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Within the large framework of the lymphopro-
liferative diseases, the primary cutaneous lymphomas
are distinct pathologic conditions, defined by particular
morphologic, immunologic, genetic, and clinic criteria.
The study aimed to create the first clinicopathological
and immunohistochemical profile of primary cutane-
ous lymphoma for a Romanian region. We investigated
a series of 16 cases (diagnosed during a 5-year period) in
accordance with the general principles of primary cuta-
neous lymphoma management. The methods included
the clinic and morphologic exams, the latter relying on
standard and immunohistochemical staining. The re-
sults revealed that all studied cases were T-type lympho-
mas, in terms of the WHO-EORTC classification. Most
of these cases were diagnosed as mycosis fungoides; the
group also included cases of Sezary syndrome, as well as
rare entities such as: mycosis fungoides associated with
follicular mucinosis and subcutaneous panniculitis-like
T-cell lymphoma. Our discussions focused on the role of
the clinicopathological assessment for the primary cuta-
neous lymphoma diagnosis and emphasized the impor-
tance of the immunohistochemical investigation. Com-
pared with the previous Romanian researches on this
topic, presenting only isolated cases, the current study
develops a new level of analysis, based on the rigorous
monitoring of a relatively large geographical area, for
a long time horizon.

Introduction

Pertaining to the extranodular lymphoma class, the
primary cutaneous lymphomas represent rare conditions in
the context of dermatological pathology [6, 18, 23]. Their
occurrence is 0.4 in 100.000 individuals per year, but be-
cause most of them are low degree malignancies, with long
survival, the overall prevalence is much bigger [42]. Clini-
cally, they appear as polymorphic lesions, sometimes not
suggestive for a condition [35, 43]. Thus the histopatholog-
ic exam has an indubitable importance [5, 38], the localiza-
tion of the malignant lymphoproliferations at the cutaneous
level having as background the histologic and immunologic
peculiarities of the skin.

For a long time, in order to diagnose the cutaneous
lymphomas by their histologic cataloging the current prac-
tice required the use of the nodular non-Hodgkin’s lympho-
ma classification [32, 33], the Working Formulation [31]
and the Kiel classification [24]. These classifications did
not comprise the special features of the primary cutaneous
lymphomas, the precise differentiation of some lesions be-
ing extremely difficult, hence leading to incorrect and use-
less diagnose and treatment.

The experience of the dermatologists and patholo-
gists yielded the idea that the classification of the nodular
lymphomas cannot be applied to the cutaneous lympho-
mas by simple overlapping [21]. Therefore, the ulterior
lymphoma classifications (REAL [34, 36], EORTC [46],
WHO [20]) separately included the primary cutaneous
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lymphoma category. The EORTC classification, especial-
ly used for the primary cutaneous lymphomas, includes
well-defined types of T-cell (approximately two thirds
of the cutancous lymphomas) and B-cell lymphomas
(approximately one third of the cutaneous lymphomas),
making the distinction between the indolent, intermediate
and aggressive behavior of the primary cutaneous lym-
phomas. The clinic validity of this new classification was
established by studies including the follow-up of over 800
patients with primary cutaneous lymphomas [15, 43, 47].
In order to increase the operational level of the WHO and
EORTC classifications a consensus was created - named
the WHO-EORTC classification [45]. It was based on the
processing of the data obtained from the investigation of
1905 patients with primary cutaneous lymphomas (regis-
tered with the Dutch and Austrian Cutaneous Lymphoma
Groups between 1986 and 2002).

In the recent literature, there are reported results of
extremely numerous studies on the primary cutaneous
lymphomas. These studies provide clinicomorphological
data [2, 3, 12, 22, 25, 28, 29, 30, 38, 47], ctiologic and
pathogenic information, at the cellular, molecular and ge-
netic level [10, 11, 13, 19, 25, 27, 38, 40, 41, 44, 47, 48]
and therapeutic information [1, 7, 9, 11, 16, 17, 39].

