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nervosa-namely, the low body weight, the resistance to eating, the
admission that this had been a chronic condition, the lack of children, and
the possibility of sexual difficulties in the marriage. Our patient would have
been 25 years old when the war began, and it is possible that he already had
chronic anorexia. His experience as a prisoner of war may have been used
retrospectively to cover up the underlying psychiatric illness.
The aetiology of anorexia nervosa remains uncertain. Important life

events may act as precipitants and have been found in the backgrounds of
many patients with anorexia. The physical and psychological stresses among
prisoners of the Japanese during the second world war have been described. '
The clinical signs in anorexia nervosa are due to a combination ofenergy and
protein deficiency and could lead to severe cachexia. The predominant
atrophy of type two muscle fibres seen in our patient was similar to that seen
in women with anorexia nervosa and severe weight loss.2 Neuropathy and
myopathy have also been described.3

Anorexia nervosa is often a relapsing and remitting condition lasting for
many years. Our patient is of interest as there is little information about long
term outcome in anorexia nervosa.

1 Tennant CC, Goulston K, Dent OF. The psychological effects being a prisoner of war: forty years
after release. AmJ Psychiatry 1986;143:618-21.

2 Lindboe CF, Askerold F, Slettebo M. Muscle changes in skeletal muscle of young women with
anorexia nervosa. Acta Neuropathol (Berl) 1982;53:299-302.

3 Alloway R, Reynolds EH, Spargo E, Russell GFM. Neuropathy and myopathy in two patients with
anorexia and bulimia nervosa. J7 Neurol Neurosurg Psychiatry 1985;48:1015-20.
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Prosthetic valve endocarditis caused by
Propionibacterium acnes

We describe a case of recurrent endocarditis in a prosthetic mitral valve
caused by an unusual organism-Propionibacterium acnes.

Case report

A 41 year old man was admitted to hospital with suspected infective
endocarditis in April 1985. Three weeks earlier he had developed symptoms of a
flu like illness, with malaise and sweating episodes; these followed infection of a
finger prick wound, sustained when blood had been taken for measuring
prothrombin time. His doctor had prescribed cephalexin 250 mg four times a day
for six days. Two days before admission he developed a swollen painful right
ankle. In September 1983 he had undergone mitral valve replacement for
rheumatic heart disease.
He was afebrile on admission. The prosthetic valve was functioning normally,

and there were no murmurs. The only abnormal physical finding was a swollen
erythematous right ankle. Three days later he developed an Osler's node on the
left thumb, splinter haemorrhages, and an early diastolic murmur along the left
sternal border. Endocarditis was diagnosed. Blood cultures were taken and
treatment was started with intravenous ampicillin 2 g six hourly and gentamicin
80 mg eight hourly.
The results of haematological and biochemical investigations were normal, as

were those of serological tests for toxoplasmosis, brucellosis, cytomegalovirus,
infectious mononucleosis, and autoantibodies. An initial echocardiogram was
normal; a repeat echo cardiogram 10 days later confirmed aortic incompetence
but showed no vegetations. Aerobic and anaerobic blood cultures were performed
by the Bactec method. A positive signal was noted in the anaerobic cultures only
after two weeks' incubation, and Propionibacterium acnes was identified in three
consecutive cultures. It was sensitive to penicillin, ampicillin, cephalosporins,
and gentamicin by disc diffusion tests. Minimum bactericidal concentrations of
penicillin and ampicillin were 0-06 and 0 5 mg/l respectively.

Gentamicin was given for the first two weeks, and intravenous ampicillin was
continued for four weeks. Serum bactericidal titres at one hour were 1/16. He was
discharged home well and told to take oral amoxycillin for a further two weeks.
We have no doubt that he complied.

Five months later he returned to the outpatient clinic complaining of malaise
and anorexia. The results ofall investigations were normal and the echocardiogram
was unchanged. Three sets of blood cultures were taken. All grew P acnes from
the anaerobic Bactec culture after two weeks. The results of antibiotic sensitivity
tests were similar to those with the previous isolates. Readmitted for treatment,
he was anxious, depressed, and had malaise and anorexia but no clinical signs of

endocarditis. Penicillin 2 MU four hourly, gentamicin 120 mg eight hourly, and
probenecid 500 mg twice daily were prescribed. One hour serum bactericidal titre
was 1/128. Treatment was changed to oral penicillin 500 mg four times daily plus
probenecid after four weeks. The serum bactericidal titre was 1/64. He was
discharged home well. He continued taking oral penicillin for five months. He
had no recurrence of endocarditis during 18 months' follow up.

