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In this area about 65% of primiparae, and 50% of all
cases, are delivered in hospital, and there appears to be no
reason to increase the number of beds. Indeed, as housing
conditions improve the number of home confinements might
well be increased without catastrophic consequences to the
stillbirth rate, for this, in primiparae, appears to be related
to unwanted pregnancy and prematurity rather than to the
place of delivery.-I am, etc.,

Gloucester IVOR COOKSON.

Citrate Therapy Success
SIR,-A European patient holding an important position

in a local commercial enterprise had been under treatment
for four months for an eczema of the hands that con-
siderably crippled him. He had begun to refer to it as a
" major catastrophe."

I employed the usual gamut of local applications, anti-
histaminics, etc., and a careful search was made for any
source of sensitizing substance-all without avail.
Your Jaurnal of April 12 carried a paper by Rocha e

Silva concerning the mechanism of anaphylaxis and allergy
(p. 779), in which it was maintained that 4% sodium citrate
is a potent treatment applied locally.

After four days' treatment, with local swabbing three times
a day, the eczema disappeared almost entirely except for
scarring areas where infection had supervened.

Both the patient and myself may be excused a certain
gratification-and astonishment.-I am, etc.,

Leopoldville, Belgian Congo. E. W. PRICE.

Danger of " Novalgm "

SIR,-The report by Drs. F. Dudley Hart, D. G. Wraith,
and E. J. B. Mansell (June 14, p. 1273) of a case of agranulo-
cytosis in which " novalgin " was incriminated as the causa-
tive drug prompts me to record a case in which novalgin
was thought to be responsible for severe granulocytopenia.
A housewife, aged 61, had suffered from recurrent pain in the

back. For the relief of this pain she had been prescribed novalgin
(sodium 1-phenyl-2: 3-dimethyl-5-pyrazolone 4-methylamino
methane sulphonate). She had taken four or six 5-gr. (0.3-g.)
tablets daily regularly from June 15, 1951, until her admission to
hospital on August 14. On July 20 her throat became sore and
she had difficulty in swallowing, progressing to almost complete
dysphagia. She developed multiple septic areas and indolent
abscesses of the skin and ran a high fever with shivering attacks,
becoming increasingly weak and prostrated. She was admitted
to hospital on August 14, three weeks after the onset of her
symptoms and eight weeks after commencing novalgin.
A blood count showed: white cells 3,500 per c.mm. (poly-

morphs 1% (35 per c.mm.), lymphocytes 94%, monocytes 5%);
red cells 4,200,000 per c.mm. Hb=84% (12.4 g. per ml.). Swabs
from the septic lesions grew Streptococcus pyogenes and
Staphylococcus aureus and a blood culture was sterile.

She was treated with crystalline penicillin 250,000 units intra-
muscularly six-hourly, " pentnucleotide " 10 ml. intramuscularly
six-hourly, and pyridoxin 100 mg. intravenously daily. There was
a rapid rise in the granulocytes, and the pentnucleotide and pyri-
doxin were omitted after the fourth day of treatment when the
polymorphs had reached 6,600 per c.mm. The penicillin was
omitted after she had become afebrile on the 18th day. Sternal
puncture was delayed until the sixth day and at this tiftie a
normal cellular marrow was found. There was no evidence
of leukaemia or neoplasia. Her general condition showed rapid
improvement and she has remained well since.

Novalgin was thought to have been responsible for the
granulocytopenia in this case, for this was the only drug
which had been taken during the previous two months. It
is a sulphonated derivative of amidopyrine and, like it, may
produce agranulocytosis. However, it is not on any danger-
ous drug schedule, and may be obtained by the public with-
out a doctor's prescription. It is therefore desirable that the
dangers of the drug should be generally known, and that it
should be used with as much caution as amidopyrine, bear-
ing in mind that the use of safer analgesics is to be preferred.
-I am, etc.,

Orpington, Kent. K. M. C1TRON.

Incidence of Drug Sensitivity
SIR,-The articles of Dr. G. Discombe and of Drs. F. D.

