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Introduction. Classic Hodgkin lymphoma (cHL) is a B-
cell lymphoid malignancy characterized by Hodgkin
and Reed-Sternberg cells within an inflammatory
cellular microenvironment. In Asia, incidence rates
range from 0.21 to 1.3 per 100,000 person-years.'
Clinically, cHL is a great mimicker, and its presentation
with constitutional symptoms in the absence of
peripheral lymphadenopathy can lead to a misdiagnosis
of infection. We report a case of cHL with a splenic-
dominant and abscess-like  presentation that
masqueraded as a splenic abscess, illustrating this
diagnostic challenge.

Report of the Case.

Case presentation and clinical history. A previously
healthy 31-year-old Malay man, who worked as a
construction site supervisor, presented with a three-day
history of non-productive cough and fever. Over the
preceding month, he had experienced an unintentional 4
kg weight loss. Although he had fever and weight loss,
he did not meet the formal criteria for B symptoms, as
his weight loss was less than 10% of body weight and
he reported no drenching night sweats. Initial evaluation
revealed non-tender splenomegaly. There was no other
organomegaly, and no peripheral lymph nodes were
palpable. Cardiovascular and lung examinations were

unremarkable. He was started on intravenous (IV)
amoxicillin-clavulanic acid and oral azithromycin for a
presumed respiratory tract infection.

Due to poor response to antibiotics with persistent
fever, an abdominal ultrasound was performed on
hospital day 5, revealing multiple hypoechoic splenic
lesions (Figure 1A). IV ceftazidime and oral
trimethoprim-sulfamethoxazole were initiated for
presumed melioidosis with splenic abscess, given the
local endemicity of melioidosis.

A subsequent computed tomography (CT) scan of
the thorax, abdomen, and pelvis (TAP) demonstrated
splenomegaly with multiple small, ill-defined
hypodense splenic lesions, initially interpreted as
splenic microabscesses (Figure 1B). Multiple enlarged
abdominal lymph nodes were noted (Figure 1C),
attributed to reactive changes. Throughout the
hospitalization, the patient had intermittent temperature
spikes ranging from 38°C to 39.2°C, despite escalation
of antibiotics to IV meropenem. Multiple sets of
bacterial and fungal blood cultures were negative, and
Burkholderia pseudomallei serology was also negative.
Other investigations for pyrexia of unknown origin
yielded unremarkable results. A follow-up ultrasound
after multiple antibiotic courses (5 days of IV
amoxicillin-clavulanic acid, 3 weeks of IV ceftazidime

Figure 1. (A) Ultrasound abdomen shows enlarged spleen with multiple scattered ill-defined small nodules (miliary pattern) (arrow). (B) CT

of the abdomen reveals an enlarged spleen measuring 20 cm in craniocaudal length, containing multiple small, ill-defined hypodense lesions
without definite necrotic features (arrow). (C) Multiple enlarged and matted para-aortic, aortocaval, and paracaval lymph nodes (arrows) are
seen, with the largest para-aortic node measuring 1.7 cm in short-axis diameter. No central hypodensities are present to suggest nodal necrosis.
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and oral trimethoprim-sulfamethoxazole, and 1 week of
IV meropenem) showed  persistent  splenic
microabscesses.

