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Anti-tumour Necrosis Factor-Alpha Treatment
of Juvenile Idiopathic Arthritis in a Patient
with Common Variable Immunodeficiency

Common variable immunodeficiency (CVID) refers
to an immunogically heterogeneous group of dis-
orders characterized by a generalized failure of
antibody synthesis. Approximately 20 per cent of
patients diagnosed with CVID will develop an auto-
immune complication, which reflects an element of
immune dysregulation in addition to symptomatic
immunodeficiency.1 Tumour necrosis factor-alpha
(TNF-a) is considered a potent proinflammatory
mediator in the inflammatory arthritis. Infliximab,
a chimeric human-mouse monoclonal antibody to
TNF-a, has demonstrated efficacy in the treatment of
juvenile idiopathic arthritis (JIA).2,3

We describe an 8-year-old boy with CVID who
developed JIA at the age of 5 years. He was diagnosed
with CVID at 2 years of age and put on regular
intravenous immunoglobulin infusions. His immu-
nological findings are shown in Table 1.

At age 5 he began to experience oligoarthritis
involving the right knee and left elbow. The patient
had low grade fever and complained of pain in the
right knee and walked with a limp. Physical exami-
nation revealed splenomegaly and markedly swollen
right knee and left elbow. The joints were tender
and warm, but there was no erythema. Uveitis was
not detected. Laboratory investigations showed an

increase of C reactive protein (CRP) and erythrocyte
sedimentation rate (ESR). Tests for antibodies
against smooth muscle mitochondria and anti-
nuclear antibodies were negative. According to the
revised International League of Associations for
Rheumatology (ILAR) criteria,4 the disease was
classified as oligoarticular JIA.
No consistent benefit with any conventional

anti-rheumatic therapy, including non-steroidal
anti-inflammatory drugs, steroids or methotrexate,
was observed for 2 years. Infliximab, 3mg/kg, was
given at weeks 0, 2, 6, 14, and 22 without any
additional therapy. The JIA response criteria were
applied to evaluate treatment response of the patient
at weeks 0, 2, 6, 14, 22, and 24. The patient was
evaluated as having 50 per cent improvement in at
least three of the six response variables. A long-term
effect on inflammatory articular symptoms and
CRP values was observed over 24 weeks. Infliximab
was well tolerated by the patient and no infusion
reaction or delayed hypersentitivity reaction was
noted.
TNF-a is a primary cytokine and is elevated

in CVID, and specific inhibition of TNF-a in these
patients may be effective in moderating autoimmune
disorders, including joint disease. Therapeutic TNF
blockade has been successfully used to treat various
conditions in which TNF seems to be of importance
in mediating inflammation.5 It is now clear that
TNF-a blockade results in decreased formation of
new blood vessels in the synovium, in addition to
reducing joint inflammation and leukocyte infiltra-
tion. Few major adverse effects have been reported
in the clinical trials; however, serious adverse events,
including malignancy, fatal fibrosing alveolitis,
demyelination, and increased susceptibility to infec-
tions including tuberculosis have been observed at
follow-up.6–8

To our knowledge, this is the first case of a
patient who had CVID with JIA and was treated
with infliximab for severe joint disease. In these
patients, TNF blockade can be successfully used
for treating inflammatory conditions in which
TNF seems to be of importance in mediating
inflammation.
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Table 1
Immunological parameters of the patient

Patient Normal

Absolute lymphocyte
count (mm3)

2880 1700–6900

IgG (mg/dl) 280 605–1430
IgA (mg/dl) 525 30–107
IgM (mg/dl) 27 66–228
Tetanus toxoid antibodies Absent
CD3,
% (absolute counts/mm3)

54
(1566)

43–76
(900–4500)

CD19,
% (absolute counts/mm3)

21
(609)

14–44
(200–2100)

CD4,
% (absolute counts/mm3)

31
(899)

23–48
(500–2400)

CD8,
% (absolute counts/mm3)

26
(754)

14–33
(300–1600)

Lymphocyte proliferation,
phytohemagglutinin
(counts/min)

80.750 125.650–360.735

� The Author [2005]. Published by Oxford University Press. All rights reserved. For Permissions, please email: journals.permissions@oupjournals.org 194
doi: 10.1093/tropej/fmi027 Advance Access Published on 26 April 2005

D
ow

nloaded from
 https://academ

ic.oup.com
/tropej/article/51/3/194/1646327 by Bursa U

ludag U
niversity user on 07 O

ctober 2021



2. Moreland LW. The role of cytokines in rheumatoid
arthritis: inhibition of cytokines in therapeutic trials.
Drugs Today 1999; 35: 309–19.

3. Paleolog E. The therapeutic potential of TNF-alpha
blockade in rheumatoid arthritis. Expert Opin Investig
Drugs 2003; 12: 1087–95.

4. Burgos-Vargas R, Rudwaleit M, Sieper J. The place
of juvenile onset spondyloarthropathies in the
Durban 1997 ILAR classification criteria of juvenile
idiopathic arthritis. International League of Associations
for Rheumatology. Rheumatology (Oxford) 2002; 41:
1183–89.

5. Smith KJ, Skelton H. Common variable immuno-
deficiency treated with a recombinant human IgG,
tumour necrosis factor-alpha receptor fusion protein.
Br J Dermatol 2001; 144: 597–600.

6. Wilkinson N, Jackson G, Gardner-Medwin J. Biologic
therapies for juvenile arthritis. Arch Dis Child 2003;
88: 186–91.

7. Ostor AJ, Crisp AJ, Somerville MF, Scott DG.
Fatal exacerbation of rheumatoid arthritis associated
fibrosing alveolitis in patients given infliximab. BMJ
2004; 329 (7477): 1266.

8. St Clair EW. Infliximab treatment for rheumatic disease:
clinical and radiological efficacy. Ann Rheum Dis 2002;
61 (Suppl II): 67–9.

Correspondence: S. Sebnem Kilic, Associated Professor of
Pediatrics, Uludag University Medical Faculty, Department
of Pediatrics, Görükle- Bursa 16059, Turkey.
E-mail 5sebnemkl@uludag.edu.tr4.

RESEARCH LETTER

Journal of Tropical Pediatrics Vol. 51, No. 3 195

D
ow

nloaded from
 https://academ

ic.oup.com
/tropej/article/51/3/194/1646327 by Bursa U

ludag U
niversity user on 07 O

ctober 2021


