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Case Report
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Abstract

Subcutaneous panniculitis-like T-cell lymphoma (SPTCL) is a rare cutaneous T-cell lymphoma which can have
initial clinical manifestations of life threatening hemophagocytic lymphohistiocytosis (HLH) as complications. Due
to non-specific symptoms, it can also be misdiagnosed as autoimmune diseases initially. SPTCL alone has favorable
prognosis with response to chemotherapy, but its complication with HLH necessitates aggressive treatment and
hematopoietic stem cell transplantation due to poor prognosis. We herein present a case of SPTCL who presented
initially with clinical pictures of HLH and misdiagnosed as adult onset still's disease, the accurate diagnosis obtained
diagnosed later by biopsy of delayed skin eruptions. Monitoring the HLH patients for such a rare but lethal

association is thus crucial.
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1. Introduction

Hemophagocytic lymphohistiocytosis (HLH)) is a rare but potentially fatal immune dysregulation disorder resulting
from cytotoxic T lymphocyte defect with inappropriate immune activation and hemophagocytosis of macrophages.
It is classified into primary form (familial HLH) and secondary form acquired HLH (sHLH). Both forms can be
induced by triggering agents such as malignancy, autoimmune disorders and infections [1]. Despite the established
clinic-pathologic criteria [2], non-specific clinical presentations of both HLH and underlying disease make the

diagnosis a challenging one.

Adult-onset Still’s disease AOSD is one kind of autoimmune conditions which can lead to reactive HLH (12% to
56% of AOSD patients) [3]. Difficulties in differentiation between AOSD itself and that complicated by HLH exist,
but pleuritis, acute respiratory distress syndrome, and cytopenia are rare in AOSD [4] and along with elevated liver
function tests may raise the suspicion of complicating HLH [5, 6]. Malignancy associated HLH (mHLH) accounts
for approximately 50% of adult HLH, and commonly found in hematologic neoplasms especially lymphoid cancers
from T- or NK cell [7, 8]. mHLH is a presenting feature in 37% of subcutaneous panniculitis-like T-cell lymphoma
(SPTCL) patients [9].

SPTCL is a rare, primary cutaneous lymphoma of aff T-cell subtype presenting as skin nodules especially in the
extremities with 15-20% of cases complicated by a potentially fatal HLH [10]. While it alone can have favorable
prognosis with response to chemotherapy, association with HLH portends a worse prognosis, necessitating
hematopoietic stem cell transplantation or target agent [11-13]. Awareness of the clinical presentations of HLH is

crucial for timely diagnosis and appropriate treatment.

Case reports on HLH secondary to AOSD that is similar to lymphoma [14] and that progressed to lymphoma [15]
have been published. We herein report a case of SPTCL confirmed by cutaneous biopsy of delayed full blown skin

nodules, whose initial presentation mimicked AOSD with underlying HLH.

2. Methods

Patient provided informed consent before any data collection. Demographic data, laboratory et radiological
investigations and details of treatment were extracted from the electronic database of Wanfang hospital. We
investigated clinical characteristics and updated treatment options for SPTCL complicated with HLH according to

recent publications.

3. Case Presentation
A 41-year-old man previously in good health presented with a 2-week history of intermittent fever, dyspnea

associated with productive cough and arthralgia. His medical and family histories were unremarkable apart from a
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smoking history of 40 P-Yr. His fever subsided at first by high dose steroid under a provisional diagnosis of AOSD
with exclusion of infection by sterile cultures. However, pleural effusion recurred despite repeated drainage and
thrombocytopenia progressed therefore oncologist was consulted for further survey. On examination, his
temperature was 39°C, with dullness on percussion over the right lower chest. The blood count revealed marked
thrombocytopenia of 38 x 10° / ul with leukopenia of 3300/ul and anemia of Hb 10.5 g/dl . Biochemical profile
revealed elevated liver function tests (alanine aminotransferase 189 U/L, aspartate aminotransferase 97 U/L, alkaline
phosphatase 110 U/L), hyperferritinemia; ferritin level 1310 pg/L, hypertriglyceridemia; triglycerides 395 mg/dL,
slightly elevated C-reactive protein (CRP: 5.3 mg/L), LDH 372 U/L and normal Procalcitonin 0.09 U/L.