Investigations. After four weeks of hospitalization,
serial complete blood counts revealed pancytopenia. A
trephine biopsy revealed bone marrow involvement by
large atypical mononuclear cells (Figure 2A).
Immunohistochemistry demonstrated CD30 positivity
(Figure 2B), dim PAXS (Figure 2C), MUMI1 positivity,
and negativity for CD15 (Figure 2D), CD20, CD79a,
CD3, CDs5, CD7, CD4, CD8, MPO, CD138, ALK,
CD34, and TdT, with negative staining for acid-fast
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bacilli, fungi, and cytokeratin (CKAEI1/AE3).
Concurrently, a core biopsy of the right external iliac
lymph node was performed. Section showed scattered
Hodgkin and Reed-Sternberg cells (Figure 3A, B).
Immunohistochemistry confirmed CD30 positivity
(Figure 3C), with weak PAXS5 (Figure 3F), MUM1
positivity, occasional weak CDI15 (Figure 3D), and
focal heterogeneous CD20 positivity (Figure 3E). The
cells were negative for CD3, Gata3, CD79a,
CD45/LCA, ALK, CD138, and CD34. EBER (Epstein-
Barr virus-encoded small RNA) in-situ hybridization
test was not performed. Final histopathology confirmed
stage IV cHL with bone marrow involvement.

Figure 2. Histopathological examination (HPE) of trephine biopsy shows large aty]&ical mononulear cells (arrow) (A) with eosinophilic
nucleoli, which are positive for CD30 (B), dim-positive PAXS (C), and negative for CD15 (D).

Progression. Following the confirmation of Hodgkin
lymphoma, the chemotherapy regimen doxorubicin,
bleomycin, vinblastine, and dacarbazine (ABVD) was
initiated without delay. Unfortunately, the patient's
clinical status had progressively deteriorated throughout
the prolonged diagnostic period. His Eastern
Cooperative Oncology Group (ECOG) performance
status worsened significantly from grade 1 at admission
to grade 4 prior to chemotherapy treatment. Despite
intensive  supportive care, he succumbed to

complications of his advanced disease one week after
the initiation of chemotherapy. The diagnostic timeline
is summarized in Figure 4.

Discussion

Diagnostic delay in fever of unknown origin. Delayed
diagnosis of Hodgkin lymphoma in patients presenting
with fever of unknown origin (FUO) is not uncommon.
Zhang et al. reported diagnostic delays in 42% of such
cases, with 44% already demonstrating bone marrow
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Figure 3. HPE of right external iliac node shows large monomiclear to multilobulated neopléstic Hodgkin (black arrow) and Reed-Sternberg
(red arrow) cells with prominent nucleoli in a background of small lymphocytes, plasma cells and histiocytes (A, B), positive for CD30 (C)
and CDI15 immunohistochemistry (D), with weak heterogeneous expression of CD20 (E) and weak nuclear PAXS positivity (F) (A, B

hematoxylin-eosin stain, 400x).
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Figure 4. Diagnostic timeline from presentation to diagnosis.

involvement at diagnosis.> This may reflect a systematic
cognitive bias, particularly in tropical regions, where
FUO with splenic lesions is reflexively attributed to
endemic infections, including tuberculosis and
melioidosis, before malignancy is considered. This case
exemplifies this cognitive bias, resulting in seven weeks
of empirical antimicrobial therapy before the correct
diagnosis was established.

Hodgkin lymphoma accounts for up to 11% of all
lymphomas and typically presents with asymptomatic
lymphadenopathy.” Retrospectively, the intermittent
fever pattern, characterised by cyclical spikes every 4-6

days, was compatible with lymphoma-associated fever
(Pel-Ebstein pattern). However, this observation should
be interpreted cautiously, as it is neither sensitive nor
specific for Hodgkin lymphoma and was recognised
only after the diagnosis had been established.’

When should “splenic abscess’ be questioned? Splenic
involvement is present at diagnosis in approximately
one-third of Hodgkin lymphoma cases and 30-40% of
non-Hodgkin lymphoma (NHL) cases.** While it is
regarded as nodal disease in Hodgkin lymphoma, it is
classified as extranodal disease in NHL. Importantly,
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Table 1. Splenic abscess versus splenic lymphoma: risk factors and radiological distinguishing features.

