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Tuberculosis Masking Hodgkin’s
Lymphoma: A Case Report
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ABSTRACT

Concomitant Tuberculosis (TB) and Hodgkin’s Lymphoma (HL) is a rare entity, more commonly reported in the paediatric and
adolescent populations. HL presents with fever, weight loss and lymphadenopathy. Disseminated TB also presents with fever,
weight and appetite loss and generalised or localised lymphadenopathy with/without pulmonary symptoms. Both diseases together
pose a diagnostic challenge for the clinicians because of the similar mode of presentation. This case report discusses the clinical
scenario of a 48-year-old lady presenting with generalised lymphadenopathy and was initially diagnosed with disseminated TB. Due
to clinical worsening despite regular Anti-TB Therapy (ATT), she was re-evaluated and later turned out to have co-existing HL.
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CASE REPORT

A 48-year-old lady with no prior co-morbidities was presented
to the emergency department with the chief complaints of fever
for six months which was low grade, intermittent, weight loss for
six months (weight-50 kg) associated with loss of appetite, easy
fatigability and breathlessness on exertion for three months. There
was no history of any habit or addiction. There was no history of
orthopnea, Paroxysmal Nocturnal Dyspnea (PND), chest pain, cough
with expectoration, Gastrointestinal (Gl) or urinary symptoms.

On physical examination, pallor was present, liver was palpable 5 cm
below the right costal margin with a span of 16 cm and splenic tip
was palpable. Liver and renal function tests were normal, haemogram
showed a total leucocyte count of 11,600/uL {Differential count-
neutrophils (74%), lymphocytes (6%), eosinophils (15%), monocytes
(1%)} and an absolute eosinophil count of 1740/cubic milimeters
(cumm); haemoglobin (Hb)-5.5 g/dL; platelets-1.9 lac/cu.mm.
Peripheral smear showed a normocytic normochromic anaemia with
no haemoparasites or atypical cells. Malarial and filarial antigens,
Mantoux test (<5 mm), rk 39, blood and urine cultures were negative.
Human Immunodeficiency Virus (HIV), Hepatitis B Virus (HBV)
and Hepatitis C Virus (HCV) serologies were also negative. For the
evaluation of eosinophilia, stool for ova and cysts, fungal cultures,
serum galactomannan, c-Antineutrophilic Cytoplasmic Antibodies
(ANCA), p-ANCA was sent and was negative. Serum Immunoglobulin
E levels were normal. Two-Dimensional echocardiography was normal.
Ultrasonography (USG) abdomen showed hepatosplenomegaly with
multiple enlarged lymph nodes in the periportal, para-aortic, mesenteric
and right iliac regions and large conglomerated lymph nodes in the
left iliac fossa. Contrast Enhanced Computed Tomography (CECT)
chest and abdomen showed calcified nodules and atelectasis in
the right upper lobe, sub-centimetric lymph nodes in the pre and
paratracheal largest node measuring 1.08 cm and hilar regions;
multiple lymph nodes in periportal, para-aortic, mesenteric region
largest node measuring 10.2x6.1x8.1 cm with pulled up caecum and  the emergency department after 10 days with persistent fever and a
inflammatory granulomas in the liver and spleen [Table/Fig-1-3]. Bone  lump in the inguinal region. Treatment compliance was ensured.

marrow examination was done to rule out malignancy which showed  £yamination and investigations showed inguinal lymphadenopathy
epitheloid granulomas, langhans type giant cells and focal areas of  (3x3 cm) and persistent eosinophilia (absolute eosinophil count-5660/
coagulative necrosis [Table/Fig-4]. TB-Polymerase Chain Reaction cu.mm). Other granulomatous aetiologies namely sarcoidosis and
(PCR) of the bone marrow came out to be positive. systemic fungal infections were considered and ruled out as serum
A diagnosis of disseminated TB was made and the patient was  Angiotensin Converting Enzyme (ACE) levels were normal, fungal
discharged on category 1 ATT (Isoniazid-5 mg/kg, Rifampicin-10  cultures and urinary antigen for histoplasma was negative. To rule out
mg/kg, Pyrazinamide-25 mg/kg, Ethambutol-15 mg/kg- HRZE)  resistant TB, inguinal lymph node biopsy was done but TB gene Xpert
according to weight with advice to follow-up. Patient presented to  didn’t show rifampicin resistance. Instead, the biopsy showed the

[Table/Fig-2]: CECT chest showing pretracheal and paratracheal lymphadenopathy.
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[Table/Fig-3]: CECT chest showing band of atelectasis and calcified granulomas
in right upper lobe.
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[Table/Fig-4]: H&E-stained section of bone marrow at 20X showing granuloma
and focal areas of coagulative necrosis.

presence of Reed Sternberg (RS) cells [Table/Fig-5]- CD15 negative,
CD 30 and PAX 5 positive in RS cells suggestive of mixed cellularity HL.
A repeat bone marrow examination was also done, which confirmed
the presence of co-existent HL with granulomatous pathology.
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[Table/Fig-5]: H&E stained section of lymph node at 400X showing Reed Sternberg

cells (RS); Inset at 400X showing Immunohistochemistry (IHC) of lymph node golgi
zone with CD 30 positive RS cells.
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A final diagnosis of disseminated TB with concomitant HL was
made. Patient was advised to continue ATT and referred to Oncology
department for the management of HL.

