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B Preface

The elaboration of the WHO/EORTC-Classification for cutaneous lympho-
mas (G. Burg, E.S. Jaffe, W. Kempf et al. in Pathology & Genetics of Skin
Tumours, World Health Organisation Classification of Tumours. E. LeBoit,
G. Burg, D. Weedon, A. Sarasin (Eds.). JARC Press Lyon, 2006. ISBN
9283224140) is a milestone in the long lasting process of finding a consen-
sus in the nomenclature for nodal and cutaneous lymphoproliferative disor-
ders. Despite the widespread acceptance of the WHO/EORTC-Classification,
there are still cases which do not fit into the framework and thus offer
even greater diagnostic challenges.

This book, like the first volume on unusual cases of cutaneous lympho-
mas, again presents a number of such fascinating cases, showing distinct
features of mature T-cell and NK-cell neoplasms, mature B-cell neoplasms
and immature haematopoietic malignancies.

The descriptions are given by experienced dermatologists and patholo-
gists. Each chapter contains a short comment, excellent clinical and histo-
pathologic illustrations, and carefully selected references. Looking through
these cases may help the reader to then recognize other similar cases of
rare cutaneous lymphomas which might be included into the WHO/
EORTC-Classification as new distinct entities in the future.

Ziirich, February 2006 GUNTER BURG
WERNER KEMPF
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[B&] Mycosis Fungoides

B Familial mycosis fungoides;

involving a father and daughter

H. HoriIBE, H. YAGI, M. Takicawa and K. TomITA

Age: 23 years (father), 28 years (daughter)
Sex: M (father), F (daughter)

Clinical features: A 27-year old girl presented with a
10-year history of wide spread erythematous pla-
ques in 1999. Biopsy of the skin lesions showed a
dense infiltrate of lymphoid cells in the upper der-
mis with epidermotropism. The most of these
cells were CD3+CD4+CD7-CD45RO+CD30-
CD56-CLA-. She was diagnosed as having myco-
sis fungoides, stage Ib, at that time. Her father
was admitted to another hospital with mycosis
fungoides, stage IVa, in 1999. His erythematous
lesions and inguinal lymph nodes swelling ap-
peared more than 6 months and 4 months before
his admission, respectively. Skin biopsies showed
a moderate infiltrate of large atypical lympho-
cytes into upper dermis with epidermotropism.
There was no consanguineous marriage. Re-
peated serological tests for human T cell lympho-
trophic virus type-I antibodies and EB virus in-
fection were normal in both cases. The Southern
blotting analyses of DNA from lesional skins re-
vealed rearranged, non-germline bands in them
with the use of a DNA probe (Cf,;). The popula-
tions of these two lymphomas thought to be dif-
ferent, because the positions of non-germline
bands were not identical.

Diagnosis: mycosis fungides involving a father
and daughter.

Follow-up: Daughter: Initial treatment with PUVA
and recombinant interferon-y was ineffective.
Skin electron beam irradiation (total dose,
40 Gy) resulted in partial improvement of the skin
lesions. Four months after radiotherapy, however,
she developed multiple skin tumors and marked
lymphadenopathy. She was treated with a combi-
nation of biweekly CHOP, etoposide and metho-
trexate, which temporarily alleviated the condi-
tion. During the next 6 months, both the skin le-
sion and lymphadenopathy had progressed with
the appearance of lymphoblasts in the bone mar-
row and peripheral blood. She died in 2001 of mul-
tiple organ failure at the age of 30 years.

Father: His skin lesions were resistant to top-
ical corticosteroides. PUVA and low dose meth-
otrexate temporarily alleviated the skin condi-

tion. Four years after the diagnosis of stage IVa,
multiple skin tumors (Fig 3b) and a marked
lymphadenopathy appeared. The treatments in-
cluding chemotherapies and autologous periph-
eral blood stem cell transplantation were in
vain. He died in 2004 of pulmonary alveolus
hemorrhage at the age of 55 years.

Comment: Familial mycosis fungoides is extreme-
ly rare. Baykal C et al. reported their case and
reviewed six familial cases. Onsets of the dis-
ease in three (25%) out of 12 patients (six fami-
lies) including our cases were before 30 years of
age. The young onset of the disease might be a
characteristic feature of familial cases, because
Burns et al. reported only 3.7% of patients de-
velop mycosis fungoides before 30 years of age
in their series of 246 patients. However, was not
fully ruled out in some familial cases reported
earlier. Our case showed three interesting fea-
tures; 1) onset of the disease in the child pre-
ceded the parent, 2) the disease in two genera-
tions nearly simultaneously progressed to the
terminal stage and 3) both showed resistance to
chemotherapies and followed almost the same
aggressive clinical course. Although not appar-
ent, the existence of genetic or pathogenic ele-
ments in the cause of the disease was strongly
suggested, in our case.

Fig. 1: The daughter had erythematous pla-
ques and multiple tumors (in 2000).

Fig. 2: Histology of the daughter showed
dense infiltrates of large lymphoid cells (a)
forming Pautrier’s, microabscesses (b).

Fig. 3: The father initially had wide spread
erythematous plaques (a; in 1999) and multi-
ple tumors were developed later (b; in 2003).

Fig. 4: Histology of the father showed upper
dermal large lymphoid cell infiltrate.

Fig. 5: Lymphoblasts in the bone marrow.
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B A case of mycosis fungoides with polyarthritis showing
clonal identity in skin and synovial tissue

Y. SANDBERG, A.W. LANGERAK and F. HEULE

Age: 57 years Sex: M

Clinical features: This patient was known with a
12-year history of psoriasiform skin lesions,
which had been diagnosed histopathologically
as eczema. At presentation the lesions had
further progressed and clinical examination
demonstrated enlarged inguinal lymph nodes. A
new skin biopsy specimen demonstrated a
dense infiltrate of atypical CD4" T-cells with
epidermotropism. Isolated atypical T-cells ap-
peared to have a typical cerebriform nucleus by
electron microscopy. Histopathological examina-
tion of a lymph node showed features of der-
mathopathic lymphadenopathy. Patient was
treated with class II corticosteroid creams in
combination with UVB therapy, showing a tem-
porarily positive effect on the skin lesions.

Diagnosis: Mycosis fungoides (MF), stage II

Follow-up: Five years after presentation a symmetric
erosive polyarthritis of wrists, small hand joints
and feet developed and he was diagnosed with
rheumatoid factor-negative rheumatoid arthritis
(RA). A synovial biopsy specimen demonstrated
a large dense infiltrate of small mature T-lympho-
cytes (CD45RO"). Patient was treated with
NSAID’s, DMARD’s and methotrexate. His condi-
tion exacerbated and he developed widespread tu-
mor-stage disease. T-cell receptor (TCR) gene re-
arrangement analysis was performed on DNA ex-
tracted from both skin and synovial tissue and
demonstrated clonal identity. Patient refused
more aggressive multiagent chemotherapy and
later he became progressively systemically ill with
B-symptoms. He died 11 years after presentation.

Comment: This case illustrates the prolonged clin-
ical course of MF through many stages. Five years
after the diagnosis of MF was made, the patient
developed a chronic erosive polyarthritis, which
could be classified as RA. Polyarthritis in the
presence of MF is rare and may involve different
pathogenic mechanisms which have recently
been discussed. The finding of an identical
monoclonal T-cell population in skin and in-
flamed synovial tissue illustrates “homing” of cir-
culating lymphoma cells, which might enhance
inflammation. Besides, synovial dissemination
of MF has important consequences for therapy.