Hart, D. G. Wraith, and E. J. B. Mansell, and your annota-
tion on the dangers of amidopyrine (June 14, pp. 1270, 1273,
and 1292) prompt me to report two cases of drug sensitivity
to emphasize the importance of this problem and comment
on some aspects of this form of allergy.
Case 1.-A woman aged 51, suffering from rheumatoid arthritis,

had been treated between February, 1948, and September, 1951,
by injection of calcium aurothiomalate (Crookes), each course of
a total of 0.5 g. lasting about four months, with a three-month
interval between the courses. On October 22, 1951, she was started
on weekly injections at home of " irgapyrin " (Geigy) (amido-
pyrine in butazolidine) 5 ml., the last injection being given on
December 10. At the same time she was taking two tablets daily
of " allonal " (Roche) (amidopyrine and allylisopropyl barbitur-
ate). On the day after her last injection she developed malaise
followed by pyrexia, diarrhoea, a dry sore throat, and severe
pain in the perineum. On December 16 a white cell count done
privately showed about 500 total white cells per c.mm., 80%
lymphocytes; her temperature was 103° F. (39.4° C.) and she
was given penicillin. Two days later she developed jaundice
and was admitted to St. Helier Hospital with enlarged spleen and
liver. She had a large area of induration with gangrene of the
right buttock, the gangrene extending to involve the rectal
mucosa. (Blood, total white cells 3,100 per c.mm., all lympho-
cytes; serum bilirubin 6.7 mg. per 100 ml.)
She was treated with antibiotics, vitamins, pentose-nucleotide,

pyridoxin, liver injections, and intravenous blood, saline, and
glucose. There was no change in her condition. On December 20
total white cells were 1,800 per c.mm. (lymphocytes 88%, plasma
cells 11%, polymorphs 1%). She died on December 22, and a post-
mortem report by Dr. D. Haler, at the request of H.M. Coroner
for East Surrey (I am indebted to both for permission to quote),
stated: " There were scattered petechiae and ecchymoses all over
the body and a deep sloughing sore on the sacrum. There was
sloughing ulceration of the pharynx. The liver was bile-stained
and showed the characteristic picture of subacute yellow atrophy.
The heart muscle and the adrenal glands were necrotic, and the
bone marrow was reddened and apparently excessive in the
sternum."
Case 2.-A 45-year-old woman was admitted on October 5,

1948, having developed a few days earlier bleeding from the
mouth, bruises in the skin, and conjunctivae, pain on swallowing,
tarry stools, and blood-stained urine. Her platelets were
25,000 per c.mm. One year previously, over a period of about
six months, she had been given eight tablets of " sedormid "
(Roche) (allylisopropyl acetyl urea) without any ill effects.
During the last six months, on four occasions, she had taken one
to two tablets of sedormid, and each time she developed bleeding
in the skin and mucosae of the nose and mouth. She had previ-
ously suffered from mild attacks of as±hma, bay-fever, and eczema.
There was a family history of asthma and eczema. She improved
after about a week in hospital; the platelets returned to normal.
The tourniquet test has remained positive, but no further purpura
has occurred since.
The first patient received three drugs which cause agranulo-

cytosis, but of these only gold is known to cause jaundice.
The last course of gold injections was terminated over
three months before her fatal illness started, and, although
gold may be found in the urine up to about 300 days
after injections and in the plasma for 100 days (Freyberg
et al., 1941; Hartung et al., 1941), I am unaware of any
case where symptoms arose at such a long interval of
time after administration. It is difficult, therefore, to
assess the part played by each of these drugs, but one cannot
help feeling that the ones containing amidopyrine played the
greatest part in causing this patient's illness. The second
case does not differ substantially from other cases reported
in the literature of thrombocytopenic purpura caused by the
hypnotic sedormid. In both these instances the knowledge
that potentially harmful drugs were being administered failed
to act as a safeguard.
An interesting feature of drug sensitivity, which seems to

apply generally to other allergic conditions, is its geo-
graphical distribution. In 1938 I discussed this problem in
describing the first case reported in Italy of jaundice asso-
ciated with exfoliative dermatitis caused by cinchophen. A
review of the literature of purpura caused by sedormid
reveals no case reported in the Latin countries. Discombe
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