DISCUSSION

Hodgkin’s Lymphoma (HL) is a malignancy of mature B lymphocytes
and represents 10% of all ymphomas diagnosed each year. Aimost
95% cases of HL are nodular sclerosis and mixed cellularity types
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[1]. Patients present with the TB symptoms (fever, night sweats and/
or weight loss) and palpable lymphadenopathy. TB can also present
with similar complaints, masquerading as lymphoma. It creates
confusion and delay in the diagnosis as it is more common than HL
and is the first differential diagnosis of chronic lymphadenopathy in
developing countries like India [2].

Immune response in Hodgkin’s disease is predominantly mediated
by CD4 (Cluster of Differentiation) cells in involved organ [3]. The
pathogenesis of TB infection is mediated by cell-mediated immunity
and (Interferon) IFNy+CD4+T cells and factors such as inherited or
acquired states of immunodeficiency, immunosuppressive therapy
or malignancy, may facilitate the infection to spread and cause
symptomatic diseases [4].

Research has shown direct DNA damage, apoptosis inhibition with
Mycobacterium tuberculosis infection favours new vessels and
tumours formation. Some of the mycobacterial cell wall components
are hypothesised to trigger reactive oxygen species and nitric oxide
generation thereby causing DNA damage- a condition termed
as inflammation-related carcinogenesis [5,6]. Thus, in patients
with concurring TB and HL, whether TB is the primary condition
predisposing to HL or the vice versa is debatable as in this case.
HL is bimodal in presentation, most commonly presenting among
young ages (in 20’s) and in the elderly (in 80’s) with equal male and
female distribution [1]. The case described has an unusual age of
presentation of Hodgkin’s at 48 years in a female, probably because
of the co-existing TB. TB accompanying malignant lymphomas is
often characterised by an atypical clinical course, with unusual
extrapulmonary localisations [7]. This includes lymph nodes, breast,
spleen, liver, jejunum and skin. This patient also presented with
generalised lymphadenopathy with liver, spleen and bone marrow
involvement.

A handful of cases with TB presenting along with HL have been
reported in the literature till date. Some of them are being reported here
[8-11]. Reddy RC et al., reported a case of 29-year-old woman, who
presented with lymphadenopathy and was diagnosed and initiated
on ATT based on the cervical node biopsy showing granulomatous
lymphadenitis. Despite regular treatment, her condition worsened
and an extensive work up revealed a diagnosis of Hodgkin’s disease
of nodular sclerosis type [8]. Deeb S et al., reported a 15-year-old
girl with significant weight loss and a rapidly growing chronic cervical
mass, which showed simultaneously a classic HL on histopathology
and TB-PCR positive [9].

Collu C et al., mentioned a case of 22-year-old Somalian boy with
thoracic pain, weight loss, latero-cervical, mediastinal, and abdominal
lymphadenopathy turned out to be a case of TB in culture, while other
investigations were negative for TB suggesting lymphoma [10].

Goknar N et al., reported the case of a 14-year-old boy with fever,
weight loss, and mediastinal lymphadenopathy. He was diagnosed
with HL after several X-rays, computed tomography, positron
emission tomography-computed tomography, laboratory tests and
three lymph node biopsies [11]. All these cases suggest similar
presentations of both the diseases as in our case, although differing
in the age of presentation (childhood and adolescent populations)
and the various investigational modalities used. The need of clinical
suspicion and additional workup in case of non-improvement
cannot be overemphasised.

Hyper eosinophilia seen in the patient is attributable to both HL and
TB. Whereas, lymphomas are a well known cause of eosinophilia,
the association of TB with it is rare yet reported in the literature. Garg
G et al., reported a case of 68-year-old female who was diagnosed
with TB and had peripheral eosinophilia which returned to normal
levels after starting ATT [12]. Haftu H et al., described a case of
nine-year-old female with hepatic TB with peripheral eosinophilia
which resolved after three weeks of ATT [13]. In susceptible patients
early hypersensitivity reactions to the mycobacterium antigen and
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raised IL-5 (an eosinophilic cytokine) levels have been proposed as
mechanisms [14,15].

CONCLUSION(S)

This case brings to notice the need of identifying the two disorders
in same patient as missing any one of them can be fatal. Whenever
a patient diagnosed with TB doesn’t respond despite regular
treatment, one has to think of drug resistance, atypical mycobacteria
or malignancy. The importance of having a high index of suspicion
cannot be overemphasised as both TB and HL are treatable and, in
many cases, curable as well.
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