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Abstract
Anaplastic large cell lymphoma (ALCL) is a rare T-cell non-Hodgkin lymphoma, accounting for 2–3% of all non-
Hodgkin lymphomas. While primary cutaneous ALCL is well documented, secondary cutaneous involvement 
from systemic ALCL is an uncommon presentation and can signify disease progression or relapse. Early 
recognition is key to timely management.

A 15-year-old patient with a history of systemic ALCL presented with multiple, rapidly enlarging, firm nodules 
and plaques over the face, trunk, and extremities. Lesions were tender and non-ulcerated, and this was 
her second episode within the past year, after which she defaulted on treatment. She also complained of 
exertional dyspnoea. Skin biopsy revealed acanthosis of the epidermis and a heavy, nodular dermal infiltrate 
composed of atypical lymphoid cells, including large pleomorphic cells, with small reactive lymphoid cells 
observed in the background. Immunohistochemistry for CD30 showed strong diffuse membrane positivity 
in large cells, confirming cutaneous metastasis of systemic ALCL. CD3 and CD20 were negative, and ALK-1 
testing was not performed due to unavailability.

Cutaneous metastasis in systemic ALCL is rare, especially among paediatric and adolescent populations. It 
can mimic infections, drug reactions, or other malignancies, thereby complicating diagnosis. Recognising 
skin involvement is significant, as it can indicate relapse. Histopathology with immunophenotyping is 
essential for establishing a definitive diagnosis. Early detection facilitates timely systemic therapy and clinical 
management. This case highlights the importance of vigilance for new skin lesions in patients with a history 
of systemic ALCL, emphasising the crucial role of dermatological assessment in ongoing follow-up care.

Multiple skin nodules as a sign of relapsed systemic anaplastic large 
cell lymphoma in an adolescent
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Introduction
Anaplastic Large Cell Lymphoma (ALCL) is a subtype 
of non-Hodgkin T-cell lymphoma characterised by 
strong CD30 expression. ALCL accounts for around 
13% of all non-Hodgkin lymphomas in the paediatric 
population.1

According to the World Health Organization 
(WHO), ALCL is classified into four main groups: 
ALK (Anaplastic Lymphoma Kinase) -positive 
ALCL, ALK-negative ALCL, breast implant–
associated ALCL, and CD30-positive cutaneous 
lymphoproliferative disorders, which are further 
subdivided into cutaneous ALCL and lymphomatoid 
papulosis.2 Cutaneous ALCL can be further 
categorised as either primary cutaneous ALCL, 
which originates in the skin, or systemic ALCL with 
secondary cutaneous metastases.3 The skin is the most 
common site of extranodal involvement in systemic 
ALCL.1 Although primary cutaneous ALCL has been 
extensively studied, there is limited data available 
regarding secondary cutaneous ALCL.3

This report describes a 15-year-old patient 
with systemic ALCL and secondary cutaneous 
involvement, emphasising the associated diagnostic 
and staging challenges.

Case Presentation
A 15-year-old female with a previously diagnosed 
systemic Anaplastic Large Cell Lymphoma 
(ALCL) presented with multiple, rapidly enlarging, 
firm nodules and plaques on the face, trunk, and 
extremities, which had developed within two weeks.

The initial diagnosis of ALCL was made three years 
prior, following evaluation for low-grade fever, 
cervical lymphadenopathy, and hepatosplenomegaly. 
The patient received chemotherapy, achieving 
complete remission 18 months earlier. Treatment 
was complicated by neutropenia, which was treated 
with granulocyte colony-stimulating factor (GCSF).

The patient reported the recent onset of multiple 
painful skin nodules that rapidly increased in 
number and size on the face, trunk, and extremities 
over a two-week duration. There was no preceding 
history of trauma, insect bites, or new medications. 
Constitutional symptoms, including intermittent 
fever, night sweats, cough, and dyspnoea, were 
present at the time of presentation. A non-healing 
ulcer on the left knee had persisted for two months. 

This was her second episode within the past year, 
and she had self-discontinued follow-up for the last 
seven months.

