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Abstract: Mycosis Fungoides is typically an indolent disease in early stages. However, approximately 30% of
patients have advanced staged disease at presentation and 20% will develop it at some time. These patients have
a poorer prognosis with a median survival of 2-4 years. The only curative option for mycosis fungoides may be
hematopoietic allogeneic stem cell transplantation. We report the case of a patient with mycosis fungoides in an
advanced stage (IIB), refractory to treatment options. She underwent allogeneic hematopoietic stem-cell trans-
plantation (allo-HSCT). The patient remains in complete remission nineteen months after allo-HSCT. Allogeneic
transplantation can alter the natural history of mycosis fungoides and should be considered in patients who have
refractory disease or short-lived responses with standard therapies.

Keywords: Hematopoietic stem cell transplantation; Lymphoma, T-Cell, cutaneous; mycosis fungoides

Resumo: Micose Fungoide é tipicamente uma doenca indolente em estagios iniciais. No entanto, aproximada-
mente 30% dos pacientes tém doenca avancada na apresentagdo e 20% irao desenvolvé-la em algum momento.
Esses pacientes tém um pior prognéstico com uma sobrevida média de dois a quatro anos. A tnica possibilida-
de de cura é o transplante alogénico de células-tronco hematopoiéticas. Relatamos o caso de uma paciente com
micose fungoide em estagio avancado (IIB), refratdria as opgdes terapéuticas e que foi submetida a um transplan-
te alogénico de células-tronco hematopoiéticas. A paciente permanece em remissdo completa 19 meses apds o
procedimento. O transplante alogénico é capaz de mudar a histéria natural da micose fungoide e deve ser con-
siderado em pacientes com doenga avangada e refrataria aos tratamentos disponiveis.
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INTRODUCTION

Mycosis fungoides (MF) is the most common
subtype of primary cutaneous T-cell lymphomas, with
an annual incidence of 0.36 cases per 100,000 person-
years.”” MF affects men twice as often as women, is
more common in black people, and manifests with
higher incidence over the age of 50.> The prognosis for
MF depends on the age and clinical stage of the
patient.*

It is characterized initially by scaly, non-infiltra-
tive, erythematous or hypopigmented plaques, per-
sistent, of varying sizes, and featuring intense itching.
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In the advanced stages (> or = IIB) it becomes deeply
infiltrated, ulcerated, violet staining, with nodules
and tumors appearing that can become infected.
Belatedly it can spread to lymph nodes and visceral
organs.”” Approximately 30% of patients have
advanced staged disease with generalized erythroder-
ma or tumor at the time of presentation, and 20% will
develop advanced disease.** The correct diagnosis of
MF can take years because of its similarity to other
benign skin conditions. In the USA, it can take about
six years from the time symptoms begin until the
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diagnosis of MF, and some patients require multiple
biopsies over the years.'

The chronic nature of the disease results in
many patients being treated with multiple therapies,
including: PUVA, radiotherapy, -corticosteroids,
alpha-interferon, chemotherapy, and immunothera-
py-s Patients with advanced disease have a median
survival of only two to four years; refractory patients
are considered incurable with chemotherapy alone
and most of these therapies are palliative.**”

There is hope that Hematopoietic Stem Cell
Transplants (HSCT) have the potential to provide pro-
longed remissions or a possible cure for advanced MF;
however, their role is not well defined.*® We report the
case of a female patient with MF, with approximately
13 years of evolution and subjected to several treat-
ments but obtaining low response. The advanced
stage and the lack of therapeutic options had led to an
indication of allogeneic HSCT (allo-HSCT). The effect
of HSCT in the patient’s illness in a follow-up of 19
months is present here.

CASE REPORT

A 44-year-old white woman observed an ery-
thema in the sternal region that progressed to involve-
ment of the whole body in the form of urticarial
plaques. The picture remained stable with topical and
systemic steroids for eight years. Progression was
observed with elevated and pruritic patches and
plaques with purulent discharge from secondary
infection on an extensive portion of the body surface.

