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Recurrent Gastrointestinal Bleeding,
Intraabdominal Abscesses and
Synchronous Candidemia and Meningitis
Due to Leflunomide Therapy: Case Report

Leflunomid Kullanimu ile Iliskili
Tekrarlayan Gastrointestinal Kanama, Batin Ici
Apse, Kandidemi ve Menenjit Birlikteligi

ABSTRACT Leflunomide is a tumor necrosis factor-a (TNF-a) blocking agent which is commonly
used in the management of rheumatoid arthritis (RA). We report a suspected case of leflunomide-
induced recurrent gastrointestinal bleeding, intraabdominal abscesses with synchronous candidemia
and then meningitis. A 63-year-old man was admitted to our Emergency Department with fever,
mental confusion, and urinary incontinence. He had been used anticoagulants for ten years because
of atrial fibrillation and leflunomide for two years because of RA. A history of two gastrointestinal
bleeding attacks, intraabdominal abscess and candidemia during the leflunomide therapy had been
documented. We diagnosed meningitis together with intraabdominal abscess, gastrointestinal bleed-
ing, and candidemia in the third hospitalization of the patient. Leflunomide was discontinued, and
the patient was treated with antimicrobials (antifungal and antibacterial) and surgical procedures
consisting of drainage and resection of the intrabdominal abscess. Symptoms and signs of the pa-
tient were improved and he was discharged on the 25th day of hospitalization. There was no re-
currence in following six months period. Leflunomide should be started after very strict evaluations
to indicated patient. These evaluations should be focused on primarily tendency to bleeding espe-
cially in oral anticoagulant users and possible infectious complications of community acquired or
nosocomial originated.
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OZET Leflunomid, romatoid artrit (RA) tedavisinde siklikla tercih edilen tiimér nekroz faktor-o (TNE-
«) blokorii bir ajandir. Burada leflunomid kullanimina bagh oldugunu diisiindiigiimiiz tekrarlayan gas-
trointestinal kanama, batin ici apse, kandidemi ve menenjit gelisen bir olguyu rapor ediyoruz. Altmis
ii¢ yasinda bir erkek hasta acil servisimize ates, mental konfiizyon ve iiriner inkontinans semptomlar1
ile bagvurdu. Hasta atriyal fibrilasyon nedeniyle 10 y1ldir oral antikoagiilan (varfarin) ve RA nedeniyle
de son iki yildir leflunomid tedavisi almakta idi. Leflunomid kullandig: siire iginde iki kez gastroin-
testinal kanama, intraabdominal abse ve kandidemi atag: gelismisti. Hastanin merkezimize ligiincii
yatisginda menenjit, batin i¢i abse, gastrointestinal kanama ve kandidemi tanilar1 konuldu. Hastanin
leflunomid tedavisi kesilerek, antifungal ve antibakteriyel ajanlarin birlikte kullanilmasi ve absenin
cerrahi olarak bosaltilmasi ile tedavi edildi. Semptom ve bulgular1 diizelen hasta yatiginin 25. giintide
kontrollere gelmek tizere taburcu edildi. Takip eden alt1 aylik siire igerisinde niiks saptanmada. Lefluno-
mid endike hastalarda ¢ok siki bir degerlendirmeden sonra baslanmalidir. Bu degerlendirme yapilirken
oral antikoagiilan kullanan hastalarda kanamaya egilim olabilecegi ve hastane veya toplum kokenli en-
feksiyonlara bagh komplikasyonlar gelisebilecegi goz 6niinde bulundurulmalidar.

Anahtar Kelimeler: Leflunomid; romatoid artrit; kanama; kandidemi; menenjit
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eflunomide is a disease-modifying antirheumatic drug which redu-

ces the signs and symptoms of inflammatory arthritis and delays
the radiological progression of disease in adult patients with active
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rheumatoid arthritis (RA).!? Leflunomide may
potentiate the effect of warfarin and may cause
bleeding. It may also cause opportunistic infecti-
ons due to suppression of cellular immunity.'?
We report a 63-year-old man with RA who had
recurrent gastrointestinal bleeding, intraabdomi-
nal abscesses with synchronous candidemia and
meningitis while he was receiving leflunomi-

de.

I CASE REPORT

Our patient was a 63-year-old man. He had RA for
20 years. Until 2004 he had been treated with clas-
sical RA therapy (methotrexate, sulfasalazine,
hydroxychloroquine and prednisolone) with ina-
dequate response and he had been taking lefluno-
mide (20 mg daily) in the previous two years. He
had also received long-term anticoagulation with
warfarin for recurrent thromboembolism and atri-
al fibrillation. In this history there were two repor-
ted bleeding attacks: one in the first year and one in
the second year of leflunomide therapy. Both ble-
eding attacks had been cured by medical and rep-
lacement therapy. One month after the second
bleeding attack he was hospitalized because of fe-
ver, abdominal distention and pain. A clinical diag-
nosis of intraabdominal abscesses was suspected
and confirmed by ultrasound examination. Pipera-
cilin-tazobactam (4.5 gr tid) was administered em-
pirically and the abscess was drained surgically. No
bacteria were isolated in samples taken during the
surgical operation. Antibiotic therapy was conti-
nued for 15 days. Non-albicans Candida strain was
concurrently isolated in the blood and catheter cul-
tures on the tenth days of antibiotic therapy. Ac-
cording to culture-antibiogram results fluconazole
therapy (2x400 mg/day IV) was administered for
three weeks. After the surgical and medical treat-
ment, the symptoms and signs of our case decrea-
sed and the disappeared. No
microorganisms were isolated in the control cultu-

abscesses

res. He was discharged with improved health con-
dition.