Feature Splenic Abscess Splenic Lymphoma
Immunosuppression, diabetes mellitus, . L. .
. L Immunodeficiency, chronic infections
Risk Factors endocarditis, intravenous drug abuse, ? . 5
7 (HCV, EBV), autoimmune disorders.
chemotherapy, trauma.
Multiple hypoenhancing nodules, diffuse
splenic infiltration or a hypovascular mass
Solitary or multiple hypodense lesions with splenomegaly. Lesions usually lack
with thick irregular rim enhancement, thick rim enhancement, liquefaction or
Key CT Imaging | central liquefaction, surrounding gas 0810
Features inflammatory fat stranding, and Associated homogeneous abdominal
occasionally intralesional gas.”$ lymphadenopathy without central necrosis,
particularly para-aortic or retroperitoneal
nodes, strongly favours lymphoma.!%!!

When should ‘splenic abscess’ be questioned? Red flags suggesting lymphoma

Persistent fever despite antibiotic
Repeatedly negative microbiological investigations

New pancytopenia/ cytopenia
Low procalcitonin (when clinically applicable)

Multiple splenic lesions with splenomegaly, without microbiological confirmation
Homogeneous non-necrotic abdominal lymphadenopathy

Lack of radiological improvement after antibiotic treatment

splenic involvement in Hodgkin lymphoma may result
in disease upstaging and consequently influence
treatment decisions.” Malignant lymphoma with
prominent splenic involvement and no peripheral
lymphadenopathy is rare, with a reported incidence of
approximately 0.5%.°

Although contrast-enhanced CT is the preferred
imaging modality for evaluating focal splenic lesions,
hypodense splenic lesions are not specific for infection.
Splenic abscess is usually associated with identifiable
predisposing conditions (Table 1) along with supportive
microbiological evidence.”® Our patient had none of
these risk factors. Repeated blood cultures and targeted
serology remained negative. Therefore, splenic abscess
should not be diagnosed on imaging findings alone

when the clinical profile and microbiological
investigations are not supportive. Instead, the
differential diagnosis should include lymphoma,

metastatic disease, splenic infarction, tuberculosis,
fungal infection, and other granulomatous diseases.”

Radiological features of splenic lymphoma and
diagnostic pitfalls: The most common CT manifestation
of splenic lymphoma is a solitary hypoenhancing splenic
mass, reported in up to 75% of cases.®In our patient, CT
demonstrated multiple small hypodense splenic lesions
with ~ homogeneous, non-necrotic abdominal
lymphadenopathy; these findings were initially
interpreted as splenic microabscesses. Although this
imaging appearance is less characteristic of splenic
lymphoma, radiological interpretation should always be

integrated with the overall clinical context.
Homogeneous lymphadenopathy without central
necrosis is more suggestive of lymphoma than

suppurative infection, especially when accompanied by

repeatedly negative microbiological investigations. The
principal CT imaging features differentiating splenic
abscess from splenic lymphoma are summarized in
Table 1.

Comparison with previously reported cases. A review
of the literature identified only two reported cases of
lymphoma with a miliary splenic distribution on
imaging, both of which were diffuse large B-cell
lymphoma (DLBCL)."*" To our knowledge, the present
case appears to represent a rare presentation of cHL with
miliary splenic abscess-like lesions.*'

More importantly, published reports demonstrate
that lymphoma is repeatedly misdiagnosed as splenic
abscess, with DLBCL being the predominant
histological subtype (Table 2 and Supplementary
Table S1). Particularly relevant is the Malaysian case
reported by Khoo et al.,, in which a patient was
empirically treated for melioidosis for eight weeks
before bone marrow biopsy established the diagnosis of
Hodgkin lymphoma.® Similar to our case, this highlights
how endemicity bias, reliance on non-specific CT
findings, and continued escalation of empirical
antimicrobial therapy may delay consideration of
lymphoma and tissue diagnosis.

