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CASE REPORT

Necrotising sarcoid granulomatosis—A covert disease in mycobacterial

infection-endemic area: A case report
Maham Sultan?’, Javaria Ahmad2, Muhammad Arslan3

Abstract

Sarcoidosis is a multisystem illness with an unclear
aetiology. The characteristic feature is non-necrotising
granulomas in various organs. Rarely, sarcoidosis can
present as a case of necrotising granulomas. The objective
of this report is to highlight this unusual manifestation of
the disease. This report presents the case of a 62-year-old
male with a confirmed diagnosis of sarcoidosis. The patient
presented with prolonged history of fever without obvious
aetiology; anti-tuberculous therapy did not prove helpful.
Imaging revealed nodular infiltrations in the liver, spleen,
and bone marrow. Upon biopsy histological features were
consistent with necrotising granulomatous inflammation.
Treatment was started with corticosteroids and the
patient’s condition began to improve. The patient is
currently recovering and is on follow-up. Early diagnosis
and treatment of sarcoidosis is crucial for better prognosis.
This case highlights the need to consider sarcoidosis in the
differential diagnosis of fever of unknown origin and
necrotising granulomatous inflammation involving
multiple organs.
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Introduction

Sarcoidosis is an autoimmune disease with 90% of the
patients presenting with intrathoracic involvement with
symmetrical bilateral hilar adenopathy, diffuse pulmonary
micronodules, usually distributed along the lymphatic
system. Extra-pulmonary manifestations, including skin
lesions, inflammation of the liver or spleen, uveitis,
peripheral arthritis, peripheral and abdominal
lymphadenopathy, occur in 20-25% of patients.
Development of non-caseating granulomas is a
characteristic feature of sarcoidosis.2 Although rare, some
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patients may present with sarcoidosis with necrotising
granulomatous inflammation,3 which can create a tricky
situation for establishing diagnosis. Fever of unknown
origin is also an uncommon feature of sarcoidosis.# In this
report, we present an unusual case of sarcoidosis with fever
of unknown origin, along with necrotising granulomas in
liver, spleen, and bone marrow which was revealed upon
biopsy. This study aims to contribute towards the limited
literature available on this unusual presentation.

Case report

The patient, a 62-year-old Asian male who is a known case
of diabetes mellitus, presented to the outpatient
department (OPD) of Shaukat Khanum Memorial Cancer
Hospital and Research Centre, Lahore, on June 8, 2023 with
history of prolonged fever, on and off since the last two
years. He had been previously treated in another hospital,
with four drug regimen of Anti-tuberculosis therapy (ATT)
twice during the past two-years.

To rule out other causes of this fever of unknown origin,
several laboratory tests and imaging exams were
undertaken. CT of the chest abdomen pelvis (CAP) was
done, on which bone infiltrates (Figure 1) and diffuse
heterogeneity of trabecular pattern of the spine was seen.
This required further evaluation with MRI. MRI of the pelvis
revealed multiple osseous metastatic deposits. CT revealed
hepatosplenic nodules (Figure 1) which called for an urgent
liver biopsy which revealed necrotising granulomatous
inflammation (Figure 2). Bone marrow biopsy was done to
rule out lymphoma which revealed 40% cellularity replaced
by granulomatous inflammation. To rule out tuberculosis,

Figure-1: Computerised Tomography of the abdomen (axial view): bone infiltrates (A)
and hepatic and splenic hypodensities (B).
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Figure-2: Liver Biopsy specimen showing necrotising granulomatous inflammation
(Haematoxylin &Eosin stain, 20x magnification).

another four-drug regimen of ATT was started; once for six
months and then for four months with a gap of six months
in between. However, the fever persisted. His bone marrow
and liver biopsy blocks were reviewed again at Shaukat
Khanum, which revealed negative acid-fast bacilli (AFB)
test. GeneXpert test also came out to be negative.