The current research represents the first step taken to
develop a clinicopathological and immunohistochemical
profile of the primary cutaneous lymphoma, correspond-
ing to a relatively large geographical area of Romania (the
northeastern region, including eight administrative coun-
ties with the total surface of 46173 km? and about 4657039
inhabitants). We investigated the clinical and morphologic
features that characterized a series of primary cutaneous
lymphomas diagnosed in a 5-year period (this time hori-
zon being considered relevant in the circumstances of the
disease rarity). The patients were followed up according
to the general principles of primary cutaneous lymphoma
management [42], allowing the sequencing of the diagno-
sis steps, the dynamic monitoring of the results and the
placement within the staging system (I, II, III, IV) in cor-
relation with the TNMB classification. From the point of
view of the tumoral cell line origin, all lymphomas were
of the T-type. Most cases were diagnosed as mycosis
fungoides (MF); the group also included cases of Sezary
syndrome (SzS), as well as less frequent entities: mycosis
fungoides associated with follicular mucinosis (MF-FM)
and subcutaneous panniculitis-like T-cell lymphoma (SP-
like TCL). The contribution of our work should be evalu-
ated in the general context of the Romanian communica-
tions and reports, which, so far, focused on isolated cases
of this pathologic condition.
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Material and Methods

The studied group consisted of 16 cases diagnosed as
primary cutaneous lymphomas in a 5 year span (2001-2005)
in the Dermatovenereology Clinic of the Railway Univer-
sity Hospital, the Emergency University Hospital lasi and
Recovery University Hospital lasi, treating patients from all
the northeastern region of Romania. The 16 patients were 8
females and 8 males, the age average being 56.61 years.

The clinic diagnosis of cutaneous lymphoma was es-
tablished according to the type of lesions present on the
teguments.

The cutaneous biopsies were routinely processed for
the pathologic exam, performed in the Pathology depart-
ments pertaining to aforementioned hospitals. The mi-
croscopic specimens were stained with the hematoxylin-
eosin (HE) routine stain and with special stains (trichrome
Szekelly, PAS and silver-methenamine). The IHC exam,
realized in the Immunology and Genetics Laboratory of
the University Hospital “Sf. Spiridon” lasi, was based on
the avidine-biotin-peroxidase method. We used the follow-
ing monoclonal antibodies: anti-CD3 (pan-T), anti-CD26
(activated T lymphocytes), anti-CD30 (activated T lym-
phocytes, B lymphocytes, monocytes), anti-CD20 (pan-B),
anti-PCNA (Proliferating Cell Nuclear Antigen), anti-CD
la (Langerhans cell) (DAKO, Denmark) and a LSAB work-
ing kit (DAKO, Denmark).

Moreover, the examination of the peripheral blood
focused on the total number of white blood cells, lym-
phocytes and the presence or the absence of Sezary cells.
In some cases, computed tomography was recommended
for the purpose of staging.

Results

The diagnosis of the lymphoma type was established
according to the WHO and EORTC classification, respec-
tively, as follows: MF — 11 cases; MF-FM — 1 case; SzS —2
cases; SP — like TCL — 2 cases.

Mycosis fungoides

The 11 cases of MF were 4 females and 7 males. The
age group classification indicated the equal occurrence of
the disorder in the patients aged between 40 and 49, 50 and
59 and 70 and 79 years old, respectively (3 cases for each
group). One case was aged between 20 and 29 years old
and another between 60 and 69 years old.

According to the appearance and the evolution of the
lesions, the dermatological exam determined the follow-
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ing repartition of the cases in correlation with the clinical
stage of the disease: stage I (patch stage/premycotic stage):
2 cases; stage Il (plaque stage): 6 cases; stage III (tumor
stage): 3 cases. The prurigo was present in all patients. One
case also presented an associated poikiloderma atrophicans
vasculare, the MF plaques alternating with the poikiloder-
mic parapsoriasis plaques.

The complete diagnosis was ascertained on the basis
of the histological and IHC characteristics of the cutaneous
biopsies.

