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LICHEN PLANUS AND LIVER DISEASE
M Bhattacharya, Y K Chawla, I Kaur, B Kumar

One hundred and twenty consecutive, fresh patients with lichen planus were studied for liver function abnormalities. Patients
with obvious immunological disorders and other diseases associated with liver dysfunction and those with factors liable to
cause liver injury or produce lichenoid drug eruptions were excluded. Seventy-five patients with benign dematological disor-
ders acting as controls were similarly studied. Levels of serum bilirubin, SGOT and SGPT were not significantly (more than
twice) elevated in either the patients or controls. Only one patient had elevated levels of serum alkaline phosphatase. Altered

levels of serum proteins were observed in 80 (66.0%) patients and 48 (64.0%) controls, the difference being statistically
insignificant. HBs Ag detection was done in 75 out of 120 patients with lichen planus, of whom 7 (9.3%) tested positive. All the
11 (9.2%) patients with hepatomegualy were negative for HBs Ag. In these patients with hepatomegaly all liver function

parameters were within normal range except total serum proteins which were elevated in 4 with reversal of A/G ratio in only

2. Our study did not show any increased incidence of clinical or biochemical evidence of liver disease in patients with lichen

planus.

Introduction

The cause of lichen planus (LP) remains a mys-
lery despite indications linking this eruption with associ-
ated conditions like ulcerative colitis,' myasthenia gravis'
and alopecia areata,' and hypogammaglobulinemia.? Sev-
eral recent reports have raised the possibility that a rela-

tionship exists between LP and liver discase.?

LP was initially reported in cases of primary bil-
iary cirrhosis (PBC) on Depenicillamine therapy.* Work-
ers from Italy reported a startling figure of 13.5% of LP
patients having chronic active hepatitis (CAH).> This
strong association which was strengthened by similar
Spanish® and American’ studies, was not confirmed by
other investigators from Sweden,® the United Kingdom,’

and the United States.'® The largest study conducted by -

the Italian group of Epidemiologic Studies in Dermatol-
ogy (GISED)!' on 577 LP patients and 1008 controls, pro-
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vided epidemiologic evidence of the relationship of LP

and liver disease.

Considering the controversy surrounding LP and
liver disease, and the extreme variation in the observa-
tions of different series from various geographical
populations, we carried out investigations on a group of
patients with LP from a North Indian City, and compared
the historical, physical and laboratory findings with a group
of controls.

Materials and Methods

One hundred and twenty untreated patients (62
males, 58 females) with LP (either cutaneous or mucosal
or both), attending the Dermatology out patient depart-
ment of our hospital, were accepted for the study. Their
mean age was 38.2 years (range 11 to 76 years). Seventy-
one (59.2%) had cutaneous LP alone, among those with
oral LP, 8 (16.3%) had erosive lichen planus. Patients with
obvious co-existing immunological disorders, thosc with
other discases associated with liver dysfunction (e.g. por-
phyria) and thosc with a history of chronic alcohol intake

or on prolonged drug treatment known to cause either




lichenoid lesions or liver damage were excluded from the
study.

An informed consent was taken from all patients
and were evaluated for (i) any known history of liver dis-
ease including blood transfusion, (ii) a thorough general
physical work-up, (iii) liver function abnormalities which
included serum levels of liver enzymes (SGOT, SGPT
and alkaline phosphatase), bilirubin and proteins, and (iv)
the presence of hepatitis B surface antigen. Investigations
were repeated after one week to eliminate any laboratory
errors or chance findings. Seventy-five patients with be-
nign, non immunological dermatological disorders and

without any known liver dysfunction acted as controls.

The criteria used for diagnosing common liver
disorders reportedly associated with LP were- (a) Chronic
Active Hepatitis (CAH) : Serum glutamate oxaloacetate
transaminase (SGOT) greater than 10 times normal or
serum glutamate pyruvate transaminase (SGPT) greater
than 5 times normal plus a doubling of serum globulin
levels and evidence of CAH on liver biopsy in a patient in
whom there has been documentation of liver disease for
longer than 6 months (Mayo Clinic Criteria).' (b) Pri-
mary Biliary Cirrhosis (PBS) : Two to five fold elevation
of serum alkaline phosphatase supported by a positive anti-
mitochondria antibody test.'?