Fig. 1: Large indurated plaque with ulcera-
tions and underlying lymphadenopathy of
the right upper leg and groin.

Fig. 2: Skin biopsy demonstrating an infiltrate
of atypical lymphocytes with alignment along
the basal layer of the epidermis and epider-
motropism consistent with the diagnosis MF.
HE, microscopic magnification 100X.

Fig. 3: Electronmicroscopic image of an atypi-
cal lymphocyte with cerebriform nucleus
(N), isolated from a skin lesion.

Fig. 4: Hand showing signs of arthritis defor-
mans.

Fig. 5: Roentgenogram of the hands, demon-
strating radiar deviation of the carpus and
ulnar deviation of the fingers, periarticular
osteoporosis, joint space narrowing and joint
erosions. The arrows point at joint erosions.
Fig. 6: Histology of synovium. Localization of
an infiltrate composed of predominantly
small round nucleated mature lymphocytes
(arrows) with a slight propensity for align-
ment along vessels (V). HE, microscopic
magnification 400 Xx.

Fig. 7: Southern blot analysis of TCRB genes of
skin and synovial tissue. Upon hybridization
with the TCRBJ]2 probe in an EcoRI digest, a
clear clonal non-germline band is observed
in the skin sample; the same band in synovi-
al DNA indicates clonal identity of the T-cell
population in both tissues. G: germline band.
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B Vesicular mycosis fungoides
M. H. VERMEER, M. W. BEKKENK, P.M. JANSEN, C.J.M. MEIJER and R. WILLEMZE

Age: 62 years Sex: M

Clinical features: The patient presented with a
generalized eruption of sharply demarcated, er-
ythematous plaques. Within these plaques and
on erythematous skin small vesicles with yellow
content were observed. One year before presen-
tation the skin lesions had started in the pre-
sternal region and had then spread to the trunk
and extremities. Tzanck smear, potassium hy-
droxide preparation, viral cultures and bacterial
cultures of the pustules were negative. There
was no lymphadenopathy. Peripheral blood
counts were without abnormal findings.

Diagnosis: Vesicular mycosis fungoides.

Follow-up: Photochemotherapy with 8-methoxy-
psoralen in combination with clobetasol-propio-
naat ointment once a day resulted in a partial
remission.

Two years after diagnosis involvement of in-
guinal, axillary and mediastinal lymph nodes de-
veloped and CHOP-chemotherapy was initiated.
After two cycli of chemotherapy the patient de-
veloped a generalized herpes zoster infection. De-
spite intensive treatment he died 10 days later.

Comment: Mycosis fungoides presenting with ve-
sicular lesions is unusual and provides a diag-
nostic challenge. Patients with vesiclular myco-
sis fungoides lesions limited to the hands and
feet have been described as mycosis fungoides
palmaris et plantaris. The clinical features in-
cluding small vesicles and pustules with yellow-
ish scale crust, sometimes accompanied by nail
dystrophy, can be indistinguishable from those
of palmoplantar pustulosis or dyshidrotic ecze-
ma. Mycosis fungoides patients with a more
generalized pustular eruption on the trunk and
extremities have also been described. Histologi-
cally, there are intra-epidermal spaces filled
with a variable proportions of atypical cells,
neutrophils and eosinophils. Production of IL-8
by the neoplastic cells has been suggested to
play a role in the development of vesicular/pust-
ular lesions in mycosis fungoides. Depending
on the clinical context differential diagnosis in-
cludes: palmoplantar pustulosis, Sneddon-Wilk-
inson disease, pustular psoriasis, bacterial and
viral infections, and immunobullous disorders.

In mycosis fungoides patients presenting with
larger, blistering and erosive plaques and tu-
mors the differential diagnosis should include
aggressive CD8-positive, epidermotropic CTCL.
To complicate matters, bacterial or viral super-
infections in mycosis fungoides lesions may
lead to development of pustules and/or vesicles.
Especially patients with folliculotropic mycosis
fungoides frequently develop bacterial super-in-
fections. Moreover, all patients on local or sys-
temic immunosuppressive therapy have an in-
creased risk on herpes infections as was drama-
tically illustrated in this patient. In addition, a
pustular folliculitis caused by Demodex mites
has been reported in a patient with mycosis
fungoides during total-skin electron beam ther-

apy.

Fig. 1: Generalized eruption of sharply de-
marcated, erythematous plaques with small
vesicles and crustae.

Fig. 2: Numerous small vesicles within an er-
ythematous plaque.

Fig. 3 and Fig. 4: Infiltration of the epidermis
by atypical lymphocytes with convoluted nu-
clei and blasts.

Fig. 5: Staining for CD3 demonstrates exten-
sive infiltration of the epidermis by neoplastic
cells.
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B Unusual case of mycosis fungoides clinically mimicking
a dermatophytosis subsequently evolving
in aggressive CD30- cutaneous lymphoma

L. CitARELLA and S. CHIMENTI

Age: 35 years Sex: F

Clinical features: A 35 years old woman referred
to our Department because of the presence
since several months of some slightly pruritic
lesions localized at lower limbs and unrespon-
sive to systemic and topic antifungal therapy.
Laboratory investigation for mycotic infection
was negative and haematochemical findings
were within normal limits. A skin biopsy speci-
men revealed typical epidermotropic cutaneous
lymphoma early stage and gene-rearrangement
detected monoclonality of T-cell receptor.
Monochromatic excimer laser (MEL 308 nm)
treatment was performed with initially partial
response. During the treatment several large tu-
mours developed de novo on the scalp. A skin
biopsy specimen of one of these tumours
showed histological and immunophenotypical
features of a medium-large sized pleomorphic
T-cell lymphoma. The patient was firstly unsuc-
cessfully treated with CHOP-regimen che-
motherapy. Subsequently vinorelbine and gem-
citabine were administrated achieving after 8
cycles a complete remission of cutaneous mani-
festations.

Diagnosis: Mycosis fungoides transient in pri-
mary cutaneous pleomorphic medium/large T
cell CD30- lymphoma.

Follow-up: Clinical remission obtained is still
maintained after 6 months of follow-up.

Comment: Early stage mycosis fungoides was re-
ported to simulate different dermatological disor-
ders, including dermatophytosis. We report this
case to stress the importance to be aware of the
possibility that in some cases patch lesions ap-
parently benign could be overlooked with a de-
lay in diagnosis and management. Furthermore,

this paradigmatic case reminds that, even if
early stage mycosis fungoides usually is charac-
terized by an indolent clinical course with slow
progression over years, in some cases however
transformation into an aggressive entity could
occur in a short period of time. The progression
into tumour stage is associated with a poor prog-
nosis and a low survival rate.

Fig. 1: Large lesion with annular borders,
slightly rilevated and mildly scaling clinically
resembling dermatophytosis.

Fig. 2: Histology picture of biopsy from the
leg: epidermis shows fibrinoid material and
exocytosis of lymphocytic elements. The der-
mal infiltrate is represented by atypical lym-
phoid elements with hyperchromatic nuclei.
HE, Microscopic magnification 40X.

Fig. 3: Large and multilobated tumours devel-
oped de novo on the scalp.

Fig. 4: Histology picture of biopsy from the
scalp: in the dermal pleomorphic medium-
large sized lymphoid cells infiltrate with
cleaved nuclei and atypical mitotic figures.
HE, Microscopic magnification 200 x.

Fig. 5: Immunohistochemistry staining dem-
onstrated a CD3 positive infiltrate.