Dermatological examination revealed multiple 
erythematous to violaceous nodules, measuring 
approximately 0.5–2 cm in diameter, distributed 
over the face, trunk, and extremities (Figure 1A-D). 
The nodules were firm to soft, dome-shaped, and 
tender, some with evidence of ulceration. Mucosal 
involvement was absent. Cervical lymphadenopathy 
and hepatosplenomegaly were noted on systemic 
examination.

Baseline laboratory investigations, including complete 
blood count and liver function tests, were performed. 
The erythrocyte sedimentation rate (ESR) was elevated 
at 60 mm/hr. Lactate dehydrogenase (LDH) was not 
done due to unavailability. Ultrasound examination 
demonstrated hepatomegaly, massive splenomegaly, 
and bilaterally enlarged cervical lymph nodes with 
fatty hilum. Chest X-ray showed a globular, dilated 
cardiac silhouette, suggestive of pericardial effusion.

Diagnosis and Management: Based on the clinical 
findings, cutaneous relapse of ALCL was considered 
the primary differential. Differential diagnosis, 
including disseminated mycobacterial infection and 
deep fungal infection, was considered.

Skin biopsies from two nodules were obtained 
for histopathological evaluation. Microscopic 
examination revealed acanthosis of the epidermis 
and a dense, nodular dermal infiltrate composed of 
atypical lymphoid cells, including large pleomorphic 
cells, with small reactive lymphoid cells in the 
background (Figure 2A-D). Immunohistochemistry 
for CD30 revealed strong diffuse membrane 
positivity in large cells, confirming cutaneous 
metastasis of systemic ALCL. CD3 and CD20 were 
negative, and ALK-1 testing was not performed due 
to unavailability. These findings are consistent with 
cutaneous involvement by systemic ALCL.

Based on the clinical history and histopathological 
findings, a diagnosis of secondary cutaneous 
involvement of systemic ALCL was established. 
The patient was referred to the oncology team for 
chemotherapy and further management. Despite 
these interventions, the patient succumbed to the 
disease during oncological treatment within a few 
weeks.
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Figure 1. Erythematous to violaceous nodules distributed over the (A) face, (B) extremities, and (C) 
trunk; (D) non-healing ulcer on the left knee that had persisted for two months prior to presentation
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Discussion
Cutaneous manifestations of lymphoma arise either 
as primary cutaneous lymphomas or as secondary 
involvement from systemic disease. 

Primary cutaneous lymphomas are classified 
as cutaneous T-cell lymphomas (CTCL) and 
cutaneous B-cell lymphomas (CBCL). Most 
skin-associated lymphoid infiltrates are of T-cell 
origin. Among CTCLs, mycosis fungoides is the 
most common subtype, typically presenting with 
patches, plaques, or tumours. Sézary syndrome is 
a more aggressive leukaemic variant, characterised 
by erythroderma, lymphadenopathy, and circulating 
malignant T cells. Other subtypes include CD30-
positive lymphoproliferative disorders, such as 
lymphomatoid papulosis and primary cutaneous 

anaplastic large cell lymphoma. CBCLs include 
indolent forms such as primary cutaneous marginal 
zone lymphoma and follicle centre lymphoma, as 
well as the more aggressive diffuse large B-cell 
lymphoma, leg type.4

Secondary cutaneous involvement occurs more 
often with non-Hodgkin lymphoma than Hodgkin 
lymphoma. It may present as nodules, plaques, or 
ulcerative lesions and often indicates advanced 
disease.4

ALCL is a subtype of non-Hodgkin lymphoma 
that can be categorised into two broad groups: (1) 
primary cutaneous ALCL and (2) primary systemic 
ALCL. Although they are similar in morphology, the  
clinical features, genetics, and immunohistopatho-
logy differ.5

A

C

B

D

Figure 2. (A, B) Biopsy from a nodular lesion on the upper limb (H&E, × 40 and ×100); (C, D) Biopsy from a 
nodular lesion on the face (H&E, ×100 and × 400).
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Primary systemic (nodal) ALCL is more common 
than the cutaneous form, and it comprises 2-8% of 
all non-Hodgkin lymphomas. Its prognosis depends 
on ALK-1 positivity, which is commonly expressed 
in the systemic type. Extranodal involvement of 
systemic ALCL most frequently affects the skin in 
about 20% of patients, followed by bone (17%), 
soft tissue (17%), lung (11%), and liver (8%). 
Gastrointestinal tract and central nervous system 
involvement is rare.5,6

