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Extrahepatic manifestations of hepatitis A are very

unusual. We describe a case of prolonged cholestatic

hepatitis A in a patient with generalized lymphadenopathy.

With normalization of transaminases, there was an

accompanying reduction in size of these lymph nodes.

Lymphadenopathy reflects ongoing hepatic inflammation

in prolonged cholestatic hepatitis A. Eur J Gastroenterol

Hepatol 14:877–878 & 2002 Lippincott Williams & Wilkins
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Introduction
Extrahepatic manifestations of hepatitis A are very rare.

The described manifestations include transient arthral-

gias and rashes, neurological complications such as

polyradiculopathy, meningoencephalitis and Guillain–

Barré syndrome, and haematological complications such

as aplastic anaemia [1–5]. Hepatitis A is a rare cause of

pancreatitis in children [6].

Lymph node enlargement at the hepatic hilum, pan-

creas and omentum has been described as ultrasound

features of acute hepatitis A in children [7]. We de-

scribe a case of prolonged cholestatic hepatitis A in an

adult patient with generalized lymphadenopathy. The

reduction in size of the nodes paralleled the gradual

decrease in transaminase levels.

Case report
A 25-year-old engineer noticed yellowing of his eyes

and urine for 2 months, but he had not noticed any

prodromal symptoms. He had no abdominal pain, fever,

clay-coloured stools, weight loss or anorexia. There was

no history of melaena, abdominal distension or pedal

oedema.

On physical examination, the patient was minimally

icteric. There were no stigmata of chronic liver disease.

He had bilaterally palpable cervical and axillary nodes.

Abdominal examination revealed a just palpable, non-

tender liver. The spleen was not palpable. No free fluid

was detected. Cardiac and respiratory system examina-

tions were normal.

The patient’s relevant initial and subsequent investiga-

tions are listed in Table 1. Initial investigations for

jaundice showed a positive IgM for hepatitis A. Serol-

ogy for hepatitis B, C and E were negative. Ceruloplas-

min was normal (106 U/l) and antinuclear antibody test

was also reported negative. He was seronegative for

HIV infection.

Initial ultrasound showed mild hepatomegaly and mild

splenomegaly. Nodes were noted in the periportal,

peripancreatic and para-aortic regions. At follow-up

visits, there was a gradual reduction and ultimately

disappearance of these nodes. This correlated with the

reduction in the transaminases, as shown in Table 1.

Bone marrow trephine and aspiration were reported

Table 1 Relevant investigations carried out in our patient

Investigation
2nd month of illness

(at presentation) 3rd month of illness 4th month of illness

Haemoglobin (g %) 15 – –
AST (IU/l) 497 362 61
ALT (IU/l) 551 805 78
Total bilirubin (mg %) 3.1 2.0 0.8
Direct bilirubin (mg %) 2.2 1.1 0.3
Alkaline phosphatase 450 420 156
Peripheral nodes detected Cervical, axillary and

abdominal nodes
Abdominal nodes No nodes

ALT, alanine aminotransferase; AST, aspartate aminotransferase.
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normal. Axillary lymph node biopsy showed nonspecific

reactive hyperplasia. Liver biopsy showed primarily

lobular inflammation with no evidence of fibrosis or

cirrhosis.

Discussion
Lymphadenopathy is a common manifestation of a

number of viral infections, including Epstein–Barr

virus, rubella, adenovirus, HIV and measles [8]. How-

ever, it is an unusual finding in hepatitis A. The

possible mechanism for lymphadenopathy is immune

hyperplasia in response to the viral infection [8].

Local perihepatic lymphadenopathy has been reported

in cases of chronic hepatitis C and hepatitis B [9,10]. It

has been postulated that the nodal enlargement in the

hepatoduodenal ligament may reflect the inflammatory

activity in the liver. In hepatitis C, perihepatic lymph-

adenopathy correlated with severe histological inflam-

mation [10]. In chronic hepatitis B, lymph node volume

showed a significant correlation with serum aspartate

transaminase, alanine transaminase, ª-glutamyl trans-

peptidase, histological activity index, and necroinflam-

matory score, but not fibrosis score or serum hepatitis B

viraemia [9]. It is therefore logical to infer that lymph-

adenopathy is due to the quantum of host response and

not the viral load in hepatitis B.

Prolonged cholestatic hepatitis A is similar to chronic

hepatitis B and C, as there is an unusual persistence of

the hepatitis A virus. This may reflect an aberration in

the immune clearance mechanisms. The lymphadeno-

pathy seen in our patient may have been due to a

nonspecific lymphoid hyperplasia as a result of continu-

ing viral infection and inflammation. The reduction of

the transaminases paralleled the reduction in size and

disappearance of the lymph nodes, further strengthen-

ing this concept.

References
1 Routenberg JA, Dienstag JL, Harrison WO, Kilpatrick ME, Hooper RR,

Chisari FV, et al. Foodborne epidemic of hepatitis A: clinical and laboratory
features of acute and protracted illness. Am J Med Sci 1979; 278:
123–137.

2 Johnston CL, Schwartz M, Wansbrough-Jones MH. Acute inflammatory
polyradiculopathy following type A viral hepatitis. Postgrad Med J 1981;
57:647–648.

3 Bromberg K, Newhall DN, Peter G. Hepatitis A and meningoencephalitis.
JAMA 1982; 247:815.

4 Tabor E. Guillain–Barre syndrome and other neurologic syndromes in
hepatitis A, B, and non-A, non-B. J Med Virol 1987; 21:207–216.

5 Le Moine Parker M. Aplastic anaemia and infectious hepatitis. Lancet
1971; ii:261–262.

6 Shrier LA, Karpen SJ, Mcevoy C. Acute pancreatitis associated with acute
hepatitis A in a young child. J Pediatr 1995; 126:57–59.

7 Toppet V, Souayah H, Delplace O, Alard S, Moreau J, Levy J, et al. Lymph
node enlargement as a sign of acute hepatitis A in children. Pediatr Radiol
1990; 20:249–252.

8 Henry PH, Longo DL. Enlargement of lymph nodes and spleen. In: Fauci
AS, editor. Harrison’s Principles of Internal Medicine, 14th edn. New York:
McGraw-Hill; 1998. pp. 345–351.

9 Choi MS, Lee JH, Koh KC, Paik SW, Rhee PL, Kim JJ, et al. Clinical

significance of enlarged perihepatic lymph nodes in chronic hepatitis B.
J Clin Gastroenterol 2001; 32:329–332.

10 Dietrich CF, Lee JH, Herrmann G, Teuber G, Roth WK, Caspary WF, et al.
Enlargement of perihepatic lymph nodes in relation to liver histology and
viremia in patients with chronic hepatitis C. Hepatology 1997; 26:
467–472.

878 European Journal of Gastroenterology & Hepatology 2002, Vol 14 No 8