Fig. 6: Complete remission of cutaneous le-
sions on the scalp.
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B Sclero-atrophic mycosis fungoides
with a cytotoxic atypical phenotype

M. G. BERNENGO, P. QuAGLINO and M. NOVELLI

Age: 58 years Sex: M

Clinical features: Previous diagnosis of follicular
Mycosis fungoides (MF) in 1996, treated with
long-term P-UVA therapy at another institution.
Recent appearance of sclerodermiform lesions,
associated to the development of superficial
adenopathies, fever and dyspnoea. The patient
presented with slightly erythematous scaling
patches and papules associated with multiple
infiltrated plaques and nodules, located pre-
dominantly to the trunk and upper limbs, char-
acterized by a sclerodermic and atrophic ap-
pearance, and frequently surrounded by an er-
ythematous ring; superficial adenopathies up to
10 cm in diameter were palpable. The cuta-
neous biopsy showed an atypical lymphoid
CD2+CD3+CD5-CD4-CD8- TIAl+y/o+ cell in-
filtrate. The nodal biopsy showed a complete ef-
facement by large confluent clusters of atypical
cells sharing the same atypical phenotype found
in the skin. The PCR analysis showed a domi-
nant TCR- gene rearrangement in both skin and
node specimens. Laboratory examinations re-
vealed markedly increased LDH values; antinuc-
lear and extractable nuclear antigen antibodies
were negative. Bone marrow was uninvolved,
whereas CT scan showed a pulmonary paren-
chymal mass; the percutaneous fine-needle
biopsy revealed a chronic granulomatous pro-
cess and Klebsiella pneumoniae was isolated
from the bronchoalveolar fluid.

Diagnosis: y/0+ stage IV (T;LN4M,By) MF with
sclero-atrophic features.

Follow-up: Systemic polichemotherapy with a
standard CHOP regimen was carried out, asso-
ciated with antibiotics. At the time of writing,
the disease is stable after two courses, whereas
the lung CT scan shows a complete clearing of
the pneumonia infection.

Comment: Cutaneous p/0+ lymphoma represent
an extremely rare CTCL subtype, not yet in-
cluded in the WHO/EORTC classification, char-
acterised by a predominant involvement of the
extremities with plaques, tumours and pannicu-
litis-like subcutaneous nodules, by a frequent
CD4-CD8+ or CD4-CD8- cytotoxic phenotype

with T-cell lineage antigen loss, and by a gener-
ally aggressive clinical course. In our patient,
the medical history suggests and the clinico-
pathologic data steer into a MF rather than a
peripheral T-cell lymphoma, even if the pheno-
type at first diagnosis was not available. The in-
terest of our case lies also in the unusual clini-
cal sclero-atrophic features. In fact, even if the
possible presence of atrophic and/or scleroder-
mic features have been described in both large
plaque parapsoriasis and the so-called poikilo-
derma atrophicans vasculare (parapsoriasis var-
iegata), only one case of sclerodermiform MF
has been reported as far as we know. Even if
these prominent features were not primarily
present at the first diagnosis, it is unlikely that
they could be related to a cutaneous side effect
of the long-term photochemotherapy.

Fig. 1: Disseminated sclero-atrophic plaques
associated to erythematous patches and
papules on the trunk (a) and back (b). Ery-
thematous scaling patches predominate on
the lower limbs (c).

Fig. 2: Histology: A thin linear epidermis
with thick sclerotic collagen bundles, asso-
ciated to a diffuse band-like dermal infiltrate
with prominent subcutaneous infiltration and
rimming of the fat spaces (a). Single-cell epi-
dermotropism along the basal layer (b).

Fig. 3: Immunohistochemistry: CD3 positive
(a) TCR y/0 positive (b) and CD2 positive (c).
Fig. 4: Flow-cytometry on tissue suspension:
CD3+ TCR yp/o+ cells account for about 20%
of the lymphoid infiltrate.
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B (D56+ early mycosis fungoides

L. CErrONI and H. KErRL

Age: 59 years Sex: F

Clinical features: Erythematous patches on the
trunk for the last 6 years.

Diagnosis: Early mycosis fungoides with cyto-
toxic phenotype (y/0+, TIA-1+, CD56+).

Follow-up: Complete response to PUVA treat-
ment.

Comment: Early lesions of mycosis fungoides
usually show a characteristic CD3+/ CD4+/
CD8- phenotype typical of T-helper lympho-
cytes. In later stages phenotypic aberrations
may occur, including among others develop-
ment of a cytotoxic phenotype of neoplastic
cells (TIA-1+ and/or granzyme-B+). In a very
small subset of patients, an unusual phenotype
of neoplastic cells is present from the very onset
of the disease. The most common phenotypic
variant of early mycosis fungoides is character-
ized by predominance of CD8+ T-cytotoxic
lymphocytes. Rarely, a y/6+/CD56+ phenotype
may be observed in early manifestations of the
disease, too. These phenotypic variants usually
are characterized by marked epidermotropism
and may be the cause of differential diagnostic
problems with so-called CD8+ epidermotropic
aggressive cutaneous T-cell lymphoma (CTCL)
and with cutaneous p/0 T-cell lymphomas, re-
spectively. These last two entities represent ag-
gressive variants of the CTCLs and bear a poor
prognosis. Differential diagnosis is achieved
mainly on clinicopathologic correlation: early
mycosis fungoides with cytotoxic phenotype re-

veals the typical patches of the disease, whereas
the aggressive CTCLs mentioned above show ul-
cerated plaques and tumors at onset. Recogni-
tion and proper classification of cases of early
mycosis fungoides with cytotoxic phenotype is
crucial in order to avoid unnecessary aggressive
treatment for these patients.

Fig. 1: Erythematous patches of early mycosis
fungoides on the trunk.

Fig. 2: Superficial infiltrate with prominent
epidermotropism of lymphocytes that are
slightly larger than those in the dermis.

Fig. 3: Immunophenotypic features of the epi-
dermotropic lymphocytes: negativity for SF1
(a), positivity for TIA-1 (b) and positivity for
CD56 (c).
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B Sézary syndrome with t(2;5) translocation,
as developed after prolonged cyclosporine therapy

for actinic reticuloid

A. RaNKI, L. KARENKO and L. JESKANEN

Age: 62 years Sex: M

Clinical features: The patient had developed UVB
sensitivity at the age of 60. Based on clinical le-
sions on the head and neck and in histopathol-
ogy, actinic reticuloid was diagnosed. To control
the clinical symptoms, oral cyclosporine therapy
was started since photoprotection and local ther-
apy had proven unsuccessful. The patient re-
ceived cyclosporine, with a good clinical re-
sponse, for one and a half year. At this stage, gy-
rated skin lesions started to develop on his scalp
and neck. Simultaneously, leukocytosis and eosi-
nophilia were observed in peripheral blood: leu-
kocytes 26.5%10%/1, eosinophils 22% in differen-
tial count. Up to 50-60% of peripheral blood
lymphocytes had Sezary cell morphology in re-
peated samples. In peripheral blood lympho-
cytes, a clonal proliferation was detected based
on T-cell receptor rearrangement analysis, and a
chromosomal clone with t(2;5) was detected
(Karenko et al., unpublished). In a lymph node
biopsy, atypical hyperplasia but no clear molecu-
lar clones were observed.

Diagnosis: (CD3+, CD20-,

CD30-).

