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The New Faces of Cutaneous Lymphoma

N. Pimpinelli*, M. Santucci** B. Giannotti*

Departiuents of* Dermatology H and ** Hieman Anatomy and Histology, University of Flarence, Italy
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Abstract. Cutaneous lymphomas are well known diseases which present and arisc in
the skin, in the absence of any detectable extracutaneous lesion. In this paper, the authors
review their studies and those in the literature, outlining the continuously increasing data
concerning the immunophenotypical and genaotypical features of lymphomas.

What are the “new faces™ of cutaneous
lymphoma (CL) ? Simply, those derived
from new and powerful tools for the cha-
racterization of lymphoid cells and from
their application (o carefully done clinico-
-pathologic studies. Indecd, the present
concept of CL has heen deeply influenced
by the continuously increasing amount of
available data concerning its immunophe-
notypic and genolypic features, and their
correlation with clinical and histologic
patterns. Furthermorc, the definition of
new, basic standpoints in the immunologic
propertics of the skin — with the conse-
quent development of the concept of skin-
-associated lymphoid tissue (SALT)' and
skin immune system (SIS)? — has created
the biotogical basis for the hyputhesis of
CL as a neoplasm possibly related to
SALT/SIS.

In our vicw, one of the most important
drawbacks of the rescarch in this field is
that of dealing with the definition of CL
and its ¢linical implications. It is now
recognized that the involvement of the
skin secondary to nodal lymphomas has
nothing to do with CL. This latter (erm
should only concern lymphomas which
present (and possibly arise) in the skin, in
the absence of any detectable cxiracutane-

ous lesion, despite careful and complete
staging procedures. The concept of CL has
an immediate clinical consequence: these
neoplasms can be treated, as a rule, less
aggressively than systemic lymphomas,
with proper modalities and protocols
mainly aflecting the skin. An aggressive
trcatment with systemic chemotherapy has
not been proven as more effective than a
softer one with other procedures (specified
below) in improving the overall prognosis.
Therefore, it should be uscd only in case
of widespread disscmination of nodular
and/or tumorous lesions on the skin and,
of course, when extracutaneous spread
does occur.

The diagnosis of CL, its classificacion,
and its differentiation from reactive
lymphoproliferative disorders (pseu-
delymphomas) are now supported by
immunophenotyping and genotyping. In
fact, the demonstration of clonality is now
accepted by most people as the key criteri-
um for the diagnosis of CL and its diffe-
rentiation from pseudolymphoma. The
immunohistochcmical finding of immuno-
globulin (Ig) light chain monoclonal res-
triction by neoplastic B-cells and/or the
DNA analysis demonstration of a mono-
clonal rearrangement of Ig heavy chain or
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T-c¢ll receptor genes have to be conside-
red the most reliable criteria for Lhe diag-
nosis of lymphoma, especially when the
histologic features are not conclusive.
According to the histoimmunologic
(and genotypic) fcatures, CL can be distin-
guished in two main groups with quite dif-
ferent clinical behaviour and prognesis.
Cutaneous T-cell lymphomas (CTCL) are
a heterogeneous group, in which different
clinico-pathologic subtypes can he recog-
nized; this classification has clinical and
therapeutic relcvance. In fact, the natural
history of CTCL may be very different
according to the clinico-pathelogic and
immunophenolypic features of the discase
at presentation. On this basis, we can now
recognize at least three wain subgroups:
mycosis fungoides (MI), CD30+ large
cell CTCL non-MF, and CD30- large cell
CTCI, non-MF Mycosis fungoides is clas-
sically defined by its prolonged and typi-
cal course: an carly patch stage, in which
the diagnosis may be very difficult®, even
with the aid of additional investigations
{genotyping): a plaque stage, characteri-
zed by the prototypical band-like infiltrati-
on of cerebriform cells; and a tumour
stage, characterized by a diffusc infiltrati-
on of large blast cells and associaled with
a poor prognaosis. Most dermatologists
know that MF can be (and should be) suc-
cessfully trealed with non-aggressive pro-
cedures in its patch/plaque stage. Photo-
chemotherapy, topical chemotherapy or
total skin electron beam irradiation can be
chosen in this, sometimes, very prolonged
phase, according to the number, diffusion
and thickness of the skin lesions. ln the
tumour stage, or in the presence of a speci-
fic lymph nodal invelvement, chemothe-
rapy (COP or CHOP courses) is indicated®,
even though it generally gives poor
results. CD30-large cell CTCL non-MF
are characterized by presemtation with sin-
gle or - more [requentty - multiple skin

