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came less. Subsequently she developed a very
marked sensitivity rash, and this treatment was
therefore stopped after two weeks. Oral erythro-
mycin was then used, but only for 24 hours be-
cause of severe vomiting and diarrhoea. Oral
lincomycin, 1.5 g. six hourly, was then given and
effected complete remission of the fever; she has
remained apyrexial since. After lincomycin
therapy had been started complement fixation
tests for Coxiella burneti revealed 1 :128 (phase
I) and 1:4096 (phase II). Subsequent tests
showed a rise of phase I titres to 1:2048. When
the diagnosis of rickettsial endocarditis seemed
in this way to be established, and two weeks
after the institution of lincomycin, tetracycline
2 g. daily was added in the light of published
data up to that time. The patient has continued
with lincomycin and tetracycline in the same
doses up to the time of reporting, and it is
interesting to note that at no time has she ex-
perienced any diarrhoea or other untoward side-
effects. The cost of this treatment is of course
very considerable.

At the end of October 1967 she suffered a
left-sided hemiplegia, a few days after develop-
ing a mitral systolic murmur, but over the past
14 months she has been making a slow but
steady improvement. Currently there are the
signs of minor mitral stenosis and regurgitation,
but there is neither finger clubbing nor palpable
splenomegaly. In September 1968 the E.S.R.
and liver function tests were normal, and the
complement fixation titres were for phase I
1:512 and for phase II 1:1024.
The fever was controlled by lincomycin for

the first time; under prolonged therapy with
lincomycin and tetracycline there has been im-
provement in the clinical state with parallel im-
provement in the laboratory findings.

Dr. R. E. Smith (9 November, p. 387) sug-
gests that the Q fever organism should be
called Rickettsia burneti in preference to
Coxiclla burneti, citing Derrick's homage to
Burnet in 1937 in support of his contention.
However, more recently Derrick himself2 has
acknowledged that, since differences between
burneti and other rickettsiae might call for a
different generic name, Coxiella might be the
more fitting; he also pleads that the name
should remain uncomplicated as " burneti"
rather than " buriietii."-' We are, etc.,

W. P. G. TURCK.
M. B. MATTHEWS.

Cardiac Department,
Western General Hospital,

Edinburgh 4.
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Vesical Atony
SIR,-Mr. T. Moore (7 December, p. 646)

raises the question of the ultimate residual
urine after bladder capacity reduction opera-
tions. This is of particular significance in
the treatment of bladder-neck sclerosis.'

In 1946 Mr. Terence Millin demonstrated
to me the Marion operation of " capitonnage,"
liberally translating this as " reefing the
bladder mainsail." During the intervening
23 years, 11 cases have been so treated in my
service. When biopsy of the vault at the
time of operation has shown muscle tissue to
be still present the preoperative residual urine
has entirely disappeared, but it has seemed
probable that recovery would have been com-
plete in such cases without capacity reduction.
When complete muscle atrophy of the vault
has been demonstrated the residual urine has
been diminished postoperatively but has never

entirely disappeared. In such cases subtotal
cystectomy, removing the atrophic vault, is
probably more logical in that it restores a
completely muscularized organ. Preoperative
cystometrograms have given no useful in-
formation in arriving at a decision, so it is
probable that very few real indications for the
operation will present in a urological lifetime.
-I am, etc.,

C. L. 0. MACALISTER.
The Royal Infirmary,

Bradford.
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Pneumomediastinum and Diabetic
Hyperpnoea

SIR,-We were interested to read the
Medical Memorandum by Professor B.
McNicholl and others (23 November, p. 493)
describing pneumomediastinum in association
with diabetic hyperpnoea. We have recently
seen a similar case at this hospital.

The patient was a 20-year-old married woman,
a *iabetic of 10 years' standing, who had been
well controlled by 80 units of lente insulin daily
for the previous 18 months. When admitted on
4 November she was semicomatose, dehydrated,
and hyperventilating grossly. No clinical signs
of infection were found, but a blood count
showed 32,000 white celis with a neutrophil
leucocytosis. Blood glucose was 416 mg./100 ml.
and serum bicarbonate 6 mEq/l. A radiograph
of the chest showed widespread free air in the
mediastinum and soft tissues of the neck, and
inflammatory changes at the left lung base.

