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ARTICLE INTFO ABSTRACT

Article history: Objective: Tuberculosis fistula in ano, though less encountered, is an important clinical entity
Received 8 January 2017 in developing countries like India. Diagnosis of TB fistula is a challenge despite of advances
Accepted 21 April 2017 in diagnostic modalities and it depends upon both local and systemic clinical presentation.
Available online 19 May 2017 This prospective study aimed at to substantiate the importance of clinical diagnosis as well

as medical management of tubercular fistula by antitubercular drugs.

Keywords: Methods and results: 25 patients of fistula in ano suspected to be of tubercular origin under-
Tuberculosis went histopathology of fistulous tracks and an 8 week therapeutic trial of antitubercular
Fistula in ano treatment after getting an informed consent. Though biopsy showed positive evidence of
Antitubercular treatment tubercular pathology only in 52% cases, therapeutic trial showed improvement in local and

systemic features in 23 (92%) cases. Of these 23 cases, 3 were cured after 18 months of
anti tubercular treatment and 18 showed cure after 24 months of anti tubercular treatment
while 2 cases withdrew from the study at 12 and 14 months respectively due to adverse drug
reactions though their fistulous symptoms were relieved.
Conclusion: Meticulous clinical evaluation plays a vital role in diagnosis of tubercular fistula
in addition to other diagnostic methods. Anti tubercular treatment is the mainstay of treat-
ment in tubercular fistula with a minimum duration of 18-24 months owing to the recurrent
and relapsing nature of disease.
© 2017 Sociedade Brasileira de Coloproctologia. Published by Elsevier Editora Ltda. This
is an open access article under the CC BY-NC-ND license (http://creativecommons.org/
licenses/by-nc-nd/4.0/).

Estudo prospectivo sobre a fistula anal tuberculosa e seu tratamento

RESUMO

Palavras-chave: Objetivo: A fistula anal da tuberculose (TB), embora menos observada, constitui entidade
Tuberculose clinica importante em paises em desenvolvimento, como a fndia. O diagnéstico de fistula TB
Fistula anal é tarefa desafiadora, apesar dos avangos nas modalidades diagnésticas; seu estabelecimento
Tratamento antituberculose depende tanto da apresentacdo clinica local, como da apresentacdo sistémica. Esse estudo
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prospectivo teve por objetivo consubstanciar a importéncia do diagnéstico clinico e também
do tratamento clinico da fistula TB com medicamentos contra tuberculose.

Métodos e resultados: Foirealizado estudo histopatolégico de tratos fistulosos em 25 pacientes
com fistula anal com suspeita de origem tuberculosa; depois de obtido o consentimento livre
einformado, esses pacientes foram submetidos a tratamento anti-tuberculose (TAT) durante
8 semanas. Embora a bidépsia tenha revelado evidéncia positiva de patologia tuberculosa
em apenas 52% dos casos, o curso terapéutico resultou em melhora nos aspectos local e
sistémico em 23 (92%) pacientes. Desses 23 casos, 3 e 18 casos estavam curados apés 18 e
24 meses de TAT, respectivamente, enquanto que 2 pacientes desistiram do estudo apéds 12
e 14 meses, respectivamente, em decorréncia de reacoes farmacolédgicas adversas, mesmo
diante do alivio de seus sintomas fistulosos.

Conclusdo: Juntamente com outros métodos diagnésticos, uma avaliacdo clinica meticu-
losa desempenha papel vital no diagnéstico da fistula TB. TAT é o principal procedimento
terapéutico em pacientes com fistula TB, com dura¢do minima de 18-24 meses devido a
natureza recorrente e recidivante da doenca.

© 2017 Sociedade Brasileira de Coloproctologia. Publicado por Elsevier Editora Ltda. Este

é um artigo Open Access sob uma licenca CC BY-NC-ND (http://creativecommons.org/

licenses/by-nc-nd/4.0/).

Introduction

Tuberculosis (TB) is one of the leading causes of death world-
wide particularly in developing countries, ranking alongside
HIV/AIDS. According to WHO Annual Report 2016, 9.6 mil-
lion people suffered with tuberculosis globally in 2014 and
India shared the largest number of cases in the south-east
Asian region with prevalence and incidence of 2.5 and 2.2
million respectively.! Tubercular manifestations can be of
two types: pulmonary (PTB) and extra pulmonary (EPTB).
Though pulmonary infections are more commonly encoun-
tered, extrapulmonary forms have also been a matter of
concern since long. In India, 20% of all TB cases are extra-
pulmonary forms.” Though vascular areas like lymph nodes,
meninges, kidney, spine and growing ends of bones are
commonly involved sites in EPTB; pleura, pericardium, peri-
toneum, liver, gastrointestinal tract (GIT), genitourinary tract
and skin may also be involved.? GI tuberculosis accounts for
1-3% of extrapulmonary cases,* which may be primary due
to ingestion of M. bovis strain or may be secondary due to a
primay focus elsewhere which is usually pulmonary. Tuber-
culosis of anoperineal region is a relatively rare form of EPTB
which may often manifest in the form of anorectal abscesses,
fistula and in some cases, may also present with anal stenosis.

