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Intrahepatic cholestasis associated with giant cell arteritis
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SUMMARY

Giant cell arteritis (GCA) is a vasculitis affecting large and
medium size arteries and presents mainly in the elderly.

Major clinical findings in GCA are headache, visual symp-
toms, fever and jaw claudication. Laboratory findings include
a very high erythrocyte sedimentation rate and anemia.

Among other organs that can be affected is the liver. More
than 30% of cases exhibit mild elevation of cholestatic en-
zymes. However, significant elevation of cholestatic en-
zymes, consistent with primary liver disease is quite rare
in GCA

A case of a 73-year-old woman with giant cell arteritis, pre-
senting with clinical and laboratory findings suggestive of
a primary liver disease is reported.

This case is presented to warn physicians that GCA should
be included in the differential diagnosis of abnormal liver
function tests in the elderly population.
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INTRODUCTION

Giant-cell arteritis is a vasculitits affecting large and
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medium size arteries and mainly presents in the elderly.
It is characterized by headache, scalp tenderness, visual
disturbances and jaw claudication.**

Liver is among the organs, that can be affected. More
than 30% of cases exhibit mild cholestatic enzyme eleva-
tion.* Liver biopsy is normal in 33% of the patients, while
non-specific liver abnormalities or grannulomatus hepa-
titis are seen in the rest of the population.>® However, sig-
nificant cholestatic enzyme elevation, to the degree seen
in our patient, is quite rare in giant cell arteritis.’

This case is presented to increase physician aware-
ness that giant-cell arteritis should be included in the dif-
ferential diagnosis of abnormal liver function tests in the
elderly.

CASE REPORT

A 73-year old woman was admitted to our depart-
ment with a three month history of malaise and fever of
38°C, which occurred mainly in the afternoon.

In her past medical history, she reported type 2 dia-
betes mellitus controlled with diet, arterial hypertension
on a beta-blocker and Calcium channel blocker and hy-
pothyroidism on thyroxin supplementation therapy. Six
months ago she was admitted to another hospital with
symptoms of high-grade fever, rigor and jaundice and
was discharged with the diagnosis of acute cholangitis.

Her husband died of liver cirrhosis secondary to
chronic hepatitis B.

Physical examination was unremarkable with no
hepatomegaly. Both temporal arteries were easily pal-
pable without tenderness. The hemoglobulin was 9.5gr/
dl, MCV: 86.2fl, MCH: 27.2pg, while other red cell in-
dices were within normal limits. Erythrocyte sedimen-
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tation rate (ESR) was 120mm after 1 hr and C-reactive
protein was 126 mg/liter (normal, <5 mg/liter). The ami-
no-transferases were mildly elevated, AST: 156U/L,
ALT: 99U/L (normal up to 40 U/L)total bilirubin was
normal and cholestatic enzymes were significantly in-
creased with an alkaline phosphatase of 1004 U/L (nor-
mal range: 75-275U/L) and a y-GT 430 U/L (normal
range: 8-48U/L). Anti-nuclear, anti-smooth muscle,
anti-mitochondrial antibodies and hepatitis serology
were negative. Liver ultrasound showed no evidence of
intrahepatic or extrahepatic biliary dilatation. Due to
the absence of major abnormal clinical and laboratory
findings - other than elevated cholestatic enzymes - a
primary liver disease was strongly suspected. Magnetic
Resonance Cholangio-Pancreatography (MRCP) was
normal whereas, needle liver biopsy revealed nodular
regenerative hyperaplasia (figure 1). The combination
of patient’s age, fever, anemia and elevated ESR point-
ed to the possibility of giant-cell arteritis. The patient
underwent temporal artery biopsy, which confirmed the
diagnosis (figure 2). The patient was started on predni-
zone 40mg/day. ESR and C-reactive protein were re-
duced to 26mm/hr and 20mg/liter respectively and
cholestatic enzymes normalized within three days with
complete resolution of her symptoms.

DISCUSSION

Giant cell arteritis (GCA), a vasculitis affecting middle
aged or elderly subjects, is rare before the age of 50. Most
commonly arteries of large to medium size are affected."?

GCA presents in the majority of cases with headache,
visual disturbances, fever, and jaw claudication. Labora-
tory findings include a very high erythrocyte sedimenta-
tion rate and anemia.

In contrast to other vasculitis syndromes that are char-
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Fig. 1. Liver biopsy, with histological findings compatible with
nodular regenerative hyperplasia. (Haematoxylin and eosin)
(magnification x100)
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Fig. 2. Giant cell arteritis: Transmular inflammatory infiltra-
tion (a) (Haematoxylin and eosin) (magnification x50) with
giant cell reaction (b) (Haematoxylin and eosin) (magnifica-
tion x200)

acterized by a multisystemic presentation, major involve-
ment of specific organs is less commonly observed in
GCA. Rarely, lesions of kidney, lung, alimentary tract
and skin are reported.®"

The liver is the least commonly affected organ in
GCA. Usually abnormalities of the liver function tests
are observed, while clinical findings, attributable to he-
patic involvement are not common.”"

According to previously published work liver involve-
ment in GCA occurs in 20-30% of cases, although Son-
nenblick et al. report a rate of 62%.""

The most commonly observed abnormality of liver
biochemistry in GCA is a mild to moderate elevation of
cholestatic enzymes, which occurs in 30% of patients.
Elevation of serum bilirubin or prolongation of pro-
thrombin time is not seen.’

In 15-20% of GCA patients with hepatic involvement
amild elevation of serum aminotransferases is observed,
usually not exceeding the value of 100 TU/ml."

Marked elevation of cholestatic enzymes is a very rare
finding in GCA.” However, in our case the values of gam-
ma-glytamyl transpeptidase (y-GT) and alkalike phos-
phatase (ALP) were 10 times and 4 times over the upper
normal limits, respectively. Therefore, dysregulation of
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hepatic biochemistry was the presenting sign of GCA in
our case.

An extensive review of the literature reveals only four
other cases, in whom GCA presented with major abnor-
malities of hepatic enzymes, suggesting a primary liver
disease as the first diagnostic option.’

A quite limited number of studies report pathologic find-
ings in liver biopsy in GCA. In one third of cases no abnor-
mal findings were observed, while in the remaining cases
lymphocytic infiltration, periductal inflammation and a mild
necrotizing or granulomatous hepatitis were noted.**"!

Vasculitis of hepatic arteries of medium size has been
proposed as the most possible mechanism in cases where
liver abnormalities are encountered in GCA.">"

Liver dysfunction in GCA is usually benign and is
reversed soon after corticosteroid treatment is undertak-
en. No case of subsequent development of chronic hep-
atitis in GCA has ever been reported in the literature.™'

In conclusion, liver involvement in GCA is quite of-
ten observed, manifest with abnormalities of cholestatic
enzymes and most often exhibits a benign course. In very
rare instances, such as with our patient, it does present
with clinical and laboratory findings suggestive of pri-
mary liver diseases.
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