Follow-up: Cyclosporine therapy was terminated
and chlorambucil + prednisone therapy initiated.
The latter continued for up to 6 months (with ta-
pering doses of each drug) and a near complete
clinical response was achieved. Computed tomo-
graphy did not show spreading of the lymphoma
outside the skin. A relapse occurred after the ces-
sation of the therapy. A RXR-selective retinoid,
bexaroten (Targretin) was then started since no
phototherapy was possible due to confirmed
UVA and UVB sensitivity. The dose was adjusted
to 200 mg/m’ according to serum triglycerin
levels (with concomitant atorvastatine 80 mg/d
and insulin for diabetes mellitus), and the treat-
ment was maintained for 11 months with partial
clinical response. Local electron beam irradiation
was given to the remaining CTCL plaques on
upper back and shoulder skin. Later, interferon-
a (IFN) therapy (starting dose 9 MUXx3/week)

Sézary syndrome

was combined to bexarotene therapy for another
5 months, and continued alone up to 9 months
until an almost complete clinical response was
achieved and 20-30% morphological Sezary
cells in peripheral blood. No enlarged lymph
nodes were found.

Comment: Actinic reticuloid may present in an er-
ythrodermic form, difficult to distinguish from
Sezary syndrome. In this patient, however, a
clear monoclonal lymphocyte clone could be
demonstrated with several methods and the ma-
jority of the skin-infiltrating lymphocytes were
CD30-. The malignancy was preceded by one
and a half years of cyclosporine therapy, and ac-
cording to current CTCL therapy guidelines, cy-
closporine and drugs alike are contraindicated
for CTCL therapy.

Fig. 1: The head and neck skin of the patient
after 1,5 yrs of therapy with cyclosporine for
actinic reticuloid.

Fig. 2: A skin biopsy from a gyrated skin le-
sion showed acanthotic and slightly oedemic
epidermis with parakeratosis (a) and dense
lymhocytic infiltration in the dermis (b).

Fig. 3: A few Pautrier-like microabscesses can
be found in the epidermis.

Fig. 40 Dermal infiltration is composed of
atypical lymphocytes mixed with histiocytes
and eosinophils.

Fig. 5: Atypical lymphocytes have convoluted
cell membrane and are hyperchromatic.

Fig. 6: The patient’s head and neck skin after
combined bexarotene and interferon-a therapy
for 5 months

References

Bakels V, van Oostveen JW, Preesman AH et al. (1998) Dif-
ferentiation between actinic reticuloid and cutaneous T-
cell lymphoma by T-cell receptor gamma gene rearrage-
ment analysis and immonophenotyping. J Clin Pathol
51:154-158

Kadin M, Morris S (1998) The t(2;5) in human lympho-
mas, Leukemia and Lymphoma 29:249-256

Beylot-Barry M, Groppi A, Vergier B et al. (1998) Charac-
terization of t(2;5) reciprocal transcripts and genomic
breakpoints in CD30+ cutaneous lymphoproliferations.
Blood 91:4668-4676



Sézary syndrome with t(2;5) translocation, as developed after prolonged cyclosporine therapy for actinic reticuloid | 15




B (D8+ Lymphomatoid papulosis with simultaneous
Type A, Type B, and Type C lesions

].J. ABBOTT, R.H. WEENIG and L.E. GIBSON

Age: 63 years Sex: F

Clinical features: One-year history of a relapsing
and recurring, pruritic to painful papulonecro-
tic skin lesions involving the trunk and extrem-
ities. The lesions begin as erythematous papules
that progress to necrotic papules and nodules,
last for a few months and resolve with atrophic
hyperpigmented scars. No lymphadenopathy or
hepatosplenomegaly was identified on physical
exam or CT scan.

Immunoperoxidase stains: Large, atypical lym-
phoid cells immunoreactive for CD8 and CD30
and non-immunoreactive for CD4.

TCR gene analysis: T-cell clone identified by PCR
analysis of the gamma chain on both of 2 biop-
sies tested.

Diagnosis: CD8+ Lymphomatoid papulosis.

Comment: Lymphomatoid papulosis (LyP) is a
cutaneous CD30+ lymphoproliferative disorder
characterized by recurrent papulonecrotic or
papulonodular skin eruption with histological
features of a malignant lymphoma “lymphoma-
toid” and an excellent prognosis (el Azhary et
al). The immunophenotype of the atypical lym-
phoid cells is usually CD4-positive, CD8-nega-
tive, CD30-positive, Cytotoxic marker (TIA-I,
granzyme B)-positive. CD4-negative, CD8-posi-
tive LyP is very rare (Harvell 2002), and has been
suggested to be more common in the pediatric
population (Aoki 2003). The simultaneous occur-
rence of type A and type B LyP is reported to oc-
cur in up to 9% of patients (Bekkenk 2000). How-
ever, simultaneous occurrence of type A, type B,
and type C LyP in the same patient is exceedingly
rare.

Fig. 1: Erythematous and necrotic papules and
nodules at various stages of evolution.

Fig. 2: Skin biopsy of early papular lesions
showing superficial and deep dermal “wedge-
shaped” infiltrate containing large atypical
lymphoid cells (Type A LyP). Microscopic
magnification 50X, inset 200x (a). Immuno-
peroxidase stains of skin biopsy above (2A)
showing CD8+/CD30+ infiltrate. Microscopic
magnification 100X (b).

Fig. 3: Second skin biopsy showing dense
superficial dermal lymphoid infiltrate with ex-
tensive epidermotropism (Type B LyP). Micro-
scopic magnification 50%, inset 100x (a). Im-
munoperoxidase stains of skin biopsy above
(3A) showing CD8+ infiltrate with scattered
CD30+ cells. Microscopic magnification 100x
(b).

Fig. 4 Third skin biopsy of large necrotic
papule (Fig. 1) showing dense diffuse lym-
phoid infiltrate with dense aggregates of
large atypical lymphoid cells (Type C LyP).
Microscopic magnification 25x (a). Immuno-
peroxidase stains of skin biopsy above (4A)
showing diffuse CD8+ infiltrate with aggre-
gates of large cells that co-express CD30. Mi-
croscopic magnification 50 % (b).
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B Lymphomatoid papulosis with a NK-cell phenotype

M. W. BEKKENK, C.J.L.M. MEIJER and R. WILLEMZE

Sex: M

Clinical features: A generalized papular skin erup-
tion developed around the age of 27 and had
been treated with various topical steroids with-
out effect. The lesions always disappeared spon-
taneously after 6-8 weeks, but new lesions ap-
peared at other sites simultaneously. Recently a
larger tumorous lesion appeared on his leg, but
also showed spontaneous resolution. Skin
biopsy showed a dense infiltrate with CD3-/
CD30+/CD56+ atypical cells. A thoracic and ab-
dominal computed tomographic scan, bone mar-
row biopsy, blood analysis and an examination
by an ear/nose/throat specialist were performed,
but these failed to demonstrate extracutaneous
involvement. Clinical observation during hospi-
talization confirmed the recurrent, selfhealing
nature of the skin lesions.

Age: 47 years

Diagnosis: Lymphomatoid papulosis, with a natu-
ral killer-cell phenotype.

Follow-up: When treatment with low-dose oral
methotrexate (22,5 mg weekly) was instituted,
no further lesions developed and the existing le-
sions slowly resolved. Methotrexate was tapered
off and our patient remains free of skin lesions
on a maintenance dose of 10 mg weekly.

