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ABSTRACTABSTRACTABSTRACTABSTRACTABSTRACT
Background: Prevalence of Crohn’s disease (CD) among patients with rheumatic illnesses in India is grossly


under estimated, especially when it has overtaken that of Ulcerative Colitis in the West.


Aim: To study the frequency of histologically unequivocal CD amongst clinically suspected patients with


enteropathic arthropathy and to ascertain if the arthritics with CD have any independent clinical predictor.


Settings and designs: Retrospective datasheet analysis from a Rheumatology clinic of a large tertiary care


centre.


Materials and Methods: Patients of suspected enteropathic arthropathy were studied by ileocolonoscopy and


segmental colonic biopsy for histological evidence of Crohn’s disease and followed up.


Statistical Analysis: Logistic regression analysis was done to find out any clinical predictor of histologically


proven CD.


Results: Fourteen of the twenty-nine patients studied had histologically confirmed CD. Those with CD were


younger than those without (34.7 yr vs 41.6 yrs, p=0.057). The CD group also had significantly higher number


of people with loss of weight (12 vs 1), fever (11 vs 0), perianal fistula (4 vs 0), abdominal pain (8 vs 2), history


of dysentery (4 vs 0) and uveitis (6 vs 1) (p=0.00002, 0.00001, 0.026, 0.013, 0.026 & 0.01 respectively).


However logistic regression analysis of the most relevant ones among these, namely, loss of weight, fever,


and perianal fistula showed loss of weight as only independent predictor of CD in this subset of patients ( p =


0.03 with odds ratio of 28). 

Conclusion: Presence of significant loss of weight in an Indian patient with clinically suspected enteropathic 

arthropathy is an independent predictor of CD. 
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rohn’s disease (CD) is being recognized in the West

C more often over the last two decades.[1,2] Up to 25% of 
patients with CD can have extra intestinal symptoms as its 
manifestation, arthropathy being the commonest among 
them.[3,4] CD associated with enteric arthropathy can be of 
spondyloarthropathy (SpA) type,[5] Rheumatoid (RA) type,[6] 

a combination of SpA and RA type, oligoarticular, 
monoarticular, or Jaccoud type arthritis[7] and other atypical 
arthritis.[8] Often the arthropathy of CD can accompany, pre
cede, or follow bowel symptoms. Symptoms of arthritis can be 
the dominant presentation and the bowel symptoms can be 
very mild.[9] In such a situation gastrointestinal manifestation 
can be considered as a separate entity, both by the patient and 
the physician. 

There is also a lack of awareness regarding CD, as it is consid
ered to be a rare entity in our country and classical cases re
main undiagnosed. Although CD was reported in Asian Indi
ans overseas,[10] there was no Indian data from India at the 

time of the study. We thus looked for histolgical evidence of 
CD and its clinical correlates in suspected patients of 
enteropathic arthritis from our Rheumatology Clinic. 

Materials and Methods 

In this retrospective study, patients were selected from the 
outpatient and inpatient departments of Medicine, Gastroen
terology and Rheumatology between September 1996 and 
August 1998 and thereafter the follow up was recorded from 
the case sheets till March 2005. Patients included in this study 
were those of chronic inflammatory arthropathy with chronic 
abdominal pain, diarrhea, dysentery, perianal abscess and peri
anal fistula. Those with obvious irritable bowel syndrome or 
hemorrhoids were excluded after clinical evaluation. 

Chronic inflammatory arthritis was defined as arthritis of large, 
small or axial joints of more than 6 months duration with daily 
morning stiffness of more than 1 hour or elevated inflamma-
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tory parameters like raised ESR or C-reactive protein, in the 
absence of any obvious infective process. 

A detailed rheumatological and gastroenterological examina
tion was done for these patients. Ileocolonoscopy and segmen
tal colonic biopsy were done in those patients who gave in
formed consent. Histological evaluation of biopsy specimens 
was done to look for evidence of CD. Endoscopic appearance 
of CD namely aphthous ulcers, deep or longitudinal fissures, 
cobble stone appearance, edema, strictures, pseudo polyps, skip 
areas and rectal sparing of the ulcerative lesions were noted. 
But histological appearance was taken as the gold standard for 
diagnosis of CD. Classical histological description of discrete, 
non-confluent, noncaseating microgranuloma was adopted to 
define CD. Confluent granulomas with caseation of tubercu
losis were differentiated from CD by dedicated gastrointestinal 
pathologist. The stains used were H&E 

All patients were treated with sulphasalazine and or Methotrex
ate and followed up in our hospital at regular intervals. 