Skin involvement in systemic ALCL may occur at 
initial presentation or during a relapse. Cutaneous 
lesions are variable and can present as nodules, 
papules, or ulcerative lesions that can mimic other 
dermatological conditions, such as mycobacterial or 
fungal infections.5

In contrast, in primary cutaneous ALCL, skin lesions 
arise de novo and are usually seen in older patients 
(around 60 years). These lesions typically present 
as a red-brown, solitary nodule or papule that may 
superficially ulcerate. Very rarely, clusters of multiple 
tumour nodules may develop, either in a localised 
area or at multiple sites.6,7

In systemic ALCL, most patients (around 60%) have 
advanced-stage disease with extranodal involvement 
at diagnosis. They may also experience constitutional 
symptoms such as fever, arthralgia, bone pain, 
migratory rash, and pruritus, which can be attributed 
to paraneoplastic phenomena caused by cytokines 
produced by the tumour cells.8

The presence of multiple skin nodules, as described in 
this case, should raise suspicion for systemic disease 
recurrence in patients with a prior history of ALCL. 
Relapses of systemic ALCL can involve lymph 
nodes, skin, bone marrow, and other extranodal sites. 
Cutaneous relapse can be isolated or occur with 
systemic disease progression.

The diagnosis is via histological examination of a 
skin biopsy. Histology will show diffuse proliferation 
of large, atypical, pleomorphic lymphoid cells 
with abundant cytoplasm, and hallmark cells with 
kidney-shaped nuclei and wreath cells with multiple 
nuclei arranged in a circular pattern can be seen. 
Immunohistochemistry plays a critical role. CD30 
expression is a defining feature. Additional markers, 
including  ALK, epithelial membrane antigen (EMA), 
and CD3, can help with diagnosis and distinguishing 
other lymphoproliferative disorders.8

Upon identification of relapse, patients require 
comprehensive restaging, including PET-CT and 
bone marrow evaluation. The gold standard for 
management is multi-agent chemotherapy, such as 
the CHOP regimen. ( cyclophosphamide, doxorubicin 
[hydroxydaunomycin], vincristine [Oncovin], and 
prednisone)  Autologous or allogenic haemopoietic 
stem cell transplantation, anti-CD30 monoclonal 
antibody-targeted therapy (brentuximab vedotin) in 
patients with refractory or recurrent disease may be 
considered.5,8

Systemic ALCL has a less favourable prognosis than 
primary cutaneous ALCL overall.  ALK-1 expression 
in systemic ALCL is associated with better survival 
than ALK-1-negative disease.

However, cutaneous or haematogenous spread is an 
indicator of poor prognosis in systemic ALCL, with 
a 5-year survival of 23-28% after the development 
of cutaneous involvement.5 Although ALK-positive 
ALCL is associated with relatively favourable 
outcomes, relapse adversely impacts prognosis.

Conclusion 
Cutaneous involvement in Anaplastic Large-
Cell Lymphoma (ALCL) is an important clinical 
manifestation that can indicate a relapse and systemic 
metastasis.

The appearance of new skin lesions in patients with 
a known history of systemic lymphoma should 
prompt a thorough dermatological evaluation. 
These lesions can mimic other benign dermatologic 
conditions, in turn delaying diagnosis. Therefore, 
the early recognition and prompt histopathological 
examination of suspicious cutaneous lesions is 
essential to establish the correct diagnosis. This 
will facilitate timely multidisciplinary management 
and early detection of relapse, which is critical for 
optimising patient outcomes. Vigilance, consistent 
follow-up, and proactive monitoring are essential. 
Patients and their families should be educated about 
warning signs and symptoms to facilitate early 
medical intervention.

This case highlights the importance of awareness 
of these presentations of lymphoma relapse and 
maintaining a high index of suspicion when 
evaluating new skin lesions, particularly when 
lesions are rapidly progressive, in a patient with a 
history of lymphoma.
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