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ABSTRACT

Primary or secondary cutaneous involvement may occur in common diffuse large B-cell lymphomas. The secondary cutaneous
involvement of diffuse large B-cell lymphoma is a condition that develops during the course of the disease and is associated
with an aggressive course and shorter survival. The development of secondary cutaneous involvement shortly after the initial
diagnosis of the primary disease predicts more aggressive clinical outcomes and is more likely to present with multiple skin

lesions.
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INTRODUCTION

Primary cutaneous lymphomas (PCL) are composed
of approximately 25% B-cell origin lymphomas. B-cell
cutaneous lymphomas (B-PCL) are classified into three main
categories: primary cutaneous follicle-center lymphoma
(pcFCL), primary cutaneous diffuse large B-cell lymphoma,
leg type (pcDLBCL-LT), and primary cutaneous marginal
zone lymphoma (pcMZL)."*> While pcMZL and pcFCL are
clinically indolent, pcDLBCL-LT is an aggressive lymphoma.
Secondary cutaneous DLBCL (scDLBCL) is defined as
lymphoma that demonstrates secondary spread to the skin
after systemic involvement. Patients with both pcDLBCL
and scDLBCL are older than those with pcFCL and pcMZL.?
In scDLBCL, skin lesions emerge as a result of disease
progression, leading to a significantly lower survival rate.
Additionally, this may indicate an increase in tumor burden
and/or the ability of the disease to spread through blood or
lymphatic vessels. We present this case to emphasize the
appearance of secondary skin involvement and the poor
prognosis associated with diffuse large B-cell lymphomas.

CASE

A 49-year-old male patient presented with complaints of
cough, abdominal pain, sweating, and weight loss. Abdominal
computed tomography (CT) revealed splenomegaly and a
heterogeneous, lobulated mass in the left upper quadrant of
the abdomen, approximately 20x17x16 cm in size, with central
necrotic areas and heterogeneous contrast enhancement. A
biopsy of the splenic mass confirmed the diagnosis of diffuse

EY' HC  HD

large B-cell lymphoma of the germinal center type (CD19 (+),
C-MYC (+) BCL-6 (+), BCL2 (-)). The patient was staged as
stage 2 bulky, with an International Prognostic Index (IPI) of
high-intermediate risk and a high Central Nervous System
International Prognostic Index (CNSIPI). The patient underwent
4 cycles of rituximab plus cyclophosphamide, doxorubicin,
vincristine, and prednisone (R-CHOP) chemotherapy and
3 intrathecal methotrexate treatments. A follow-up positron
emission tomography-computed tomography (PET-CT) scan
showed stable disease. Due to an inadequate response to first-
line therapy, salvage treatment with 3 cycles of rituximab plus
gemcitabine and dexamethasone (R-GDP) was administered.
However, progression was observed after 3 cycles of R-GDP.
Subsequently, the patient received 2 cycles of rituximab
plus dexamethasone, cytarabine, and cisplatin (R-DHAP)
chemotherapy, but progression was again detected on PET-CT.
On physical examination, erythematous, indurated, papular
lesions were observed in a large area of the skin over the left
abdominal quadrant (Figure). Punch biopsy of these lesions
was performed, and the biopsy was evaluated as germinal center
type diffuse large B-cell lymphoma. The patient was started
on bendamustine, rituximab, and ibrutinib therapy. However,
the patient passed away on the 3™ day of the new treatment, 9
months after the diagnosis.

DISCUSSION

The most common primary extranodal sites of diffuse large
B-cell lymphoma (DLBCL) are the gastrointestinal system,
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Figure. Erythematous, indurated, papular lesions spread over a large area on
the left abdominal skin

head and neck, and skin/soft tissues. In a large cohort
of 25.992 patients with DLBCL, primary skin/soft tissue
involvement accounted for 3.3% of all cases.” Cutaneous
involvement in DLBCL can be divided into two distinct
subsets based on the primary site of involvement: primary
cutaneous DLBCL, which initially presents in the skin, and
DLBCL with secondary spread to the skin. While primary
cutaneous DLBCL, leg type, has been extensively studied,
there is limited data available regarding the clinical features
or survival analysis of patients with secondary cutaneous
DLBCL.®

A retrospective review identified that 44 out of 2.067 DLBCL
cases (2.1%) had cutaneous involvement. Among these cases,
14 were diagnosed with pcDLBCL-LT and 30 with scDLBCL.
Advanced stage, high (>2) IPI score, B symptoms, and elevated
LDH levels were significantly more common in scDLBCL
compared to pcDLBCL-LT. Patients with pcDLBCL-LT
demonstrated significantly better survival outcomes than
those with scDLBCL (5-year survival: pcDLBCL-LT: 65%,
scDLBCL: 31%).¢