In the patch stage (premycotic stage), the diagno-
sis was difficult, the lesions being discrete, insufficiently
contoured. The inflammatory infiltrate was perivascular or
diffuse in the papillary and reticular dermis, and formed
predominantly by small and medium-sized lymphocytes
among which we observed rare blastic large cells, with
indented or cerebriform nuclei. The sparse presence of
mononucleated cells among the epidermal cells, each of
them surrounded by a clear halo, indicated the limited ex-
tension in the overlying epidermis; consequently, this was
considered as epidermotropism in an initial stage. One of
the biopsies presented a conglomeration of atypical lym-
phoid cells in a small intraepidermal vacuole, interpreted
as Pautrier’s microabscess in the process of formation. The
epidermis was either atrophic or hypertrophied with obvi-
ous acanthosis and with the elongation of the interpapillary
ridges. We observed also aspects of eczema with spongi-
osis and parakeratosis. In the plaque stage, the histologic
picture was characteristic for the diagnosis. The main his-
tological modification was represented by the ribbon-like
infiltrate under the junction area, extending into the middle
and deep dermis in a diffuse manner, with large cell clus-
ters. The infiltrate consisted of lymphocytes with irregular,
hyperchromatic nuclei, some of them in the process of mi-
tosis, the morphology being typical for the mycosis cells.
Pathognomonic for the diagnosis was considered also the

Fig. 1. MF — plaque stage, obvious Pautrier’s microabscess
(HE, x 100)

presence of isolated lymphoid cells and of Pautrier’s micro-
abscesses (Fig. 1). The epidermis, usually acanthotic with
the elongation of the interpapillary ridges, was sometimes
similar with the aspects of psoriasis. A fibrosis process was
noticed as well, less apparent in the papillary dermis. In
one case we noticed an association of the MF lesions with
dispersed or nests of nevoid cells in the middle dermis. In
the tumor stage, all the biopsies revealed an important ex-
pansion of the lymphoid infiltrate towards the deep dermis
and the subcutaneous tissue (hypodermis). The extension
was sometimes oriented also towards the epidermis, result-
ing in its compression and disruption and the occurrence
of ulceration. In the cases where the epidermis was intact,
we noted the fact that the neoplastic lymphocytes lost their
tendency of invading the epidermis; consequently the epi-
dermotropism and the Pautrier’s microabscesses were very
discrete. The lymphoid infiltrate consisted of mycosis cells
with pleomorphic, hyperchromatic nuclei, with large varia-
tions in their sizes and presenting numerous mitoses. Rare-
ly, some large cells were similar to Hodgkin or Sternberg-
Reed cells. In one case, where large cells with vacuolated
nuclei and conspicuous nucleoli predominated, without
apparent epidermotropism and Pautrier’s abscesses, we
took into consideration the differential diagnosis with a
large cell anaplastic lymphoma. Although reported mainly
for the B-cell cutaneous lymphomas, the angiogenesis with
vessel formation similar to the postcapillary venules was
observed in some cases of MF.

The THC reaction for the monoclonal antibody anti-
CD3 (pan-T) was positive in all stages. The reactions
for the monoclonal antibody anti-CD30 (activated T
lymphocytes, B lymphocytes, monocytes) and anti-CD20
(pan-B) were negative in all cases. For the tumoral stage
we also followed the expression of the anti-CD26 marker
(for the activated T-cells) which appeared intensely posi-
tive in most of the cells. Moreover, in the tumoral stage
we evaluated the expression of the proliferation marker
PCNA, that was positive in a percentage of 70-90%.

The complex evaluation of the cases (the cutaneous,
nodular and visceral involvement and the affecting of the
peripheral blood) allowed the cataloging of the 11 patients
according to the TNMB classification (Table 1).

Consequently, we organized the MF cases in the stag-
ing system correlated with the TNMB classification:

— stage [ A (T NM B, — 1 case;

— stage IB (T,NMB/) -1 case;

— stage I B (T;N M B,) — 1 case;

—  stage Il (T,N,MB) — 2 cases;

— stage IV A (T, N;M B, — 3 cases;

1413
— stage IV B (T, N, ;M,B, -3 cases.
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TABLE 1
Cataloging of the MF cases according to the TNMB classification
Cutaneous involvement Nodular involvement Visceral involvement Peripheral blood
(T) (N) (M) involvement (B)
Stage | Number of cases | Stage Number of cases Stage Number of cases | Stage | Number of cases
T, 0 N, 3
T, 2 N, 5 0 8 B, 0
T, 4 N, 0
T, 3 N, 3 . 3 B, 0
T, 2

Mycosis fungoides associated with follicular mucinosis

MF-FM was diagnosed at a 49 years old female. At
the dermatologie exam, the patient presented acneiform
lesions (papules and follicular keratosis), macules and
erythematous plaques, with loss of hair in the areas in-
volved.