Serologic tests for syphilis, HIV, and hepatitis B and C viruses, Epstein-Barr virus and cytomegalovirus were
negative. Tuberculin and Coombs tests were negative. Antinuclear and anti-smith antibodies, rheumatoid factor, and
cryoglobulins were negative. Computed tomography (C.T) scan of the whole body revealed right pleural effusion
with basal lung collapse but no evidence of lymphadenopathy or malignancy. Pleural fluid surveys revealed
exudative in nature with no evidence of malignancy on pleural biopsy. Bone marrow biopsy reported
hypercellularity with hemophagocytosis. HLH with uncertain etiolgy was diagnosed and treatment with the HLH-94
protocol (including etoposide and dexamethasone) led to improvement in clinical condition and decline in serum

ferritin level to 295 mg/dl.

Four months after the onset of HLH and two months after the completion of treatment, he presented with diffuse,
hard, painful subcutaneous nodules over the body especially on the lower limbs. Biopsy of the lesions revealed
atypical lymphocytic infiltrate of subcutaneous adipose tissue with panniculitis-like pattern and fat rimming that was
compatible with SPTCL. Immunohistochemically, the atypical lymphocytes express beta F1, CD3, CD8, and
granzyme B, but not CD4, CD20, CD30, CD56, Cd68, or CD123. EBER in situ hybridization was negative,
excluding the diagnosis of extranodal NK/T-cell lymphoma. C.T scan of whole body showed lymphadenopathies at
left supraclavicular region and left axillary region with increasing subcutaneous fat stranding along left chest and
abdomen, mesentery and pancreatic tail, which were compatible with clinically noted panniculitis [16]. Bone
marrow pathology also revealed more prominent hemophagocytosis but still no evidence of lymphoma involvement.
He received treatment with EPOCH-R regimen and the skin lesions subsided. He was then referred to tertiary centre

for bone marrow transplant.
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Figure 1: Inflamed skin nodules over both thighs and lower legs.

Figure 2: Bone marrow aspiration smear revealed hemophagocytosis at time of HLH diagnosis (Liu stain; 100X).

Figure 3: Atypical lymphocytic infiltrate of subcutaneous adipose tissue with panniculitis-like pattern (H&E).
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4. Discussion

Due to the patient’s initial presentation of fever which was initially relieved by steroid, the preliminary diagnosis of
AOSD was made. The differential diagnosis between AOSD, primary HLH or sHLH due to AOSD or sHLH of
other origin was difficult at first. The persistent nature of thrombocytopenia and leucopenia contradicted with the
criteria of lone AOSD in which leukocytosis is a major criteria. The progressive nature of the disease course with
repeated pleural effusion despite administration of anti-inflammatory agent also excluded AOSD as a diagnosis. He
received HLH-94 protocol regimen as his clinical manifestations (persistent fever, cytopenia, hyperferritinemia,
hypertriglyceridemia and hemophagocytosis in bone marrow aspirate) fulfill 5 out of 8 HLH criteria. His symptoms

resolved while the underlying disease remained uncertain until the delayed skin eruptions.

The accurate diagnosis of SPTCL was challenging in this patient with the initial presenting features mimicking
autoimmune disorders. Literature review also supported the possibility of misdiagnosing SPTCL with non-specific
clinical manifestations as autoimmune disorders such as erythema nodosum, nodular panniculitis and lupus

erythematosus panniculitis [17].

Primary cutaneous T-cell lymphoma is recently classified into y/3 T-cell lymphoma and SPTCL of the o/ T-cell
receptor phenotype according to specific TCR. The median age of diagnosis is around 36 years and associated with
known autoimmune disorders. Germline loss of function mutations in T-cell immunoglobulin mucin 3 (TIM-3) were
recenlty associated with 60% to 85% of SPTCL [18, 19]. SPTCL associated with HLH is rare with only a total of 25

cases, including our patient, has been reported.

The diagnosis depends on the pathologic examination of skin biopsy and TCR phenotyping of primary cutaneous T-
cell lymphoma [20]. Our center lacked the facility to make further TCR gene rearrangement for the differential
diagnosis between o/f or /6 TCR phenotypes beside germline mutations and the cytokine assays which pose a
limitation to our case report. However, pathologic IHC staining could arrive at a final diagnosis of SPTCL. Our
patient’s scenario was similar to those patients who lacked initial evidence of malignancy and were diagnosed

pathologically as SPTCL 5-18 months after the initial diagnosis of HPS [13, 21].