Key clinical lessons and Limitations. In retrospect, our
patient had several clues arguing against splenic
abscess, including the absence of recognised risk

factors, repeatedly  negative microbiological
investigations, non-necrotic abdominal
lymphadenopathy, emerging pancytopenia, and

persistent fever despite broad empirical antimicrobial
therapy. Together, these findings should have prompted
earlier tissue diagnosis rather than continued antibiotic
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Table 2. Published cases of lymphoma presenting as splenic abscess or with atypical splenic imaging findings.

Case Age/Sex Pathology subtype Imaging finding Outcome
Splenic-dominant lymphoma cases with a miliary distribution pattern on imaging
Current CT: splenomegaly with multiple small, ill-defined hypodense
case 31/Male cHL lesions, multiple abdominal lymphadenopathy Deceased
CT: splenomegaly, multiple ill-defined splenic hypodense foci,
12
1. 88/Female DLBCL and no lymphadenopathy Not reported
CT: multifocal intensely enhancing areas in the splenic
13 parenchyma
2 60/Male DLBCL MRI: splenomegaly with multifocal cystic areas, which showed Not reported
evidence of variable sized blood products.
Other reported cases of splenic-dominant Hodgkin lymphoma
(additional cases of NHL are summarized in Supplementary Table S1)
33 53/M CHL CT: splenomegaly with multiple ill-defined splenic collections; iﬁ};si)/(]))nded to
no lymphadenopathy chemotherapy

escalation. Although earlier diagnosis may not have
altered the outcome, it could have provided an
opportunity  for  treatment before  significant
deterioration in performance status. Similar diagnostic
delays have been reported by Kar et al., in whom many
patients with unsuspected Hodgkin lymphoma initially
received antibiotics or antituberculosis therapy.'* The
absence of an autopsy remains a limitation of this case.

Key Diagnostic Lessons. This case illustrates how cHL
can masquerade as splenic abscess, particularly in
regions where endemic infections are common.

Although such presentations are uncommon, the more
important lesson is to avoid premature diagnostic
closure based on imaging alone. Persistent fever despite
broad empirical antimicrobial therapy, repeatedly
negative microbiological investigations, and emerging
cytopenias should prompt early tissue diagnosis from
the safest accessible site, allowing earlier recognition of
lymphoma and facilitating timely initiation of treatment.

Patient consent for publication. Consent obtained
directly from patient’s next of kin.

Chu Ee Seow!, Siti Nur Atigah Alwi?, Nor Syazana Jamali® and Sukanya Banerjee Nair*.

! Department of Medicine, Hospital Banting Selangor, Malaysia.
2 Department of Radiology, Hospital Banting Selangor, Malaysia.

3 Department of Pathology, Banting Hospital, Banting, Selangor, Malaysia.
4 Department of Pathology, Tengku Ampuan Rahimah, Klang, Selangor, Malaysia.

Competing interests: The authors declare no competing interest.

Correspondence to: Chu Ee Seow. Department of Medicine, Hospital Banting Selangor, Malaysia. E-mail: jmysce@gmail.com

References:

1. ChanJY, Fujimoto A, Gan GG, Tan SM, Ng SC, Chang KM, Caguioa P,
Datukan J, Hong H, Chuncharunee S, Nga DH, Sutandyo N, Ong CK,
Somasundaram N, Lunning M, Suzuki R, Izutsu K, Tse E, Kim WS, Lim
ST. Advanced classical hodgkin lymphoma management in east and
southeast asia: real-world challenges and aspirations of the asian
lymphoma study group. JCO Glob Oncol. 2025;(11):¢2500288.
https://doi.org/10.1200/GO-25-00288
PMid:41160782

2. Zhang X, Zhang Q, Cao X, Wang Y, Huang X, Jiao Y. Clinical
characteristics of lymphoma patients presenting with fever of unknown
origin misdiagnosed with connective tissue diseases. Ann Hematol.
2025;104(2):1157-1164.
https://doi.org/10.1007/s00277-025-06188-2
PMid:39808226 PMCid:PMC11971192

3. Khoo TT, Cheo SW, Low QJ, Tan YA, Wong LLL. Primary splenic
hodgkin lymphoma masquerading as splenic abscess. Med J Malaysia.
2021;76:118-20.

