INTESTINAL TUBERCULOSIS ON TOP OF CROHN’S DISEASE: A NEVER-ENDING DILEMMA
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ABSTRACT

Significance: The global trend indicating rising incidence of inflammatory bowel disease in newly industrialized countries like the
Philippines will add up to the major health problem of tuberculosis disease burden. Addressing this looming concern requires
adequate data to develop good clinical practice for better delivery of health care. Availability of clinical information will help clinicians
develop comprehensive approach in dealing with possible coexistence of crohn’s disease and intestinal tuberculosis.

Clinical Presentation: We present a case of 33-year-old, Filipino, male diagnosed with crohn’s disease with coexisting intestinal
tuberculosis.

Management: Judicious approach to distinguish crohn’s disease from intestinal tuberculosis is the initial step for management.
Treatment of intestinal tuberculosis must take precedence over crohn’s disease. In cases of complications, like stricture formation
leading to obstruction and perforation, surgical intervention must be considered.

Recommendation: A thorough clinical evaluation, including comprehensive history and complete physical examination in addition
to endoscopic, histopathologic and biochemical investigations must be seek out prior to any attempts to start definite treatment.
Ensure to rule out other diseases especially infectious etiology, most particularly intestinal tuberculosis because medications use
to treat crohn’s disease has the potential to induce flare of tuberculosis leading to complications.
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INTRODUCTION .
Here we report an unusual case of inflammatory

In recent years, the impact of inflammatory bowel
disease has become global with accelerating
incidence in newly industrialized countries in
Africa, Asia, South America while incidence in the
western world stabilized, its prevalence remains
high.! If this epidemiological trend continues
people affected with inflammatory bowel disease
in these developing countries is forecasted to
approximate or even surpass that of cases in the
western world in the year 2025.%3

In high tuberculosis burden countries like the
Philippines, emergence of this disease will add up
to the already major public health concern.
Presentation of intestinal tuberculosis (ITB) will
confront clinicians in making distinction from
inflammatory bowel disease as this two-distinct
disease entity both present as chronic
granulomatous disorder with overlapping clinical,
endoscopic as well as histopathologic features.*
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bowel disease, crohn’s type with concomitant
intestinal tuberculosis. During treatment, the
patient developed small bowel obstruction which
subsequently underwent surgery.

CASE PRESENTATION

A 33-year-old, Filipino, male newly diagnosed
case of crohn’s disease (Figure 1), currently on
Mesalamine 1.5g TID and recently started on
Prednisone 20mg BID presented with five-day
history of progressive crampy abdominal pain
initially generalized but localized afterwards at the
left lower quadrant. This was associated
bloatedness and fever. He had previous
pulmonary tuberculosis with complete 6-month
treatment. Patient was admitted and underwent
whole abdominal CT-Scan with IV contrast



Figure 1: Endoscopic Findings

A. (Cecum) Congested and hyperemic
mucosa

B. (Descending colon) Patchy areas of
erosions with surrounding
erythematous and congested
mucosa

revealing, “Partial small bowel obstruction and
gastroesophageal reflux, secondary to the diffuse
thickening of the terminal ileum, ileocecal region,
and ascending colon, most likely due to crohn’s
disease. Intestinal tuberculosis is also a
consideration.” (Figure 2) He was referred to
surgery and subsequently underwent exploratory
laparotomy with right hemicolectomy with end
ileostomy and distal mucous fistula.
Intraoperatively findings showed, “thickened
ileocecal area with noted fibrous band impinging
the terminal ileum causing the obstruction; small
bowels were dilated with moderate accumulation
of seropurulent peritoneal fluids, mesentery of the
small bowels was noted to be studded with
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matted necrotic tissue with findings of fistula
formation in hepatic flexure to the proximal
transverse colon.”

Tissue for histopathologic examination was
submitted showing, “Inflammatory bowel disease,
crohn’s type, involving the ileum, cecum,
ascending and transverse colon with the following
features: fissuring ulceration of the mucosa,
transmural inflammation, non-caseating
epithelioid granulomas; associated transmural
necrosis with perforation, abscess formation and
peritonitis; acute suppurative lymphadenitis;
caseating granulomatous lymphadenitis
consistent with tuberculosis, transverse colon.”
(Figure 3 A-D).

Figure 2: Abdominal CT-Scan

A. Axial View: Thickening of the terminal ileum

B. Coronal View: Persistent collapse and diffuse wall
thickening of the terminal ileum, extending to the
ileocecal region, and ascending bowel segments.

Specimen for MTB Gene Xpert was likewise
submitted showing, “MTB detected — Medium; Rif
resistance — not detected.” Mesalamine was
discontinued and patient was referred to
infectious disease specialist and was started on
quadruple anti-tuberculous (HRZE) medications.
Patient clinically improved with no noted post-
operative complications. He was discharged on
his 19" hospital day.



Figure 3 A-D Histopathologic Findings

A. Transmural lymphoplasmacytic
inflammation with granuloma
formation

B. Mucosal tissue with transmural
inflammation

C. Lymph node with granuloma
formation

D. Acid fast bacilli in the lymph node

DISCUSSION

The rapid socioeconomic development and
westernization of the low to middle income
countries is associated with increasing
epidemiological trend of inflammatory bowel
disease as a global health burden.?*% While
these countries still battling infection as a public
health concern the looming rise of this chronic
disease will add up to the economic incumbrance.
In the Philippines, wherein the burden of illness
of tuberculosis remains high, clinicians were
confronted with major dilemma for distinguishing
inflammatory bowel disease from the other
mimickers of the disease especially intestinal
tuberculosis.