His CRP, ESR and ANA were raised. SPEP revealed increased
levels of alpha 1 and alpha 2, and increased polyclonal
immunoglobulins which were suggestive of chronic
inflammation. Another CT of the abdomen and pelvis was
done on January 18, 2024, which was suggestive of
hepatosplenomegaly with innumerable hypodense lesions
within the parenchyma and diffuse sclerosis of the
skeleton. His prostate was noted to be enlarged but his PSA
levels were not raised, excluding prostate CA and
associated osseous metastasis.

The patient had no prior history of any animal contact and
consumed pasteurised milk which ruled out Brucellosis. To
rule out autoimmune and other inflammatory conditions,
tests like serum RA Factor, Anti-GBM, p-ANCA, c-ANCA, anti-
dsDNA and ACE were done which also came out to be
negative. Tests for Bence Jones proteins, serum free light
chains and free Kappa Light chains were also negative
which ruled out multiple myeloma.

After reviewing radio images and biopsies, no
haematolymphoid malignancy was seen. Chronic
necrotising granulomatous change and prolonged febrile
illness was most likely due to sarcoidosis. Treatment with
ATT was discontinued. Corticosteroid therapy was initiated
at a dose of Tmg/Kg and tapered off after a four-week
period. This led to clinical improvement, with resolution of
fever and weight loss.

An informed written consent was taken from the patient to
publish his findings and reports.

Discussion
Sarcoidosis is a disease characterised by multisystem
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disorder with an exaggerated cellularimmune response at
the site where the disease is active. The aetiology is still
unknown, and the presenting symptoms are very vague:
low grade fever, fatigue, night sweats, pain in bones and
joints, skin rashes, and swollen lymph nodes. Early
diagnosis is very important due to its multi-organ
involvement. Involvement of cardiac or neurological
systems can cause an irreparable and fatal illness.

Due to non-specific symptoms of sarcoidosis, the diagnosis
is majorly based on the presence of non-caseating
granulomas and ruling out other causes of granulomas.5 In
rare cases, like in the current patient with spinal and
hepatosplenic sarcoidosis, sarcoidosis may present with
necrotising granulomas along with fever of unknown
origin. In such situations, other possible differential
diagnosis must be ruled out one by one to reach a definite
diagnosis.

Tuberculosis is one of the differential diagnoses
characterised by the presence of caseating granulomas and
lymphadenopathies. In suspected patients, it is preferred
to start anti-tubercular treatment (ATT) and to assess its
response until microbiological and radiological evidence is
available.6 Extensive lymph node involvement might also
lead to confusion between lymphoma and necrotising
sarcoid granulomatosis (NSG).” Bone marrow granulo-
matous infiltrations, as seen in this patient, are also
suggestive of lymphomas or metastatic disease.

Multiple myeloma is another differential diagnosis,® which
should be ruled out with extensive investigations. Correct
diagnosis is, therefore, crucial because of different
treatments for different pathologies. Necrotising
sarcoidosis has been observed to have a good response to
steroid therapy.” During literature review, a study was
noted that linked fever of unknown origin to sarcoidosis
which gradually disappeared on steroid administration,®
supporting presence of fever of unknown origin with
sarcoidosis as in the present case.

Sarcoidosis is difficult to diagnose because it is idiopathic
and involves multiple systems. For a physician, there always
remains a need to know everything about the disease for
timely diagnosis and early management to prevent
complications. Limited literature is available, which points
out the rare manifestations of sarcoidosis. With not much
information, physicians can never be certain before making
a definitive diagnosis, hindering proper treatment.

Conclusion

This study aimed to add to the ongoing quest to find the
unusual presentations associated with sarcoidosis as only
a simple treatment with steroids is enough to save a
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patient’s life. This case emphasises how crucial it is to rule
out sarcoidosis when making a differential diagnosis for
persistent fever of unknown origin and necrotising
granulomatous inflammation affecting several organs.
However, cohort studies and randomised controlled trials
are required for better understanding.
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