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With conservative treatment the patient's renal function returned to normal.
Although the blood cultures gave negative results, the most likely cause for
the patient's fever, jaundice, and renal failure was a transient Cl welchii
septicaemia.
The Cl welchii organisms from both patients were serotyped. The bacteria

isolated from the blood and vagina of the first patient were identified as
ac-haemolytic Cl welchii type 58. An identical type was isolated from the
vagina of the second patient.

Discussion

Most Cl welchii septicaemias are endogenous.' We believe that
Cl welchii was present in the vagina and the uterine tumour of the
first patient and was carried into the blood stream after insertion of
the caesium tube. Her infection seems to have been transferred to the
second patient. After the first, unsuccessful attempt to insert the tube
into the first patient the source was returned to the shielded "well"
in the theatre. The tube must have been contaminated by vaginal
organisms. Possibly it came in contact with the tube for the second
patient, which was stored in the well.

Cl welchii septicaemias are usually fatal unless treatment begins
within 24 hours of the onset of symptoms. In a recent review only two
out of 14 patients survived.2 High-dose penicillin should be given as
soon as the condition is suspected.

Cl welchii may be isolated from the vagina of 5 % of healthy women.;
The hypoxic necrotic areas of tumours provide an ideal culture
medium. It is therefore remarkable that Cl Welchii septicaemia is a
rare complication of treating gynaecological tumours by intracavity
radiation.

We thank Drs G E Flatman and M A C Cowell for permission to report on
their patients and Drs E H Porter and J D Sleigh for help in preparing this
report. We are very grateful to Mr M F Stringer of the Central Public Health
Laboratory, Colindale, for serologically typing the Cl welchii cultures.

1 Bittner, J, et al, Journal of Medical Microbiology, 1970, 3, 325.
2 Wynn, J W, and Armstrong, D, Cancer, 1972, 29, 215.
3Davis, D B, et al, Microbiology, 2nd edn, p 838. London, Harpers and

Row, 1973.
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Magnesium-saving property of an
aldosterone antagonist in the
treatment of oedema of liver
cirrhosis

Urinary magnesium loss during diuretic treatment with agents such as
chlorothiazide, the mercurials, frusemide, and ethacrynic acid is well

documented and could lead to a state of magnesium deficiency with
important clinical implications.' We investigated the effect of an
aldosterone antagonist on urinary magnesium excretion in patients
with oedema due to liver cirrhosis.

Patients, methods, and results

Twelve men with liver cirrhosis (aged 36-52 years) were studied. All were
oedematous and hypoalbuminaemic; serum albumin ranged from 12 to
22 g/l. Results of other liver function tests for the whole group were: serum
aspartate aminotransferase (SGPT) 28-64 IU/l; serum alkaline phosphatase
78-155 IU/l; serum bilirubin 13 7-46 2 Hmol/l (0-8-2-7 mg/100 ml). Creati-
nine clearance ranged from 75 to 98 ml/min. None of the patients had
previously received diuretic treatment.
Throughout the study each patient was given a constant diet that closely

reflected his normal dietary intake. For the whole group the daily dietary
content of the principal cations was as follows: sodium 50-60 mmol, potas-
sium 30-60 mmol, calcium 3 8-10 mmol, magnesium 5-10 mmol. At least
two days of equilibration on the diet preceded control urinary collection.
Two-hourly urine was collected every two hours from 6 am to 8 pm, and
all urine passed from 8 pm to 6 am (next morning) was pooled. On the test
day 200 mg canrenoate potassium, a soluble derivative of spironolactone,
was infused over five minutes at 10 am. Twenty-four-hour urine collections
were also made on the day after the test while the patients continued with the
same diet and water intake.
Magnesium was estimated with the atomic absorption spectrophotometer

(Unicam SP 90); SGPT with an LKB automatic reaction rate analyser;
and sodium, potassium, creatinine, albumin, alkaline phosphatase, and
bilirubin by a Technicon SMA 6 Plus autoanalyser.