The demographic parameters, clinical symptoms and compli
cations were compared between those arthritics with CD and 
those without. This was done by univariate analysis using Chi 
square and Fischer’s exact test. Subsequently, logistic regres
sion analysis was done among the most relevant parameters to 
look for any independent clinical predictor for the diagnosis of 
CD. The software package SPSS was used for regression analy
sis. 

Results 

Of the 32 patients fulfilling the study criteria, ileocolonoscopy 
and segmental colonic biopsy was done in twenty nine. Four
teen of these 29 patients had histological evidence of CD (Fig
ure 1). Of the remaining, five patients had non-specific chronic 
colitis without any definite evidence of inflammatory bowel 
disease, five other had unclassifiable minimal inflammatory 

Figure 1: Segmental intestinal biopsy section under light microscope high 

power magnification. Discrete nonconfluent, non caseating micro granuloma 

of Crohn, disease 

infiltrate, three had possible infective colitis without any iden
tifiable organism and two others were totally normal. 

Baseline demographic characteristics of the patients with CD 
and those without CD are shown in Table 1. Majority of the 
patients with CD belonged to the eastern and southern part 
of India. There was however no significant difference in the 
geographical distribution of patients with or without CD. The 
CD group patients were of younger age group when compared 
with those without CD (P = 0.057). The mean duration of 
joint symptoms was 4.6 years in the Crohn’s group and 5.9 
years in the other. Similarly the mean duration of bowel symp
toms at presentation was 4.2 years in the Crohn’s group and 
7.2 years in the other group. All the other parameters in Table 
1 were similar in those with and without CD. Inflammatory 
markers like ESR and CRP also did not differ between the two 
groups (data not shown). 

The clinical parameters that varied significantly by univariate 
analysis between those two groups were significant weight loss, 
fever, perianal fistula, abdominal pain, dysentery and uveitis 
(Table 2). 

Logistic regression analysis of the most relevant clinical pa
rameters that were significant on univariate analysis showed 
loss of weight as the only significant predictor for diagnosis of 
CD (P= 0.03, odds ratio = 28, Table 3). 

Other interesting observations in this study were: 
1.	 Two patients with CD and arthropathy had concomitant 

pulmonary tuberculosis (no evidence of intestinal tuber
culosis). 

2.	 Two patients with CD had psoriasis. 

Table 1: Baseline demographic characteristics of patients 

with suspected enteropathic arthropathy 

Parameter Crohn’s disease No Crohn’s Significance 

(n = 14) (n = 15) 

Geographical origin North–1 North–5 

(Regions in India) East–8 East–6 

South–5 South–4 0.219 

West–0 West–0 

Mean age (yrs) 34.9 46 0.057 

Male: Female 8:6 9:6 0.214 

Type of arthritis 10 7 

Spondyloarthropathy 

(SpA)* type 

(Oligoarticular or 

spine alone) 

Polyarticular 2 6 0.274 

Rheumatoid 

(RA) † type arthritis 

RA + SpA type 1 1 

‡Monoarthritis 1 1 

History of 

Bleeding per rectum 7 7 

Perianal fissure 4 4 0.262 

Oral ulcer 3 0 

*Fulfilling ACR criteria of RA 

†Fulfilling European spondyloarthritis study group criteria 

‡Fulfilling criteria for both RA and SpA 
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Table 2: Clinically significant differences between those 

with CD and those without CD 

Parameter Crohn’s No Crohn’s Significance Odds 

disease ratio 

(n = 14) (n = 15) 

Significant weight loss 12 1 < 0.001 84 

(5.24<OR 

<3352.21) 

Presence of fever 11 0 < 0.001 Undefined 

Perianal fistula 4 0 0.02 Undefined 

Abdominal pain 8 2 0.013 8.67 

(1.11 <OR 

< 85.10) 

