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ADULT T-CELL LEUKEMIA-LYMPHOMA IN A PATIENT
WITH HTLV-1/Il ASSOCIATED MYELOPATHY
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ABSTRACT - Chronic myelopathy associated with T-lymphotropic virus type 1 (HAM) has been described as an
endemic disease in several areas of the world, meanwhile there are few papers describing the association between
HAM and adult T cell leukemia-lymphoma. We report the case of a man that, after four years of progressive spastic
paraparesis and neurogenic bladder, developed a clinical picture of a lymphoproliferative disorder characterized by
dermal and systemic envolvement, mimicking mycosis fungoides/Sézary syndrome.
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Leucemia - linfoma de células T do adulto em um paciente com mielopatia associada a HTLV-I/II

RESUMO - Apesar da infecgiio pelo HTLV-I ser endémica em virias regides do mundo, poucos sio os relatos da
associagiio entre leucemia-linfoma de células T do adulto (ATLL) e encefalomicloneuropatia pelo HTLV-I. No
presente artigo € descrito um paciente que no curso do comprometimento neurolégico pelo HTLV-1 desenvolveu
quadro de leucemia com infiltragdo de tecido dérmico semelhante ao encontrado na micose fungdide/sindrome de
Sézary.

PALAVRAS-CHAVE: HTLV-1, TSP, HAM, ATLL, miclopatia, enccfalomicloncuropatia.

Although human T-ccll leukemia virus type I (HTLV-]) has been ctiologically implicated in
a variety of systemic and neurologic diseases®*, few reports described lymphoproliferative disorders
associated with neurological involvement in HTLV-I patients™'!. We report the occurrence of a
probable adult T-cell leukemia-lymphoma (ATLL) mimicking mycosis fungoides/Sézary syndrome
(MF/SS) in a patient with HTLV-1 associated myelopathy (HAM).

CASE REPORT

The patient is a 65 year old black man from Bahia (Northeastern Brazil) who presented with a 10 year
history of progressive lower extremity weakness, paresthesia of both legs, urinary urgency and episodes of fow back
pain. After four years of neurological symptoms, he developed skin abnormalities characterized by itching and
generalized descamative lesions beyond cervical, axillary and inguinal adenopathy, hepatosplenomegaly, fever and
malaise. At this time he had dry cough and mild dyspnea. Skin and fymph node biopsies were carried out in June
1988. Peripheral blood examination showed HCT 43%; WBC 37,000/mm3; 60% lymphocytes. Morphologically
many lymphocytes showed marked atypical nuclei (Fig 1). Chemotherapy was started with cyclophosphamide,
metoclopramide. procarbazine, prednisone and bicomycine. Partial remission was observed. There was no history of
blood transfusion and he denied intravenous drug use and homosexual activity.

On March 1993 physical examination showed besides the generalized exfoliative dermatitis widespread
cutaneous infiltration and keratoderma of palms and soles. Hepatomegaly and lymphadenopathy were also present.
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Fig 1. Peripheral blood smear of the patient with HAM/ATLL showing atypical lymphocytes with indented
nuclei.

Neurological examination revealed spastic paraparesis, patellar hypereflexia, hyporeflexia of achilleus and bilateral
Babinski sign with normal arms reflexes characterizing a neurological picture of myeloneuropathy at thoracic level.
There were no objective signs of superficial sensory disturbance. Magnetic resonance imaging showed atrophy of
thoracic spinal cord. The cerebrospinal fluid (CSF) was clear with 2.7 cells/mm?3, proteins 25mg% (normal < 40mg%)
and an IgG level of 10.8 (normal: <14 mg/1). An analysis of bronchoalveolar fluid showed that 82% of cells were
lymphocytes. Biopsies of skin and lymph node were performed and submitted to pathological examination.

CSF and serum samples tested positive for antibodies to HTLV-I, using commercially available diagnostic
EIA kits for screening (Coulter Labs., Hialeth, FL, USA). The EIA-positive serum also tested positive for HTLV-I/
II by a new dot blot immunqassay using highly purified HTLV-I/II viral and recombinant proteins. Samples were
considered positive if antibodies against both gag (p24) and env (p21e) gene products were present.

Pathological studies. Both skin biopsies showed throughout the dermis an infiltration of medium sized
neoplastic cells intermingled with plasma cells, mature lymphocytes, eosinophils, and neutrophils, more marked in
the second biopsy. The neoplastic cells exhibited round, cerebriform or convoluted nuclei. In the epidermis Pautrier
microabscesses were observed (Fig 2). The lymph nodes were obliterated by a infiltration similar to those observed
in the skin but with predominance of convoluted cells. The neoplastic cells showed mild to moderate variation in the
size of the nuclei. Immunochistochemistry: formalin fixed, paraffin embedded tissue sections were studied by the
avidin-biotin complex immunoperoxidase method using the following antibodies: CD 20 (L26) and CD45RO
(UCHL1). The neoplastic cells presented with a diffuse cytoplasmatic staining for CD45RO and did not react with
CD20 antibodies.

DISCUSSION

The findings of progressive spastic paraparesis, urinary urgency, thoracic cord atrophy on
MRI, lymphocytosis in the bronchoalveolar lavage fluid and antibodies to HTLV-I/II in sera and
CSF suggest that the patient had clinically HAM. The presence of large number of atypical T-
lymphocytes in the circulation showed that he also had the leukemic variant of a cutaneous
lymphoma?467,

Although there have been many reports of HTLV-1 associated to leukemia/lymphoma or
myelopathy, it is uncommon the association of both conditions in HTLV-I infected patients.
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Fig 2. Skin biopsy of the HAM/ATLL patient with acanthosis and mononuclear cell infiltration in dermis.
Pautrier abscess are present.

Otherwise, we do not know any previous report of a clinicopathological pattern mimicking MF/SS
in HAM patients.

The present case is of special interest because after four years of progressive spastic
paraparesis, the patient developed the cutaneous lesions evolving during six years.

HTLV-I positive ATLL has many clinicopathological similarities with MF/SS. This latter
condition always involves primarily the skin but HTLV-I positive ATLL may also present with skin
lesions in around 50% of cases*. Otherwise, in both diseases the neoplastic cells are epidermotropic.
However, according to some authors, there are several features of the HTLV-I positive ATLL that
may enable a differential diagnosis with MF/SS such as rapid progression of the skin lesions with
early spread to lymph nodes and viscera, bone involvement and hypercalcemia'. Besides, the nuclei
of the malignant cells of the HTLV-I positive ATLL are considered to be extremely pleomorphic®.

In the present case the onset of the lymphoma was insidious with a long evolution and
hypercalcemia was not observed. By the histopathological pattern alone it would not be possible to
differentiate ATLL and MF/SS but, in this case, the neoplastic cells were not as pleomorphic as
those usually observed in the HTLV-I-positive ATLL. However the presence in the peripheral
blood of a few large atypical lymphoid cells with multilobulated nuclei (flower cells) was very
suggestive of ATLL.

The similarities between MF/SS and HTLV-I positive ATLL, that has been found by some
authors, has raised speculation about a possible viral origin for MF/SS, at least in some cases, but
this is yet matter of controversy'°.
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