all symptoms fell, but there was no significant
difference between iron and placebo in producing improve-
ment, a result suggesting that sideropenia can no longer be
held responsible for symptoms in the absence of anaemia.
Similarly, many side-effects attributed to oral contraceptives
such as discomfort in the breasts, headache, and depression
have been found to be as frequent in the month before starting
therapy as they were after,9 while other complaints like
dysmenorrhoea and premenstrual tension are greatly reduced
by treatment.

These studies emphasize the importance of determining the
incidence of symptoms before treatment in establishing the
true side-effects of drugs and in defining diseases in which
the clinical features are subjective and nonspecific in nature.
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