TB is often a neglected cause of anorectal sepsis which
usually remains unrecognized leading to recurrence of anal
fistulae even after multiple surgeries. Although fistula in
ano is a surgical disease, tubercular fistulae often present
as an exception to this and can be managed effectively
by proper antitubercular chemotherapeutic treatment. This
paper describes a prospective series of tubercular fistula in ano
where the patients were primarily managed medically and the
outcomes have been reported.

Methods

This prospective study included 25 patients of tubercular fis-
tulain ano who attended the Ano-rectal clinic at Sir Sunder Lal

Hospital, Banaras Hindu University, Varanasi, India from June
2012 to July 2016. Unlike all other types of EPTB, there are no
specific symptomatologies or investigative findings attributed
to tubercular fistula in ano and so, the diagnosis was made
especially on the basis of clinical grounds, both on local as
well as systemic presentation. Non-crypto glandular origin of
fistula in ano, recurrent nature of fistulae, multiple fistulae
not linked to each other (tracks not communicating to each
other), fistula with multiple external openings, thin caseous
discharge, undermined edges of external opening, progres-
sive anorectal stenosis and inguinal lymphadenopathy arouse
suspicion of tubercular fistula in ano (Fig. 1).

Constitutional symptoms like low grade fever especially in
the evening hours, anorexia and weight loss with features of
anemia are the other features which further strengthen the
doubt of a tubercular pathology, however all these symptoms
were not present in all cases.>® All patients underwent rou-
tine hematological investigations which included hemogram
with ESR, blood sugar levels, liver function tests, serum urea-
creatinine estimation along with serological testing for HIV
and HBsAg status. Digital chest radiography and Mantoux
testing was done. Sigmoidoscopy was performed to rule out
inflammatory and other bowel pathologies. In addition to this,
biopsy of the tissue excised from the core of the fistulous track
was sent for histopathological examination. After confirming
the diagnosis by histopathology, antitubercular treatment was
started according to body weight on daily dosage pattern. The
regime is shown in Table 1.

In cases, where the histological findings were not sug-
gestive of tubercular pathology but the clinical sign and
symptoms were in agreement of tuberculosis, a therapeutic
trial of anti-tubercular treatment (ATT) was started for 8 weeks
duration with 6 drugs (Table 1) and the treatment was further
continued or ceased depending on the response of the patient.
Informed consents were taken from all the patients prior to
the inception of treatment. Patients were evaluated clinically
at three months interval during the course of study and the
cessation of CP was decided on the basis of healing of fistula
in terms of a discharge free period for more than one year as
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Fig. 1 - Clinical photographs showing caseating discharge from multiple external openings of tubercular fistula (left) and
recurrent fistula in ano with multiple external openings and stenosis at anorectal junction (right).

Table 1 - Regime of antitubercular treatment for
tubercular fistula in ano.

Phase Duration Drugs (dose)
(months)

Intensive (IP) 3 Isoniazid (H; 5 mg/kg),
rifampicin (R; 10 mg/kg),
pyrazinamide (Z; 25 mg/kg),
ethambutol (E; 15 mg/kg),
streptomycin (S, 750 mg),
moxifloxacin (400 mg)

3 HRZE + moxifloxacin
(400 mg)
Continuation (CP) 12-18 HRE

well as improvement in systemic complaints and weight gain
(Fig. 2).

Results

The study included 23 males and 2 females with mean age of
36.8 years (range 18-72 years). 44% cases were of recurrent fis-
tula and 20% of the total cases presented with anal stenosis
at the level of anorectal junction. No anal crypt involvement
could be elicited in any of the patient on clinical examination.
Sigmoidoscopy did not reveal the presence of inflammatory

