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ABSTRACT

Introduction: Pyrexia of unknown origin may pose significant diagnostic challenge. We herein report a case of PUO where diagnosis became

really difficult. Malignancy can be lurking behind in such cases.

Case description: We present a case 9-year-old boy with pyrexia of unknown origin of 1 year duration. Even after elaborative investigations his
diagnosis remained elusive. Eventually laparoscopic splenic biopsy was performed and revealed splenic Hodgkin lymphoma
Conclusion: Laparoscopic splenic biopsy can provide a middle path to reach diagnosis with minimum complications and should be considered

early in diagnostic ladder.
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INTRODUCTION:

Pyrexia of unknown origin (PUO) in may pose significant diagnostic
and therapeutic challenge. While a good clinical history, meticulous
physical examination and appropriate investigations can provide
significant clues, in some situations clinician is faced with a diagnostic
challenge. There have been various reports wherein splenic
histopathology following splenectomy was able to ascertain the
diagnosis especially in occult malignancies (1,2). However,
splenectomy is better avoided in children due to risk of fatal infections.
Fine needle aspiration cytology (FNAC) of spleen is increasingly
being performed but the results are often not satisfactory due to poor
yield and risk of bleeding (3). Splenic biopsy and partial splenectomy
are other options described in literature and are used as a diagnostic
modality in adults but rarely described in pediatric literature. We
describe a young boy with PUO, with inconclusive initial
investigations including splenic FNAC where laparoscopic splenic
biopsy, performed as a diagnostic procedure, helped in ascertaining
the diagnosis.

CASE DETAILS:

Y, 9-year-old boy was referred to our unit with fever for 1 year and joint
pain for 10 days. He had had recurrent high grade febrile episodes for
last 1 year. Each episode lasted 7-10 days followed by afebrile period
of 1 to 3 weeks. He also developed pain in multiple joints (right wrist,
right knee and both ankle) for 10 days without any swelling or
restriction of movements. He had received multiple antimicrobials for
these episodes but fever persisted. On examination he had pallor and
hepatosplenomegaly. Peripheral lymph nodes were not enlarged.
Investigations revealed anemia (haemoglobin- 65 g/L), leucopenia
(3.23 X10’/L, P,, L,, M,, E,) and normal platelet count (323 X 10’/L).
Peripheral smear revealed microcytes, macro-ovalocytes, elliptocytes
and no atypical cells. Erythrocyte sedimentation rate (ESR-120 mm in
1" hour) and C-reactive protein (CRP-199 mg/L) were elevated.
Kidney and liver function tests were normal. Investigations for
chronic infections was non-contributory. Considering possibility of
lymphoproliferative disorder we performed bone marrow examination

that revealed large epithelioid granulomas with few atypical cells.
However, immunohistochemistry was not suggestive of malignancy.
Though malignancy was a strong clinical possibility, however long
duration of illness (1 year) and presence of arthralgia were odd for it.
Positron Emission Tomography (PET) scan revealed grossly enlarged
spleen with increased uptake (SUV- 10.7) and few enlarged lymph
nodes on both sides of diaphragm (SUV- 3.7). Splenic FNAC showed
reactive lymphoid cells, polymorphs, eosinophils and
immunohistocytic tangles. Few atypical cells were seen but no clonal
population identified on flowcytometry. As fever was persisting, with
bicytopenia and few atypical cells in splenic FNAC, explorative
laparotomy and splenic biopsy were performed (10% splenic tissue
removed). Histopathological examination of splenic biopsy tissue
revealed binucleate cells against background of mature lymphocytes
and eosinophils. Immunohistochemistry showed cells were positive
for CD 30, CD 15 and PAX 5 while negative for CD 20, CD 3 and CD
45. These findings were consistent with Hodgkin's lymphoma and thus
the diagnosis was made. He was started on chemotherapy that resulted
in good outcome.

DISCUSSION:

Occult isolated lesions in spleen due to chronic infections like
tuberculosis and lymphoreticular malignancy can present as PUO and
can sometimes be difficult to diagnose. Laparoscopic splenic biopsy,
though an invasive procedure, may sometimes be decisive in finding
etiology in such patients (7). Various procedures for procuring splenic
tissue for histopathological examination include splenic FNAC,
percutaneous biopsy, laparoscopic biopsy and splenectomy (partial or
total). Partial splenectomy involves removal 70-90% of splenic tissue
and in laparoscopic biopsy only around 10% of the tissue is removed.
Han B et al retrospectively reviewed the advantages of diagnostic
splenectomy in adult patients with PUO. They were able to reach
diagnosis in significant majority (72%), however 25.9% developed
operation related complications and mortality within 1 month
postoperative was 16.7% (8). In various series such complications
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have been described more in extremes of age group (9,10).To avoid
such invasive procedures, percutaneous splenic FNAC and biopsy are
other modalities that have been tried as a diagnostic modality in PUO.
It can be helpful both in infectious and malignant etiologies (12).
However, other studies consider that sample yield is low with this
procedure and risk of bleeding and splenic rupture can sometimes be
fatal. Total splenectomy has been widely used in adult patients with
PUO especially when suspecting splenic malignancy (4,5)

There are hardly any published data on diagnostic utility of
laparoscopic splenic biopsy in children with PUO. Splenic biopsy can
be safe alternative in children as it preserves a part of spleen and retains
its immune function and provides adequate tissue for histological
examination. Further perioperative bleeding and complications are
also few (7). It is especially useful when image guided procedures do
notyield definitive diagnosis.

In the index child, splenic FNAC was uneventful and showed presence
of atypical cells but definite diagnosis could not be reached. In such a
perplexing scenario laparoscopic splenic biopsy can be a middle path.
It can provide adequate tissue for diagnosis and spare some spleen
tissue which retains its immune function. In our patient splenic biopsy
was uneventful and we were able to reach to diagnosis and start
definitive treatment. Thus, laparoscopic splenic biopsy may prove to
be important diagnostic tool in children with PUO and splenomegaly.
Since early diagnosis is imperative in such patients and risk of
overwhelming sepsis after splenic biopsy is low, we advocate early
decision of splenic biopsy to avoid unnecessary delay in treatment.

CONCLUSION:

This case highlights that sometimes PUO can become an enigma and
reaching to a diagnosis can be really difficult. In cases such as these,
malignancy can be lurking behind giving very few clues and causing a
delay in diagnosis and treatment. Laparoscopic splenic biopsy can
provide a middle path to reach diagnosis with minimum complications
and should be considered early in diagnostic ladder.
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