Though the prognosis of SPTCL with no associated HPS is favorable, association with HLH reduces 5-year survival
rate from approximately 91% to 46% [12, 13]. While treatment with systemic corticosteroids induced a complete
remission in most patients with SPTCL without HLH [22], the survival rates did not differ between the intensive
chemotherapy and CHOP regimen groups for those complicated with HLH [23, 24]. Some cases exhibited improved
outcomes on allogeneic or autologous HSCT after multidrug chemotherapy, and even with JAK1/JAK2 inhibitors

such as ruxolitinib recently [25, 26].
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Regarding our patient, initial HLH was relieved by HLH-94 protocol including steroid which could, not only
alleviated HLH symptoms, but also was beneficial for the treatment of undiagnosed SPTCL [27]. After the
definitive diagnosis, we applied aggressive treatment with etoposide-based regimen followed by consolidation with

autologous hematopoietic stem cell transplant with good response later.

5. Conclusion
This case highlights the challenging differentiation between SPTCL and AOSD complicated with HLH in the
absence of skin lesions and biopsy. Given the potentially fatal nature and poor prognosis in association with sHLH,

clinicians should be vigilant for such rare conditions with unusual presentations.

Conflict of Interest

The authors report no conflict of interest.

Acknowledgments
We would like to thank the patient, the medical team members and laboratory technicians of Wanfang hospital for
their dedications.

Author Contributions
The first author researched the literature, and wrote the manuscript supervised by the corresponding author. All

authors reviewed and approved the paper.

References

1. Tamamyan GN, et al. Malignancy-associated hemophagocytic lymphohistiocytosis in adults: Relation to
hemophagocytosis characteristics and outcomes. Cancer 122 (2016): 2857-2866.

2. Henter JI, et al. HLH-2004: Diagnostic and therapeutic guidelines for hemophagocytic
lymphohistiocytosis. Pediatr Blood Cancer 48 (2007): 124-131.

3. Vijayan Sobha V, Gopalakrishnan M, Shamanna S. Macrophage activation syndrome complicating adult-
onset still's disease: A diagnostic challenge. International Journal of Advanced Medical and Health
Research 5 (2018): 27-30.

4. Kong XD, et al. Clinical features and prognosis in adult-onset Still's disease: a study of 104 cases. Clin
Rheumatol 29 (2010): 1015-1019.

5. Ravelli A, et al. Classification Criteria for Macrophage Activation Syndrome Complicating Systemic
Juvenile Idiopathic Arthritis: A European League Against Rheumatism/American College of
Rheumatology/Paediatric Rheumatology. International Trials Organisation Collaborative Initiative.
Aurthritis Rheumatol 68 (2016): 566-576.

Archives of Clinical and Medical Case Reports 743



Arch Clin Med Case Rep 2020; 4 (5): 738-745 DOI: 10.26502/acmcr.96550259

6.

10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

Ravelli A, et al. Expert consensus on dynamics of laboratory tests for diagnosis of macrophage activation
syndrome complicating systemic juvenile idiopathic arthritis. RMD Open 2 (2016): e000161.

Campo E, et al. The 2008 WHO classification of lymphoid neoplasms and beyond: evolving concepts and
practical applications. Blood 117 (2011): 5019-5032.

Yu J-T, et al. Lymphoma-associated hemophagocytic lymphohistiocytosis: experience in adults from a
single institution. Annals of Hematology 92 (2013): 1529-1536.

Hung GD, et al. Subcutaneous panniculitis-like T-cell lymphoma presenting with hemophagocytic
lymphohistiocytosis and skin lesions with characteristic high-resolution ultrasonographic findings. Clin
Rheumatol 26 (2007): 775-778.

Go RS, Wester SM. Immunophenotypic and molecular features clinical outcomes treatments and
prognostic factors associated with subcutaneous panniculitis-like T-cell lymphoma: a systematic analysis of
156 patients reported in the literature. Cancer 101 (2004): 1404-1413.

Lee DE, et al. Hemophagocytic Lymphohistiocytosis in Cutaneous T-Cell Lymphoma. JAMA Dermatol
154 (2018): 828-831.