bowel disease (IBD) in any of the cases. 3 (12%) patients had
a positive past history of antitubercular treatment for 6-9
months for pulmonary tuberculosis and their chest radio-
graphs showed evidence of previous pulmonary tubercular
involvement. 32% patients had constitutional symptoms like
evening rise of temperature, anorexia and weight loss. ESR
was raised in all cases with an average of 54.5 mm/1st hour
by Westergren method. Mantoux test was positive in 8 (32%)
patients with more than 15mm induration size measured
after 72 h of tuberculin injection. On histopathological exam-
ination of the tissue biopsy obtained from the fistulous track,
13 (52%) cases showed presence of granulomatous pathol-
ogy with caseating necrosis and Langhans giant cells, thus
confirming the diagnosis of tuberculosis and hence, ATT was
started in them. Among the biopsy negative cases, an 8
week therapeutic trial of ATT was started. Two patients did
not respond to the therapeutic trial. Their anti tubercular
chemotherapy was discontinued and the cases were managed
by surgical intervention and medicated seton (ksharsutra)
therapy. The remaining ten patients responded to ATT and
thus, a total of 23 (92%) cases underwent and completed the 6
months intensive phase (IP) schedule. During the continuation
phase (CP), 2 patients discontinued the treatment themselves
at the end of 6 months and 8 months due to adverse reactions
like arthralgia, lethargy, nausea, vomiting etc. and did not turn
up for further follow up, however their fistulous symptoms

Fig. 2 - Clinical photograph of patient presented with post surgical recurrence of fistula in ano. Fistulous opening with
ulceration may be seen located at mucocutaneous junction in posterior midline with malleable silver probe (P) extending in
deep post anal space (left). Fistulogram (lateral view) of same patient depicts track with deep post anal space collection
(DPC) extending close to the tip of coccyx (C). Anal verge being marked by anal marker (A) on the rubber tube (RT) placed
inside the anal canal (middle). Healed fistula of the same patient following antitubercular treatment (right).
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were relieved. In the rest 21 (84%) cases, 3 patients underwent
a 12 month CP while 18 underwent an 18 month CP. Thus,
3 patients completed a course of ATT for 18 month while 18
patients underwent a 24 months course of ATT.

Discussion

Anal tuberculosis is a rarely encountered form of extrapul-
monary tubercular involvement. As the incidence of primary
GIT tuberculosis has declined due to the preferred use of
pasteurized milk, tuberculosis of anal region is usually sec-
ondary to a primary focus elsewhere which is more often
pulmonary.® The probable method of infection of the anorec-
tal region may be due to swallowing of sputum infected with
tubercular bacilli which may enter the anal or perianal tis-
sue through a minute abrasion in the lining of the anal canal.
Infection may also occur as a direct inoculation of tubercle
bacilli during anal toilet on to the excoriations or cracks in
the anal or perianal skin from the patient’s finger, contami-
nated by contact with his own infected sputum. More rarely, a
hematogenous or lymphatic spread may also occur leading to
the lodging of tubercular bacillus in the perianal or ischiorectal
tissues.” The disease may have varied presentation including
the formation of fistulae, perianal or mucosal ulcerations, firm
and annular strictures or submucosal nodular form with ulcer-
ation. It may also be presented in verrucous form with smooth
warty appearance.® Suppurations and fistulae are, however,
the most frequently encountered lesions.’

Though the recommendations are that EPTB should be
diagnosed bacteriologically, histopathologically or on clinical
judgment of treating specialists but in most cases, diagnosis
of EPTB has been found to be made on clinical grounds®'°
and it raises the difficulty among the clinicians with vary-
ing degree of experience in fistula in ano treatment. So, the
problems of a missed or overdiagnosis of tubercular fistula are
common in practice. It has been observed that ATT is advised
empirically in cases of recurrent fistula in ano at several occa-
sions considering it tubercular in nature which is however
notjustified because recurrence after surgical treatment is not
uncommon specially in complex fistula in ano due to several
reasons like missed sepsis, inability to correctly identify the
internal opening or the site of cryptoglandular infection etc.
A high index of clinical understanding of both local as well as
systemic features is required for making a diagnosis of tuber-
cular fistula as described earlier. Constitutional features like
anorexia, fever, weight loss etc. however, may not always be
present® as only 32% patients presented with such symptoms
in this study also. The diagnosis can be confirmed by posi-
tive Mycobacterium tuberculosis (MTB) culture in the pus sample
but being a paucibacillary disease, the yield and the sensitiv-
ity of the test is low. Moreover, it generally takes about 2-3
months to obtain the culture results which may delay the com-
mencement of treatment. Also, MTB culture is difficultin cases
where the main presenting feature is anorectal stenosis with
no or little discharge. So, the diagnosis depends mainly upon
the histopathological evidence and hence, the excised tissue
from fistulous tract should always be sent for histopathologi-
cal examination in all suspected cases. Presence of giant cell
(Langhans type) granulomas with epitheloid cell infiltration,