The complete diagnosis was established on the basis
of the histologic and IHC characteristics of the cutaneous
biopsy.

Concurrently with the invasion of the epidermis by
atypical lymphocytes, the cutaneous biopsy revealed an
infiltration with the same cells of the epithelium of the
appendages, especially of the hair follicles. These also
presented an accumulation of acid mucopolysaccharides
in some areas of degeneration of the epithelial cells - mu-
cinous degeneration, believed to be a consequence of the
penetration of the atypical lymphocytes in the follicular
structure.

The THC reaction was strongly positive for the mon-
oclonal antibody anti-CD3 (pan-T) and negative for the
monoclonal antibody anti-CD30 (activated T lymphocytes,
B lymphocytes, monocytes) and anti-CD20 (pan-B), re-
spectively.

Sezary syndrome

SzS was diagnosed at a male and a female aged be-
tween 60 and 69 years. At the clinical exam, the two pa-
tients presented lesions characteristic for the SzS: infiltra-
tive exfoliative erythrodermia on 80% from the cutaneous
surface, hyperpigmentation, palmoplantar hyperkeratosis,
nail dystrophy. Both patients presented early lymphaden-
opathies and later splenomegaly.

The complete diagnosis was established on the basis
of the histologic and IHC characteristics of the cutaneous
biopsy, as well as of the presence of Sezary cells in the
peripheral blood. The cutaneous biopsies evidenced rib-
bon-like infiltrate mainly in the superficial and intermedi-
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ate dermis but affecting the profound dermis as well. The
cellular infiltrate had a much more monomorphous aspect
in comparison with the one in MF, being dominated by the
presence of Sezary cells: cells larger than lymphocytes but
smaller than monocytes, with cleaved, cerebriform nucleus
(Fig. 2) and reduced clear cytoplasm. Some Sezary cells
had vacuoles containing glycogen deposits, labeled by the
PAS staining. The dermal infiltrate was separated from the
epidermis by a zone of unaffected dermal tissue. As op-
posed to MF, the epidermotropism was discrete and the
Pautrier’s abscesses were absent.

In the peripheral blood, characterized by moderate leu-
kocytosis, we remarked two types of Sezary cells: some of
them were large, typical, with a diameter of 12-14 pm and
other smaller, with the dimension of a small lymphocyte
(8-11 pm diameter). The ITHC reaction revealed a marked
positive expression for the monoclonal antibody anti-CD3
(pan-T) and a negative expression for the monoclonal anti-
body anti-CD30 (activated T lymphocytes, B lymphocytes,
monocytes) and anti-CD20 (pan-B). In one case, we also
used the anti-CD la monoclonal antibody in order to inves-
tigate the Langerhans cells, present in important numbers
in the dermis.

Fig. 2. SzS, Sezary cells (HE, x 400)
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Subcutaneous panniculitis-like T-cell lymphoma

Two female patients, aged between 50 and 59 years old
were diagnosed with SP-like TCL. Clinically, the patients
presented erythematous plaques localized on the lower
limbs, accompanied by systemic manifestations (fever,
weakness, muscle pain, and loss of weight). The complete
diagnosis was ascertained on the basis of the histologic and
IHC characteristics of the cutaneous biopsy.

The lesions were situated mainly in the subcutaneous
tissue and were characterized by an infiltrate with lymphoid
pleomorphic cells in the adipose lobules, creating aspects
similar to the lobular panniculitis. We noted liponecrosis
and the presence of adipose cysts. There was also present
moderate infiltration of the deeper dermis.

The differentiation between the lobular panniculitis
and the SC-like TCL was possible through immunohisto-
chemistry which revealed a positive expression for CD3
(T-cell marker) and a negative one for CD30 (activated T
lymphocytes, B lymphocytes, monocytes) and CD20 (B-
cell marker).

