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The adult T-cell leukemia/lymphoma (ATL) is a rare and

aggressive lymphoproliferative disease caused by Human T-

lymphotropic virus type 1 (HTLV-1), which is usually fatal and

unresponsive to chemotherapy. It occurs in about 2.5% of

infected individuals and it manifests, in general, after a long

latency period.1

ATL has been classified into four clinical subtypes: acute,

chronic, lymphoma, and smoldering.1 Another clinical form,

the primary cutaneous tumoral (PCT), with more far specific

characteristics, has recently been suggested.2

PCT lesions can be present in about 40 to 70% of the cases.2

In the present report, however, the patient presents signifi-

cant cutaneous lesions, and his diagnostic parameters do not

fit the most standard classic categorization of this disease.

Case report

A 61-year-old male patient, single, bus farecollector, was

referred to the hematology center reporting nodules in his

hands, which were itching and burningfor 8months, presenting

progressive increase and dissemination of the same nodules

(Figure 1). The patient denied weight loss, fever, and sweating.

There was no evidence of sexually transmitted diseases.

In a previous hospital, the patient was submitted to a der-

matology evaluation,and an incisional biopsy was performed.

The histopathological analysis revealed lymphoproliferative

neoplasia characterized by intermediate to large lympho-

cytes, T-immunophenotype, with a diffuse and perianexial

infiltration pattern, involving the dermis and subcutaneous

tissue with focus of necrosis (Figure 2). Immunohistochemis-

try showed a high proliferative index to Ki-67, immunoex-

pression of T- markers (CD3, CD4, CD5, and CD8), with loss of

CD7 expression.CD25 and FOXP3 expressions were not signifi-

cant. Although the CD25and FOXP3 results are not typical

ATL findings, once they usually come with CD25 and FOXP3

diffuse immunoexpression,3 these findings could suggest ATL

if associated with clinical data. In the previous evaluation,

HTLV-I virus serology was positive. The patient presented

normal calcium and blood count, and peripheral blood immu-

nophenotyping by flow cytometry without anomalous cells.

Once transferred to our hematology center, the serology

with Western Blot and PCR (polymerase chain reaction) were
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confirmed, and the patient already presented mild hypercal-

cemia and a considerable increased DHL, up to five times

greater than normal. The microscopy analysis of peripheral

blood and immunophenotyping by flow cytometry once again

did not demonstrate abnormal cells; and bone marrow biopsy

did not show lymphomatous infiltration. The PET CT showed

a thickening uptake of the diffuse cutaneous and subcutane-

ous tissue, up to 4.8 cm, besides lytic lesions in the right scap-

ula, costal arches, sacrum; and greater trochanter on the

right. It also demonstrated a ground-glass nodule in the right

pulmonary middle lobe and lymph nodes that are only reac-

tive in appearance.

Considering hypercalcemia described specially in the

acute form, at first a treatment with zidovudine and inter-

feron was prescribed, though resulting in the disease progres-

sion. Thus the treatment with the CHOEP regimen was

administered.

Despite partial cutaneous improvements in the first cycle,

the disease progressed in the subsequent cycles, especially

with new cutaneous lesions and bone injuries worsening.

The patient presented an important clinical decline, leading

to death in December 2018, ten months after diagnosis.

Discussion

The ATL, according to Shimoyama's classification is divided

into four clinical subtypes - lymphomatous, acute, chronic,

and smoldering. However, this classification does not include

a rare atypic variant recently described, such as cutaneous

ATL.1

According to Bittencourt et al., the primary cutaneous

tumor form (PCT) would present only one difference concern-

ing the non-leukemic smoldering subtype: the presence of

nodules or tumors on the skin and a worse prognosis. Thus,

in many studies, this tumor form is included in the smolder-

ing subtype. The chronic subtype would be marked by lym-

phocytosis which remains stable for months or years;

