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Abstract

BACKGROUND

Cutaneous involvement in Hodgkin lymphoma (HL) is a rare finding. Few cases
have been reported in literature, most describing paraneoplastic manifestations.
Only very few papers have described primary HL skin infiltration, reporting a
wide range of clinical presentations that frequently include ulcers; plaques,
nodules and papules have also been noticed.

CASE SUMMARY

We report the case of a 56-year-old man who presented fever, multiple
adenomegalies of neck and axilla and thick serpiginous skin lesions involving
bilateral pectoral regions. After an initial diagnostic workup for a suspected
active infectious disease, a lymph node biopsy was performed, which showed a
neoplastic invasion from a mixed cellularity classical HL. The same histological
pattern was described in a cutaneous biopsy of the chest lesions. The other
staging procedures performed revealed an advanced disease, with unfavourable
clinical prognostic features. The patient was prescribed 6 cycles of ABVD
chemotherapy scheme (doxorubicin, bleomycin, vinblastine, dacarbazine), a
regiment that requires demonstration of metabolic response achievement at the
interim PET/CT scan to confirm continuation or to change therapeutic strategy.

CONCLUSION
Skin involvement in HL is a rare finding and may represent a challenging clinical
presentation due to extremely various types of lesions observed.

Key words: Hodgkin lymphoma; Skin lesions; Advanced stage; ABVD; Case report
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Core tip: We report the case of a 56-year-old man presenting with neck and armpits
swelling, fever and thick cutaneous chest lesions. Active infectious disease was ruled out
and a lymph node biopsy was carried out, diagnostic for Hodgkin lymphoma (HL).
Histological examination of pectoral cutaneous serpiginous plaques resulted positive for
the same haematological malignancy infiltration. Skin involvement in HL is a rare
finding, with main clinical manifestations being ulcers, papules and nodules. We
describe this peculiar finding to underline the need for a correct differential diagnosis,
especially for other malignancies and infectious disorders.

Citation: Massaro F, Ferrari A, Zendri E, Zanelli M, Merli F. Atypical cutaneous lesions in
advanced-stage Hodgkin lymphoma: A case report. World J Clin Cases 2019; 7(17): 2513-
2518

URL: https://www.wjgnet.com/2307-8960/full/v7/i17/2513.htm

DOI: https://dx.doi.org/10.12998/wjcc.v7.i117.2513

INTRODUCTION

Hodgkin lymphoma (HL) is a B-cell neoplasm accounting for 10%-15% of all
lymphomas in Europe and the United States!'”l. The disease is characterised by nodal
infiltration, typically involving cervical, mediastinal and axillary regions (accounting
for almost 90% of HL presentations), while extranodal involvement occurs in almost a
quarter of cases, more often secondary to contiguous spreading from bulky masses .
Skin involvement is rare in HL (< 1%) and has been reported both in specific and non-
specific presentations!”l. Specific lesions are related to the histological demonstration
of HL cutaneous infiltration secondary to direct, lymphatic or haematogenous spread
and usually occurs in advanced stage diseases, despite the rare finding of a primary
cutaneous HL (PCHL) having been reported in literaturel®’. Non-specific lesions have
several clinical types of presentation (pityriasis-like, psoriatic, erythema nodosum,
eczematoid) and must be considered as paraneoplastic events!l.

We describe the case of a 56-year-old male patient, who came to our attention for
the onset of fever, multiple cervical and axillary lymphadenopathy and bilateral
cutaneous pectoral lesions.

CASE PRESENTATION

Chief complaints
A 56-year-old male patient, born in Pakistan and of Pakistani ethnicity, was admitted
to the Emergency Room of our hospital for fever and multiple adenomegalies.

History of present illness

The patient referred a 20-d history of fever and the appearance of bilateral neck and
axillary adenomegalies, showing no signs of improvement after a broad-spectrum
antibiotic treatment prescribed by his general practitioner.

History of past illness
Past medical history did not reveal any relevant illness.

Personal and family history
The patient was unmarried and had been working as a cook since he moved to Italy
from Pakistan 7 years earlier.

Physical examination upon admission

Physical examination showed enlarged lymphadenopathy in the supradiaphragmatic
regions, with the largest lesions measuring 2.5 cm in the left subclavian area and 3 cm
in the left axilla. Moreover, the patient presented with erythematous and serpiginous
nodules and plaques on the chest, with a cobblestone-like surface. Few faint
erythematous macules and plaques were distributed near the nodules (Figures 1 and
2).

Laboratory examinations
Laboratory data reported an increased white blood count (22600/puL) with
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Figure 1 Nodular plaques involving bilateral pectoral districts.

neutrophilia (21000/ pL), hypoalbuminemia (2.7 g/dL), increased hyperuricemia (12.6
mg/dL), LDH (230 U/L; normal range: 125-220 U/L), Beta 2 microglobulin (3.6
mg/L), C-reactive protein (CRP; 8.18 mg/dL) and erythrocyte sedimentation rate
(ESR; 120 mm). A Quantiferon-TB gold assay revealed positive response to
Micobacterium tuberculosis antigens.