Statistical analysis was performed by means of the Wilcoxon test for
paired differences.
The table compares the excretion rates for magnesium, sodium, and

potassium. Each patient served as his own control. Urinary excretion of
magnesium decreased significantly (P < 0 05) in the first six hours after
administration of the drug. The cumulative reduction became highly
significant (P< 0-01) at 24 hours. Over the next 24 hours the residual effect
of the drug was still discernible. Urinary excretion of sodium was sig-
nificantly increased throughout the periods of observation, the increase
remaining clearly significant (P < 0-05) even on the next day. Urinary
potassium excretion was significantly reduced (P < 0-05) on the day of
administration of the drug.

Comment

Canrenoate potassium has the unique property of saving magnesium
by decreasing urinary excretion of this cation, while simultaneously
producing significant natriuresis. This action of the drug is particu-
larly useful in liver cirrhosis, in which there is often magnesium
deficiency.' Treatment of oedema of liver cirrhosis with other more
potent diuretics which are generally magnesuric may aggravate
magnesium depletion. The introduction of an aldosterone antagonist
to the diuretic regimen of such patients, as well as augmenting
natriuresis, seems to be important from the point of view ofmagnesium
economy. It has also been shown that long-term use of oral spiro-
nolactone is not associated with magnesium depletion.3

This aldosterone antagonist probably owes its magnesium-saving
property to its anti-aldosterone activity,4 which is also the basis of
its natriuretic action. Its magnesium-saving effect and its natriuretic
action are therefore valuable in oedematous conditions associated
with aldosteronism, such as are found in liver cirrhosis, congestive
heart failure, and the nephrotic syndrome. Furthermore, since the
use of other diuretic agents is expected to exacerbate aldosteronism
by virtue of natriuresis, canrenoate potassium would be especially

Comparison of excretion rates of cations before atnd after infusion of 200 mg of potassium canrenoate in patients with cirrhosis of the liver

Magnesium (sumol/min) Sodium (Iymol min) Potassium (,mol/min)
rs

Significance of Significance of Significance of
Mean Range difference (P) Mean Range difference (P) Mean Range difference (P)

0-6
Control . | 082 034-1231 1091 07-30 6 10}17 48-333 <005
Test . .. 0-66 0-35-11 j <005 16-61 2-5-29-7 0o5 7-63 3-8-10-1<05

0-24
Control .. 297 1-85-4-14 ~ 42-26 3-4-148-9 30-87 16-3-55-3 } 0Testr| 2955 1i88-435 <0 01

79-73 24 1-131 7 f
}

22 76 114-28 0
<0 05

24-48
Control . 2-96 1-85-4-14 0oos 42-11 3-4-148-9 <00530-94 16-3-55-3 iNot
Test 247 157-431 65478 303-13497 <005 28°15 20t4-359 f significant

*Hours from time of infusion of canrenoate potassium; control values were obtained on day before test.
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effective in saving magnesium when used in conjunction with other
diuretics.
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2 Lim, P, and Jacob, E, Quarterly.Journal of Medicine, 1972, 41, 291.
3 Wheeler, P G, et al, Gut, 1977, 18, 683.
4 Horton, R, and Biglieri, E G, Journal of Clinical Endocrinology, 1962, 22,
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A typical case of Cornelia de Lange's
syndrome
The de Lange's syndrome is generally accepted as being characterised
by mental retardation associated with a characteristic group of
physical malformations. Most cases described have been severely
deformed, although many of the physical manifestations may be
present in members of the normal population. The presence of severe
subnormality has usually been a major factor in making this diagnosis.

Berg et a1l have reported that the large majority have an IQ below
50. In only 15 patients has an IQ of 50 or above been noted, five of
these being below 2 years old when assessed. Only two patients with
de Lange's syndrome have been reported as having intelligence
within normal limits.2 3The case reported here represents, therefore,
the third published account of a patient with the syndrome having an
IQ approaching, if not within, the normal range.