History of dysentery 4 0 0.02 Undefined 

Uveitis 6 1 0.01 10.50 

(0.40 <  OR 

< 277.75) 

Table 3: Logistic regression analysis for independent 

clinical predictor of the diagnosis of CD 

Variable Wald Significance 

Loss of weight § 4.3183 0.0377 

Perianal fistula 0.0001 0.9933 

Fever 0.0167 0.08973 

§ Odds ratio–28 

3.	 One patient with CD had Systemic Lupus Erythematosus 
(SLE) with very high anti cardiolipin antibody but with
out any obvious thromboembolism. 

All patients with CD were treated with Sulfasalazine and 
Methotrexate. None of them could afford Biological agents. 
During the 5.54 (+/-1.71) years follow up period, dysentery, 
abdominal pain and fever completely resolved with treatment 
in all patients. Patients with perianal fistula had surgical inter
vention in addition to the medical therapy and there has been 
no recurrence of fistula till date. All patients gained weight 
following treatment. Although joint symptoms improved in 
all, four of them had recurrent arthritis requiring intra articu
lar steroid injections. One patient with severe diffuse polyar
thritis has been given a single pulse of IV Methyl Prednisolone. 
One of the patients had to undergo a Total Hip Replacement 
for advanced hip joint disease. Two patients had recurrent uvei
tis requiring topical and systemic steroids. The CD patient 
with SLE who has been on steroids developed pulmonary tu
berculosis for which she was treated. Subsequently she also 
developed pulmonary Aspergilloma. 

The non Crohn’s group was also treated with Sulfasalazine 
with or without Methotrexate, in view of chronic inflamma
tory arthropathy. During the 3.27 (+/- 2.13) years follow up 
period of these patients, two of them had persistent bowel 
symptoms including recurrent bleeding per rectum, requir
ing blood transfusion in one. Repeat colonoscopy in both 
these patients revealed Ulcerative Colitis. They were given 
steroid pulses and enema, in addition to the existing therapy, 
and are currently doing well. 

There was no death during the follow up period. 

Discussion 

This first ever report on Crohn’s arthropathy from India re
vealed histologically unequivocal CD in half the suspected 
cases (14 out of 29) and significant loss of weight was the sin
gle most independent clinical predictor with an Odds ratio of 
twenty eight. This clinical clue is a novel finding which would 
enable detection of more cases of CD in India, where the dis
ease is under recognized.[11] 

One of the difficult areas in differentiation may be that from 
tuberculosis of the intestine.[12,13] The absence of diffuse, con
fluent macro granuloma with caseation can rule out intestinal 
tuberculosis with reasonable precision. 

Most of the common features of CD seen in our patients like 
young male in thirties, perianal fistula, recurrent abdominal 
pain, dysentery, uveitis, fever and loss of weight are described 
in literature.[14,15] 

Significant loss of weight, an independent predictor of diag
nosis in CD, as found in this study may be due to high level of 
tumour necrosis factor (TNF) alpha which can well explain 
the very basis for highly successful response to treatment with 
TNF antagonists in CD. 

Limitations of this study include small number of patients, 
retrospective analysis of datasheets and a skewed population 
in a referral centre. However, this study can act as a sensitizer 
to create awareness for this condition in our country. 

A large multicentric, longitudinal population based study in
volving subjects from all the regions of India and the Indian 
subcontinent with HLA delineation may bring out more in
formation about CD associated arthropathy. Interestingly CD 
has been reported from southern India[11] in contrast to infec
tive colitis, microscopic colitis and ulcerative colitis from north
ern India.[16,17] 
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Spondyloarthropathies (SpA) are a related group of frequent 
disorders with common clinical and genetic characteristics. 
Ankylosing spondylitis (AS) is the prototype disease in this con
cept. Over recent years, evidence has accumulated that the gut 
mucosa is an important disease related site of inflammation in 
the SpA complex, and that this type of gut inflammation is 
immunologically strongly related to Crohn’s disease (CD). Not 
only is CD prevalent among patients with arthropathy and 
chronic abdominal pain or other clinical symptoms reminiscent 
for inflammatory bowel disease (IBD), as outlined elsewhere in 
this journal issue. Silent or subclinical gut inflammation has 
been described in up to two-thirds of patients with SpA.[1] Dif
ferent molecular features link the gut inflammation in SpA pa
tients with classical CD.[2] These features include lymphocyte 
homing markers and macrophage markers. Also, immunologi
cal features like disease specific antibodies (anti-Sacharomyces 
cerevisiae antibodies or ASCA) may link SpA to IBD. 

