BM] Case Reports

Reminder of important clinical lesson

Crohn’s disease or TB — the perennial question and diagnostic
pitfalls
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Summary

A previously healthy 28-year old lady from Saudi Arabia presented with recurrent peri-anal abscesses progressing to fistula-in-ano. These
were treated with incision and drainages and with setonisation of the fistula. Multiple biopsy and culture specimens were taken to rule
out tuberculosis (TB) or Crohn’s disease — all showed granulomatous disease suggestive of either Crohn’s or TB, no mycobacteria were
grown. MRI scanning also suggested either TB or Crohn’s disease. Tuberculin skin test was inconclusive and Quantiferon Gold test was
negative. Treatment for Crohn’s was started with oral prednisolone — the patient deteriorated and adalimumab (tumour necrosis factor o
antagonist) was commenced. With continued deterioration in the absence of intra-abdominal abscesses, a clinical diagnosis of TB was made,
Crohn’s treatment suspended and quadruple therapy for TB was initiated. The patient rapidly improved and a delayed re-look histological
specimen identified an isolated mycobacterium. Subsequent cultures confirmed drug-sensitive TB. The lady is currently well on TB eradication

regimen.

BACKGROUND
In the UK, Crohn’s disease (CD) has an incidence of 8.3
per 100 000 of population and is a common cause of recur-
rent peri-anal abscesses and fistulation. Tuberculosis (IB) is
uncommon in the UK with a prevalence of 15 per 100 000 of
the population (2009) of which only a small fraction present
as intestinal TB; prevalence is significantly higher in develop-
ing countries.! ? Diagnosing TB is difficult with no test pro-
viding 100% sensitivity and specificity. Delayed diagnoses
can result in serious morbidity. Extra-pulmonary manifesta-
tions of TB accounted for 47% of cases in the UK (2009),
more commonly in foreign-born individuals who account
for the majority of cases.? Intestinal TB presents with clinical
features resembling CD and must be distinguished from it.
In the following case, TB was suspected as a differential
for CD from the outset but all tests proved negative for TB.
TB was correctly diagnosed after clinical deterioration fol-
lowing initiation of treatment for CD. This case highlights
the difficulty of distinguishing intestinal TB and CD and
the need for constant re-evaluation of the diagnosis in the
face of deterioration.

CASE PRESENTATION
A previously well 28-year-old lady from Saudi Arabia pre-
sented with a left-sided peri-anal abscess. She had BCG
immunisation as a child and gave no personal, family or
contact history of TB. In Saudi Arabia she did not drink
any unpasteurised milk. She had a history of a previous
peri-anal abscess. She was systemically well. An incision
and drainage of the abscess was performed. Microbiology
samples grew Escherichia coli and Enterococcus, both sensitive
to co-amoxiclav, with which she was treated.

She returned 5 months later with a slow healing wound
and discharge from the opposite side.
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INVESTIGATIONS

MRI showed a fistula tract, thickened small bowel loops
with a small quantity of fluid in the pelvis (figure 1). The
MRI report suggested CD. A barium follow-through
showed a dilated distal ileum and narrowing in multi-
ple parts of the colon. Colonoscopy showed significant
inflammation in the ascending colon. Biopsies were sent
for histology but not for culture. Histology showed non-
caseating granulomata, with no acid fast bacilli (AFB), con-
sistent with CD but a differential of TB could not be ruled
out. A CT scan showed some subcentimetre intra-abdom-
inal lymph nodes, not amenable to percutaneous biopsy. A
chest x-ray was clear.

DIFFERENTIAL DIAGNOSIS

TB and CD were the principle differential diagnoses. In the
absence of any mycobacterial growth or evidence of TB on
histology, a provisional diagnosis of CD was made.

TREATMENT

Treatment for CD was started with prednisolone while
a seton suture was inserted in the persistent peri-anal fis-
tula. The patient did not improve and re-presented with
an ischio-rectal abscess on the opposite side. This was
incised, tissue was sent for histology and swabs were sent
for culture. The histology showed florid granulomatous
inflammation. A second colonoscopy was performed to
assess the need for an antitumour necrosis factor (TNF) o
agent, namely adalimumab. Colonoscopy showed contin-
uing active inflammation. No further samples were taken
for histology or culture. Before commencing adalimumab
a tuberculin skin test (TST) showed a 16 mm response and
a Quantiferon Gold IT interferon y release assay (IGRA)
was negative. Within 1 month of starting adalimumab
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Figure 1 Initial MRI showing fistula tract and thickened small bowel loops with fluid in pelvis.

she presented with fever, rigors, diarrhoea and lethargy.
A CT scan showed no abscesses, but found intra-abdom-
inal fluid and multiple enlarged mesenteric lymph nodes.
Adalimumab was immediately stopped. Her fever contin-
ued despite intravenous tazocin. Ascitic fluid was sent for
culture (including for AFB) and all her previous samples
were re-evaluated. At this point, an isolated acid fast bacil-
lus was discovered on re-sectioning her first colonoscopic
biopsy taken 8 months previously. She was commenced
on quadruple therapy for TB (rifampicin, isoniazid, pyrazi-
namide and ethambutol).