Imaging examinations

An ultrasound scan of the described adenopathies revealed multiple round and
hypoechogenic nodes; a chest X-ray did not show any significant finding. A whole-
body CT scan revealed a dimensional increase of nodal lesions, the largest measuring
3 cm in the left supraclavicular area, 5 cm in the homolateral subclavian district and
4.3 cm in the right axilla. Positron emission tomography (PET) scan showed diffuse
18-fluorodeoxyglucose (FDG) uptake involving bilateral cervical, supraclavicular,
subclavian, intrapectoral, axillary, mediastinal, celiac, retrocaval, para-aortic and iliac
regions. A suspiciously increased uptake also involved skin thickening lesions in
bilateral pectoral areas.

Final diagnosis

A lymph node biopsy was performed, revealing an immunohistochemical staining
positive for CD30, CD15 +/-, PAX5 +/-, OCT2 -/+ and negative for CD20 and CD3,
and a morphological pattern diagnostic for a mixed cellularity classical HL. A
fluorescence in situ hybridization (FISH) assay excluded the presence of Epstein Barr
virus (EBV) in analysed cells. The same neoplastic infiltration was detected in the
cutaneous lesions through the execution of an incisional biopsy (Figures 3 and 4).
Nodal tissue was also examined for microbiological testing, which excluded the
presence of active tubercular infection.

Treatment

In the clinical and epidemiological suspicion of an active tubercular infection, a 4-
drug regimen including ethambutol, rifampicin, isoniazid and pyrazinamide was
started. However, after two weeks the patient returned to the Emergency Room due
to worsening of both fever and lymphadenomegalies. Dermoscopy of a cutaneous
nodular lesion offered no specific clinical clues. A lymph node biopsy was diagnostic
for HL. The bone marrow biopsy did not show lymphoma infiltration. The patient
was classified as stage IV A with an International Prognostic Score of 5 points (age,
sex, stage, leukocytosis and hypoalbuminemia) and started on conventional treatment
with ABVD regimen (doxorubicin, bleomycin, vinblastine, dacarbazine).

Outcome and follow-up
To date, the patient has completed the first of six planned cycles, showing significant
clinical improvement in both lymphadenomegalies and in skin lesions.

DISCUSSION

HL is a lymphoproliferative disorder usually characterised by supradiaphragmatic
nodal involvement and infrequent extranodal localisations, generally developing due
to contiguous spread (especially for bulky presentations). The involvement of distant
organs is usually limited to spleen, liver, bone or lung, and rarely to other districts.
The incidence of cutaneous lesions associated with HL infiltration have been reported
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Figure 2 Close-up of left (A) and right (B) chest skin lesions.

as 0.5%-3.4% in several clinical records; lesions are often related to advanced stage
diseasel”'’l. Plaques, nodules, papules and ulcers are the most common findings!"!l.
Skin involvement might be explained by different mechanisms of tumour
dissemination: the most common is thought to be the retrograde lymphatic diffusion
starting from pathologic lymph nodes. Two other pathophysiological patterns are the
direct extension due to contiguity and haematogenous spread™‘l. Differential
diagnosis between HL skin involvement and other histological subtypes such as
mycosis fungoides, lymphomatoid papulosis, anaplastic large cell lymphoma and
granulomatous slack skin disease must be performed. We report a peculiar clinical
presentation characterised by serpiginous nodular plaque lesions related to axillary
lymphadenopathies in a patient presenting with a diagnostic delay probably related
to poor sociocultural conditions. In fact, considering disease biology and size, it is
plausible that adenopathies developed several months before ER admission.
Furthermore, after the first clinical evaluation an active tubercular infection was
suspected, due to fever, a positive Quantiferon-TB gold assay, increased blood CRP
and ESR and epidemiological data identifying Pakistan as a country where
tuberculosis remains endemic. Cutaneous tuberculosis is a rare but well-known
finding that could have explained the skin lesions that we observed in our patient!"’.
It is interesting to note that, despite the wide surface area covered by this cord-like
lesion, the wall integrity of lesions was preserved without evidence of ulceration,
which is a common finding in these clinically HL advanced conditions!®l. There is no
specific treatment for cutaneous HL localisation: for advanced stage disease, the
patient is prescribed six ABVD cycles. However, this schedule must be confirmed by
the achievement of an early metabolic response, documented by a PET/CT scan after
the first two chemotherapy cycles".

The patient has received the first chemotherapy cycle, with good tolerance to
treatment, and has shown initial response both in the adenopathies and in the
cutaneous localisations.
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Figure 4 High power views highlighting a Reed-Sternberg large mononucleated cell (inset) in a background rich in eosinophils (A), CD30 (B) and CD15 (C)
stains (HE 40 x).
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