4. Saboo SS, Krajewski KM, O'Regan KN, Giardino A, Brown JR, Ramaiya
N, Jagannathan JP. Spleen in haematological malignancies: spectrum of
imaging findings. Br J Radiol. 2012;85:81-92.
https://doi.org/10.1259/bjr/31542964
PMid:22096219 PMCid:PMC3473934

5. Findeisen H, Gorg C, Winter H, Trenker C, Dietrich CF, Alhyari A,

Eilsberger F, Safai Zadeh E. B-Mode Ultrasound and Contrast-Enhanced
Ultrasound for the Detection of Splenic Involvement in Hodgkin
Lymphoma: A Retrospective Analysis of 112 Patients. Ultraschall Med.
2024;45:484-92.

https://doi.org/10.1055/a-2173-2361

PMid:37863048

6. Li M, Zhang L, Wu N, Huang W, Lv N. Imaging findings of primary

splenic lymphoma: a review of 17 cases in which diagnosis was made at
splenectomy. Richards KL, ed. PLoS ONE. 2013;8(11):e80264.
https://doi.org/10.1371/journal.pone.0080264

PMid:24278265 PMCid:PMC3837000

7. Joazlina ZY, Wastie ML, Ariffin N. Computed tomography of focal

splenic lesions in patients presenting with fever. Singapore Med J.
2006;47:37-41.

8. Kim N, Auerbach A, Manning MA. Algorithmic Approach to the Splenic

Lesion Based on Radiologic-Pathologic Correlation. RadioGraphics.
2022;42:683-701.

https://doi.org/10.1148/rg.210071

PMid:35302864

9. Khan ZA, Aisha M, Farkouh CS, Tango T, Bereka L, Ul Ain H, Belay

NF, Farkouh M, Ali Khan Q. The diagnostic dilemma of splenic non-

www.mjhid.org Mediterr J Hematol Infect Dis 2026; 18; €2026063

Pag.5/6




10.

11.

12.

hodgkin's lymphoma and splenic abscess: a narrative review. Cureus.
Epub 2022 November 27.

https://doi.org/10.7759/cureus.31944

Dachman AH, Buck JL, Krishnan J, Zeman RK, Satti M. Primary non-
Hodgkin's splenic lymphoma. Clin Radiol. 1998;53(2):137-42.
https://doi.org/10.1016/S0009-9260(98)80061-5

PMid:9502091

Yu R-S. CT diagnosis of 52 patients with lymphoma in abdominal lymph
nodes. WJIG. 2006;12:7869.

https://doi.org/10.3748/wjg.v12.i48.7869

PMid: 17203536 PMCid:PMC4087558

Fujikawa A, Kokita A, Watanabe K, Saito M. Primary splenic lymphoma:
an uncommon cause of persistent fever diagnosed by examining the
'forgotten organ'. IMA J. 2021;4(2):171-3.

13.

14.

https://doi.org/10.31662/jmaj.2020-0121

PMid:33997453 PMCid:PMC8119175

Kaushik C, Relia N, Jambhekar K, Pandey T, Pandey A. Unusual CT and
MR imaging characteristics of splenic lymphoma. Case Rep Oncol Med.
2011;2011:298357.

https://doi.org/10.1155/2011/298357

PMid:22606442 PMCid:PMC3350165

Kar R, Dutta S, Tyagi S. Clinically unsuspected Hodgkin's lymphoma
diagnosed primarily from bone marrow trephine biopsy: report of six
cases. Indian J Pathol Microbiol. 2008;51(2):186-9.
https://doi.org/10.4103/0377-4929.41675

PMid:18603677

www.mjhid.org Mediterr J Hematol Infect Dis 2026; 18; €2026063

Pag.6/6