Comment: Detailed immunophenotypical and gen-
otypical analysis indicated that the atypical cells
in this patient were of true NK-cell origin rather
than T cells coexpressing CD56. The absence of
TCR-gamma chain gene rearrangement cannot
be attributed to underrepresentation of too low
a number of CD30+/CD56+ atypical cells, as
these constituted approximately 50% of the total
number of cells in the dermal infiltrate. Clini-
cally the patient showed classical features of

LyP, with a history of 20 years of waxing and wan-
ing of papulonodular lesions. Whereas staging is
usually not indicated in patients with LyP, we
decided to stage this particular patient because
of the extent and size of the skin lesions, the un-
certainty at the first visit whether there was com-
plete clearance of all individual lesions, and in
particular the uncommon phenotype of the aty-
pical cells, given that CD56+ non-Hodgkin’s lym-
phomas are usually associated with a poor prog-
nosis. In two recent reviews on CD56+ neoplasms
presenting in the skin CD30-expression was a
good prognostic factor. Although co-expression
of CD56 is rare in CD30+ lymphoproliferations,
the prognosis appears not to be different from
“normal” CD56-negative cases. In our view these
CD56+ cases would, at least a part of them, best
be classified as CD30+ lymphoproliferations and
treated similarly.

Fig. 1: Multiple papular lesions coalescing to
form a large plaque on the abdomen.

Fig. 2: Dense infiltrate of atypical cells (a) ex-
pressing CD30 (b), CD56 (c), but not CD3
(d). Original Microscopic magnification 200 x.
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B Anaplastic large cell lymphoma associated

with acquired ichthyosis

H. MATSUURA and S. MORIZANE

Age: 58 years Sex: M

Clinical features: An ulcerated erythematous nod-
ule on the nose and pigmented ichthyosiform
eruption on the trunk had been present for one
year. Enlarged lymph nodes were palpable in
the submandibular and cervical regions.
Organomegaly was not observed. Peripheral
blood counts and blood chemistry tests were
within normal limits. The majority of tumor
cells in the nodular lesion were positive for
CD30 and negative for ALK protein. T cell re-
ceptor f§ gene rearrangement was detected by
Southern blotting analysis. The ichthyosiform
lesion showed no infiltration of atypical cells.

Diagnosis: CD30-positive anaplastic large cell
lymphoma (ALCL) associated with acquired
ichthyosis.

Follow-up: The nodule on the nose had cleared
after three courses of the multiagent chemother-
apy with cyclophosphamide, doxorubicin, vin-
cristine, and prednisolone (CHOP), followed by
electron beam therapy (total 40 Gy). Three
years later, subcutaneous nodules occurred on
the buttock associated with inguinal lymph
node swelling. Additional three courses of
CHOP therapy achieved complete remission.
The ichthyosiform eruption did not respond to
the chemotherapy.

Comment: Acquired ichthyosis occurs in associa-
tion with malignant lymphoproliferative disor-
ders, including Hodgkin’s disease and other
lymphoproliferative disorders such as ALCL
(Banerjee et al. 1991) (Kato et al. 2000) and
lymphomatoid papulosis (Yokote et al. 1994). It
is intriguing to note that acquired ichthyosis is
associated with lymphoid malignancies charac-
terized by the presence of CD30-positive neo-
plastic cells. An ichthyosiform variant of myco-
sis fungoides should be distinguished from ac-
quired ichthyosis, because of the presence of
epidermotropic infiltration of atypical cells in

the ichthyosiform lesions. A pathogenesis of ac-
quired ichthyosis in lymphoproliferative disor-
ders remains unclear, although it has been con-
sidered that impaired vitamin A metabolism or
epidermal lipogensis may be involved. In con-
trast to cases with Hodgkin’s disease, the
ichthyosiform eruption was not improved after
treatments in our case. Acquired ichthyosis may
be an important sign of underlying malignant
lymphoproliferative disorders, including ALCL.

Fig. 1: An erythematous nodule with ulcer on
the dorsum of the nose.

Fig. 2: Ichthyosiform eruption on the trunk.
Fig. 3: Histpathologic appearance of the nod-
ule on the nose: the infiltrate consists of
large lymphoid cells with prominent nuclear
polymorphism. HE, microscopic magnifica-
tion 200x.

Fig. 4: The neoplastic cells are strongly posi-
tive for CD30 in the membrane and cyto-
plasm. Microscopic magnification 400 x.

Fig. 5: Ichthyosiform lesion shows compact
orthokeratosis with a few granular cell layer
and a sparse infiltrate of mononuclear cells
without atypical cells. HE, microscopic mag-
nification 200x.

Fig. 6: T-cell receptor [ gene rearrangement
by Southern blot hybridization. Rearranged
bands are detected after restriction enzyme di-
gestion with Bam HI (lane 1), Eco RI (lane 2),
or Hind III (lane 3). Red arrows indicate rear-
ranged bands, a) normal control; b) patient.
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B Anaplastic large cell T-cell lymphoma

A. SExuLric, R.H. WEENIG, I. AHMED and M.R. PITTELKOW

Age: 73 years Sex: F

Clinical features: Patient presented with a 5-year
history of largely asymptomatic, annular, mi-
grating and self-resolving patches and plaques
involving her extremities. Initial treatment with
topical and systemic corticosteroids at home
provided temporary relief. Three skin biopsies
were obtained at the referring institution and
interpreted as mycosis fungoides. Treatment
with topical nitrogen mustard was initiated
twice and both times discontinued within a few
days due to a severe local reaction. On presen-
tation, annular to serpiginous, erythematous
plaques with fine scaling were observed on her
arms, thighs and buttock. A large erythematous
tumor with superficial erosion and serous
drainage was present on her left forearm. Two
skin biopsies were obtained and both demon-
strated a dense dermal lymphoid infiltrate with
epidermotropism and clusters of large, anaplas-
tic lymphoid cells. Greater than 75% of the ana-
plastic large cells were positive for CD30 anti-
gen. In addition, review of the initial biopsies
from the referral institution also showed greater
than 75% of the large atypical lymphoid cells
were CD30-positive.

Diagnosis: Primary cutaneous anaplastic large
cell lymphoma (PCALCL).

Follow-up: Imaging studies, blood work and
bone marrow biopsy showed no evidence of
systemic involvement. The patient was initially
treated with PUVA, which lead to a remission.
After 4 months the left forearm lesion recurred
and she was treated locally with radiation. Re-
mission lasted for 18 months before the left
forearm tumor redeveloped along with a new
lesion on her right forearm. Radiation therapy
was again administered leading to remission.

Comment: This case of PCALCL displays an in-
teresting combination of clinical and pathologi-
cal features. Although localised PCALCL por-

tends good prognosis, multi-site disease has
been linked to a more aggressive behavior and
is often treated by systemic chemotherapy (Ho-
ward L Liu et al. 2003). Our patient illustrates a
case of multifocal PCALCL with a benign clini-
cal course in absence of systemic therapy. His-
tologic features marked by significant epider-
motropism are suggestive of transformed myco-
sis fungoides (Vergier B et al. 2000). However,
persistent CD30 expression with benign clinical
behavior favours a diagnosis of a clinically in-
dolent form of multifocal PCALCL.

Fig. 1: Patches, plaques and tumors on pa-
tients arms (a, b) and legs (c).

Fig. 2: Skin biopsy of a plaque on the left
forearm demonstrated diffuse, atypical der-
mal lymphocytic infiltrate with epidermal
collections of lymphocytes (a, b, ¢). The large
atypical cells expressed CD30 marker (d).

