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(a) CAT scan showing large left-sided haematoma. (b) Repeat scan four
months later showing cerebral atrophy on left.

Comment

Haematological investigations confirmed a diagnosis of vitamin K
deficiency in this infant. She was a breast-fed, low birth-weight infant
who had not been given vitamin K after delivery. There was no history
of either diarrhoea or antibiotic treatment. Acute neurological
complications have been reported2 but we can find no mention of any
similar long-term neurological deficit. Matemity units vary greatly in
their practice of giving prophylactic vitamin K, but there are strong
grounds at least for giving it to infants who will be breast-fed. This
infant's extradural haematoma and subsequent neurological handicap
might have been prevented had vitamin K been given soon after birth.

We thank Dr A Piesociwz, Mr C E Polkey, Dr R D Hoare, and Professor
R J Robinson for permission to report this case.
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Positive antinuclear factor tests with
prazosin
Prazosin is a vasodilator and potent hypotensive agent.' Postural
hypotension after the first dose2 and occasional dizziness on long-term
treatment' are the most important symptomatic side effects. We have

investigated 57 hypertensive patients treated with prazosin and report
for the first time a high incidence of positive antinuclear factor
(ANF) tests in patients given this drug.

Patients, methods, and results

A total of 107 hypertensive patients were tested for ANF. Forty-
seven of them had been treated with prazosin, a thiazide diuretic, and beta-
blocking agent; 25 others had taken first a thiazide diuretic and beta-blocker
for over a year; and 35 had previously been untreated. Ten of these 35 were
given prazosin alone. ANF was measured by an immunofluorescence
technique in all the patients who had taken prazosin. The measurement was
repeated in follow-up. In those with positive tests- DNA binding and serum
complement levels were measured and LE cells sought. The sera from 10
patients with positive and 10 with negative tests were submitted with code
numbers to the Department of Haematology, the Royal Postgraduate
Medical School.
The first ANF test was positive in 12 (7 men, 5 women aged 55-73) of the

47 patients who had taken prazosin with a diuretic and beta-blocker (table).
The duration of treatment with prazosin and dose ranged from 6 weeks to
25 months (mean 8-5 months) and 6-15 mg daily (mean 12-5 mg). At the
time, of this first assessment nine of the 12 with positive tests were still taking
prazosin but three had stopped taking it seven weeks, 12 weeks, and 12
months previously, respectively. ANF titres ranged from 1/10 to 1/320.
Four patients had titres of 1/10, four of 1/20, two of 1/40, one of 1/160, and
one of 1/320. DNA antibodies ranged from 1-23% (mean 6 7%) (normal
range 0-20%). Prazosin was withdrawn from all 12 with positive tests and
the ANF titre measured again four months later. In six it was unchanged, in
two it was negative, and in two it had increased from 1/20 to 1/40 and 1/160
respectively. Out of 35 patients who continued with prazosin four developed
positive ANF tests for the first time. One of them had been negative after
19 months' treatment, and again after 22 months, and had a positive titre of
1/80 after 27 months' treatment. None of the 25 patients treated with a beta-
blocking agent and thiazide diuretic alone and none of the new hypertensive
patients had a positive test. It had become positive in three of the 10 new
patients beginning prazosin treatment. Their titres were 1/20, 1/40, and
1/80 respectively. Conversion occurred after three to' four months of treat-
ment with prazosin 6-15 mg daily. In all patients with positive ANF tests
serum complement levels were normal and LE cells were not found. Our
positive tests were confirmed by the Royal Postgraduate Medical School
laboratory.

Comment

Out of the 57 patients who took prazosin 19 developed a positive
antinuclear factor. In each case it was the speckled type and not
associated with high DNA binding, abnormal serum complement, or
LE cells. These features are unlike those ofsystemic lupus erythemato-
sus and, indeed, no patient developed an SLE-like syndrome. Cairns
and Jordan' reported one patient treated with prazosin who developed
acute febrile polyarthritis which- reappeared on restarting the drug,
but the ANF test was negative. Our discovery of positive ANF tests
in patients who were taking prazosin in combination with a diuretic
and beta-blocker first suggested the possible association-with prazosin.
No positive tests were found in a control group taking a diuretic and
beta-blocker. The association was confirmed by the development of a
positive test in three of 10 patients treated with prazosin alone.
Conversion of a negative to a positive ANF test Was seen as early as
three months and as late as two years after beginning treatment.
An LE-like syndrome is associated with other peripheral vaso-

dilator drugs, notably hydrallazine and procainamide. LE cells appear
before the onset of symptoms and may persist after drug withdrawal.4
Although none of our patients had symptoms of an autoinunune
illness we recommend that any new symptoms in patients taking
prazosin should be investigated.