In a study regarding the anatomical region of secondary
cutaneous lymphoma involvement, it was found that
extremities were more likely to be affected by T/NK SCL,
while B-cell lineage SCL predominantly involved the trunk.”
Another study has shown that pcDLBCL most commonly
affects the legs (28.7%) and face (21.9%), while scDLBCL
similarly affects the legs (32.3%), head (27.2%), and trunk
(15.7%).> In our patient, trunk involvement was observed.
The clinical presentation of SCL is highly heterogeneous,
and the literature reports the presence of papules, plaques,
tumors, and even erythroderma.”* However, Lee and
colleagues’ observed that T/NK SCL is more likely to present
as a maculopapular rash, while B-cell SCL is more likely to
present with plaques or nodules. It has been described that
some cases of angioimmunoblastic lymphoma (AIL) or
otherwise unspecified peripheral T-cell lymphoma (PTNL)
mimic reactive dermatoses or erythroderma.'® HL is
typically seen as reddish-brown papules, patches, or even
nodules, sometimes accompanied by ulceration.'>'>"
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In DLBCL, skin biopsies typically show infiltration by
large and transformed B cells with prominent nucleoli and
basophilic cytoplasm in the dermis and subcutaneous tissue;
small lymphocytes (CD3+) may also be present in the samples.
Immunohistochemistry reveals the general expression of all
B-cell markers (CD19, CD20, CD22, CD79a), CD45, Bcl-2,
Bcl-6, CD10, and MUM], as well as possible variants such as
the strongly expressed PAX-5 and CD30 in the polymorphic
EBV+DLBCL variant, and weak CD20 and CD79a positivity
in a background with mild inflammation.'*>'

Cutaneous involvement associated with systemic DLBCL
indicates disease progression and leads to worse outcomes
compared to conventional DLBCL. The survival rates for
secondary cutaneous DLBCL are lower than those for
primary cases. The prognosis of secondary cutaneous
DLBCL is related to the interval between the initial diagnosis
and the development of skin lesions. The development of
secondary cutaneous involvement shortly after the initial
diagnosis of the primary disease predicts more aggressive
clinical outcomes and is more likely to present with multiple
skin lesions. In contrast, secondary cutaneous involvement
that develops later after the initial diagnosis tends to have
a less aggressive course.”>* It has been observed that other
conventional prognostic factors such as stage, age, sex, and
the IPI have a minimal effect on the prognosis of SCL.”

CONCLUSION

In conclusion, although secondary cutaneous involvement
in DLBCL is rare, the presence of extensive skin lesions
and skin involvement shortly after the initial diagnosis are
associated with worse overall survival outcomes. There is no
recommendation for treatment different from conventional
DLBCL therapy. New therapeutic agents are needed to
improve survival in the treatment of secondary cutaneous
involvement.

ETHICAL DECLARATIONS

Informed Consent
The patient signed and free and informed consent form.

Referee Evaluation Process
Externally peer-reviewed.

Conflict of Interest Statement
The authors have no conflicts of interest to declare.

Financial Disclosure
The authors declared that this study has received no financial
support.

Author Contributions

All of the authors declare that they have all participated in the
design, execution, and analysis of the paper, and that they have
approved the final version.

REFERENCES

1. Alaggio R, Amador C, Anagnostopoulos I, et al. The 5" edition of
the World Health Organization Classification of Haematolymphoid
Tumours: lymphoid neoplasms. Leukemia. 2022;36(7):1720-1748. doi:10.
1038/541375-022-01620-2




J Curr Hematol Oncol Res. 2025;3(2):46-48

2.

N

10.

1

—_

12.

13.

14.

15.

16.

17.

18.

19.

20.

Willemze R, Cerroni L, Kempf W, et al. The 2018 update of the WHO-
EORTC classification for primary cutaneous lymphomas. Blood. 2019;
134(13):1112-1112. doi:10.1182/blood.2019002852

. Leary DO, Goyal N, Rubin N, Goyal A. Characterization of primary

and secondary cutaneous B-cell lymphomas: a population-based study
of 4758 patients. Clin Lymphoma Myeloma Leuk. 2022;22(4):269-¢278.
d0i:10.1016/j.clm1.2021.10.009