nodules or tumorus, rapid course, and poor
proguosis, despite aggressive treatment”,
CD30+ CTCL non-MF have been almost
recently recognized as a clinico-pathologic
entity. They are currendly defined as pri-
mary cutaneous CD30+ large cell lympho-
mas ™, irrespective of their morphologic
classification {anaplastic or non-anaplas-
tic, accordiny to the definition of the upda-
ted Kiel classification”). They are charac-
terized by presentation with solitary or
localized skin lesions, which possibly
show spontaneous remission (partial to
complete) (Fig. 1); good and rapid respon-

Fig. 1 - CD30+ large cell CTCL. Ulcerated. crusted
playue and hyperpigmented, atrophic patches {resul-
ling from the evolution of skin lesinns: infiltration,
ulceration, crusting and self healing, with vadable
degrees of atrophy and scacring) on the Icft thigh.
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se to local radiotherapv (orthovolr or
megavolt); and favorable prognosis, despi-
te frequent cutancous relapses. These
CD30+ large cell CTCL arc considered by
most experts as part of a spectrum of cuta-
neous lymphoproliterative disorders, all
characterized by the presence of variable
numbers of large CD30+ alypical cells
spontaneous regression of skin lesions,
and benign cvolution. This spectrum
includes CD30+ large celt CTCL, lympho-
matoid papulosis”’ ([Fig.2) and regressing

Fig. 2 - Spectrum of CD30+ catanecus lymphopro-
liferative disorders: iymphomatoid papulosis. 4 con-
tinuing, selt-healing eruption, clinically benign, his-
tologically malignant. Small, crusted nodule of the
right lower Ieg. The cvolution of skin lesions is
typical: cruption of papulo-nodular lesions, uleerau-
omn. crusting and seif-healing without scarring.

atypical histiocytosis ' (Fig. 3). The classi-
fication of these latter twa clinico-patholo-
gic entities as low-grade malignancy
CTCL is currently a matter of debate =,
CD30 antigen expression by prolilerating
T-cells in the skin, therefore, seems to

Fig. 3 - Spectrum of CD30+ cutaneous lymphopro
liferative disorders: regressing atypical histiocyto-
sis. Large plaque of the upper, anterior part of the
ghl thigh, showing the signs of its natural history:
advancing, infiltrated border; ulceration; pigmenta-
tion and scarring.

have an important biologic implication.
Necvertheless, it is noteworthy to emphasi-
ze that large cell CTCL, either CD30+ or
CD30-, always have a bad prognosis if
they represent the final evolution (tumour
stage) of MF,

On the other hand, cutaneous B-cell
lymphomas (CBCL) have — according to
the data reported in the more detailed and
consistent papers'® — a quite homogene-
ous clinical behaviuor, with very low ten-
dency to cxtracutaneous spread and excel-
lent prognosis. Most patients present with
nodules and/or tumours, more oflen typi-
cally surrounded by small, slightly infiltra-
ted plaques and/or figurate erythematous
lesions (Fig.4); the latter, may havc prece-
ded of months to years the development of
rapidly growing skin tumours. Skin lesi-




250

Punpinelli, N.; Santucei, M.; Giannot, P.

Fig. 4 - CBCI.. Typical features al prescntation: large tumorous lesion, surroun-
ded by slightly infilirated plagues. on the buck of a maie patient. These latter lesi-
ons hud preceded the rapid growth of the lumour far more than 6 years.

ons usually have a Joco-regional extensi-
on, widcspread lesions at presentation
being the least frequent occurrence .
Orthovolt radintherapy is highly effcctive
and subjectively well-accepted, and has to
he considered the trcatment of choice,
either at prescntation or on relapse.
Chemothcrapy is indicated in only a mino-
rity of patients, i.e. those with widespread
cutaneous lesions and those who devcl-
ped extracutancous spread of the disease.
The response to the abave treatments is
definitely good, with a very high rate of

complete remissions *. In selected cases,

the surgical excision of isolaled nodular
lcsions may be sufficient, CBCL show,
despite relatively {requent cutaneous rclap-
ses, a low tendency to the extracutaneous
spread and a very low morfality rate *.
According to our cxperience, no correlation
does exist helween clinical features at pre-

sentation (type of lesions, singlc vs. multi-
ple, or localized vs. widespread lesions)
and ovcrall prognosis (extracutaneous
spread and/or death of the paticnt). As in
CTCL, the presence of skin lesions only
should be referred to as stage 1.
Differently from CTCL, however, the
identification of further clinical subgroups
does not scem (o have any prognostic rele-
vunce in CBCL.

