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Abbreviations used:

CHOEP: chemotherapy with cyclophosphamide
doxorubicin, etoposide, vincristine, and
prednisone

CTCL: cutaneous T-cell lymphoma
HLA: human leukocyte antigen
HSCT: hematopoietic stem cell transplantation
LyP: lymphomatoid papulosis
INTRODUCTION
We report a case of a fulminant cutaneous

cytotoxic T-cell lymphoma nonresponsive to
chemotherapy but showing durable complete
response to a fast sequence of autologous and
allogeneic hematopoietic stem-cell transplantation
(HSCT).
mSWAT: modified Severity Weighted Assessment
Tool
CASE REPORT
A 47-year-oldmanwas admitted to our department

with a 4-month history of initially slowly progressive
disseminated erythematous plaques, of which several
had ulcerated and were covered by a black crust (Fig
1). Mucous membranes were not involved (modified
Severity Weighted Assessment Tool [mSWAT ] score,
88.5). Previous treatments with topical steroids were
ineffective. Findings from histologic analysis were
compatible with lymphomatoid papulosis (LyP) type
D. Two weeks later, he was re-admitted because of
enlarged ulcerated plaques (no B symptoms, Eastern
Cooperative Oncology Group performance status, 2).

Further analysis of the previous and a new
biopsy found histopathologic and immunophe-
notypic features of a cytotoxic cutaneous T-cell lym-
phoma (CTCL), ie, infiltration of hyperchromatic
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epidermotropic pleomorphic lymphocytes, with
angiocentricity in some areas, positive for T-cell
receptorebF1 and weakly for CD3, whereas CD8 was
absent onmost atypical cells in one biopsy andpositive
on approximately 40% of epidermotropic pleomorphic
cells in another. CD4 was only weakly expressed in
about 20% of tumor cells and CD30 was largely
negative, as were CD45RO, CD45RA, and CD56. The
cytotoxicmarkers TIA-1 and granzymeBwerepositive.
There was no evidence for Epstein-Barr virus infection
(in situ hybridization).

Computed tomography scan and lymph node
sonography showed peripheral reactive lymphade-
nopathy and no malignant lesions in the abdomen,
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Fig 1. Primary cutaneous aggressive epidermotropic
CD81 cytotoxic T-cell lymphoma. Status before therapy
with methotrexate.

Fig 2. Primary cutaneous aggressive epidermotropic
CD81 cytotoxic T-cell lymphoma. Status after therapy
with methotrexate and before the CHOEP regimen.

Fig 3. Primary cutaneous aggressive epidermotropic
CD81 cytotoxic T-cell lymphoma. Status directly after the
CHOEP regimen.
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thorax, or central nervous system. Histopathologic
analysis of a lymph node biopsy confirmed dermo-
pathic lymphadenopathy without malignancy.
Blood count showed moderate neutrophilic leuko-
cytosis and slightly lowered lymphocyte count but
no malignant cells. Bone marrow biopsy found
reactive lymphocytosis without malignancy signs.

Based on the first histologic findings, which were
compatible with LyP, we started treatment with
methotrexate (25 mg subcutaneously weekly).
However, the disease progressed rapidly, leading
to several new ulcerated tumors on the legs, trunk,
and face within a few weeks (mSWAT score, 124.5).
One rapidly growing tumor destroyed the patient’s
right eyelid (Fig 2).

Because of this progressive course, the patient’s
young age, and the poor prognosis of primary
cutaneous epidermotropic CD81 CTCL,1,2 we
reached a tumor board decision to opt for HSCT,
but to try to reduce tumor load and ulcerated lesions
to minimize the risk of bacteremia during aplasia and
immunosuppression beforehand.