caseating necrosis and demonstration of AFB are positive his-
tological evidences but these may not be always present and a
low host immunity may result in more inflammatory or sup-
purative response on histological findings.'’ Biopsy may be
repeated in some cases as tuberculous lesions may be submu-
cosal in nature and may be missed in the section studied.'?
In the present study also, histological evidence could not be
found in 48% cases but a therapeutic trial of ATT based on the
clinically suspected features showed successful results which
approved the diagnosis and the treatment was continued. The
investigations like Mantoux testing and Quantiferon TB Gold
may aid to the diagnosis but their value is questioned. The
value of Mantoux test is limited in adults in India as about 40%
of the adult population is infected with TB.'® Since there have
been no validated hematological biomarkers suggested that
can detect TB, the role of blood based antibody tests or inter-
feron gamma release assays such as TB Gold and TB platinum
is questionable.'* Nucleic acid amplification tests (NAAT) like
polymerase chain reaction (PCR) testing using pus and tissue
specimen may be useful in rapid detection of the disease but
the sensitivity is low and variable in EPTB case samples and
require a multiple sample testing.’' In 2013, WHO endorsed
the use of Xpert MTB/RIF assay, a cartridge based NAAT for
extrapulmonary cases, which allows for rapid detection of
MTB DNA along with confirmation of rifampicin resistance.™
Various studies have shown that even tissue biopsies can be
used as a sample for the diagnosis of tuberculosis by this test.
MRI and Transrectal ultrasonography may be helpful in under-
standing the course and extent of disease while MRI can also
reveal the fibrosis and stricture formation which usually occur
within 10 cm from anal verge by detecting the increased pre-
sacral space in such cases.’®! Crohn’s disease is an important
differential diagnosis wherein a non caseating granuloma is
found in histology and a lower GI endoscopy may be helpful
in suspected cases.

As the diagnosis of a fistula in ano heralds the need of
a surgical treatment, the role of surgery in tubercular fistula
cases is limited to drainage of an abscess, obtaining samples
for histopathological examinations or in extreme cases, for
correction of the stenosis which if persist after a full course
of ATT. The mainstay of treatment of tubercular fistula in ano
is the antitubercular chemotherapeutic treatment. However,
the issue of the ideal regimen and duration of treatment in
EPTB is yet to be resolved. Though a 6 months ATT course
(2 months IP with HRZE and 4 months CP with HR) is rec-
ommended in all new severe forms of EPTB (which includes
GI tuberculosis),’® it is always advisable to start with 4-6
drugs in IP and at least 3 drugs in CP in tubercular fistulae.
Since relapse in cases of tuberculous fistula in ano is high
due to delayed diagnosis and recurrent nature of disease and
a slow response to treatment like that of resistant cases has
been observed, the treatment strategy planned was contain-
ing both first line as well as second line (fluoroquinolone)
drugs. Also, the duration of treatment was increased but was
not fixed and decided on the basis of clinical response of the
patient because in EPTB cases, each patient is needed to be
assessed individually and treatment duration may need to be
extended.?’ IP was continued for 6 months and after careful
assessment, the CP was started. There are recommendations
that the duration of CP may be extended by three to six months
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in special situations like bone and joint TB, spinal TB with
neurological involvement, etc.”’ Tubercular fistulae are also
similar to these special situations due to factors like slow
response to treatment and tendency for relapse or recurrence.
Hence, an extension of CP may be done on the basis of clin-
ical assessment. The help of radiological and other relevant
investigations may also be taken. In our experience, total dura-
tion of treatment for tubercular fistula should never be less
than 18 months; rather in difficult and complicated cases, the
duration may be increased up to 24 months or till satisfactory
clinical response is achieved. Although the daily and intermit-
tent regimens have shown equal chemotherapeutic efficacy,
the daily regimen should be the choice in tubercular fistula.
Recent guidelines under revised national tuberculosis control
programme (RNTCP) also advocates for daily regimen.?! There
are no clear cut guidelines for end point of treatment in EPTB
cases; however, in cases of tubercular fistula, improvement in
systemic features, weight gain and healing of fistula may be
taken as the end point of treatment.

Conclusion

Diagnosis of tubercular fistula is still a big challenge and it is
difficult to establish in a fair number of cases despite of avail-
able diagnostic tools. A meticulous clinical observation along
with non cryptoglandular origin of fistula plays an important
role in cases where histological evidences are not support-
ive for tuberculosis. It is primarily a medical condition and
surgical intervention is seldom required. ATT should not be
initiated merely on the basis of recurrent nature of disease
and there should be adequate clinical evidence and/or inves-
tigative support to start antitubercular treatment. However,
the regime and duration of treatment should be judiciously
decided individually on the basis of response to the treatment
and preferably, it should not be less than 18-24 months. A high
index of clinical suspicion, judicious use of diagnostic meth-
ods for confirmation of diagnosis and proper regime in terms
of dose and duration with regular follow up and assessment
are the keys to success.
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