Fig. 3: Southern blot analysis for TCR gene
rearrangements. Cells were isolated from the
forearm lesion and sorted using magnetic
beads coupled to CD30 and CD4 antibodies.
Molecular genetic studies for TCR gene rear-
rangements on sorted cell populations dem-
onstrated an identical clonal rearrangement
in both CD4 and CD30 positive cells. This
confirmed that CD30 positive cells were truly
neoplastic and not merely a reactive infil-
trate.
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B Primary cutaneous histiocyte and neutrophil
rich CD30+/CD56+ anaplastic large cell lymphoma
of the scalp with prominent angio- and neuroinvasion

L. Boubova, D.V. Kazakov, P. MUKENSNABL, V. KUNTSCHER and M. MICHAL

Age: 57 years Sex: F

Clinical features: The patient consulted a neurolo-
gist because of headache. During the next three
months a tumour spread rapidly over the whole
right half of her neurocranium, showing vast
skin ulcerations, purulent secretion, massive soft
tissue destruction, and incipient bone involve-
ment.

Diagnosis: Primary cutaneous histiocyte and
neutrophil rich CD30+/CD56+ anaplastic large
cell lymphoma (ALCL).

Follow-up: The immunocompetent patient was
administered  six cycles of chemotherapy
(CHOP), and proceeded to high-dose chemo-
therapy with autologous peripheral blood stem
cell transplantation as a remission consolida-
tion. She has remained in complete remission
for more than six years.

Comment: Primary cutaneous neutrophil-rich
ALCL is very rare. Occurring predominantly on
the head, it is characterized histologically by a
large number of neutrophils which may obscure
the anaplastic or pleomorphic tumour cells. Ini-
tially thought to be associated with HIV infec-
tion, it has also been found in immunocompe-
tent patients. The dramatic presentation with a
rapid growth, purulent discharge (“pyogenic
lymphoma”), widespread tissue destruction, but
an excellent prognosis seems to be typical.

The presented case carries a remarkable com-
bination of clinicopathological features. Clini-
cally, the tumour infiltration was very extensive
and deep. Morphologically, this tumour is not
only rich in neutrophils, but histiocytes prevail
in the background. Angioinvasion and nerve in-
filtration are striking. The neoplastic cells coex-
press CD30 and CD56, a rare feature represent-
ing a dilemma for a precise classification. On im-
munohistochemistry, the majority of neoplastic
cells are also positive for CD7, CD45RO, CDS8,
granzyme B, TIA-1, and perforin, a few tumour
elements express also CD5 and CD43, while
ALK1 kinase, epithelial membrane antigen, Ep-
stein-Barr virus (EBV; LMP), CD57, CD138,
CD20 and CD79a are negative. Using PCR a

monoclonal rearrangement of T-cell receptor
gene gamma and absence of DNA of EBV were
detected.
Fig. 1: A non-ulcerated part of the scalp shows
a vaguely nodular, pale tumour infiltrate in the
dermis with remnants of hair follicles (HE).
Fig. 2: Geographic necroses in deeper parts of
the tumour (HE).
Fig. 3: Few large anaplastic cells, some resem-
bling Reed-Sternberg cells, in a background
of plentiful histiocytes, neutrophils, and
small lymphocytes (HE).
Fig. 4: Histiocytes are the prevailing compo-
nent (CD68).
Fig. 5: CD30+/CD56+ neoplastic cells scat-
tered individually or in small groups: CD30
(a), CD56 (b).
Fig. 6: Invasion of blood vessels (a) and
nerves (b). The neoplastic cells within the
vascular walls and nerves were also
CD30+CD56+ (not shown).
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B Late relapse of primary cutaneous CD30+
anaplastic large cell lymphoma confirmed
by T-cell receptor (TCR) PCR analysis

Y. SANDBERG, A.W. LANGERAK and F. HEULE

Age: 47 years Sex: M

Clinical features: A 47 year-old Mediterranean
man presented in November 1985 with an ulcer-
ating skin tumor on the left cheek. Histopatho-
logical evaluation of a skin biopsy demonstrated
a diffuse infiltrate of large polymorphic lym-
phoid cells, with many mitotic figures and no
epidermotropism. Neoplastic cells were strongly
positive for CD3 and CDS8, and partially CD4+.
Complete regression occurred after local radio-
therapy (20x2 Gy). Patient did not have any
other complaints and dermatological examina-
tion did not demonstrate other skin lesions.

Diagnosis: Primary cutaneous anaplastic large
cell lymphoma.

Follow up: During follow up patient reported
waxing and waning of a few small skin lesions.
Spontaneous regression of these lesions oc-
curred in 2-3 months. At the end of 2003, 18
years after initial diagnosis, patient suffered
from multiple progressive skin lesions. Derma-
tological examination demonstrated multiple
fleshy nodules and erosive hemorrhagic tumors
on the left arm, leg and buttock and partially
regressed lesions on the right leg. Multiple skin
tumor biopsies all showed localizations of an
anaplastic large cell lymphoma. Immunohisto-
chemistry was positive for CD3, CD4, CD8 and
CD30 and negative for ALK-1. Molecular clonal-
ity analysis demonstrated identical monoclonal
TCRB gene rearrangements in current skin
biopsy specimens and in the initial diagnostic
sample, illustrating that the current lesions con-
cern relapses and not secondary or transformed
tumors. Immunohistochemical analysis of origi-
nal biopsy demonstrated large atypical cells,
strongly positive for CD30. Staging did not re-
veal progression to extracutaneous stage of dis-
ease. Skin lesions were successfully treated with
local radiotherapy (10x2 Gy).

Comment: Although it is known that in patients
with primary cutaneous CD30+ anaplastic large
cell lymphoma skin lesions may spontaneously
regress, a full-blown relapse 18 years after initial

diagnosis is extremely rare. This patient illus-
trates the spectrum of clinical features of
CD30+ lymphoproliferative disorders. Although
the CD8/CD30 co-expression is rare and is asso-
ciated with less favorable prognosis, our patient
appeared to be in good condition 19 years after
initial diagnosis.

Fig. 1: Initial diagnosis. Large ulcerating skin
tumor on the left cheek.

Fig. 2: Histology of skin at initial diagnosis.
Diffuse infiltrate of large pleomorphic lym-
phoid cells in the dermis without epidermo-
tropism. HE, microscopic magnification
100X%; inset, high magnification.

Fig. 3: Neoplastic cells are positive for CD8.
Microscopic magnification 200x.

Fig. 4: Relapse. Ulcerating tumor with central
crust on the left leg, surrounded by multiple
fleshy nodules.

Fig. 5: Histology of skin at relapse. Diffuse der-
mal infiltrate of large atypical lymphoid cells
with nuclear pleomorphism. HE, microscopic
magnification 100 x; inset, high magnification.
Fig. 6: The neoplastic cells are strongly positive
for CD30. Microscopic magnification 200 x.
Fig. 7: PCR based GeneScan analysis. Identi-
cal monoclonal TCRB gene rearrangements
were detected in initial diagnostic sample
(skin 1985) and recent skin biopsy specimen
from tumor (skin I 2003) (a) as well as in
skin biopsy from nodule (skin II 2003) Poly-
clonal TCRB gene rearrangements can be iden-
tified in control sample (b).
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B Peripheral (D4+ T-cell lymphoma

with cytotoxic phenotype

A. SEkULIC, M.R. PiTTELKOW and R.H. WEENIG

Age: 53 years Sex: M

Clinical features: Multiple, asymptomatic subcuta-
neous nodules have been present on patient’s
scalp, arms and legs for one year. Some of the
lesions have spontaneously regressed in this
period and only few have minimal associated
ulceration. Staging workup revealed slightly en-
larged lymph nodes in supraclavicular, medias-
tinal, axillary and inguinal areas by CT. PET
scan detected only subcutaneous lesions. Clonal
T-cell population was detected in subcutaneous
nodules (Southern blot) but not in peripheral
blood. Bone marrow was normal. All microbial
cultures were negative.