OUTCOME AND FOLLOW-UP

On commencement of anti-TB therapy, she improved dra-
matically. Fully sensitive Mycobacterium tuberculosis subse-
quently grew from ascitic fluid. An HIV test was negative.
She was discharged from hospital 1 week later and is cur-
rently well on treatment.

DISCUSSION

The phenomenon of mycobacterial infection revealed by
the use of anti-TNF o agents is well recognised.® Guidance
exists on assessment for latent or active TB infection before
the use of such agents.* > When screening for latent TB, a
chest x-ray and TST or IGRA are performed. Our patient
had a normal chest x-ray and a positive TST. The latter
could have been due to either mycobacterial exposure
or prior BCG. If this had been interpreted as a marker of
latent TB infection one possible option might have been to
prescribe isoniazid chemoprophylaxis and continue with
anti-TNF o therapy. A risk from this course of action arises
when active TB, rather than latent TB, is present, isoniazid
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monotherapy is insufficient to treat the higher mycobacte-
rial burdens of active TB and will eventually select for iso-
niazid resistance, although a false sense of clinical response
may occur initially as isoniazid kills sensitive organisms.
Our patient had an IGRA Quantiferon Gold IT, in addition
to a TST. BCG would not have affected an IGRA, given
the specificity of this test for M tuberculosis infection. Her
positive TST with a negative IGRA could have been inter-
preted as a false positive TST due to her prior BCG, but
this was in fact a false negative IGRA.

Our patient gave no clear exposure history to TB, had
a clear CXR and had had BCG as a child. Although taking
a BCG vaccination history is routine, its value in reducing
the probability of a TB diagnosis is uncertain. The efficacy
of BCG varies between populations, may wane with time
and some argue may apply more to reactivation of latent
infection than new exposure to TB.6 7 In some patients
for example, with established rheumatoid arthritis, there
may be no additional clinical considerations before start-
ing anti-TNE However in our patient there was the added
complexity that active TB was a possibility.

The UK NICE guidelines do not advocate the use of
IGRAs or tuberculin skin tests for the diagnosis of active
TB.8 These tests do not have sufficient sensitivity to exclude
disease when results are negative and lack the specificity
to distinguish latent from active disease when results are
positive.® The diagnosis of active TB depends on clinical
suspicion and sampling for culture. The clinical pictures of
intestinal TB and CD can be very similar, although some
differences have been reported.’® At colonoscopy and on
histology TB can cause superficial, transverse ulcers which
do not penetrate beyond the muscularis mucosa. In CD,
ulcers can be longitudinal and serpiginous. Granulomas in
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the intestine or local lymph nodes can be non-caseating
with either diagnosis, but only caseating with TB and
some other infections. Mycobacterial culture of suitable
samples (lymph node, intestinal tissue, fluid or pus) not
placed in formalin is key to the diagnosis of TB. Swabs
are not suitable for mycobacterial culture. Staining for AFB
may occasionally be misleading as atypical mycobacteria
may be found in the intestine. In coming years new PCR
methodologies will augment diagnostic rates.!!

The diagnosis of active TB depends on clinical suspicion
and sampling for culture. The clinical pictures of intestinal
TB and CD can be very similar, although some differences
have been reported.!?

Clinical suspicion is influenced by epidemiological
knowledge. CD is uncommon in Saudi Arabia with a
reported incidence of 0.94 per 100 000, compared with 8.3
per 100 000 in the UK.1? 13 The prevalence of TB in Saudi
Arabia is 22 per 100 000 and not that much higher than the
overall prevalence in the UK.! However, in the UK in 2009
the prevalence of all forms of TB ranged from 7 per 100
000 (only a fraction of which would be intestinal TB) in
Caucasians to 273 per 100 000 in Black Africans.?

Learning points

» The above case highlights a number of issues that may
confront a clinician in the UK.

» TB should be a differential diagnosis for CD in patients
from areas of higher TB endemicity.

» Itis difficult to distinguish TB from CD on clinical
grounds.

» Samples, not placed in formalin, should be sent for
‘AFB’ culture.

» Care should be taken in interpreting IGRAs and the TST.

» Following deterioration on anti-TNF treatment,
TB should be suspected regardless of previous
investigations.
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