presenting an increase in LDH and an absence of hypercalce-

mia with possible moderate lymphadenomegaly; there is an

unfavorable subtype which is defined by low levels of serum

albumin and high levels of serum LDH and/or urea, present-

ing a similar prognosis to the aggressive forms. In the chronic

subtype, there is no involvement of the central nervous sys-

tem (CNS), bone, gastrointestinal tract (GIT), or pleural effu-

sions. There may be skin lesions, mainly in the form of

disseminated papules. The lymphomatous subtype is marked

by lymphadenopathy without lymphocytosis and ≤1% abnor-

mal lymphocytes in the peripheral blood. There may be

increased serum LDH and serum calcium as well as the

involvement of the CNS, GIT, and bones. Histological proof of

infiltration of T-cell lymphoma in the lymph nodes is

required, associated with extranodal involvement or other-

wise. Finally, the acute subtype presents high levels of lym-

phocytosis and atypical cells, including flower cells in the

peripheral blood smear. Any organ may be involved. Pleural

involvement occurs frequently and there may be a remark-

able increase in serum LDH levels, in addition to lymphade-

nomegaly and skin involvement. It should be taken into

consideration that this subtype may present different aspects

including, less commonly, the absence of lymphocytosis and

hypercalcemia. In the absence of lymphocytosis, the differen-

tial diagnosis against the lymphoma subtype depends on the

presence of a high percentage of atypical lymphocytes in the

peripheral blood.2

Tsukasaki et al. established criteria for extranodal variants

of ATL. According to their study, a primary cutaneous lym-

phoma must be restricted to the skin at the time of diagnosis.

Severity criteria were established within this subtype: if

Figure 1 –Patient with tumoral and hyperchromatic cutane-

ous lesions, some with necrosis central and secretion.

Figure 2 –Skin with diffuse interstitial infiltrate of lymphoid

cells. HE:100x.
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multiple cutaneous lesions were present, the most severe

type would be established. Within the types of lesion, the

nodule/tumoral was considered the most severe.4

Bittencourt et al. compared 52 patients with serological

diagnosis and histopathological evidence of cutaneous

involvement. There was statistically significant difference

between the mean survival time of patients with primary

cutaneous tumoral ATL and those with a secondary

impairment only, with the mean survival time of the second

form being statistically shorter.5 Besides, a large difference in

survival time was observed between the two primary types of

cutaneous ATL, with the tumoral form being more aggressive

than the indolent one, as it seems to have happened at the

present casereport.

Given the difficulty of classifying new clinical variants,

Cook et al. published a review based on discussions at the

18th International Conference on Human Retrovirology.

Accoring to this report, it was suggested that primary cutane-

ous ATL in its form (without leukemia or lymph node enlarge-

ment, which was before formerly allocated as ATL in the

smoldering subtype), would be acknowledged as a lympho-

matous form of ATL, an extranodal primary skin variant,

described as skin lesions manifested by rapidly growing

tumors, whose histology shows large and atypical cells,with a

high proliferative index similar to the present case report,

considered aggressive and suggested to immediate treatment.

Still in that report, the need for intensive treatment was men-

tioned, including schemes which were in the present case

report, though presenting no benefit.6 The present casereport

seemed to be, at first, a primary cutaneous extranodal dis-

ease. However, the usage of new technologies, such as PET

CT, provided more possibilities since the extensive and

asymptomatic bone disease could be identified, which pro-

gressed despite the use of chemotherapy. Besides the rapid

onset of hypercalcemia and greatly increased DHL before

treatment, a proper classification ATL subtype is still doubt-

ful, seeming to fit better among the lymphomatous forms.

Conclusion

The patient in the present case report presented at first only

symptoms of cutaneous manifestation at diagnosis,

presenting later some altered laboratory parameters and

bone lesions, leading to an ATL primary cutaneous classifica-

tion, probably more adequate within the lymphomatous clas-

sification which includes secondary changes, even without

any lymph node enlargement. The rapid evolution and low

response to treatment lead to the need ofa more precise

approach concearning these new variants, aiming to a better

therapeutic choice management. Thus, new subtype classifi-

cations have been proposed, in an attempt to include such

cases providing more accessible new treatments.
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