Comment

P acnes is a gram positive, non-spore forming, slow growing anaerobic
diphtheroid found on the skin. Its pathogenic role in acne vulgaris is
established, but it has been rarely reported to cause systemic infection except
in the presence of a prosthesis. 1-3 Recently Fornaciari et al have described a
case of P acnes endocarditis.4 Our case is unusual because the probable
source of infection was an infected pin prick site. The rarity of documented
P acnes infection may be due to the lack ofgood laboratory anaerobic culture
techniques. Prolonged culture is also essential, and in this laboratory
cultures from suspected cases of endocarditis are incubated for three weeks
before being discarded. Despite the organism's sensitivity to the antibiotics a
six week course oftreatment failed to eradicate the infection. In the presence
of a prosthetic device prolonged antibiotic therapy with high serum
bactericidal concentrations may be required to prevent relapse of infection.

We thank Imelda Kenny for her secretarial help.
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Changing pattern of Crohn's disease in
Northern Ireland
Crohn's disease may well be a new disease of the twentieth century.' Its
incidence seems to be changing and has been described as increasing,2
decreasing,3 and having reached a plateau.4 We compared the incidences of
the disease in two consecutive periods of eight years (1966-81) in a
numerically stable population in a circumscribed geographical region.

Patients, methods, and results

Patients with Crohn's disease were identified from histopathology records and
from hospital medical records; further epidemiological information was obtained
from case notes. Patients were included in the study if they fulfilled strict criteria
for a diagnosis ofthe disease5-that is, ifthey had two or more of: a clinical history
of a combination of crampy abdominal pain, diarrhoea, and weight loss; typical
macroscopic findings in the gastrointestinal tract at laparotomy or endoscopy; a
definite diagnosis on histological examination of a resected or biopsy specimen;
and characteristic radiological findings from contrast studies of the small or large
bowel. Of817 patients in whom Crohn's disease had been provisionally diagnosed
clinically, 440 (183 men and 257 women) fitted these strict criteria. Thus the
male:female ratio was 1: 1-40 compared with the ratio in the general population at
the 1981 census of 1:1-04.
During 1966-73 the mean incidence of Crohn's disease in Northern Ireland

was 1-30/100000/year (1-13 for men and 1-46 for women), and during 1974-81
it was2 34/100 000/year (1-81 for men and 2-85 for women). Thus from the first to
the second period the incidence increased by a factor of 1-6 in men and 2-0 in
women, or overall by a factor of 1-8. The number of new cases increased steadily
from 1966 to 1981. The distribution of cases by age at presentation showed a peak
in the third decade in both men and women, a second peak in the sixth decade in
women, and a preponderance ofwomen in all but the seventh and ninth decades.
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Comment

We found that the incidence of the disease in 1966-73 was less than that
in 1974-81; methods of identifying patients and retrieving information from
their records and the strict criteria for confirming the diagnosis were
identical during both periods, so the two periods were strictly comparable.
The disease tended to be overdiagnosed clinically: 377 patients originally
thought to have Crohn's disease were rejected for this study when the strict
criteria were applied to clinical and diagnostic information. Incomplete
identification of patients and application of these strict diagnostic criteria
may, however, lead to an underestimate of the true incidence of the disease.

Crohn's disease is not rare in Northern Ireland and has a pattern and
distribution similar to those in other areas of the United Kingdom. The
incidence of the disease almost doubled in Northern Ireland during this
study.

We thank our clinical colleagues and the pathologists who made their records
available.
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Recurrence of hepatocellular carcinoma
after liver retransplantation

Orthotopic liver transplantation is still controversial for non-resectable
hepatocellular carcinoma. Survival at one year compares well with trans-
plantation for other indications, but two year survival is significantly poorer
because of late metastases, despite thorough pretransplantation screening.
We report the recurrence of hepatocellular carcinoma after successful
retransplantation for chronic rejection without carcinoma in the first graft.

Case report

In 1985 primary sclerosing cholangitis was diagnosed in a 26 year old white
man. In June 1986 he complained of upper abdominal pain, weight loss, fever,
and loss of appetite. Ultrasonic examination showed a solitary central tumour in
the right lobe of the liver, confirmed by computed tomography. a Fetoprotein
was not detectable. A bone scan and a radiograph of the colon were normal. Fine
needle aspiration cytology showed polygonal tumour cells suggestive of hepato-
cellular carcinoma.

After the usual preoperative investigations the patient underwent a laparotomy
with a donor liver standby, which resulted in an orthotopic liver transplantation
in August 1986. Histological examination showed two tumour nodules, 4 and
2-5 cm in diameter, 2 cm apart. Immunological stainings showed al antitrypsin in
the tumour cells but no carcinoembryonic antigen or a fetoprotein, a presentation
compatible with hepatocellular carcinoma.