Therefore, we started 4 cycles of a poly-
chemotherapy according to the CHOEP
regimen (cyclophosphamide, doxorubicin, vincris-
tine, etoposide, and prednisone), leading only to
partial remission (Fig 3). Second-line therapy with
2 cycles of dexamethasone, cytarabine, and cisplatin
(DHAP protocol) did not halt progression.
Therefore, autologous HSCT was initiated after a
high-dose therapy with BEAM (carmustine,
cytarabine, etoposide, melphalan) combined
with alemtuzumab (CD52-directed monoclonal anti-
body). Response evaluation shortly after this therapy
showed reduction of the disease activity but with
persisting skin ulcers. After identification of a well
HLA-matched unrelated stem cell donor and the
patient’s informed consent we applied a myeloabla-
tive conditioning using the same high-dose regimen
in combination with alemtuzumab, which was used
before the autologous HSCT and subsequently
performed an allogeneic HSCT. The patient
presented with mild complications, which were
adequately treated (therapy-related pancytopenia,
nausea Common Terminology Criteria grade I, and
mucositis Common Terminology Criteria grade III).

Four weeks after allogeneic HSCT, a good
partial remission could be documented with
regression of plaques, tumors, and ulcer size. After
another 6 weeks, complete remission was achieved
(mSWAT score, 6) (Figs 4 and 5), suggesting the
occurrence of a relevant graft-versus-lymphoma
reaction even in this aggressive disease. With a
follow-up of more than 5 years (as of March 2017)
our patient is still in complete remission with no
relevant graft-versus-host disease and a good quality
of life.

DISCUSSION
We classified this fulminant CTCL as a primary

aggressive cutaneous cytotoxic T-cell non-Hodgkin
lymphoma (noneSezary syndrome, nonemycosis
fungoides),3 most likely aggressive epidermotropic
CD81 cytotoxic CTCL, because it showed marked
epidermotropism by many T cells with a/b receptor
and expression of TIA-1 and granzyme B, of which at



Fig 4. Primary cutaneous aggressive epidermotropic
CD81 cytotoxic T-cell lymphoma. Status directly after
allogeneic stem cell transplantation.

Fig 5. Primary cutaneous aggressive epidermotropic
CD81 cytotoxic T-cell lymphoma. Status after allogeneic
stem cell transplantation.
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least some expressed CD8. Unusual was that not all
malignant T cells were CD81 and that they were
negative for CD45RA; however, this finding is not
incompatible with this type of lymphoma.

Contrary to other cases1,4 of primary cutaneous
aggressive epidermotropic CD81 cytotoxic T-cell
lymphomas, our patient presented with no mucosal
or extracutaneous involvement when we decided to
perform HSCT, but one might speculate that
visceralization was prevented by the good response
to HSCT. Additionally, there were no clinical or
histologic signs sufficiently suggestive of another
lymphoma. The development of ulcerated lesions
was more rapid than in CD81 mycosis fungoides,
and there was no waxing and waning as in LyP or
negativity for CD30 (albeit staining for CD30 may be
weak in LyP type D).

The prognosis of aggressive epidermotropic
CD81 CTCL is poor, with median survival of
12 months5 and average 5-year survival rate
estimated to be 0%1 to 18%,6 mainly because of
high aggressiveness; rapid spread to the lungs,
testes, and central nervous system; and low
response rate to chemotherapy. Nevertheless, sys-
temic polychemotherapy is usually attempted but
often without lasting response.6 In our case, because
of the multiple skin ulcerations, with imminent
suspected bacterial superinfection and,
consequently, with high risk for severe infectious
complications, allogeneic HSCT was not considered
as the first salvage option after conventional
chemotherapy. However, having not achieved
complete remission after high-dose chemotherapy
with autologous HSCT, but improvement of the skin
ulceration, allogeneic HSCT was performed. This
sequential approach with autologous HSCT, shortly
followed by allogeneic HSCT, might be beneficial in
patients with high tumor burden. In other patients,
direct allogeneic HSCT is probably sufficient to allow
long-term disease control.

There are only a few case reports on allogeneic
transplantation in primary cutaneous aggressive
epidermotropic CD81 cytotoxic T-cell lymphomas.7

The clinical outcome varies, but complete remission
after allogeneic HSCT is possible, even in heavily
pretreated patients.8 We show that a fast sequence of
autologous and allogeneic HSCT might be a curative
option in patients with therapy-resistant aggressive
disease, especially when performed early and
should therefore be included in the initial
therapeutic considerations.
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