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ABSTRACT

In the present study we report a patient

with long-standing seropositive rheuma -
toid arthritis, who developed Crohn’s

disease. We discuss the possible patho -
physiologic mechanisms and their

associations between these two entities.

Introduction

Rheumatoid arthritis (RA) is a chronic
multi-systemic disease affecting primari-
ly the synovium, leading to joint damage
and bone destruction. Extra-articular
manifestations of RA include rheuma-
toid nodules, pleurisy, Raynaud's phe-
nomenon and skin vasculitis (1).
Gastrointestinal involvement in RA is
usually associated with systemic vas-
culitis or is related to drug intolerance
(2). In this report we present the case of
an RA patient who developed Crohn’s
disease (CD) and discuss the possible
pathophysiologic mechanisms for the
coexistence of the two diseases.

Casereport

The patient was a 46-year-old female
who had longstanding seropositive RA
since 1989 according to the 1987 Ameri-
can College of Rheumatology criteria
(3). She presented to our out-patient

CASE REPORT

rheumatol ogy clinic because of abdom-
ina pain and discomfort. Clinical exami-
nation revealed thickening of the sec-
ond and third metacarpophalangeal
(MCPs) joints bilaterally and the third
proximal interphalangeal (PIP) joint
bilaterally. In addition, two subcutane-
ous rheumatoid nodul es were presented
over the extensor surface of the left
forearm. Abdominal examination re-
vealed no abnormalities and rectal exam-
ination was negative. Digital examina-
tion for the presence of occult blood
was negative. No previous treatment
with gold salts or D-penicillamine was
recorded. The current treatment was
methotrexate (MTX) 10 mg/week,
cyclosporine A (CsA) 100 mg/day and
prednisone (2.5 mg/day).

Laboratory evaluation revealed hemo-
globin 8.6 gr/dl; the white blood cells
and differential count were within nor-
mal limits and platelets were normal.
The erythrocyte sedimentation rate was
50 mm/h, C-reactive protein 19.5 mg/L
(normal values <6 mg/L), and IgM
rheumatoid factor 1/640 (Latex test).
Serum iron was 30 ngr/dl (normal val-
ues >45) and serum feritin levels 2.6
ng/ml (normal values >10). Finaly,
total iron binding capacity was within

Fig 1. Hand and wrist roentgenograms showing erosive change affecting the wrists bilaterally. In addi-
tion,joint space narrowing and erosive changes are also evident on the metacarpophalangeal and prox-
imal interfalangeal joints bilaterally.
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Fig 2. Rectal biopsy with surface erosion, deformity of crypts, and a patchy heavy infiltration of the

mucosa by plasma cells, lymphoid cells,eosinophils and polymorphs. The latter infiltrates the epitheli-
um without crypt abscesses formation. A slight degree of goblet cell depletion was also found. (H/E

x100)
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Fig 3. Biopsy specimen from the sigmoid colon showing slight crypt distortion and mucosal lymphoid
aggregates. The goblet cells are well preserved. (H/E x200)

norma limits. The remainder of the
|aboratory tests revealed no abnormali-
ties. A chest radiograph and tuberculin
skin test were negative. Hand and wrist
x-rays showed erosive changes affect-
ing the MCPs, PIPs and wrists bilater-
aly (Fig. 1).

Abdomina pain and discomfort were
persstent for severa days, thus a fur-
ther gastroenterological investigation
was decided on. Gastroscopy showed no
abnormalities. Colonoscopy demon-

strated diverticulosis a the sigmoid and
descending colon. A micronodular ap-
pearance of the intestinal mucosa with
superficial erosions at the ascending
colon and cecum were d so observed. At
the terminal ileum discernible ulcera-
tions with normal interstitial intestinal
mucosa were observed. Multiple biop-
siesfrom theterminal ileum and ascend-
ing colon reveaed abnormalities com-
patible with inflammatory bowel dis-
ease (IBD), particularly CD (Fig. 2,3).
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Discussion

RA is asystemic inflammatory disease
that predominantly affects the synovial
membrane of the diarthrodial joints (1).
Involvement of the sacroiliac joints,
thoracic and lumbar spine are not specif-
ically related to RA (4). Extra-articular
disease affecting a variety of organs
occurs in the mgjority of patients and it
is a significant factor in the morbidity
and mortality of patientswith RA. Gas-
trointestinal manifestation are usually
associated with systemic vasculitis,
drug-related reactions, collagen colitis
or amyloidosis. Drug-related colitis is
associated mainly with the use of gold
salts, D-penicillamine, non-steroidal
anti-inflammatory drugs and other
drugs (5). Gold salt-induced colitisisa
rare, some times serious and even life-
threatening adverse event. Colonoscopy
reveals erythematosus colonic mucosa
with frequent ulcerations that can be
difficult to distinguish from an inflam-
matory bowel disease. Biopsy speci-
mens reveal lymphocytes and plasma-
cell infiltrations of the lamina propria
with crypt abscess formations or ulcer-
aions. It seemsthat gold-related colitis
is due to hypersensitivity reactions (5).
Our patient did not receive gold salts
and this possihility therefore seems
unlikely.

Collagen colitis is a rare form of in-
flammation colitis which is associated
with many autoimmune rheumatic dis-
eases such as scleroderma, seronega
tive spondylarthropathies, RA and oth-
ers. This disorder has a distinct histo-
pathological picture with the presence
of subepithelial collagen deposition,
which is different from the histological
picture described in our patient (6).
Finaly, gastrointestinal amyloidosis is
a rare complication of RA which also
has distinct histological features with
the deposition of amyloid protein (7).
The histopathological findings in our
patient did not show the presence of
amyloid protein.