In assessing serum enzymes, values were consid-
ered to be significantly abnormal only if the levels were
elevated to more than twice the upper limit of normal val-
ues in both samples, taken one week apart. Serological
markers for HBsAg were assessed by ELISA (Abbot,
USA). The chi-square test was employed to determine
whether the incidence of liver function test abnormalities
among the cases and controls was statistically significant.

Results

Nine (7.5%) patients had past history of jaundice,
4 (3.3%) had a history of blood transfusion and 1 (0.8%)
patient gave history of acute viral hepatitis in the past. No

paticnts had any history of bleeding, pedal oedema, as-
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cites, or encephalopathy. Four (5.3%) controls had past
history of jaundice and 2 (2.7%) had history of blcod trans-
fusion.

General physical examination

This was normal in all the patients except for the
presence of hepatomegaly in 11 (9.2%). The liver was
soft to firm, non-tender and palpable for upto 4 cm below
the right costal margin. Splenomegaly was observed in
2 (1.7%) cases, while ascites and oedema were not noted
in any patient. There was no evidence of clinical jaundice
in any of the patients. Among the controls, other than soft
hepatomegaly in 6 (8%) no other positive findings were
observed.

Liver function tests

Levels of serum bilirubin, SGOT and SGPT were
not significantly elevated (more than two times) in either
the patients or controls. Only | patient had clevated se-
rum alkaline phosphatase. Altered (decreased or increased)
levels of serum proteins were observed in 80 (66.7%) pa-
tients and 48 (64.0%) controls, the difference being sta-
tistically insignificant. Similarly though albumin and
globulin levels were altered in 9 and 31 patients respec-
tively, the differences were not statistically significant as
compared to controls. The mean values of the various tests
are shown in Table I. None of the patietns with altered
albumin globulin ratio had any clinical or sonographic
evidence of cirrhosis liver.

Hepatitis B surface antigen

Tests for the detection of the hepatitis B surface antigen
were performed in 75 of the 120 LP patients, of whom 7
(9.3%) tested positive. None of these patients, however
had a history of blood transfusion nor could they recollect
any episode of jaundice in the past. None of the controls
tested was positive for the same.

LFT and HBsAg in LP patients with hepatomegaly

Of the 120 patients, 11 {9.2%) had hepatomegaly. All of
them were negative for the HBsAg. Liver [unction lesls
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were also within normal range in all patients except total
proteins which were elevated in four. Two out of these 4
showed reversal of A/G ratio.

LFTs in HBsAg positive patients

Table.l. LFTs in patients with LP and controls
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Liver Function Tests |LP cases Controls P value
(normal values) (n=120) (n=75)

Serum bilirubin 0.84+0.2 0.7+0.2 NS
(upto 0.8 mg/dl) (Range 0.3 to 1.6)| (Range 0.2 to 1.5)
SGOT i.u 14.6+6.9 13.144.8 NS
(0-20 i.u.) (Range 4 to 37) (Range 5 to 32)

SGPT i.u. 11.5 6.6 10.6+3.9 NS
(0-15i.u) (Range 4 to 46) (Range 4 to 26)

Alkaline 1284150 10.644.1 NS
phosphatase

(K.AU) (Range 4 to 138) | (Range 3 to 5)

Serum albumin 3.240.01 3.2 +0.01 NS
(3.5-5.5 g/dl) (Range 310 6.2) | (Range 6 to 25)

Serum globulin 3.340.7 3.340.5 NS
(2-3 g/dl) (Range 1.7 t0 5.3)| (Range 1.6 to 4.6)

Total serum protein | 7.743.8 7.943.6 NS
(5.5-7 g/dl) (Range 6109.8) | (Range 6.2109.2)

None of the 7 (9.3%) paticnts tested positive for HBsAg
had hepatomegaly. Serum bilirubin and serum enzymes
were normal in all the 7 patients, however, 6 of them had
increased total serum proteins, and the A/G ratio was re-
versed in 3 patients.

