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two days. By the end of the third week the ulcer niche had
disappeared in 87%. Thus admission to hospital and regular
treatment with alkalis and milk were apparently the main
reason for their success. Diet could still have had a minimal
effect, but an effect which was not measurable because the
ulcers improved so rapidly once the patients were admitted
and given alkalis.

Other workers have come to the same conclusions from
clinical trials of the effect of diet on active duodenal ulcer.
B. M. Nicol4 studied a group of inpatients with gastric and
duodenal ulcers and concluded that the results were as good
with a " full diet " as with a strict dietary regimen. J. S.
Lawrence5 found that in 140 inpatients neither healing nor
disappearance of pain due to gastric, duodenal, and jejunal
ulcers was improved by a diet of regular milk and eggs.
R. Doll and colleagues6 gave outpatients with duodenal ulcers
normal and special diets. There was no significant difference
in healing of the ulcers. S. C. Truelove7 came to the same
conclusion on treating 80 male outpatients with duodenal
ulcers who were followed up for six months. Thus five
clinical trials have pointed to the same conclusion about the
ineffectiveness of diets for duodenal ulcers. Though each

of these studies can be criticized in one way or another, the
fact that not one showed diets to be specifically beneficial is
surely significant.
Most of the dietary restrictions that we impose on our

patients with duodenal ulcers are based on " unverified
impressions and traditional lore."8 Should we not advise
those with symptomatic duodenal ulcers to enjoy the food
they like, to avoid items that make their symptoms worse,
and to take regular alkalis or milk ? There is at present no
reason for us to claim that bland diets help the symptoms or
healing of duodenal ulcers.
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Primary Subacute Haematogenous
Osteomyelitis

Osteomyelitis caused by coagulase-positive staphylococci may
vary in severity from a fulminating illness to a comparatively
mild one. The more severe forms of the disease were those
in which it usually presented before 1944, when penicillin
came into general use, and the mortality (as a result of the
septicaemia) was about 25%.1 After 1944 the mortality fell
to nil.2 Penicillin and other antibiotics not only save the
lives of these patients but also, if the correct antibiotic is given
early enough in adequate dosage and for long enough, elimi-
nate the bone infection.

Since 1944 there has also been a change in the character
of the disease.' The fulminating type is rarely seen and the
incidence of the acute form has certainly fallen in Great
Britain and perhaps to a less extent in some of the under-
developed parts of the world. A mild form of the disease
is not a new phenomenon. In 1836 Sir Benjamin Brodie4
described a small localized abscess in the tibial diaphysis
originating without an acute illness in patients who had a
comparatively mild general reaction to the infection. Various

aspects of a mild disease have been referred to since then.
Familiar types of subacute infections are infantile osteo-
myelitis' and vertebral osteomyelitis in adults.6 Antibiotic-
modified infection' is a further example. It occurs when the
acute illness is treated with inadequate dosage of antibiotics
or for too short a time, and the same effect may be produced
by administering a bacteriostatic as opposed to the much more
effective bacteriocidal drugs.

Since early diagnosis is the key to effective treatment,
changes in the character of the disease need to be carefully
noted if it is to be promptly recognized. We must appreciate,
therefore, that while the incidence of the acute type has fallen
there has been a rising incidence of a particular type of mild
infection referred to as primary subacute osteomyelitis and
reported in 1965 as occurring in the long bones of children
and adults.8 In East Africa, where osteomyelitis is wide-
spread, it is reported to be more common than the acute
type.' The causative organism is usually a coagulase-positive
staphylococcus, which is probably less virulent than other
forms. But in some patients a coagulase-negative organism
has been isolated. It is possible that some patients have a
high resistance, and this may explain why the subacute form
of infection is so common in East Africa. Because many
Africans do not wear shoes, for example, they sustain frequent
minor cuts on their feet. The result is that they probably
acquire a high degree of resistance to the staphylococcus from
an early age.
One type of lesion occurs in the metaphysial region of a

long bone. It has a predilection for the distal tibial meta-
physis and consists of a relatively large abscess cavity which
is usually round or oval. To be accurate it should not be
called a Brodie's abscess, because he described a small cavity
in the tibial diaphysis surrounded by a sclerotic zone and a
well-marked periosteal reaction, whereas this subacute lesion
excites an insignificant degree of sclerosis or periosteal
reaction. Another distinct type of lesion appears on the
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radiograph as a diffuse patchy necrosis over a variable extent
of the diaphysis, with perhaps some degree of cortical seques-
tration and periosteal reaction. At operation infected granu-
lation tissue can be found but no pus. In other instances the
lesion resembles Garre's sclerosing osteitis,'0 which is recog-
nized as a relatively common form of osteomyelitis in East
Africa.