Four weeks later, he was admitted to our
Emergency Department with fever, confusion, dis-
orientation and urinary incontinence, on Decem-
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ber 19, 2004. In physical examination, he had con-
fusion, neck stiffness and his general condition was
bad. The Glaskow coma scale score was 10. There
were deformities and deviation on his phalanges
and fingers. His skin was dry, shining and thin. The
white blood cell count was 5400 /mm?, the rate of
polimorfonuclear leukocytes (PMNL), lymphocy-
te and monocyte were 57%, 18% and 25% respec-
tively. Other blood parameters were normal except
C-reactive protein (89.1 mg/dl). In lumbar punctu-
re; increased cerebrospinal fluid (CSF) pressure,
gray color and turbidness were identified. The cell
count was 690/ml (60% lymphocyte, 40% PMNL)
and CSF/blood glucose level was 40/94 mg/dl. The
lactate dehydrogenase, chlorine and protein levels
were 116, 123 and 129.9 mg/dl, respectively. The
CSF’s gram and Giemsa and Ehrlich Ziehl Nielsen
staining were negative. CSF cultures yielded no mi-
croorganisms. Mycobacterium tuberculosis PCR
was found as negative. Dilatation in ventricular
cysterna and lacunar infarcts in left nucleus lenti-
formis and periventricular white zone were found.
Cranial MRI findings revealed granulamatous lesi-
ons, ischemia and gliotic lesions in periventricular
white zone. At the first admission day leflunomide
was discontinued, and ceftriaxone was introduced
4 g daily. Four days later, non-albicans Candida was
isolated in blood cultures, and liposomal amphote-
ricine B was added to the therapy according to cul-
ture-antibiogram results. By the third day of
liposomal amphotericin B therapy, gastrointestinal
bleeding developed and intraabdominal abscesses
(12x30 mm) were diagnosed by USG and confirmed
by abdominal CT. The abscesses were drained sur-
gically. Cultures of the abscess materials showed
coagulase-negative oxacillin resistant. Staphylo-
cocci, Vancomycine was added to the therapy. In
addition, non-albicans Candida strains were isola-
ted from the blood, urine and catheter cultures ta-
ken simultaneously. Antibacterial therapy
(ceftriaxone and vancomycine) was continued for
14 days while the antifungal was administered for
21 days. After the surgical and medical treatment,
the symptoms and signs of the patient were impro-
ved and he was discharged on the 25th day of the
hospitalization.

Turkiye Klinikleri ] Med Sci 2010;30(6)



Infectious Diseases

Turhan et al

I DISCUSSION

Leflunomide is a new class of immunomodulating
drugs for use in transplantation. In 1985, the anti-
inflammatory and immunomodulating properties
of leflunomide were recognized, which differ from
classical anti-inflammatory and immunosuppressi-
ve drugs. Because of its long half-life (11 to 16 d) in
humans, the clinical development of leflunomide
has been restricted to use in patients with a few au-
toimmune diseases such as RA.!3

Leflunomide expresses its mechanism of acti-
on through inhibition of dihydroorotate dehydro-
genase, an enzyme involved in de novo pyrimidine
synthesis.*> The most common side effects associ-
ated with leflunomide treatment are gastrointesti-
nal problems like diarrhea, abdominal pain, nausea
and vomiting.®® The use of high doses of lefluno-
mide for the treatment of RA patients is often ac-
companied with gastrointestinal problems sugges-
ting that the drug affects some functions of muco-
sal epithelial cells. Suppressed proliferation and
functions of gastrointestinal mucosal epithelial cells
by leflunomide can increase not only the yeast col-
onization but also the risk of further fungal disse-
mination into internal organs.’ In great possibility,
candidemia and intraabdominal abscess due to
Candida spp. was also developed by similar mecha-
nism in our patient. Another explanation for these
important infectious complications may be inhibi-
tion of neutrophil migration and phagocytosis fai-
lure as claimed by Kraan et al.!® Grover et al.
reported two cases with atypical and severe infec-
tious complications associated with abscess forma-
while the
leflunomide.!! Our patient is a unique case with

tion patients were receiving

multiple complications, namely recurrent gastro-

intestinal bleeding, intraabdominal abscesses and
candidemia followed by meningitis.

There is an interaction between leflunomide
and warfarin. Leflunomide usually causes an incre-
ase in the patient’s international normalized warfa-
rin ratio. Leflunomide inhibits cytochrome
P4502C9 and can increase the bioavailability of
drugs metabolised by cytochrome P4502C9, such
as warfarin and phenytoin."? It was thought that
the recurrent gastrointestinal bleeding in our case
developed due to interaction between leflunomide
and warfarin.

In our case, the cause of abscesses and meningi-
tis was thought to be related to Candida. Several pos-
sible explanations may have played a role. First,
Candida was isolated from blood cultures in the same
periods of recurrent intraabdominal abscesses and
candidemia synchronously. Second, good clinical and
laboratory response in the abdominal abscesses and
meningitis were provided by antifungal therapy.
Third, although the Candida strains were sensitive to
fluconasole in the first attack, they were resistant to
fluconasole in the second attack. Fourth, no specific
microorganisms were isolated from abscess samples.

As a conclusion, the leflunomide therapy may
enhance the risk of invasive candidal infections in
patients with RA, especially if they are hospitali-
sed frequently. On the other hand, it could incre-
bleeding effect
gastrointestinal bleeding may occur. Therefore, cli-

ase the of warfarin and
nicians should frequently measure INR and adjust
the warfarin dosage accordingly to maintain thera-
peutic anticoagulation. During leflunomide ther-
apy taken into consideration must be patients
should be followed carefully and opportunistic in-
fections even as a nosocomial infection.
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