Letters to the Editor

Mycobacterium fortuitum
infection complicating infliximab
therapy in rheumatoid arthritis

Sirs,

Tumor necrosis factor-o. (TNF-o) antago-
nists have rapidly emerged as an invaluable
class of antirheumatic agents in patients
with chronic inflammatory diseases. The
most frequent significant adverse events
with these agents are infections, with intra-
cellular slow growing agents like tuberculo-
sis (TB) of special concern. We report the
first case of granulomatous hepatitis due to
mycobacterium fortuitum (MF) in a patient
treated with infliximab.

A 73-year-old woman was admitted to the
hospital because of persistently elevated
liver enzymes. She had been treated for
seronegative RA for 20 years. Three months
earlier infliximab 3mg/kg had been added
to the previous methotrexate (MTX) 15 mg/
week. Her 11mm tuberculin skin test (TST)
reaction was erroneously reported to the
rheumatologist as negative. While initial
liver enzymes were recorded as normal,
routine blood studies at 2 months revealed
elevated liver enzymes (Table I) and MTX
was stopped. No improvement was noted
on repeat studies after three weeks.

On admission her examination was remark-
able only for chronic arthritis. Laboratory
tests were normal except for C reactive pro-
tein concentration and liver enzymes (Table
D).

On the fourth hospital day, her temperature
rose to 38.70°C accompanied by chills, with
liver enzyme levels rising further (Table I).
Amikacin was started empirically for treat-
ment of a presumed hospital acquired
superficial phlebitis in an immunosupressed
patient. On the third day of antibiotic treat-
ment, a liver biopsy was performed. Histo-
logical examination revealed florid granu-
lomatous hepatitis with non necrotizing
granulomas, with biopsy culture negative,
but PCR positive for mycobacterium fortui-
tum (MF) with confirmation on repeat test-
ing. Sputum was negative for Ziel Nielsen
staining. A repeat TST was positive at 22
mm. The antibiotic treatment was changed
to ciprofloxocin with liver enzymes im-
proving, notably after three months (Table
I). The patient felt well; ciprofloxocin was
discontinued; treatment with MTX was re-
sumed; and liver enzymes remained normal.

Clinical use of anti- TNF-a agents, particu-
larly the antibodies, has been implicated in
the reactivation of recent or remotely
acquired tuberculosis infection (1-4), and
an increase in nontuberculous mycobacteri-
al (NTB) infection as well (5).

Table I. Serum liver enzymes and C reactive protein (CRP) in a patient with granulomatous hepatitis

before and after treatment for mycobacterium fortuitum.

Blood chemical Normal Before On Fourth Three Three

analysis range admission admission hospital day ~ weeks after ~ months after
treatment treatment

AST 6-32 U/L 60 87 107 84 25

ALT 6-31 U/L 80 219 148 75 30

GGT 7-36 U/L 230 868 1830 530 34

Alkaline phosphate  35-110 U/L 150 186 337 170 92

CRP 0-6 mg/dl 27 38 89 22 4.5
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