CASE REPORT

Use of infliximab in a patient with rheumatoid
arthritis and chronic hepatitis B
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ABSTRACT

Anti-TNF-a agents have emerged as a potent treatment for patients with rheumatoid arthritis unresponsive to conven-
tional disease-modifying antirheumatic drugs. Increased susceptibility to infections induced by these drugs is the main
complication of their use. Reactivation of hepatitis B virus (HBV) is one of the most worrisome side effects in patients
with HBV infection receiving anti-TNF-a. We report the case of a 56-year-old male patient with stable hepatitis B and
good response to the antiviral combination of lamivudine and tenofovir when infliximab was started. The patient went into
remission. During the 30-month treatment with the biologic, his liver function remained stable, with no HBV reactivation.
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INTRODUCTION

Tumor necrosis factor alpha (TNF-0) is a mediator involved
in inflammation and cell immune response which plays an
important role in the defense against infection.! In hepatitis B
virus (HBV) infection, that cytokine promotes an increase in
viral clearance by inhibiting HBV replication in hepatocytes. In
chronic hepatitis C its role in controlling viral replication does
not seem fundamental, although it comprises different actions
such as induction of apoptosis of hepatocytes, maintenance
of inflammatory response, and contribution to the genesis of
hepatic fibrosis.?

The major complication of using anti-TNF-o agents for
treating rheumatoid arthritis (RA) and other autoimmune
disorders is the increased susceptibility to several infections.
The risk increases in individuals chronically infected and the
drug-induced immunosuppression might reactivate the infec-
tious process.

Infliximab (IFX) is one of the most used biological agents
for treating patients with RA. According to the literature, its
safety and efficacy have not been well established when used
in patients with RA in the presence of HBV infection.

We report the case of a male patient with RA and chronic
hepatitis B, on lamivudine and tenofovir, who used IFX for
30 months and had no HBV reactivation during the whole
treatment period.

CASE REPORT

The patient is a 56-year-old male, with RA and positive for rheu-
matoid factor for 11 years. When he started rheumatologic follow-
up five years before, he was diagnosed with chronic hepatitis B.

On the occasion of his first visit to our service, he had ac-
tive disease with 30-minute morning stiffness. His physical
examination then showed synovitis in his wrist, metacarpopha-
langeal, and proximal interphalangeal joints. In addition, the
following findings were observed: erythrocyte sedimentation
rate (ESR), 12 mm/h; C-reactive protein (CRP), 0.5 mg/dL
(< 0.33); and Disease Activity Score 28 (DAS28), 5.63. The
patient had radiographic erosions in the left fifth metatarso-
phalangeal joint, right second metacarpophalangeal joint,
and right second proximal interphalangeal joint, and was not
on any medication for RA, but had already used chloroquine
diphosphate (250 mg) for six months. Regarding hepatitis B,
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the patient was on lamivudine (150 mg/day) and, on that
occasion, he was HBeAg negative, his viral load was below
20,000 copies, and his liver biopsy showed grade II fibrosis.
Hydroxychloroquine (400 mg/day) was introduced to control
the joint manifestations.

On his first return after two months, synovitis was identi-
fied in his hands, right wrist, and right foot. Intra-articular
corticosteroid infiltration was performed in his right fifth
metatarsophalangeal joint and right wrist, and sulfasalazine
(1 g/day) was added to treatment.

Six months after introducing the second disease-modifying
antirheumatic drug (DMARD), his symptoms improved and the
morning stiffness disappeared. On physical examination only
the third metacarpophalangeal joint was affected. The dose of
sulfasalazine was increased to 2 g/day and hydroxychloroquine
was maintained.

At the beginning of the treatment the patient had controlled
hepatitis B (normal transaminase levels and decreasing viral
load) and responded well to lamivudine (150 mg/day) and
tenofovir (300 mg/day). In the following months his disease
activity became worse and the dose of sulfasalazine was
increased to 3 g/day. As he did not respond to the change in
treatment, biologic therapy was introduced.