E-cadherin mediates intercellular adhesion in epithelial cells 
(not only eptithelial cell–cell adhesion; also affinity with the 
αEβ7 integrin on intra-eptithelial T cells). An upregulation of 
E-cadherin and its associated catenins was demonstrated in 
clinically overt IBD. In SpA, similarly, an increased expression 
of the proteins of the E-cadherin/catenin complex in subclini
cal gut inflammation has been described. A particular subset 
of macrophages expresses the scavengerreceptor CD163. Func
tional analysis of the CD163 macrophages suggests that they 
could contribute to the inflammation process of chronic gut 
and joint inflammation, amongst others because of their ca
pacity to produce the proinflammatory cytokine TNFα. In SpA, 
increased representation of the CD163 subset has been ob
served in gut mucosa as well as in synovium. The ASCA are 
typical serumantbodies in patients with CD. Recently, we de
scribed increased levels of ASCA (IgA isotype) in patients with 
AS. 

What has become clear from the different studies describing 
immune alteration in the gut in patients with SpA, is the fact 

that there is a whole immune cascade from early preclinical 
molecular immune changes to clinically overt CD. The ge
netic or environmental factors that determine the progression 
within this cascade are largely unknown. Indeed, over time, 
some patients with SpA and gut inflammation may reverse to 
normality, while others progress to develop overt CD.[3] 

The recognition of the immune link between SpA and IBD, 
has given a special impetus towards the development of new 
therapies in SpA. Indeed, given the immunological link be
tween the gut in SpA and IBD on the one hand and between 
gut and joint inflammation in SpA on the other hand, it was 
an attractive hypothesis to test that immunomodulators in
terfering with gut inflammation would also be of benefit for 
patients with SpA. Not only was salazopyrine first evaluated 
and found effective in patients with SpA. More recently, TNF 
antagonists like infliximab were successfully developed in AS 
and SpA.[4] A special scientific challenge in this respect is the 
fact that more TNF blockers than in the case of IBD are effec
tive in AS. Etanercept is an example of such a drug with dis
cordant efficacy in both diseases. The biological basis of this 
discrepancy is currently still under research. 

De Keyser F 
Department of Rheumatology, Ghent University Hospital, 

Belgium. 

E-mail: filip.dekeyser@ugent.be 
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The arthritis associated with Crohn’s disease occurs in up to 
26% of those diagnosed with the gut disorder.[1] The inflam
matory peripheral arthritis classically involves the knees and 
ankles, affects fewer than five joints, often coincides with flares 
of Crohn’s disease, but lasts less than 10 weeks before sponta
neous improvement. A less common polyarticular arthritis simi
lar to rheumatoid arthritis has also been described, persists 
long-term and remains independent of the bowel’s disease ac
tivity. Finally, Crohn’s patients may also develop an inflamma
tory spinal and sacroiliac arthritis that is indistinguishable from 
ankylosing spondylitis. 

The connection between arthritis and Crohn’s disease is often 
made by the appearance of joint symptoms at or after the on
set of bowel symptoms. The arthritis often begins in the first 
years of Crohn’s disease and especially in children, up to 70% 
of joint flares coincide with exacerbations of intestinal dis
ease.[2] However, the diagnosis of Crohn’s disease is sometimes 
made years after the onset of arthritis, especially in patients 
with a lack of abdominal symptoms and negative testing for 
fecal occult blood. In some cases, the treatment of arthritis 
with nonsteroidal anti-inflammatory drugs, sulfasalazine, or 
methotrexate may by itself cause gastrointestinal side effects 
that delay the consideration of the diagnosis of Crohn’s. 