Typically the onset is insidious, with intermittent attacks of
pain which has been present for several weeks or months, and
it is not uncommon for spontaneous remissions of long dura-
tion to appear. The most significant feature is the complete
absence of a constitutional reaction. Local tenderness and
swelling are the only physical signs, and even they may be
absent. The radiograph, and sometimes tomography, are the
most useful diagnostic aids. The total and differential white
cell count is almost always normal, and the erythrocyte sedi-
mentation rate is raised in only a minority of patients. Blood
culture is equally unhelpful, as it is invariably negative. In a
few patients it may be difficult to exclude the possibility of
a tumour, and vertebral lesions may be impossible to distin-
guish from those of tuberculosis. In these circumstances an
open biopsy should be performed. Estimation of the staphylo-
coccal antibody titres is worth considering. C. XI. Lack and
A. G. Towers" have described the procedure and diagnostic
value of these tests. It is important to request tests for both
the anti-alpha-haemolysin and anti-Panton Valentine leuco-
cidin titres, because false negative results will be found in no
more than 8% of patients.

Once the diagnosis has been made treatment is relatively
straightforward. The appropriate bacteriocidal antibiotic is
given, and it is advisable to start with cloxacillin because of
the high incidence of penicillin-resistant staphylococci isolated
from patients with osteomyelitis in recent years.'2 The anti-
biotic is usually continued for six weeks, though a prolonged
course of several months is necessary in some patients, par-
ticularly those with the more diffuse diaphysial lesions.
Surgical drainage is advised for the isolated abscess cavity,
because it is unlikely to be cured by antibiotics alone. They
may relieve the symptoms for a time, but when they are
stopped a relapse is likely to follow perhaps weeks or months
later. In the case of a diffuse diaphysial lesion surgery is
necessary only if a large cortical sequestrum forms, and in a
few instances a more radical surgical procedure is required as
recommended by A. F. Bryson and B. B. Mandell for chronic
osteomyelitis. 13

Lung Disease Caused by Drugs
A variety of drugs may provoke adverse respiratory reactions
of many different types. These reactions may closely
resemble respiratory disease due to other causes. Hence a
drug causing disease may easily be overlooked unless the
possibility of its doing so is considered. Special investigations
need to be made in patients with pulmonary disorders who
are having, or have had, a drug for treatment or investigation.
A recent review of drug-induced lung disease' provides a
helpful summary of this rapidly expanding field of knowledge.

Asthma is the commonest drug-induced respiratory disease.
It is usually allergic in origin. Asthma with or without
generalized anaphylactic shock or urticaria is probably
mediated by type 1 (reaginic) allergic hypersensitivity.
Asthmatic reactions have been reported as following the

administration of penicillin, tetracycline, erythromycin, neo-
mycin, streptomycin, griseofulvin, cephaloridine, ethionamide,
monoamine oxidase inhibitors, radio-opaque organic iodides.
local anaesthetics, mercurials, vitamin K, bromsulphalein,
sodium dehydrocholate, iron dextran, suxamethonium,
antisera, vaccines, and allergenic extracts. Asthma may also
occur as part of a drug-induced serum sickness syndrome,
the symptoms of which include fever, arthralgia, urticaria,
maculopapular eruptions, and lymphadenopathy.2 It has
been postulated that type 3 (Arthus-type) hypersensitivity is
involved in the mechanism of this syndrome.

Aspirin causes asthma more often than any other drug. It
occurs mainly among non-atopic persons suffering from
intrinsic asthma or nasal polypi. The asthmatic attack is
often severe and prolonged and.occasionally fatal, and it may
occur within half an hour of taking aspirin. Allergy has not
been established as the cause of aspirin-induced asthma. Its
mechanism remains the subject of controversy.3

Drug-induced asthma may result from the normal pharma-
cological action of drugs-as, for example, exacerbation of
airway obstruction in asthmatic persons by propranolol acting
by beta-receptor blockade or by parasympatheticomimetic
drugs, such as acetyl-beta-methyl choline.
The inhalation of pituitary snuff may provoke rhinitis and

asthma mediated by type 1 allergic hypersensitivity. Less
commonly it causes extrinsic allergic alveolitis, in which
patients have dyspnoea with cough and widespread crepita-
tions. Chest radiographs show extensive miliary mottling.
Microscopically the lungs show fibrosis in alveolar walls with
collections of lymphocytes, plasma cells, and scanty eosino-
phils. There is also an intra-alveolar exudate and formation
of hyaline membrane. The presence in these patients' serum
of precipitins against bovine and porcine serum proteins and
pituitary antigens suggests that the lung reaction is mediated
by type 3 allergic hypersensitivity.4

Drug-induced pulmonary eosinophilia is characterized
clinically by fever, severe dyspnoea, and cough, usually with-
out wheeze, though widespread crepitations may be audible.
An increase of eosinophils in the blood may be noted.
Patchy transient pulmonary shadows and sometimes pleural
effusions are seen on chest radiographs. This syndrome is
most commonly due to nitrofurantoin5 but has followed
treatment with para-aminosalicylic acid (P.A.S.), penicillin,
mephenesin, imipramine, and sulphonamides. It has followed
the application of a cream containing sulphonamide to- the
vagina. Lung biopsy in a patient with sulphonamide-induced
pulmonary eosinophilia showed alveoli packed with eosino-
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