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INTRODUCTION

Tuberculosis (TB) remains a global health problem today despite increased
access to and advancements in medicine, with a quarter of the world’s
population being affected. Extrapulmonary tuberculosis (EPTB) refers to
tuberculosis that occurs outside of the lungs and accounts for 15-20% of all
TB manifestations 1,2. Accurate diagnosis of this condition poses quite a
challenge as it may have a myriad of presentations of which an oncologic
process namely an ovarian or peritoneal malignancy is a differential.
We would like to present two such cases of EPTB presenting as metastatic
gynaecologic malignancies.

CASE PRESENTATION

Case 1
A 24year old female presented with a three-month history of abdominal
distension, pain, weight loss and cough. She had no significant travel,
medical, surgical or family history. Her blood investigations were normal
except a haemoglobin of 72g/dL and a Ca125 level of 504.6 U/ml (0-
35U/ml). Radiologic imaging showed bilateral pleural effusions, peritoneal
thickening and lymphadenopathy. A pelvic ultrasound performed was
normal.
She underwent paracentesis and a pleural tap which were both negative for
malignant cells but instead showed abundant lymphocytes and
inflammatory cells. Sputum cultures were negative for TB. Her Mantoux
test, however, was positive.
Due to the high suspicion that her symptoms were TB related, she was
counselled on either an image guided or laparoscopic peritoneal biopsy.
Despite counselling on the need for a definitive diagnosis, she refused to
undergo any form of biopsy. She then divulged that she had a recent high-
risk contact with someone who had TB. Following a multidisciplinary
meeting, it was decided to start her on the anti-TB medications in the TMU.
This resulted in resolution of her symptoms.

Case 2
A 42year old female presented with a one-month history of cough and
shortness of breath. She had no significant travel, medical or surgical history.
Clinical examination revealed a pleural effusion and ascites. Her blood
investigations were normal except for a haemoglobin of 87g/dL and a Ca-
125 level of 363 U/ml (0 – 35U/ml). Radiologic imaging showed gross
ascites, adnexal masses, widespread lymphadenopathy and a left sided
pleural effusion. To further evaluate the adnexal masses, a transvaginal
pelvic ultrasound was performed which was essentially normal.

Ascitic and pleural taps were performed. Both fluids had no malignant cells
but instead, showed abundance of lymphocytes and inflammatory cells. An
acid-fast bacilli (AFB) stain on the fluids was negative as were the sputum
cultures. A Mantoux test, however, was positive.
Due to the high index of suspicion that her symptoms were TB related, a
definitive diagnosis was obtained when a nodal biopsy was performed. This
revealed necrotizing granulomata, and the staining confirmed mycobacterial
infection (Figure 1). She was referred to the Thoracic Medical Unit (TMU)
where anti-TB medications were commenced with resolution of her
symptoms.

Also, relying on the Ca-125 marker to assist with the diagnosis, creates
further confusion due to its sensitivity and specificity. It is raised in
approximately 50% of stage 1 epithelial ovarian cancers and in 80-85% of
patients with advanced ovarian cancer7. However, it can also be elevated in
many other medical conditions both malignant and benign. Many studies
have shown elevated Ca-125 levels in ATB, even using it as a marker for
follow up, as its value decreases 2-3 months after anti-TB therapy has been
initiated8. Our patients presented in very much the same way as patients
with advanced ovarian malignancies in that, they both had weight loss,
ascites, pleural effusions and raised Ca125 levels.
Cytological investigations of bodily fluids are usually not sensitive to detect
TB due to the paucibacillary nature of the disease. Hence, a negative test
result cannot definitively rule it out. Both patients underwent paracentesis,
pleural taps and sputum cultures which were all negative for TB. Sputum
culture sensitivity varies based on site of EPTB, with ATB having a sensitivity
of 28-50%9. According to Wu et al 2019, the sensitivity for ascitic fluid for
Ziehl-Neelsen (ZN) and acid-fast bacilli (AFB) staining was 3% and 21-35%
respectively10. Adenosine deaminase (ADA), a newer diagnostic tool, can be
used as a molecular marker for the detection of ATB with reported
sensitivities and specificities >90% with ascitic ADA levels >30 U/L9. It is an
enzyme with increased activity in TB infections, rheumatological diseases,
and malignant lymphomas. Several studies have shown promising results for
its use in diagnosing EPTB 11.
Both patients had imaging which showed ascites, peritoneal thickening,
lymphadenopathy and even the suggestion of ovarian masses. Sah et al
2017 retrospectively studied 32 cases of pelvic tuberculosis, recognising that
more than half of the cases were misdiagnosed, as CT findings and clinical
features for pelvic tuberculosis were non-specific. They concluded that
together with clinical history and investigations, pelvic tuberculosis should
be considered in young female patients with elevated CA125 levels and CT
findings of adnexal mixed solid and cystic mass, ascites and thickened
peritoneum12.
Histopathological evidence from biopsy obtained either laparoscopically,
image guided or an open procedure, is essential in the diagnosis of EPTB.
Biopsies from these procedures have a diagnostic yield of 85-95%9. The
presence of granulomas, caseation, and AFB usually confirms the diagnosis.
ZN staining for AFB is used to diagnose over one third of TB cases based on
its affordability and accessibility, however, it has a low sensitivity of 0 – 44 %
but high specificity13.
The mortality rate from EPTB varies from about 15% to 28.7%14. Initial
misdiagnosis coupled with treatment delays may have a contributary effect
on the mortality rate. Despite initial diagnostic challenges, both our patients
were started on anti-TB medications under the supervision of a specialist.

Figure 1. Hematoxylin and eosin staining of the lymph node biopsy (A) shows abundant necrotizing
granulomata with palisading histiocytes, occasional giant cells (arrow) and central necrosis (diamond). A Ziehl
Neelsen (Acid Fast Bacilli) stain (B) shows rare acid-fast bacilli within the area of necrosis (circle).

DISCUSSION

Tuberculosis continues to pose a major challenge especially for the
developing world, so much so, that the World Health Organization (WHO)
deemed it to be a worldwide pandemic. In 2020, 1.5 million persons died
from TB, making it the 13th leading cause of death worldwide3. TB usually
affects the lungs but when other organs of the body are affected apart from
the lungs, it is known as extrapulmonary tuberculosis (EPTB). In 2019, EPTB
accounted for 16% of the 7.8 million cases of TB4. Common sites of infection
are the lymph nodes, gastrointestinal tract, urogenital tract, bone,
meninges, pleura and spine. Due to the multiple target sites involved,
symptoms are usually non-specific and varied thereby creating a diagnostic
challenge.
Abdominal tuberculosis (ATB) accounts for 3% of EPTB cases and
encompasses peritoneal and pelvic tuberculosis5. As such, it should be
considered as one of the differential diagnoses in patients presenting with
peritoneal thickening, ascites and an elevated Ca125 level, since an
underlying ovarian or peritoneal metastatic malignancy is usually
entertained first. Liu et al 2014 in trying to differentiate abdominopelvic
tuberculosis from an advanced ovarian malignancy concluded that it is
difficult to do so using clinical manifestations alone6.

Both reported resolution of their symptoms as well as weight gain. There
was also radiological evidence of regression of the peritoneal effusions.
Currently, they are both asymptomatic under the care of the thoracic
medicine specialist.

CONCLUSION

EPTB, although uncommon, can mimic an advanced gynaecological
malignancy. As such, it must be considered as one of the differential
diagnoses to ensure that the appropriate investigations are undertaken so
that timely treatment can be initiated if detected.
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