Case history

The girl is the first child of normal, unrelated parents. The father was
aged 27 and the mother 29 at the time of her birth. There was no relevant
family history. The delivery was full term and normal. The birth weight was

2970 g. She was bottle-fed. The first
abnormality was failure to progress with

-;.. speech. At 3 years 3 months her verbal
comprehension level was 2 years 2

.....F months, and expressive language was
limited to 10 words. Six months' speech
therapy resulted in a three-month
equivalent increase in comprehension
and her vocabulary expanded greatly.
She attended a normal nursery school
and is at present at a normal junior
school where she has made good
progress. At the age of 5 years 1 month
sh was referred to this hospital for
confirmation of the diagnosis.
On examination her height was 0 97

* ~~~~~metres, just below the third percentile
for her age. Her weight was 16 kg, just
above the third percentile, and her head
circumference was 45 cm, just over three
standard deviations below the mean.
She was a dark-haired, attractive child,
resembling her father in appearance,
and was co-operative but shy. On
closer examination she had the charac-
teristic facial features of de Lange's
syndrome, with synophrys, antimon-
goloid slanting eyes, a long philtrum,
anteverted nostrils, thin lips turned
down at the corners, and "film star"
eyelashes. She was hirsute on her arms
legs, and sacrum and had a low hairline.
She had short upper arms with increased
carrying angle, and extension of the
elbows was normal. She had proximally
placed thumbs, clinodactyly, syndactyly

of the second and third toes, and a single palmar crease on her left hand.
Psychological testing with the Stanford-Binet (form L-M) test was as
follows: MA=4 years 1 month; IQ=70 (1972 norm); and IQ=78 (1960
norms). The psychologist commented that this may have been an under-
estimate due to her shyness.

Discussion

In view of the confirmed diagnosis of de Lange's syndrome, the
intelligence level of this girl was remarkably high compared with the
great majority of cases described in published reports. She was an
attractive child and it could well be that there are people with this
syndrome in the general population who have not been diagnosed
owing to their relatively normal appearance and lack of severe
subnormality.
Today clinicians are more aware of this syndrome and are thus

more likely to diagnose t when it presents with less dramatic stigmata.
We hope the publication of this case will help to avert the distressing
experience for other parents of being given an unduly pessimistic
prognosis regarding their child's intellectual development, by showing
that the diagnosis of de Lange's syndrome may not always be commen-
surate with a severe degree of subnormality.

I thank the girl's parents, Dr D N Lawson, Dr Valerie Cowie, and Mrs N
Scott (principal psychologist) for their permission to publish this case and
for all their help.
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Recurrent abruptio placentae
treated with the fibrinolytic
inhibitor tranexamic acid

Abruptio placentae occurs in about 0 5 % of all deliveries'; the risk is
even higher in women who have had abruptio once or twice before-
17 % and 25 % respectively.2 In such cases the coagulation mechanism
might be activated by mainly thromboplastic substances from the
placenta or by amniotic fluid and the fibrinolytic system by mainly
fibrinolytic activators from the endothelium of uterine vessels entering
the maternal blood stream.
We describe here a patient whose previous pregnancies had been

affected by abruptio placentae and who received a fibrinolytic in-
hibitor, tranexamic acid, during her third pregnancy.

Case report

This woman's first pregnancy in 1973 resulted in premature delivery with
suspected abruptio placentae. The child did not survive. During the second
pregnancy in 1974 abruptio placentae was diagnosed. At delivery the blood
loss was massive, and the child was stillborn. Fibrinogen concentrations
were barely measurable, and fibrinogen-fibrin degradation products (FDP)
were found in the serum.

In 1976 the patient became pregnant again and was sent to our hospital
in the 26th week of pregnancy. Analysis of the coagulation factors and com-
ponents of the fibrinolytic system before admission had shown nothing
abnormal, but bleeding occurred on the day of admission. Gynaecological
and ultrasonic examination suggested abruptio placentae. Laboratory
analysis (see figure) showed low concentrations of fibrinogen, factor V, and
factor VIII and the presence of FDP. The platelet count and P and P
complex (factors II, VII, and X)3 were normal. The ethanol gelation test
gave a negative result. The analysis indicated pathological proteolysis with
activation mainly of the fibrinolytic system. The patient was therefore
treated with the fibrinolytic inhibitor tranexamic acid (Cyklokapron), which
is related to epsilon-aminocaproic acid, in a dose of 1 g intravenously every
fourth hour. The bleeding stopped and her coagulation status became normal.
After three days of intravenous administration tranexamic acid was given by
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