Discussion

Although in the cutaneous lymphoma it is possible
to encounter nodular and internal organs involvement, we
must stress the fact that the skin is the primary organ af-
fected and usually remains the only place of manifestation
for a long period of time [4, 21]. Thus, we can consider as a
primary cutaneous lymphoma a cutaneous lymphoma with-
out extracutaneous association at the moment of the diag-
nosis or in the 6 following months. The two large groups of
primary cutaneous lymphomas, type T and B, respectively,
are defined by diverse morphologic, immunologic, genetic
and clinic criteria, the extranodular localization being dif-
ferent from their equivalents at the level of the lymph nodes
[26]. We must underline the fact that all the lymphomas
we diagnosed were of the T type. Although not surprising
(because T-cell lymphomas are more frequent than B-cell
lymphomas), this element may be regarded as a particular-
ity of our study. Also, we have to note that in the 5 year
span investigated, 34 cases were clinically suspected of be-
ing primary cutaneous lymphomas but only in 16 cases this
diagnosis was confirmed.

According to the literature [42], it is recommended that
all patients, possibly with the exception of those with initial
stages of MF (IA) or lymphomatoid papulomatosis, should
be consulted by an interdisciplinary team comprising a der-
matologist, a (hemato)oncologist and a dermatopathologist.
The clinical symptoms should be interpreted together

with the morphologic results in order to ascertain a com-
plete diagnosis [14]. This is an essential aspect because the
treatment and prognosis can vary considerably according
to the diagnosis category [8]. Moreover, a centralization
of the entire pathology would be necessary, by creating a
national register of the lymphomas. Ideally speaking, the
management of the disease should be known both by the
oncologist and by the family doctor. An ascertained lab-
oratory, with good performances should support such an
interdisciplinary team. In our study we aimed to follow-up
the patients respecting the general management principles
for the primary cutaneous lymphomas. We sequenced the
diagnosis steps, we monitored the results in dynamics and
we organized the MF cases in the staging system (I, I, III,
IV) correlated with the TNMB classification.

From the pathologist’s point of view, our morphologic
investigation focused on three main problems: (i) morpho-
logic and phenotypic features of the tumoral cell popula-
tions; (ii) significantly operational histoarchitectonic crite-
ria; (iii) associated aspects with relative specificity. Thus,
on the basis of our own experience, in the pathologic exam
we assessed: the topography of infiltrate and its relations
with the epidermis, the cytologic characteristics of the
lymphocytes (cell and nucleus shape and dimensions, nu-
cleocytoplasmic ratio), the presence of the other cell types
(macrophages, Langerhans cells, plasma cells, neutrophils,
eosinophils).

According to the literature, the IHC studies [37, 45],
performed on paraffin-embedded specimens focus on the
identification of the T-cell and B-cell markers and of the
CD30 activation marker. Supplementary markers, such as
p53 and PCNA, can have a prognostic signification in MF.
The markers for the cytotoxic function (TIA-I), the marker
for monocytes/macrophages (CD68) and the marker for the
T NK lymphocyte (CD56) are useful in specific forms of T-
cell cutaneous lymphoma. In our study, the performed IHC
reactions allowed the identification of the phenotype for the
tumoral cell population as well as for the associated/reac-
tive population and the formulation of the primary cutane-
ous lymphoma diagnosis according to the WHO-EORTC
classification [45].

The morphologic results should be interpreted together
with the clinical symptoms in order to establish a complete
diagnosis [37]. The histopathologic and IHC elements, re-
garded as positive diagnosis criteria, make possible the dif-
ferentiation from pseudolymphomas, leukemides and other
cutaneous disorders clinically similar or in correlation with
the cutaneous lymphomas.

Our work achieves the first clinicopathological and
immunohistochemical profile of the primary cutaneous
lymphoma for a relatively large geographical area of Ro-
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mania. The studied cases were catalogued according to the
WHO-EORTC classification, the clinical diagnosis criteria
being integrated with the classic histologic and IHC ones.
The establishment of T-cell primary cutaneous lymphoma
diagnosis was the result of a team activity where the derma-
tologist, the pathologist and the oncologist had extremely
important contributions.
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