The main criteria to be met for the diag-
nosis of CBCL are: 1- absence of any detec-
table extracutaneous lesion (despite extensi-
ve and careful staging procedures, including
chest X-rays, abdominal US and/or CT scan
and bone marrow biopsy) for at least 6
months from diagnosis; 2 - expression of B-
-cell restricted antigens (CDI1Y, CD20,
CD22) by neoplastic cells; 3 - light chain
monocional restriction of slg in neoplastic
cells. 'This latter poinl is essential for the
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difierentiation of CBCL from B-cell pseu-
dolymphomas of the skin'.

" The accepted classifications and for-
mulations of non-Hedgkin's lymphomas
are difficult to apply — and are not wor-
king — in CBCL, as well as in other

extranodal lymphomas, e.g., lymphoma of -

the mucosa-associaied lymphoid tissue
(MALT lymphoma) . Therefore, these
lymphomas should be considered as a dis-
tinct entity ”. The spectrum of histologic
(cytologic and architectural) and immuno-
histologic patierns we found in CBCL is
targely related to the age and growth rates
of skin lesions %, This specirum ranges
from the sometimes inconspicuous "iop
heavy"” infiltrate of intermediate-sized
neoplastic B-cells and many reactive T-
cells observed in early lesions (" low
grade” malignancy picture, classically
considered typical of cutaneous pseu-
dolymphomas) to the uniformly heavy
dermal infiltrate of large neoplastic B-cells
("high grade" malignancy picture) charac-
teristic of late, rapidly growing lesions.
This variability has no correlation with
either the clinical preseatation and course
or, more importantly, to the prognosis of
CBCL, which is overall good. Therefore,
at present, the identification of morpholo-
gic subgroups has no clinical, therapeutic
and/or prognostic relevance. The above
data, along with the uniform immunophe-
notypic (Leu8+, CD5-, CDI10-) and
genotypical features of neoplastic B-cells
(lack of bel? gene rearrangement) 2,
strongly support the single nature of
CBCL". The striking similarities between
CBCL and MALT lymphoma " (prefe-
rentially loco-regional extension; non-
-aggressive clinical behaviour; good res-
ponse to local treatments; histologic fin-
ding of so-called centrocyte-like celis,
reactive lymphoid follicles and lymphoe-
pithelial lesions; CDS-, CD10- immunolo-
gic phenotype of neoplastic B-cells; and
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lack of bel-2 gene rearrangement) suggest
the interpreiation of CBCL as the
cutaneous counterpart of MALT .
lymphoma, i.e., SALT-related B-cell
lyphoma ®2, The recent report of CBCL as
the first manifestation of AIDS, seems to
give support to this hypothesis®,

In conclusion, are there faces of CL
which remain obscure? Yes, of course.
The possible viral aetiology of CTCL, at
least in some of them, has been deeply
investigated for several years, but
conflicting results and interpretations have
originated”. The early diagnosis of CTCL
remains the most formidable challenge for
dermatopathologists, and histology should
still be considered the "golden standard”
tool for diagnosis. The cardinal features of
early CTCL are represented by 1) the
epidermal infiltration of medium-to large-
sized cerebriform  lymphocytes,
predominantly as siagle cells, in a
somewhat linear configuration; and 2) the
presence of discrete collections of
medium-to large-sized cerebriform
lymphoid cells in the dermis *. The
treaiment of CTCL. continues from being a
great problem, and long-term effective,
“enrative” modalities are really far from
being established. In this respect, a
promising way seems to be the use of
immunomodulation, alone or associated
with traditional treatment modalities.
Many clinical trials with e-2 recombinant
interferon, alone or in association with
either PUVA and/or oral retinoids or
systemic chemotherapy, have been
performed. The exireme variability of
schedules and doses on one hand, and of
patient selection on the other, does not
allow to raise conclusions at the moment
*. Extracorporeal photophoresis is
suggesied by some selected groups as
extremely promising and effective 7, Other
treatmen! modalities (monoclonal
antibodies, interleukin-2), finally, are
definitely experimental.
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