Immunosuppression consisted of azathioprine 125 mg/day; prednisolone in a
starting dose of 200 mg/day, which was gradually tapered, cyclophosphamide
100 mg/day for one week; and cyclosporin in doses designed to maintain blood
trough concentrations of 200 ng/ml.

Five weeks after the transplantation acute rejection occurred and did not
respond to an increase in the dose of corticosteroids. Chronic cholestasis
developed which was attributed to chronic rejection because infectious causes
were excluded and the hepatic artery anastomosis was patent. He then developed
relapsing septicaemia caused by liver abscesses, which were shown by repeated
arteriography to be associated with hepatic artery thrombosis. The abscesses were
externally drained and longterm antibiotic treatment given. Screening for tumour
recurrence was negative and we performed a retransplantation in April 1987. At

operation the resected liver showed chronic rejection but no signs of hepato-
cellular carcinoma. Immunosuppression as described above was used. Six weeks
after retransplantation the patient was discharged with normal liver function
values.

Three months after retransplantation the patient developed herpes zoster with
a spiking fever. After treatment with intravenous acyclovir the zoster lesions
disappeared, but the fever persisted. Liver biopsy specimens did not show
rejection; repeated cultures of blood, faeces, and urine showed no pathogenic
micro-organisms; cytomegalovirus infection was excluded; and arteriography
showed a patent hepatic artery. Antibiotic treatment did not influence the
temperature. Repeated ultrasound and computed tomography of the abdomen
eventually showed hypodense areas, which were suspected of being liver
abscesses. A biopsy showed recurrence of hepatocellular carcinoma. Immuno-
logical staining again showed c, antitrypsin in the tumour cells but no carcino-
embryonic antigen or a fetoprotein. Eventually, hypercalcaemia developed
associated with multiple skeletal metastases, which were confirmed by bone
scanning. The patient died 14 months after his first and six months after his
second transplantation.

Comment

This case raises several questions. Firstly, hepatocellular carcinoma in a
patient with primary sclerosing cholangitis is unusual; nevertheless, the
positive et, antitrypsine staining values and the histological appearances of
the liver strongly support this diagnosis.

Secondly, it raises questions about patient selection. To date we have
performed only three orthotopic liver transplantations among 31 patients
with hepatocellular carcinoma evaluated for transplantation.' Originally,
we considered liver transplantation to be suitable for primary hepatic
malignancy, but the high recurrence rates lessened our initial enthusiasm,2
although patients with fibrolamellar carcinoma may fare better than those
with hepatocellular carcinoma.3 Recurrence usually occurs in the second
year after transplantation. In our patient no tumour was found in the first
graft after eight months, but the second liver showed recurrence within four
months. Our patient had a poor prognosis because of his primary sclerosing
cholangitis,4 but the incidental fi iding of the hepatocellular carcinoma
would not worsen his prognosis, since Iwatsuki et al reported a 92% one year
survival after orthotopic liver transplantation for hepatocellular carcinoma
found incidentally in patients with end stage liver disease.3 Some centres,
like ours, perform a diagnostic laparotomy with a donor liver standing by,
proceeding to orthotopic liver transplantation only after ruling out
metastases in hilar lymph nodes. This approach failed in our patient.
Possibly we should not have proceeded after discovering the satellite
metastasis in the recipient's own liver.

Thirdly, there is the problem of immunosuppressive therapy. The
metastatic tumour growth may initially have been slower because of the
longterm cyclosporin treatment,4" although this does not explain why the
carcinoma recurred so rapidly in the second graft. The metastases became
manifest, however, at the time they would have been expected after the first
graft.

Hepatic transplantation for hepatocellular carcinoma therefore needs
careful consideration, especially in patients with concomitant liver disease
with a poor prognosis for orthotopic liver transplantation. Negative findings
in abdominal lymph nodes and on preoperative screening do not exclude
early recurrence of the tumour; Although orthotopic liver transplantation is
the best palliation available for a single, incidentally found hepatocellular
carcinoma, one satellite metastasis may be enough to spoil the patient's
chances.

1 Putten ABMM van der, Bijleveld CMA, SlooffMJH, Wesenhagen H, Gips CH. Selection criteria
and decisions in 375 patients, considered for liver transplantation during 1977-1985. Liver
1987;7:84-90.
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Surg 1985;202:401-7.
4 Scharschmidt BF. Human liver transplantation: Analysis of data on 540 patients from four centers.

Hepatology 1984;4:95S-IOIS.
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