Letters to the Editor

Successful treatment of
ankylosing spondylitis
coexisting with pulmonary
sarcoidosis by infliximab

Sirs,

Ankylosing spondylitis (AS) is an inflam-
matory disease that predominantly affects
vertebral and sacroiliac joints and some-
times leads to severe morbidity. On the oth-
er hand, sarcoidosis is a systemic disease
characterized by noncaseating granulomas
in various organs. Among a variety of its
clinical manifestations, progressive pulmo-
nary sarcoidosis is one of the life-threaten-
ing complications. Although the pathogen-
esis of these diseases is unknown, involve-
ment of TNF-a has been suggested (1, 2).
Here we present a rare case of a patient with
a combination of AS and sarcoidosis, who
was successfully treated with infliximab, an
anti-TNF-a monoclonal antibody.

A 36-year-old man from Bangladesh was
referred to our hospital in February 2003
with a 4-year history of low back pain,
which was worse in the morning and im-
proved with exercise. On admission, the
patient had pain and stiffness in the neck
and back, difficult breathing, and blurred
vision. Shobers test was 3.7 cm and chest
expansion was 1.5 cm. X-ray findings
showed squaring of the thoracic vertebrae
(Fig. 1A) with sclerosis and narrowing in
the sacroiliac joints (Fig. 1B). HLA typ-
ing revealed A3, A33, B27, B44, DR2 and
DR7. CRP (5.3 mg/dl) and ESR (99 mm/
hr) were increased. Tests for autoantibod-
ies, including antinuclear antibodies and
rheumatoid factor, were negative. Based
on the above findings, the diagnosis of AS
was established. Interestingly, chest radio-
graph and CT revealed bilateral hilar lym-
phadenopathy (Figs. 2A-B) without lung
parenchymal involvement (Fig. 2C). How-
ever, bronchoalveolar lavage showed a high
number of lymphocytes (total cell number:
2.55x107, lymphocytes: 61.9%) with a high
CD4/CD8 ratio (4.80). Histopathological
examination of a transbronchial lung biop-
sy showed noncaseating granuloma (Figs.
2D-E). Ocular examination showed anteri-
or uveitis with granuloma, which suggested
sarcoidosis rather than AS. Taken together,
he was also diagnosed with sarcoidosis.
Treatment with salazosulfapyridine was
started in combination with NSAIDs, but
no improvement was noted. Methotrexate
was administered but discontinued due to
severe nausea. Since the stiffness and pain
were worsened, together with worsening of
pulmonary sarcoidosis (Figs. 3A-B), admin-
istration of infliximab (3 mg/kg) was started
in April 2007 (at weeks 0, 2, 6, and then 8-
week interval). Six months after start treat-
ment, the chest radiograph and CT showed
marked improvement of lung parenchymal
changes and mediastinal lymphnode swell-

Fig. 1. Findings of
x-rays associated
with AS.

A: Chest x-ray
showed the squar-
ing of vertebrae
(arrows).

B: Pelvic x-ray
showed sclerosis
of the sacroiliac
joint (arrow).

Fig. 2. Findings of chest x-ray, CT,
and histoapathlogy of transbron-
chial lung biopsy associated with
pulmonary sarcoidosis.

A, B and C: Chest x-ray and CT
showed bilateral hilar lymphadeno-
pathy without lung parenchymal in-
volvement in February 2003.

D and E: Histopathology of a trans-
bronchial lung biopsy showed non-
caseating granuloma (arrows, hema-
toxylin and eosin staining; original
magnification D: x100, E: x400).

Fig. 3. Effect of infliximab on pulmonary sarcoidosis.

A and B; Chest x-ray and CT showed progression of parenchymal infiltration in the bilateral upper fields before
infliximab treatment in March 2007. C and D; Pulmonary involvement and mediastinal lymphnode swelling (arrows)
were improved by infliximab therapy in September 2007.
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ing (Figs. 3C-D), as were the AS-related
symptoms [Bath Ankylosing Spondylitis
Disease Activity Index (BASDAI): from 6
to 2.75; Bath Ankylosing Spondylitis Func-
tional Index (BASFI): from 2.4 to 0.75]
and CRP became negative. No significant
adverse effects were observed. Treatment
with infliximab has been continued without
recurrence of both diseases. The appropri-
ate consent for this report was obtained
from the patient.