On the other hand, CD is a recurrent
chronic IBD characterized by patchy
transmural inflammation that may in-
volve any segment of the gastrointesti-
nal tract from the mouth to the anus.
One-third of CD cases involve the
small bowel but it most commonly
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affects the ascending colon and termi-
nal ileum (ileocalitis - ileitis). CD may
present with fever, weight loss, abdom-
inal pain and tenderness, diarrhoea, ste-
atorrhoea, and extra-intestinal manifes-
tations (8).

Arthritis is the most common extra-
intestinal manifestation of CD. The
arthritis occurs with equal frequency in
men and women and in children and
adults. Arthritis in CD manifests as
monoarthritis or asymmetrical poly-
arthritis, and the joints most often
involved are the knees, ankles, elbows
and hips, and rarely the small joints.
CD can affect the sacroiliac joints in
approximately 10-20% of patients (9).
Rheumatoid factor usualy is negative,
but in some cases this autoantibody
may be detectable in low titers (10). In
general, the arthritis is non-deforming
and non-destructive; however, some
cases with erosive changes have been
reported (11,12). The entire spectrum
of CD may also remain silent, although
ileocolonoscopic biopsy specimens
taken from the terminal ileum reveal
mild to severe inflammatory lesions
indicating the presence of subclinical
CD (13). The lack of granuloma from
the biopsy specimen is probably related
to the use of immunosuppressive drugs
since MTX acts mainly on macropha-
ges and CSA inhibits T-lymphocytes. It
is known that granuloma formation
requires the presence of macrophages

and activated T-lymphocytes. Thus,
both drugs may modulate macrophage
and T-lymphocyte functions, which re-
sult in the absence of granuloma forma
tion. In addition, the symptoms of CD
were subclinical and mild due to the
fact that our patient was treated with
MTX and CSA, immunosuppressive
drugs typically used in the treatment of
CD which can influence disease ex-
pression and outcome (14, 15).

It seems that the two diseases RA and
CD both have an autoimmune basis. On
the other hand it is known that RA is
associated with other autoimmune dis-
eases such as §jogren's syndrome and
Hashimoto thyroiditis. Thusiit is possi-
ble that both diseases may coexist or
that RA may develop an associated CD.

References

1. HARRIS ED JrR: Mechanisms of disease:
Rheumatoid arthritis pathophysiology and
implications for therapy. N Engl J Med 1990:
322: 1277-89.

2. FORTSON WC, TEDESCO FJ: Drug-induced
colitis: A review. Am J Gastroenterol 1984;
79: 878-83.

3. ARNETT FC,EDWORTHY SM,BLOCH DA et
al.: The American Rheumatism Association
1987 revised criteria for the classification of
rheumatoid arthritis. Arthritis Rheum 1988;
31: 315-24.

4. VAN DER HEIJDE DM: Radiographic imag-
ing: The “gold standard” for assessment of
disease progression in rheumatoid arthritis.
Rheumatol ogy (Oxford) 2000; 39 (Suppl. 1):
9-16.

5. TOUSSIROT E, WENDLING D: Crohn's dis-
ease associated with seropositive rheumatoid
arthritis. Clin Exp Rheumatol 1997;15:307-11.

365

CASE REPORT

6.

10.

11.

12.

13.

14.

15.

BENUCCI M, BARDAZZI G, MAGARO L, LI
GOBBI F, MANNONI A, SERNI U: A case
report of a man with rheumatoid arthritis
associated with collagenous colitis. Clin Exp
Rheumatol 2001; 19: 475.

. OKUDA Y, TAKASUGI K, OYAMA T, OYAMA

H, NANBA S, MIYAMOTO T: Intractable diar-
rhea associated with secondary amyloidosis
in rheumatoid arthritis. Ann Rheum Dis1997;
56: 535-41.

. LASHNER BA,KIRSNER JB: The epidemiolo-

gy of inflammatory bowel disease: Are we
learning anything new ? Gastroenterology
1992; 103: 696-8.

. RANKIN GB, WATTS HD, MELNYK CS et al.:

The National Cooperative Crohn’s Disease
Study: Extraintestinal manifestations and
perianal complications. Gastroenterology
1979; 77: 914-920.

ROUBENOFF R,RATAIN J, GIARDIELLOF et
al.: Collagenous calitis, enteropathic arthri-
tis, and autoimmune diseases. Results of a
patient survey. J Rheumatol 1989; 16: 1229-
32.

GRAVALLESE EM, KANTROWITZ FG: Arth-
ritic manifestations in inflammatory bowel
disease. Am J Gastroent 1988; 83: 703-9.
TOUSSIROT E, DARMON P, REVIRON D,
MERCIER P ACQUAVIVA PC: Erosive poly-
arthritisin Crohn’s disease A case with HLA
DRB1 determination. Clin Exp Rheumatol
1995; 13: 255-7.

MIELANTS H, VEYS EM, CUVELIER C, DE
VOS M: Subclinical involvement of the gut in
undifferentiated spondyloarthropaties. Clin
Exp Rheumatol 1989; 7: 499-504.

VANDELL AG, DIPIRO JT: Low-dosage meth-
otrexate for treatment and maintenance of
remission in patients with inflammatory
bowel disease. Pharmacotherapy 2002; 22:
613-20.

MEIJSSEN MA: Cyclosporine and inflamma-
tory bowel disease: Buying time. Mediators
Inflamm 1998; 7: 145-7.