. Pileri A, Sacchelli L, Mussi M, Cedirian S. Secondary lymphomas of the

skin. Dermatol Reports. 2023;16(Suppl 2):9743. doi:10.4081/dr.2023.9743

. Castillo JJ, Winer ES, Olszewski AJ. Sites of extranodal involvement

are prognostic in patients with diffuse large B-cell lymphoma in the
rituximab era: an analysis of the surveillance, epidemiology and end
results database. Am | Hematol. 2014;89(3):310-314. doi:10.1002/ajh.
23638

. Lee W, Won K, Won C, et al. Secondary cutaneous diffuse large B-cell

lymphoma has a higher International Prognostic Index score and worse
prognosis than diffuse large B-cell lymphoma, leg type. Acta Dermato
Venereologica. 2016;96(2):245-250. doi:10.2340/00015555-2139

Lee WJ, Won KH, Won CH, et al. Secondary cutaneous lymphoma:
comparative clinical features and survival outcome analysis of 106 cases
according to lymphoma cell lineage. British ] Dermatol. 2015;173(1):134-
145. doi:10.1111/bjd.13582

. Fujita A, Hamada T, Iwatsuki K. Retrospective analysis of 133 patients

with cutaneous lymphomas from a single Japanese medical center
between 1995 and 2008. J Dermatol. 2011;38(6):524-530. doi:10.1111/j.
1346-8138.2010.01049.x

. Yasukawa K, Kato N, Kodama K, Hamasaka A, Hata H. The spectrum of

cutaneous lymphomas in Japan: a study of 62 cases based on the World
Health Organization Classification. ] Cutan Pathol. 2006;33(7):487-491.
doi:10.1111/j.1600-0560.2006.00460.x

Park JH, Shin HT, Lee DY, et al. World Health Organization-European
Organization for research and treatment of cancer classification of
cutaneous lymphoma in Korea: a retrospective study at a single tertiary
institution. ] Am Acad Dermatol. 2012;67(6):1200-1209. doi:10.1016/].
jaad.2012.02.033

. Kastnerova L, Belousova IE, Hadravsky L, et al. Mummified cells are a

common finding in cutaneous hodgkin lymphoma and can be used as
a diagnostic clue. Am ] Dermatopathol. 2020;42(1):24-28. doi:10.1097/
DAD.0000000000001445

Cerroni L, Beham-Schmid C, Kerl H. Cutaneous Hodgkin’s disease: an
immunohistochemical analysis. ] Cutan Pathol. 1995;22(3):229-235. doi:
10.1111/j.1600-0560.1995.tb00743.x

Gru AA, Bacchi CE, Pulitzer M, et al. Secondary skin involvement in
classic Hodgkin lymphoma: results of an international collaborative
cutaneous lymphoma working group study of 25 patients. ] Cutan
Pathol. 2021;48(11):1367-1378. doi:10.1111/cup.14077

Maher NG, Chiang YZ, Badoux X, Vonthethoff LW, Murrell DF. Saggy
skin as a presenting sign of angioimmunoblastic T-cell lymphoma. Clin
Exp Dermatol. 2016;41(4):386-389. doi:10.1111/ced.12773

Wang L, Lee HY, Koh HY, Busmanis I, Lee YS. Cutaneous presentation
of angioimmunoblastic T-cell lymphoma: a harbinger of poor prognosis?
Skinmed. 2016;14(6):469-471.

Pileri A, Cricca M, Gandolfi L, et al. Vemurafenib mucosal side-effect. J
Eur Acad Dermatol Venereol. 2016;30(6):1053-1055. doi:10.1111/jdv.13105

Placa M La, Bacci F, Gurioli C, et al. Erythematous induration of the
chest. JDDG: ] Dtsch Dermatol Ges. 2015;13(12):1291-1293. doi:10.1111/
ddg.12763

Vila-Payeras A, Terrasa-Sagrista F, Nadal-Lladé C, Parera-Amer E.
Systemic B-cell lymphoma with skin manifestation clinically resembling
granuloma annulare. ] Cutan Pathol. 2021;48(5):607-610. doi:10.1111/
cup.13779

Kim BK, Surti U, Pandya AG, Swerdlow SH. Primary and secondary
cutaneous diffuse large B-cell lymphomas. Am ] Surg Pathol. 2003;27(3):
356-364. doi:10.1097/00000478-200303000-00009

Lee W, Won K, Won C, et al. Secondary cutaneous diffuse large B-cell
lymphoma has a higher International Prognostic Index score and worse
prognosis than diffuse large B-cell lymphoma, leg type. Acta Dermato
Venereologica. 2016;96(2):245-250. doi:10.2340/00015555-2139

48

Demircioglu et al.