TNF-a is a pro-inflammatory cytokine that
might contribute to the pathogenesis of sev-
eral autoimmune diseases. A number of large
placebo-controlled clinical trials have shown
that infliximab is effective and well tolerated
in patients with AS (3, 4). Although TNF-a
might also play a critical role in sarcoidosis
pathogeny, especially for granulomatous
process, and TNF-a. polymorphisms corre-
late with the disease phenotype (5), the effi-
cacy of the anti-TNF therapy in sarcoidosis is
controversial (6). In a clinical trial for chron-
ic sarcoidosis with pulmonary involvement,
treatment with infliximab resulted in only
modest improvement of percent of predicted
forced vital capacity, but not in any improve-
ment of other parameters (7). Moreover,
another anti-TNF therapy, etanercept, failed
to demonstrate any clinical benefit of pulmo-
nary sarcoidosis (8). Interestingly, Toussirot
et al. reviewed eleven cases developed sar-
coidosis during anti-TNF therapy, including
infliximab, adalimumab and etanercept (9).
However, our patient showed exacerbation
of clinical manifestations of AS and sar-
coidosis simultaneously, although sarcoido-
sis is known for its fluctuating course and
it may relapse and remit spontaneously.
Moreover, treatment with infliximab amelio-
rated the clinical features of both conditions.
These findings suggest the two diseases have
a common etiological or pathogenic back-
ground, and furthermore, infliximab could
be a potential therapy for the patients with
coexisting AS and sarcoidosis.

Although AS and sarcoidosis share some
common clinical manifestations such as
sacroiliitis and uveitis, only seventeen cases
with coexistence of the two diseases have
been reported (10-13). The patients were
41.2+14.3 years old (mean + SD), and four-

teen patients were male. Fifteen out of the
17 patients developed sacroiliitis. However,
it was reported that only 6.6% of sarcoido-
sis patients had sacroiliitis (14). Seven pa-
tients were treated with corticosteroids.
The present case is the first report that was
treated with infliximab. Interestingly, 10
of the patients were reported from France,
and 2 Switzerland, 1 Belgium, Italy, Neth-
erlands, Morocco, and Turkey. Analysis of
the available information showed only three
out of 8 patients were HLA-B27 positive,
although it is generally known that about
90% of AS are B27 positive. It was reported
that HLA-A1, -B8, and -DR3 were associ-
ated with sarcoidosis (15). One patient with
coexistence of the diseases was positive for
all the HLAs (A1, B8, and DR3) together
with B27 out of 4 cases who are available all
HLA typing. Genetic and/or regional back-
ground may also affect the development of
the two diseases. Our patient presented B27,
but did not have the sarcoidosis associated
HLA-subtypes.

In summary, we present a case of AS and
sarcoidosis successfully treated with inf-
liximab. The clinical course suggested the
etiological and/or pathogenic association
between AS and sarcoidosis, and that inflixi-
mab is a promising therapy for such intract-
able manifestations.

S. OCHI', MD, PhD

T. NANKI', MD, PhD, Associate Professor
H. KANEKO', MD

K. HONNE!, MD

Y. MIYAZAKI?, MD, PhD, Assistant Professor
Y. KOMANO', MD, PhD, Assistant Professor
N. MIYASAKA' MD, PhD, Professor

'Department of Medicine and Rheumatology,
’Department of Integrated Pulmonology,
Graduate School, Tokyo Medical and Dental
University, Tokyo, Japan

Address correspondence and reprint requests to:
Toshihiro Nanki, MD, Department of Medicine
and Rheumatology, Graduate School, Tokyo
Medical and Dental University, 1-5-45 Yushima,
Bunkyo-ku, Tokyo 113-8519, Japan.

E-mail: nanki.rheu@tmd.ac.jp

Conflict of interest: Dr Nanke received a
research grant and an honorarium from the
Tanabe-Mitsubishi pharmaceutical company;
the other co-authors have declared no
competing interests.

699

References

. LIU Y, CORTINOVIS D, STONE MA: Recent ad-

vances in the treatment of the spondyloarthropa-

thies. Curr Opin Rheumatol 2004; 16: 357-65.

DOTY JD, MAZUR JE, JUDSON MA: Treatment of

sarcoidosis with infliximab. Chest 2005; 127: 1064-

71.