Crohn’s disease (CD) and intestinal tuberculosis
(ITB) are both chronic granulomatous condition
that share overlapping clinical, endoscopic,
radiologic, and histopathologic features.”8910
More challenging is that, there is no single gold
standard for diagnosis of crohn’s disease.'»%®
This make differentiation with intestinal
tuberculosis difficult. Distinguishing these two -
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disease entity though is important because they
have distinct natural course. Intestinal
tuberculosis is curable when appropriate therapy
is started while crohn’s disease is progressive
and relapsing illness.!

lleocolonoscopy plays a central part in the
diagnosis, management, surveillance as well as
differentiation of crohn’s disease.'? Two factors
can be considered endoscopically to aid in the
differentiation of CD and ITB — that is, area of
distribution and endoscopic appearance.?
Features suggestive of crohn’s disease includes
involvement of more than or equal to 4 segments
of the colon especially the terminal ileum and
ileocecal valve, presence of longitudinal ulcers,
aphthous ulcers, cobblestone appearance and
findings of perianal lesions.'>!® Intestinal
tuberculosis on the other hand, usually involved
less than 4 segments of the colon with findings of
transverse ulcers and patulous ileocecal
valve. 1213



Mucosal biopsy during endoscopic examination
is usually part of the first line investigation for the
diagnosis of CD.! Both the Asia-Pacific
consensus on Crohn’s disease and the 3™
European Evidence-based consensus on the
diagnosis and management of Chron’s disease
recommends multiple biopsies (at least 2) from
five sites in the colon including the rectum.**5 In
a retrospective study by Ye, Z. et al,’
granulomas were present in 81.3% of ITB cases
and in 67.3% of CD cases (P = 0.36). Features
favoring ITB granuloma includes confluent, large
size (mean widest diameter, 508+314mm; range,
100-1100mm), in contrast to CD granuloma
showing small size (mean widest diameter,
253+197mm; range, 50-800mm) not confluent.*’
While basal cell plasmacytosis, lymphoid
aggregate, and lymphangiectasia  were
commonly seen in CD than ITB.Y” Other
microscopic favoring features CD includes focal
(discontinuous) chronic (lymphocytes and plasma
cells) inflammation and patchy chronic
inflammation, focal crypt irregularity (discontinuous
crypt distortion).4

Employing imaging to differentiate CD from ITB
has been studied using CT enterography
technique. The presence of wall stratification,
comb sign, and fibrofatty proliferation significantly
favored CD, while short segmental involvement
significantly supported the diagnosis of ITB.*®
Inflammatory markers such as erythrocyte
sedimentation rate (ESR), C-reactive protein
(CRP), albumin did not show statistical
significance in differentiating CD from ITB, so is
serum biomarker anti-Saccharomyces cerevisiae
antibody (ASCA).1819-20

Taking into consideration all aspects in diagnosis
of crohn’s and its differentiation, several scoring
systems were developed. Lee, YJ et al., uses 8
specific endoscopic indicators to establish a
scoring system with aim to differentiate CD from
ITB.?! Huang X, et al., also developed a scoring
system with 12 high specificity indicators
including clinical, endoscopic and
histopathological features with PPD and T-
SPOT.TB.?2 These scoring systems may aid in
differentiating CD from ITB, but validation studies
should be employed for it to be use in general.

4|Page

In cases where it is not possible to confidently
differentiate ITB from CD, Asia-Pacific consensus
on Crohn’s disease recommended 8-12 weeks
therapeutic trial of anti-TB therapy (ATT) with
repeat colonoscopy at 8-12 weeks to document
treatment response.'?

The goals of treatment for crohn’s disease
includes induction and maintenance of remission,
improving quality of life, as well as prevention of
complications.’> But recent advances in
treatment armamentarium has shifted the
paradigm to deeper remission, that is pointing
towards clinical remission with associated
mucosal healing.? 24

Inflammatory bowel disease independently, is not
associated with increased risk for active
tuberculosis but in association  with
immunosuppressants used for treatment
increases risk for active tuberculosis.?® In the
case presented the crohn’s disease is
complicated by activation of intestinal
tuberculosis leading to small bowel obstruction.
Surgical intervention was done. Tissue biopsy
with noted positive Acid-fast bacilli as well as
PCR-TB test confirmed diagnosis of TB.
Treatment with intestinal tuberculosis follows the
basic principle of treatment with pulmonary
tuberculosis employing a 6 to 9-month regimen
consisting of 2 months isoniazid, rifampicin,
pyrazinamide and ethambutol in the initial phase
followed by 4-7 months of isoniazid and rifampicin
in the continuation phase.?®

CONCLUSION

In the Philippines where burden of tuberculosis
remains high, increase incidence of inflammatory
bowel disease will add up to present health
burden. Inevitably this rapid change will occur in
the coming years but with careful planning
through innovations in the utilization and delivery
of health care curtailed to this anticipatory change
will somehow reduce the looming problem.
Compendium of scientific information and clinical
data will help clinicians to develop strategies and
clinical pathways to address possible dilemma
due to close association of these two diseases.
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