Infliximab was started at the dose of 200 mg every eight
weeks. On that occasion the patient had high levels of disease
activity markers as follows: ESR, 40 mm/h; CRP, 2.40 mg/dL
(<0.33); DAS28, 5.68; and Health Assessment Questionnaire
(HAQ), 0.75. After three months his response to treatment
was moderate as follows: 0.79-drop in DAS28 (from 5.68
to 4.89); HAQ, 0.315; and ESR, 31. After 14 months he had
synovitis only in his left shoulder, DAS28 of 2.36, and ESR
of 4 mm/h.

During the whole anti-TNF-a treatment period, the pa-
tient’s liver function remained stable, with no oscillations in
transaminases, and he turned HBV-DNA negative. Currently,
30 months after introducing IFX, he maintains a good response
to treatment, with involvement of only his left shoulder.

DISCUSSION

The anti-TNF-a agents emerged as a potent treatment for pa-
tients with RA who do not respond to conventional DMARDs.
Although the efficacy of biologic therapy for a number of
autoimmune diseases has been confirmed, the risk of infec-
tion associated with those agents has been well documented.>*
Reactivation of HBV is one of the well-known side effects in
patients with HBV infection, who receive cytotoxic drugs or
immunosuppressive treatment.’
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Data from animal models have shown that cytokines TNF-a
and IFN-y could act synergically in inhibiting the expression
and replication of HBV genes, leading to the reduction of
virus intracellular transcription. In addition, TNF-a induced
by HBV antigens seems beneficial to viral clearance.® Thus,
the anti-TNF-a action could induce the loss of the antiviral
mechanism, reactivating the disease or determining the ap-
pearance of HBV resistance.

The safety and efficacy of using anti-TNF-a agents in pa-
tients with HBV infection have not been well established. Due
to the low frequency of positivity for infectious serologies in
patients on anti-TNF therapy,” randomized controlled studies
lack and there is little evidence restricted to case series showing
the relative safety of biologic therapy in those patients. One
of the most severe complications reported was [FX-induced
fulminant hepatitis in a patient with Still’s disease and chronic
hepatitis B with no previous antiviral treatment, for which
reactivation of a pre-core HBV mutant promoted by the anti-
TNF-o agent was suggested.®

Evidence of HBV or HCV infection should be investigated
in all candidates to anti-TNF therapy, by using serological tests
(HBsAg, anti-HBsAg, anti-HBC, and anti-HCV). In cases of
active HBV infection, the viral load should be measured.?

Infliximab-induced autoimmune hepatitis has been reported
and should be considered as the differential diagnosis for
hepatitis B reactivation. In such cases, the liver injury is pre-
dominantly hepatocellular, and the diagnosis is made through
clinical suspicion, with a temporal relationship to drug expo-
sure, negative viral serology, and presence of autoantibodies.’

Some studies have recommended the use of prophylactic
antiviral therapy with lamivudine or tenofovir in patients with
hepatitis B and concomitant treatment with anti-TNF-a agents.'
That practice, however, has been questioned by several authors
who claim that the risk-benefit ratio of prophylactic antiviral
therapy in patients receiving a long course of immunosup-
pression is undetermined, and that prolonged treatment with
lamivudine can be related to the development of resistant HBV
strains.'” Thus, the prophylactic use of antivirals for candi-
dates to biologic therapy should be careful, and not routinely
recommended."!

Many questions regarding anti-TNF-a agents and hepatitis
B remain unanswered because of the lack of controlled studies.
So far, the most efficient agent in such cases remains unknown,
as remains the risk after interrupting the immunosuppressive
treatment in the presence of immune reconstitution response.
Finally, the risks and benefits of anti-TNF-a agents in those
patients should be assessed, making the decision for the most
adequate treatment easier in that group of high-risk patients.
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