Diagnosis: Peripheral T-cell

otherwise specified.

lymphoma, not

Follow-up: 15 months into the disease, the pa-
tient remains stable with slow development of
new lesions and spontaneous regression of es-
tablished nodules.

Comment: This is an unusual case of peripheral T-
cell lymphoma that does not fit into existing clas-
sification systems (Massone C et al. 2004 and
Fink-Puches R et al. 2002.). Pleomorphic, medi-
um to large lymphocytes express markers charac-
teristic of both, helper (CD4) and cytotoxic lym-
phocytes (TIA-1). Neoplastic cells are negative
for CD20, CD30, CD56, Alk-1 and EBV. The ab-
sence of staining for CD56 as well as clonal rear-
rangement of T-cell receptor excludes diagnosis
of NK cell lymphoma. This case also lacks char-
acteristic features of panniculitis-like T-cell lym-
phoma including the karyorrhexis, lipotropism

and panniculitis-like pattern. The unusual clini-
cal course of this lymphoma in form of appear-
ing and spontaneously resolving nodules is inter-
esting in light of the cytotoxic profile of CD4+
lymphoma cells.

Fig. 1: Subcutaneous nodules on patient’s legs
(a) and arms (b). Hyperpigmented patches re-
main in areas of spontaneous resolution (c).
Fig. 2: Excisional biopsy of a representative
subcutaneous nodule demonstrates diffuse
lymphohystiocytic infiltrate (a) with large sub-
cutaneous areas of necrosis (b). The infiltrating
lymphocytes are medium to large sized and
demonstrate cytologic atypia (a).

Fig. 3: Expression of CD3 marker is detected
on the majority of infiltrating cells.

Fig. 4: Virtually all infiltrating lymphocytes
express CD4 antigen.

Fig. 5: Only scattered CD8 positive cells are
noted in the tumor infiltrate.

Fig. 6: Antibody to TIA-1 stains majority of
infiltrating cells suggesting a cytotoxic phe-
notype.
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B C(D8+ disseminated small

and medium pleomorphic T-cell lymphoma

with blood involvement

and secondary hemophagocytic syndrome

M. Bagort and J. WECHSLER

Age: 92 years Sex: M

Clinical features: Onset at 90 years and rapid ex-
tension of pruriginous erythematous infiltrated
plaques. The peripheral blood cell counts re-
vealed a white blood cell count of 11,500/mL
with 12% eosinophils, 6% lymphocytes and
20% atypical lymphocytes with irregular nu-
cleus and cytoplasmic inclusions. Phenotypic
analysis of the blood revealed a dominant
CD3+CD8+CD45-CD2-CD5-CD7-CD16-CD56-
population accounting for 72% of circulating
lymphocytes. T-cell-receptor gene analysis
showed an identical dominant clone in skin and
blood. The blood chemistry test showed in-
creased LDH, beta-2 microglobulin and alkaline
phosphatase. No HTLV-1 nor HIV antibodies
were detected.

Diagnosis: Disseminated pleomorphic small and
medium T-cell lymphoma (CD8+).

Follow-up: He was treated with a combination of
local treatment (steroids and chlormethin),
chlorambucil (4 mg/day) and low dose predni-
sone. After 5 months, cutaneous lesions and cir-
culating atypical lymphocytes had disappeared.
One month later, occurred a rapidly fatal hemo-
phagocytic syndrome.

Comment: Although our patient had clinical fea-
tures suggestive of Sézary syndrome, the circu-
lating atypical cells did not have the usual cyto-
logical characteristics of Sézary cells, and the
dense skin lymphocytic infiltrates were mainly
non epidermotropic with numerous interstitial

macrophages. Tumor T lymphocytes expressed
exclusively CD3 and CD8 and were TIA-1+,
Granzyme B-. This patient had a rapidly pro-
gressive CD8+ cutaneous lymphoma with blood
involvement, and a fatal evolution within less
than 6 months.

Fig. 1: Pruriginous erythematous infiltrated
plaques.

Fig. 2: Confluent lesions on thorax and abdo-
men.

Fig. 3: Infiltrated nodules on the arm.

Fig. 4 Dense lymphocytic non epidermo-
tropic infiltrates associated with numerous
macrophages (HE, x100).

Fig. 5: Pleomorphic small and medium T cell
lymphoma. HE, microscopic magnification
400 x.

Fig. 6: CD68+ macrophagic accessory compo-
nent. Microscopic magnification 250X.

Fig. 7. CD8+ lymphocytic infiltrates. Micro-
scopic magnification 100x.

Fig. 8: TIA-1+ lymphocytic infiltrates. Micro-
scopic magnification 250 X.
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B CD8+ cutaneous T-cell lymphoma

with an indolent course

B. LAETSCH, L. SCHARER, G. BURG and R. DUMMER

Age: 40 years Sex: M

Clinical features: The patient presented with ery-
thematous plaques on the inner thighs that pro-
gressed to nodular infiltrations. A biopsy of this
lesions showed small cell T-cell lymphoma, stain-
ing for CD 8 showed positivity. Genomic DNA
was amplified by polymerase chain reaction.
Using primers for Vy1-8 and Jy1/2 a clonal pop-
ulation was detected.

Diagnosis: CD8+ cutaneous T-cell lymphoma.

Follow-up: The patient was initially successfully
treated with PUVA until a relapse after two
years. A local therapy with phosphocholin was
initiated that lead to a remission within 6
month. This therapy was repeated after another
relapse 5 month later and resulted again in a re-
mission. Later the patient was retreated with
PUVA. At the moment the disease is stable with
local steroid therapy.

Staging procedures by lymphnode and ab-
dominal ultrasound as well as chest x-ray never
showed evidence of extracutaneous involvement.

Comment: Cases of CD8+ cutaneous T-cell lym-
phomas with a benign course have been de-
scribed before. It is suggested, that CD8+ does
not necessarily stand for an unfavourable prog-
nosis, even if the cytotoxicity marker TIA 1 is ex-
pressed and suggests cytotoxic T-cell lymphoma.
These lymphomas have to be differentiated from
other cytotoxic lymphoproliferations and show a
nonaggressive clinical behaviour. Therefore they
should not be treated aggressively. A highly vary-
ing clinical behaviour of CD8+ CTCL was ob-
served by other authors. CD8+ CTCL that were
similar to MF, had in general a more rapid dis-
ease progression than CD4+ ME In the case we

describe the favourable course doesn’t require
an aggressive therapy regimen.

Fig. 1: Erythematous to livid, circumscribed
plaques on the left thigh medially.

Fig. 2: Biopsy taken at time of initial diagno-
sis showing a dense infiltrate of small lym-
phocytes in all dermal layers.

Fig. 3: Exocytosis of small lymphocytes with
notched nuclei can be detected at a larger
magnification.

Fig. 4: Biopsies taken 5 years later with simi-
lar histologic findings.

Fig. 5: Lining up of small atypical lymphcytes
in the dermo-epidermal junction zone can be
detected.

Fig. 6: Staining for CD 8 showed positivity of
the tumor cells.
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B Primary cutaneous pleomorphic small/medium-sized
T-cell lymphoma revealed by a plantar callus

G. QUEREUX and B. DRENO

Age: 54 years Sex: M

Clinical features: Isolated hyperkeratosic lesion of
2 cm of diameter, painless, on the heel, onset 2
years before, with an aspect of an ordinary cal-
lus. Central crack appeared as the lesion in-
creased in size. The histology found, under an
hyperkeratosic epidermis a dermal infiltrate
constituted of medium-sized lymphoid elements
with occasional notched nucleus, without epi-
dermotropism; the lymphocytes were CD3+
CD8+ CD30-. The PCR revealed a clonal T-cell
population in the biopsy.