She responded well to treatment, though
traces of mediastinal air were still present eight
days after admision-a Gastrografin (sodium
diatrizoate) swallow earlier had excluded oeso-
phageal perforation. When able to give a
history the patient described increasing difficulty
in breathing for some days, culminating in an
odd retrosternal ache, worse on inspiration, on
the day before admission. She had had no
cough or sputum. At no time during her illness
was Hamman's sign detected.

The complication of pneumomediastinum
in diabetic ketoacidosis had not previously
been encountered by any of us, though J. W.
Pierce' has noted the association on several
occasions in his radiological experience at
St. Thomas's and the Brompton Hospital.
It seems somehow to have been overlooked in
the standard texts on medicine and radiology,
and deserves wider recognition.-We are, etc.,

NIGEL W. T. GRIEVE.
DAVID R. H. BIRD.
A. J. COLLYER.
GEORGE A. MEREDITH.

St. Peter's Hospital,
Chertsey, Surrey.
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Chlorpromazine

SIR,-Professor W. A. Cramond recom-
mends (23 November, p. 497) chlorpromazine
for the treatment of acute confusional states
" in doses of 100 mg. intramuscularly imme-
diately, repeated in two to three hours if
required for two to three more occasions."
Later he states, " Elderly and debilitated
patients should be given half the recom-
mended daily dose."

I think it should be emphasized that a
single intramuscular dose of chlorpromazine
of 100 mg. in an elderly or debilitated patient
is potentially quite dangerous. There is
great potential for postural hypotension with
brain softening, myocardial infarction, syn-
cope with trauma, and even irreversible shock
and death. Chlorpromazine 100 mg. by
injection is about equivalent to 400-500 mg.
in a single oral dose in its capacity to produce
sedation and hypotension. Thus, not only
the total daily dosage, but especially the
maximum quantity of doses, must be halved
in the elderly and infirm.

Professor Cramond rightly warns about the
dangers of habituation and toxicity of bar-
biturates used to promote sleep. He adds,
" Chloral hydrate and glutethemide are better
drugs." It is hard to see why, since both
in equivalent doses also produce habituation
and toxic confusion in patients with organic
psychoses.-I am, etc.,

PAUL S. NEMETZ.
Beth Israel Hospital,
New York, U.S.A.

Tetracycline and Nystatin

SIR,-There is much argument about the
use of a combination of an antibacterial with
an antifungal antibiotic. It is important,
therefore, that published evidence for or
against such a combination should be con-
vincing. This is not the case with the British
Tuberculosis Association report (16 Novem-
ber, p. 411), which compared tetracycline
with Mysteclin (tetracycline and nystatin).

Fully conscious of my amateur status as
a statistician, may I venture the following
comments ?

(1) Because of the small number of patients
in the trial it seems unlikely that statistically
significant results could have been obtained.
The incidence of the relevant symptoms men-
tioned is about 20-30% with tetracycline. For
Mysteclin to give results of clinical importance
it should reduce the symptom incidence to about
10-15%. If the rate with tetracycline were
20% and with Mysteclin 10%, it appears that
195 patients would be needed in each group to
have an 80% chance of significance on a two-
sided test at the 5% level. Yet the total number
of patients in the trial is only 111-barely more
than one-fourth of the required number.

(2) As I understand it, the manufacturer's
claim for Mysteclin that it protects against
Candida overgrowth in the gut and the asso-
ciated symptoms, not that it cures them. Surely,
therefore, patients with initial symptoms and
initial Candida should be excluded. This would
reduce the total number in the trial to 67, and
would correspondingly increase the probability
of a negative result.

(3) In Table IV the results before and after
treatment are amalgamated so that each patient
appears twice. Clearly the results on the same
patient before and after treatment are not inde-
pendent. Surely, however, the chi-squared test
can only be applied if all entries in the Table
are independent. Conclusions about the signi-
ficance of the data on Table IV therefore appear
to be invalid.

(4) In the symptomatology symptoms are
included which do not seem necessarily to be
related to the presence or absence of yeasts-
e.g., flatus, abdominal pain, heartburn, nausea,
difficulty in swallowing. These merely cloud
the issue.

(5) Surely 10 days' treatment are too few to
assess the value of Mysteclin even in a pre-
viously untreated, symptom-free and Candida-
free group. In the miscellaneous group under
trial they are even more inadequate. None the
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