Willemze R, et al. Subcutaneous panniculitis-like T-cell lymphoma: definition classification and prognostic
factors: an EORTC Cutaneous Lymphoma Group Study of 83 cases. Blood 111 (2008): 838-845.

Zhang S, et al. Subcutaneous panniculitis-like T-cell lymphoma with hemophagocytic syndrome: a clinical
and pathologic study of 6 cases. Int J Clin Exp Pathol 10 (2017): 5913-5918.

Zhang X-H, et al. Hemophagocytic syndrome secondary to adult-onset Still's disease but very similar to
lymphoma. International journal of clinical and experimental pathology 5 (2012): 377-381.

Mehta B, et al. Adult-Onset Still's Disease and Macrophage-Activating Syndrome Progressing to
Lymphoma: A Clinical Pathology Conference Held by the Division of Rheumatology at Hospital for
Special SurgeryHSS journal : the musculoskeletal journal of Hospital for Special Surgery 14 (2018): 214-
221.

Hrudka J, et al. Panniculitis-like T-cell-lymphoma in the mesentery associated with hemophagocytic
syndrome: autopsy case report. Diagnostic pathology 14 (2019): 80.

Yi L, et al. The presenting manifestations of subcutaneous panniculitis-like T-cell lymphoma and T-cell
lymphoma and cutaneous gammadelta T-cell lymphoma may mimic those of rheumatic diseases: a report
of 11 cases. Clin Rheumatol 32 (2013): 1169-1175.

Gayden T, et al. Germline HAVCR2 mutations altering TIM-3 characterize subcutaneous panniculitis-like
T cell lymphomas with hemophagocytic lymphohistiocytic syndrome. Nat Genet 50 (2018): 1650-1657.
Polprasert C, et al. Frequent germline mutations of HAVCR?2 in sporadic subcutaneous panniculitis-like T-
cell lymphoma. Blood advances 3 (2019): 588-595.

Sugeeth MT, et al. Subcutaneous panniculitis-like T-cell lymphomaProceedings (Baylor University
Medical Center) 30 (2017): 76-77.

Archives of Clinical and Medical Case Reports 744



Arch Clin Med Case Rep 2020; 4 (5): 738-745 DOI: 10.26502/acmcr.96550259

21. Alpha-beta subcutaneous panniculitis-like T-cell lymphoma with hemophagocytic syndrome. Journal of the
American Academy of Dermatology 81 (2019): AB169.

22. Guenova E, et al. Systemic corticosteroids for subcutaneous panniculitis-like T-cell lymphomaBr J
Dermatol 171 (2014): 891-894.

23. Xie W, et al. Clinical analysis and prognostic significance of lymphoma-associated hemophagocytosis in
peripheral T cell lymphoma. Ann Hematol 92 (2013): 481-486.

24. Willemze R, et al. Subcutaneous panniculitis-like T-cell lymphoma: definition, classification, and
prognostic factors: an EORTC Cutaneous Lymphoma Group Study of 83 cases. Blood 111 (2008): 838-
845.

25. Chang Y, et al. Lymphoma associated hemophagocytic syndrome: A single-center retrospective
studyOncology letters 16 (2018): 1275-1284.

26. Lévy R, et al. Efficacy of ruxolitinib in subcutaneous panniculitis-like T-cell lymphoma and
hemophagocytic lymphohistiocytosis. Blood Advances 4 (2020): 1383-1387.

27. Riviere S, et al. Reactive hemophagocytic syndrome in adults: a retrospective analysis of 162 patientsAm J
Med 127 (2014): 1118-1125.

Citation: Yu-Mei Zheng, Chia-Lun Chang, Ming-Hung Hu, Hsiao-Mei Chao, Jacqueline Whang-Peng, Gi-
Ming Lai, Tzeon-Jye Chiou. Subcutaneous Panniculitis Like T Cell Lymphoma Complicated with
Hemophagocytic Lymphohistiocytosis - A Case Report. Archives of Clinical and Medical Case Reports 4
(2020): 738-745.

@ ® This article is an open access article distributed under the terms and conditions of the
Creative Commons Attribution (CC-BY) license 4.0

Archives of Clinical and Medical Case Reports 745


about:blank