When the patient came to our service, we per-
formed a skin biopsy with immunohistochemistry
that revealed cutaneous lymphoproliferative disease
compatible with anaplastic large T-cell lymphoma
focally CD30+ or Histiocytic sarcoma. Bone marrow
biopsy was normal. CHOEP (cyclophosphamide, dox-
orubicin, etoposide, vincristine and prednisone)
chemotherapy was initiated, totaling eight cycles,
with minimal initial response in plaques and pruritus,
but reappearing at the end of the eighth cycle. A new
skin biopsy showed cutaneous T-cell lymphoma with
epidermotropism, CD45+ and CD3+ (suggesting MF).
Staged as IIB (T3-NO0-MO0), with 80% affected area, and
presenting the most advanced lesions in the trunk,
breasts and legs.

Subcutaneous interferon 3,000,000U was initiat-
ed, three times a week, gradually increasing to
12,000,000U and radiotherapy in tougher skin areas in
the right groin. Major improvement of the lesions was
obtained with interferon, but this had to be suspended
because of non-hematological toxicity and disease pro-
gression. Gemcitabine, 1000mg/m? per week, was ini-
tiated. There was a significant regression of lesions, but
recurrence was noticed at the end of the sixth cycle.
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Her condition progressively worsened despite
partial and temporary improvements with the various
treatment modalities. The patient’s skin was diffusely
infiltrated (Figures 1 and 2) with patches, plaques, and
tumors. The patient was referred to Euryclides de
Jesus Zerbini Transplants Hospital, in Sao Paulo, and
a reduced-intensity conditioning (RIC) allogeneic
HLA matched sibling transplant was performed. After
conditioning with fludarabine and melfalan she
received peripheral blood stem-cells from her brother.
Graft-versus-host-disease (GVHD) prophylaxis was
done with mycophenolate mofetil and cyclosporine.

Engraftment took place on D+11 and the
patient was discharged from the hospital on D+14,
with complete remission. Skin biopsy of residual
hyperpigmented patches (Figure 3) showed GVHD
without evidence of lymphocyte atypia. The patient
has been in complete remission (Figures 4 and 5) for
more than one year without treatment or any signs of
GVHD, and peripheral blood mononuclear cells are
100% donor.

4

FIGURE 2: Mycosis fungoides lesion in breast extending to the back
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FIGURE 4: Remission of mycosis fungoides lesions after allogeneic
hematopoietic stem cell transplantation
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FIGURE 5: Remission of mycosis fungoides lesions after allogeneic hema-
topoietic stem cell transplantation
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DISCUSSION

Advanced MF is associated with a poor out-
come. Allo-HSCT has proved to be an effective thera-
py in ME, demonstrating a decrease in the relapse rate
and an overall increase in disease-free survival com-
pared with conventional therapy. Allogeneic trans-
plantation from a healthy donor not only eliminates
the potential of graft contamination by tumor cells but
also provides an immunologic antitumor effect,
known as graft-versus-lymphoma (GVL).*” Although
only a few patients have been treated with allo-HSCT
until now, the results are consistent and promising.*”**

In the Wu et al. meta-analysis, 70% of patients
undergoing allo-HSCT exhibited GVHD, the majority
being mild to moderate, particularly in skin tissue.”
In the Molina et. al series of transplants, complete
remission of skin lesions, tumors and ulcerated areas,
itching and pain was observed in 100% of patients
after allo-HSCT.®* The results of Duarte et al. showed
that one year after allo-HSCT, 42% of their patients
remained in remission.” Our patient has achieved
early remission and is maintaining it for over a year
after transplantation. More than two thirds of patients
with advanced stage CTCL, after receiving an allo-
HSCT, were alive and without evidence of disease for
more than three years, which appears to be substan-
tially higher than the median for disease-free survival,
or even the overall rate for such patients.’

Most patients undergoing allo-HSCT previous-
ly received an average of seven different treatments
before transplantation, similar to our patient who
received five. However, despite these values, the opti-
mal time for transplantation remains unknown; it is
expected that, in the future, morbidity and the risk of
recurrence may be even lower. Nevertheless, it is
unquestionable that the allo-HSCT has a role of great
importance in the management of CTCL, especially
ME. The results observed in our patients are encourag-
ing, and further studies are needed to answer the
questions that still remain. 4
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