- Letter to the Editor

An Unusual Presentation of Systemic B-Cell Lymphoma

Dear Editor,

Lymphomas are a diverse category of hematological
malignancies that develop from cells of the lymphoid
system. Non-Hodgkin lymphoma (NHL) and
Hodgkin lymphoma are two separate subtypes of
lymphoma.!! Follicular lymphoma (FL) is considered to be
an indolent variant of NHL.) FL has been characterized
as a heterogeneous malignancy that comprises of tumors
originating from germinal centre B-cells, centrocytes,
and rarely centroblasts.®! Its indolent nature leads to
dissemination to other sites by the time of diagnosis.[*! Here,
we report a rare presentation of systemic B-cell lymphoma
with cutaneous manifestations at the time of presentation.

A 41-year-old female was initially referred with a diagnosis
of keloid from general surgery to the department of
dermatology for evaluation of a 5-month history of painful
multiple red raised lesions which started over her back,
gradually progressed to involve face, neck, chest, and

bilateral upper limbs. She also reported significant weight
loss (5 kgs in the last 5 months). On examination pallor
was present, and generalized, non-tender lymphadenopathy
was noted involving bilateral superficial cervical, posterior
auricular, supraclavicular, and right posterior axillary group
of lymph nodes.

Cutaneous  examination revealed multiple tender
erythematous papules, plaques, and nodules (largest
over the upper back: 5 x 4 cms) with induration of
surrounding skin over face, neck, trunk, and bilateral upper
limbs. Polarizing dermoscopy showed a salmon-colored
background, white dots and blood vessels in a serpentine
arrangement [Figure 1].

Blood investigations revealed anemia (Hb-8.7 g/dl),
and other routine parameters were within normal limits.
The following differentials were considered-cutaneous
sarcoidosis, cutaneous lymphoma, histoid Hansen’s disease,
and lymphocytoma cutis. We proceeded with a skin biopsy

Figure 1: Multiple erythematous papules and grouped nodules noted over (a) nape of neck and upper back, (c) face, (d) anterior aspect of neck and upper
chest. (b) Multiple grouped erythematous nodules noted over upper back with glossy surface and few papules overlying the same. Telangiectasia noted
and surrounding skin is erythematous with induration. (e) Polarizing Dermoscopy: Salmon colored background, blood vessels (serpentine, linear, irregular

vessels), white dots (marked in yellow circle)
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of the largest nodule which revealed a monomorphous
population of lymphoid cells arranged in sheets and
occasional nodules infiltrating between collagen bundles
and adnexal structures. A cell free zone (Grenz zone) was
noted below the epidermis. Under high power, centroblasts,
and centrocytes were visualized [Figure 2].

Immunohistochemistry  confirmed the presence of
lymphoid cells of B-cell lineage (CD 45+; CD20+;
CDI10+; Bcl-2-+; Bel- 6-+ in 50% of lesional cells;

Figure 2: (a) Grenz zone noted below epidermis. Dense lymphoplasmacytic
infiltrate noted in dermis, not involving the epidermis. (H and E, x10). (b)
Lymphoid cells arranged in nodules. (H and E, 10x; H and E, 40x). (c)
Lymphoid cells arranged in sheets and infiltrating between collagen bundles
and adnexal structures. (H and E, 10x). (d) Monomorphic lymphoid cells
with centroblasts and centrocytes (H and E x 40)
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Figure 3: CD 20: diffusely positive for lesional cells, CD 10: positive in lesional cells. Bcl 2: diffusely positive in lesional cells, Bcl 6: positive in

MUMI: scattered positivity; Ki-67- 45%) [Figure 3].
A positron emission tomography (PET-CT) was done to
further characterize the disease extent and for staging
which revealed extensive hypermetabolic subcutaneous,
retroperitoneal nodules with a standardized uptake
value (SUV) max of 13.3 all over the body. Increased
fluorodeoxyglucose (FDG) uptake was also noted in the
left tonsillar fossa, bilateral cervical, axillary, mediastinal,
abdominopelvic, inguinal lymphadenopathy with evidence
of retroperitoneal, and mesenteric mass lesions. FDG
avid skeletal involvement in the left posterior maxilla,
marrow of medial ends of bilateral clavicles, sternum
and body of the L3 vertebrae along with FDG avid
hypodense lesions in segment 1 of liver, right kidney
and likely involvement of spleen and suprarenal glands
were also noted. In conjunction with the histopathology,
immunohistochemistry and imaging studies, she was
diagnosed to have B-cell non-Hodgkin lymphoma of
follicular type (WHO Grade I/IT) with likely dissemination
to skin.

Subsequently, after a multidisciplinary discussion with
the medical oncology team, she received six cycles
of BR (Bendamustine, Rituximab) chemotherapeutic
regimen with a favorable clinical response in the

form of resolution of her skin lesions and majority
of the lymphadenopathy [Figure 4]. A repeat PET-CT
showed localized lymph node enlargement only in
the retroperitoneum (left paraaortic region,

infrarenal
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lesional cells (50%), Mum1: scattered cells show intermediate positivity, Ki-67: 45%
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abdominal aorta, left renal artery, aortic bifurcation, and
left common iliac artery).

Although the majority of lymphomas are detected in lymph
nodes, bone marrow, or other viscera, the initial detection
of systemic lymphomas in the skin is a rare but significant
occurrence in dermatology.’! Cutaneous manifestations
of FL can be either primary (PFBCL), in which the skin
lesions are localized to the skin for at least six months after
initial diagnosis or secondary, wherein the lesions are an
external manifestation of the disseminated illness similar to
our case.l”

In a recent study by Goyal et al, systemic B-cell
lymphomas presenting with cutaneous manifestations was
seen in <0.3% of cases. Follicular lymphoma was the most
common type (1.47%).5

Dabski et al.ll noted that extranodal involvement affecting
the skin occurs in 3.8% of patients with systemic FL. Most
of the patients in this series (10/11) had onset of cutaneous
lesions after a mean duration of 3.7 years from initial
lymphadenopathy. Our patient presented primarily with
cutaneous manifestations with the only systemic finding
being weight loss. The extent of systemic involvement
was later recognized after imaging studies. In the index
case, the presence of lymph nodes had not been noticed
by the patient before the onset of cutaneous lesions nor
had it been documented elsewhere; therefore, it may be
safe to presume that they had occurred concurrently. This
is an extremely unusual presentation; only 1/11 cases in
the cohort by Dabski reported a similar manifestation in
systemic FL.! In contrast, primary cutaneous follicle
centre lymphoma (PCFCL) is a low-grade B-cell
lymphoma with no systemic or nodal involvement at
diagnosis.

Our patient on IHC showed strong Bcl-2 and CDI10
expression, which is another vital clue to differentiate
systemic FL in our patient from PCFCL which is usually
weak or negative for Bcl-2 and variable for CD10. Further
studies like lymph node biopsy, bone marrow biopsy,
and t(14;18) translocation would help in confirming the
diagnosis of systemic lymphoma. Treatment of FL depends
on the staging, radiation being an option for localized
disease. In systemic FL, treatment with anti-CD20 antibody
with or without chemotherapy is recommended. The
majority of individuals respond well; however, recurrence is
common.®

To conclude, we highlight the secondary cutaneous
presentation of systemic FL in our case, and highlight the
key clinical and immunohistochemical differences from the
relatively commoner entity-PCFCL. Treatment for both
the variants is different, which necessitates the need for
awareness about how to differentiate between them.
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