. VAN DER HEIJDE D, DIIKMANS B, GEUSENS P et
al.: Efficacy and safety of infliximab in patients with
ankylosing spondylitis: results of a randomized,
placebo-controlled trial (ASSERT). Arthritis Rheum
2005; 52: 582-91.

4. BRAUN J, BRANDT J, LISTING J et al.: Treatment
of active ankylosing spondylitis with infliximab:
a randomised controlled multicentre trial. Lancet
2002; 359: 1187-93.

. NUNES H, SOLER P, VALEYRE D: Pulmonary sar-
coidosis. Allergy 2005; 60: 565-82.

. WHITE ES: Infliximab in sarcoidosis: more answers
or more questions? Am J Respir Crit Care Med
2006; 174: 732-3.

. BAUGHMAN RP, DRENT M, KAVURU M et al.:

Infliximab therapy in patients with chronic sar-

coidosis and pulmonary involvement. Am J Respir

Crit Care Med 2006; 174: 795-802.

UTZ JP, LIMPER AH, KALRAS et al.: Etanercept for

the treatment of stage II and III progressive pulmo-

nary sarcoidosis. Chest 2003; 124: 177-85.

. TOUSSIROT E, PERTUISET E, KANTELIP B,
WENDLING D: Sarcoidosis occuring during anti-
TNF-a treatment for inflammatory rheumatic dis-
eases: report of two cases. Clin Exp Rheumatol
2008; 26: 471-5

10. STUCKI G, yoN FELTEN A, bPEICH R, MicHEI|

. Ankylosing spondylitis and sarcoidosis--coin-
cidence or association? Case report and review of

the literature. Clin R, :
. @ |
ESPAUX OUSSIROT H,
coidosis and spondylarthropathy. Three case-re-
ports. Rev Rhum Engl Ed 1996; 63: 405-11.

12. ABOUZAHIR A, EL MAGHRAOUI A, TABACHE
F et al.: Sarcoidosis and ankylosing spondylitis. A
case report and review of the literature. Ann Med
Interne (Paris) 2002; 153: 407-10.

13. SEZER 1, MELIKOGLU MA, CAY HF, KOCABAS
H, KACAR C: A co-occurrence of sarcoidosis and
ankylosing spondylitis: a case report. Rheumatol Int
2008; 28: 605-7.

14. ERB N, CUSHLEY MJ, KASSIMOS DG, SHAVE RM,
KITAS GD: An assessment of back pain and the
prevalence of sacroiliitis in sarcoidosis. Chest 2005;
127: 192-6.

15. MARTINETTI M, TINELLI C, KOLEK V et al.: The
sarcoidosis map: a joint survey of clinical and im-
munogenetic findings in two European countries.
Am J Respir Crit Care Med 1995; 152: 557-64.

—_

N

%)

w

[=2)

~

*

Nel



http://www.ncbi.nlm.nih.g
http://www.ncbi.nlm.nih.gov/sites/entrez?Db=
http://www.ncbi.nlm.nih.gov/sites/entrez?Db=pubmed&Cmd=Search&Term=%22Mich
http://www.ncbi.nlm.nih.gov/sites/entrez?Db=pubmed&Cmd=Search&Term=%22Mich
http://www.ncbi.nlm.nih.gov/sites/entrez?Db=pubmed&Cmd=Search&Term=%22Kremer%20P%22%5BAuthor%5D&itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_
http://www.ncbi.nlm.nih.gov/sites/entrez?Db=pubmed&Cmd=Search&Term=%22Gallinet%20E%22%5BAuthor%5D&itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_Discover
http://www.ncbi.nlm.nih.gov/sites/entrez?Db=pubmed&Cmd=Search&Term=%22Benmansour%20A%22%5BAuthor%5D&itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_DiscoveryPanel.Pubmed_RVAbstra
http://www.ncbi.nlm.nih.gov/sites/entrez?Db=pubmed&Cmd=Search&Term=%22Despaux%20J%22%5BAuthor%5D&itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_DiscoveryPanel.Pubmed_RVAbstractPlus
http://www.ncbi.nlm.nih.gov/sites/entrez?Db=pubmed&Cmd=Search&Term=%22Toussirot%20E%22%5BAuthor%5D&itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_DiscoveryPanel.Pubmed_RVAbstractPlus
ht