Discussion

Although the pathogenesis of LP still remains unknown,
abnormalities in both humoral and cellular immune mecha-

1315 Similar mecha-

nisms may play an important role.
nisms may be involved in the pathogenesis of certain liver
disorders as well. Lenkei et al'® have reported that anti-
bodies to the basal cells of all keratin producing epithelia
were frequent in patients with chronic hepatitis B. Meta-
plasia of infected hepatocytes could lead o the expres-
sion of a common antigen in hepatocytes and keratinocytes
which would explain the association of the two discascs

as reported in some studies.

In fact, Rongioletti and Rebora'” and Rebora et a'*
reported a high prevalence (11.3% to 13.5%) of CAH in
their LP patients. Such an impressive prevalence, the his-
tologic and immunologic similarities between the two dis-
cascs led them to support the view that the LP-CAH asso-
ciation was not fortuitous and that both diseases may have
the same immunopathogenesis. Their studies, however,
have had to face criticism of selection bias which prob-
ably overestimated the true prevalence of liver disease, as
well as the absence of controls to confirm an increased
prevalence of liver disease in LP. Similarly no clearly
defined disease criteria were mentioned in another Italian
study - which had shown an increased association of LP
and liver disease."

Most abnormalities observed in our study were
small increase in the levels of single enzyme level and
there was no unequivocal biochemical evidence of liver
disease in any of 120 patients with LP. This observation
is also supported by various other workers*!* who were
unable to confirm the association of LP with liver discase
and did not feel that LP patients should be routinely
screened for liver disease. However, there is an important
difference between these studies due to the different time
schedules employed. While those reporting a positive as-
sociation®!” studied the occurrence of CAH in the time
period that elapsed between the initial diagnosis of LP
and the subsequent follow-up (which ranged from 8-180
months from the LP diagnosis), those reporting negatively®
by contrast, studied the actual condition of freshly diag-
nosed LP patients had been present for a variable period
of upto 7 years, and no liver disease had yet developed in
any of our patients. Besides, the high prevalence of liver
disease reported in the Italian studies could be due to the
high prevalence of HBsAg poitivity in the Italian popula-
tion at large as compared to the prevalence [rom other
geographical regions (34% in Genoa, ltaly as compared
to 0.1% in London).® Although liver biopsy is the final
investigation to give the true incidence of liver discase
there would be little justification in doing it, even in pa-

-




tients with two times raised transaminases, since for the
diagnosis of CAH, one needs to have at least 5 times rise
in them, which none of our patients had.

The findings of HBsAg in higher proportion of
our patients need some reflection. The prevalence of
HBsAg positivity in India varies from 2.5% to 5% and
the slightly higher frequency (9.3%) in our study is very
difficult to explain. Although this is likely to be a chance
finding, it cannot be totally ignored cither, since a high
percentage of positivity of HBsAg has been reported in
LP patients. Rebora et al ' found a higher than expected
prevalence of anti HBV and anti HCV antibodics in LP
patients with chronic liver disease as compared to the gen-
eral Italian population and felt that their results were in
good agreement with the increase of HBsAg positivity
noted in GISED study."!

Thus our study does not show an increased inci-
dence of clinical or biochemical evidence of liver func-
tion abnormalities in patients with lichen planus. Strict
exclusion criteria employed in our study may explain the
negative association between LP and chronic liver dis-
ease. Thus an extensive search for an underlying liver dis-
ease is unwarranted in our context. To know the true inci-
dence of liver discase in LP one may have to study a larger
number of patients, do more sensitive liver function tests
and observe these patients over a prolonged period. The
controversy surrounding the association between LP and

liver discase is nevertheless fascinating.
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