The accompanying paper[3] takes the unusual approach of 
searching for Crohn’s disease in arthritis patients, rather than 
for arthritis in Crohn’s patients. Excluding only those arthritis 
patients with irritable bowel or hemorrhoids, the authors per
formed ileocolonoscopy with biopsy on 29 with chronic ab
dominal pain, diarrhea, dysentery, or perianal abscess or fis
tula. Only two biopsies were normal, and 14 cases of Crohn’s 
disease were newly diagnosed. Weight loss proved to be the 
only significant predictor of Crohn’s disease, while fever, peri
anal fistula, abdominal pain, history of dysentery, and uveitis 
were also more common in those with Crohn’s. Although the 
series of patients is small, the rate of discovering colitis was 

Expert’s Comments 

high, with simple items from the history and physical exam 
providing important clues about the presence of Crohn’s. 
Such findings indicate that a diagnosis of Crohn’s disease needs 
to be considered more frequently in patients with a chronic 
inflammatory arthritis who also develop even apparently mi
nor bowel symptoms or nonspecific systemic findings of weight 
loss or fever. From the data presented, the type of arthritis 
(oligoarticular peripheral arthritis, polyarticular rheumatoid
like arthritis, or spondylitis) does not predict the presence of 
Crohn’s disease. Instead, clinical vigilance and performance 
of colonoscopy can aid in a more rapid diagnosis. 

Fortunately, there is considerable overlap in medications ef
fective for inflammatory arthritis and Crohn’s disease. Meth
otrexate and sulfasalazine were remarkably effective in the 
current study and required only occasional augmentation by 
corticosteroids. In those patients with an insufficient response 
of either the intestinal or joint disease, the use of the TNFa 
antagonists infliximab or adalimumab provides real hope for 
control of inflammation.[4] However, heightened awareness of 
the connection between arthritis and Crohn’s disease is the 
first step towards initiating effective therapy. 

Reimold AM 
Rheumatic Diseases Division, University of Texas Southwestern


Medical Center, 5323 Harry Hines Blvd., Dallas,

TX – 75390, USA.


E-mail: Andreas.Reimold@UTSouthwestern.edu 
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This is the first study of its kind from India where the preva
lence of Crohn’s disease (CD) among individuals presenting 
with enteropathic arthropathy. The authors found that 14 of 
the 29 patients studied had histologically confirmed CD. 

Among individuals with CD there was a significantly higher 
frequency of individuals with weight loss, fever, perianal fis
tula, abdominal pain, dysentery, and uveitis. Among these fac
tors, logistic regression analysis showed loss of weight as only 
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independent predictor of CD. 

While there are obvious limitations in a retrospective analysis, 
this study brings forth several interesting issues. First, it would 
serve to create a greater awareness among those caring for these 
individuals regarding the need to perform colonoscopy among 
those who present with manifestations of enteropathic arthri
tis. Second, treatment of these individuals has involved the 
use of a combination of methotrexate and sulphasalazine as 
opposed to the latter alone for peripheral arthritis associated 
with other seronegative spondyloarthopathies. For the most 
part the dictum has been to treat peripheral arthritis in males 
with sulphasalazine alone if differentiation into specific syn
dromes is not possible. The combination is required only if 
one agent alone does not produce in satisfactory response.[1] 

Thirdly, differentiation from tuberculosis (TB) is essential not 
only since antitubercular therapy is indicated there, but also 
since anti-tumor necrosis factor, which has been used for CD, 
increases the probability of reactivation of TB.[2] 

One issue that merits special consideration is the use of ad
vanced statistical techniques in studies where the readers might 

be interested in applying the results to individual patients. 
Thus, while the patients who were first seen upto August 1998 
and followed for more than 6 years, the mean duration of fol
low up of patients with CD was 5.54 years and those without 
CD was 3.27 years when none of the patients dropped out in 
this period. 

The paper should encourage other workers in this area to con
sider CD as a probable diagnosis among those who present 
with enteropathic arthropathy. 

Wanchu A, Dhiman RK* 
Departments of Internal Medicine and *Hepatology,

 Postgraduate Institute of Medical Education and Research, 
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