We thank Mr R I Palmer, Mr J Edwards, and Dr G L Scott for their
assistance, and Miss E Rowbottam for measurements of antinuclear anti-
bodies done in the Department of Immunology, Royal Postgraduate Medical

Antinuclear factor (ANF) in patients taking prazosin

Treatment Patients ANF + ve Continued Patients Follow-up
group (No) (No) treatment (No) ANF + ve

(No)

Diuretic + beta-blocker + prazosin 47 12 Prazosin stopped 12 10
Diuretic + beta-blocker 25 Nil Unchanged 25 Not repeated
Untreated 35 Nil Prazosin alone 10 3Other treatment 25 Not repeated

ANF + diuretic + beta-blocker + prazosin compared with diuretic + beta-blocker P<0 005 (Fisher's exact test).
*Four months after stopping prazosin.
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Primary liver cell cancer in Britain-
a viral aetiology?
Primary liver cell cancer (PLCC) is rare in Britain, North America,
most of Western Europe, and Australia.' It differs from the high
incidence areas of Africa and the Far East in affecting an older age
group,' being more often associated with cirrhosis, and less often
alphafetoprotein (ocFP) positive. In westem countries chronic
alcoholism has been considered the commnonest known aetiological
agent in the genesis of both cirrhosis and PLCC, up to one-third of
patients with alcoholic cirrhosis developing PLCC.' Hepatitis B virus
(HBV) infection, however, has been implicated in the aetiology of
PLCC in high-incidence areas,3 but its importance in low-incidence
areas such as Britain has not been fully established. This study has
been undertaken to clarify the incidence of HBV infection and
alcoholism in British caucasian patients with PLCC.

Patients, methods, and results

Twenty-four consecutive British caucasian patients with histological
proof of PLCC were studied. Serum from each patient was stored at --20'C
and assayed by radioimmunoassay (RIA) for hepatitis B surface antigen
(HBsAg) ("Ausria II"), hepatitis B surface antibody (HBsAb) ("Ausab"),
hepatitis B core antibody (HBcAb) ("Corab"), and ocFP (Hoechst). HBcAb
was also looked for by counterimmunoosmophoresis. Precipitin lines
obtained in this assay were examined under the electron microscope for the
presence of agglutinated core antigen. This was detected, thereby confirming
the specificity of the assay.4 Each hepatic biopsy specimen, including
neoplastic and cirrhotic tissue when available, was examined for evidence of
HBsAg using the immunoperoxidase method.
The table shows the results obtained in these 24 PLCC patients. They had

a mean age of 55 years (16-75): 19 (79 %) were male. Sixteen patients (67 %)
were HBc antibody positive (cases 1-16). Only six of these patients were
HBsAg positive (cases 1-6) and two HBsAb positive (cases 7 and 8). Thirteen
of these patients had histological evidence of cirrhosis and HBsAg was found
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in cirrhotic but not neoplastic tissue in three patients who had HBsAg in
their serum (cases 1, 3, and 6). The remaining eight patients showed no
serological or tissue evidence of past or present HBV infection. Six of them
had documented cirrhosis and one had no cirrhosis at operation. Eleven
patients (46 %) gave a history of excessive intake of alcohol, but seven of
these also had serological evidence of past or present HBV infection. Ten of
these patients had documented cirrhosis. Sixteen patients (67%) were ocFP
positive, the incidence being higher in the HBV positive patients, although
this difference was not statistically significant.

Comment

Sixteen (670%) of our patients had HBcAb-evidence of past or
present HBV infection. This is significantly higher than control
values in a normal British or North American population, which
range between 1, 2, and 4%.3 Six of the patients with HBcAb were
carriers of HBsAg, evidence of persistent infection. Two patients with
HBcAb had HBsAb, which is usual after recovery from HBV infection.
Thus eight patients had HBcAb in the absence of HBsAg or HBsAb.
The persistence of HBcAb in the absence of the protective HBsAb
may indicate either persistent infection5 or merely be evidence of past
infection with recovery. To establish continued viral replication in
these subjects the demonstration of HBc in the liver or IgM HBcAb
would be necessary. Eleven (460o) of the patients had a history of
chronic alcohol abuse but over half of these also had evidence of past
or present HBV infection. The role of alcohol and its relationship to
HBV infection in the pathogenesis of PLCC merit further study.
Our data show that past or present HBV infection is common in

PLCC in Britain, where the frequency of HBV in the general
population is low. These findings, taken together with similar findings
in areas of high prevalence of HBV infection,3 lend further support
to the view that HBV is aetiologically related to PLCC, although
other factors must also be involved.
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Results in British caucasian patients with PLCC

Case Age Sex Alcohol Cirrhosis aFP HBsAg HBsAb HBcAb HBsAg
No (years) excess (ng/ml) in liver

1 21 M - + 60 000 + - + +
2 50 M - ? 6 000 + - + _
3 50 F - + 7 000 + - + +
4 72 M - + 40 000 + - + _
5 42 M + + 2 080 + - + _
6 58 M - + 30 + - + +
7 57 M -? 80 000 - + + _
8 61 M - + 65 000 - + + _
9 50 M + ? 5 300 - - + _
10 65 M - + 3 100 - - + _
11 59 M + + 4 500 - - + _
12 72 F - + 59000 - - +
13 66 M + + 19 500 - - + _
14 53 M + + 24 - - + _
15 58 M + + 4 _ _ +
16 57 M + + 30 - - +
17 69 M + + 15 - - _ _
18 61 F - + 4200 - - _ _
19 75 M + + 304 - - _ _
20 55 M - + 1400 - - _ _
21 68 M + + 10 000 - - _ _
22 62 M + + 18 - - _ _
23 16 F - - 11 - - _
24 16 F - ? 10 - - _ _
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