Diagnosis: Primary cutaneous pleomorphic small/
medium-sized T-cell lymphoma (PSMTCL).

Follow-up: CT-scan (chest and abdominal), abdo-
mino-pelvic ultrasonography and bone marrow
biopsy were negative. As the lesion was isolated,
surgical excision was decided. It was supple-
mented with a radiotherapy of 20 Grays due to
some remaining tumoral lesion. Seven months
later the patient was still in complete clinical re-
mission.

Comment: PSMTCL is a rare, recently recognized
type of cutaneous T cell lymphoma (CTCL), re-
presenting about 3% of all primary CTCLs. On-
set ranges from 50 to 60 years of age. Clinically,
PSMTCL is different from the mycosis fongoide
(MF). It is characterized by one or more red-
purple papulo-nodules, tumours often ulcerated,
or deeply infiltrated plaques, on the trunk and
extremities, and by the absence of pruritus and
preexistent lesions.

Histologically, it is characterized by rare epi-
dermotropism, a major dermal infiltrate fre-

quently involving the subcutaneous tissue. This
dense, nodular or diffuse infiltrate, is composed
of lymphoid cells of small to medium-sized
pleomorphic lymphocytes with irregular, but
not cerebriform nuclei. By definition large pleo-
morphic cells are present in less than 30% in
the infiltrate. The majority of tumour cells in
PSMTCL are CD4+, CD8-, with frequent loss of
pan-T antigens. The T-cell receptor gene analy-
sis in the skin confirms the presence of mono-
clonal lymphocytes. According to the few cases
reported in the literature, the prognosis of
PSMTCL seems good.

Our case is interesting because of its clinical
originality: indeed, the hyperkeratosic form of
PSMTLC has never been reported in the litera-
ture.

Fig. 1: Hyperkeratosic lesion on the heel mi-
micking an ordinary callus.
Fig. 2: Closer view of the lesion.
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B Atypical poorly differentiated cutaneous T-cell
lymphoma with an angiocentric growth pattern

B. LAETSscH and R. DUMMER

Age: 41 years Sex: M

Clinical features: Infiltrated and ulcerated circular
skin lesions were for over two years restricted
to the legs. At a later date they spread to arms
and trunk and the patient presented with general-
ized hyperpigmentation, pruritus and multiple
ulcerations as well as generalized alopecia.
Lymph nodes were enlarged. Biopsies of early le-
sions showed lymphocytic vasculitis, later there
was a diffuse infiltrate of medium-sized to large
pleomorphic cells with irregular nuclei. The vast
majority of these cells expressed CD4, but only
about 50% CD3. Genomic DNA was amplified
by polymerase chain reaction using primers for
Vy 1-11 and Jy 1/2 as well as JPy 1/2. Using prim-
ers Vy 10,11 and J1/2 a clonal population was de-
tected in the fourth skin biopsy and in the pe-
ripheral blood. Sequencing revealed the same re-
arrangement of the V10 and J2 segment of the
TCR 7 in the skin biopsy as well as in the blood.

Diagnosis: Atypical poorly differentiated cuta-
neous T-cell lymphoma with an angiocentric
growth pattern.

Follow-up: The patient did not respond to var-
ious therapeutic attempts (CHOP chemotherapy,
topic and systemic steroids, extracorporeal
photopheresis and Interferon-a-therapy) The
disease progressed: with erythroderma, massive
exfoliation and numerous ulcers with a diame-
ter of up to 5 cm on arms and legs. The patient
died very soon.

Comment: Initially the skin lesions were clinically
and histologically diagnosed as vasculitis. Only
later the diagnosis of a T-Cell lymphoma could
have been established histologically and with
the aid of molecular biologic analysis. The tu-
mor cells showed an angiocentric growth pat-
tern but didn’t express CD3 nor CD 56 which is

atypical for this subtype of lymphoma. Few
cases of cutaneous angiocentric lymphomas are
reported without CD56 but with CD3 expres-
sion. Theses patients presented with leg lesions
as first manifestation of the neoplasm as well
similar to our patient. As the early detected neo-
plastic clonal cells in the peripheral blood were of
small cell convoluted type and the neoplastic in-
filtrating cell in the skin biopsy where large cell
blastoid cells that expressed only the panleuko-
cyte marker CD45R0, we assume that there was
a transformation into a more undifferentiated
and aggressive lymphoma type.

Fig. 1: Multiple ulcerations on the trunk.

Fig. 2: Closer view of the lesions on the leg.
Fig. 3: Diffuse, dense infiltrate in all dermal
layers.The infiltrate is perivascularly accentu-
ated. Microscopic magnification 250 .

Fig. 4: The infiltrate consists of granulocytes,
histiocytes and large blastoid cell. Focally
atypical mitoses can be seen. Microscopic
magnification 400 Xx.

Fig. 5: CD3 staining. About 50% of the tu-
mour cells show positivity. Microscopic mag-
nification 250x.
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B Angiocentric non-Hodgkin’s lymphoma of the leg

G.S. Woop and M. A. HINSHAW

Age: 30 years Sex: F

Clinical Features: Eleven-year history of a large,
progessive ulceration of the right lower extremi-
ty. A smaller but similar lesion on the left ankle
was excised approximately 15 years prior. No
clinical follow-up from that lesion was done.

Diagnosis: Angiocentric non-Hodgkin’s lympho-
ma of the leg.

Follow-up: Required above-knee amputation for
refractory disease.

Comment: Angiocentric lymphoma is a CD30-
negative non-mycosis fungoides primary cuta-
neous T-cell lymphoma according to the EORTC
classification system. Typical presentation is
with nodules and plaques often on the lower ex-
tremities that may ulcerate. Systemic symptoms
such as fever malaise, and weight loss are not
uncommon. Further classifying these lympho-
mas has not correlated with prognosis. Clonal
rearrangements of T-cell receptor genes are
present in a subset of cases. In our patient,
multiple fungal, bacterial, and atypical myco-
bacterial cultures were negative. PPD and HIV
tests were negative. Chest, abdomen, and pelvic
computerized tomogaphy did not show evidence
of systemic involvement.

The infiltrate is composed of pleomorphic
lymphocytes with large, irregularly shaped, den-
sely chromatic nuclei. Cytology may be either
large or small/medium lymphocytes. Epidermo-
tropism may or may not be present. An angio-
centric lymphoid infiltrate may extend into the
subcutaneous fat or occasionally have a peri-ad-
nexal distribution with adnexal destruction. In
general, scattered plasma cells and histiocytes,
with occasional granulomas are typical. Charac-
teristic findings include lymphocytic vasculitis
with endothelial swelling, fibrin deposition in
vascular wall and lumina, and an onion skin-like
proliferation of the vascular wall. Our patient’s T-
cell infiltrate was CD2+, CD4+ and variably defi-
cient in CD3, CD5 and CD7. PCR/DGGE was
polyclonal.

The clinical course is marked by dissemina-
tion with hepatosplenomegaly and bone marrow
involvement. Interestingly, peripheral lymph

nodes are usually spared, especially in early
stages of the disease. Our patient’s case is un-
usual due to the prolonged disease course and
lack of systemic involvement.

Treatment may include multi-agent che-
motherapy with or without prednisone, interfer-
on-alpha (IFNa), and external beam radiation
therapy. Unfortunately, our patient’s disease was
refractory to each of these treatments. She re-
quired above-knee amputation for progressive
disease but is currently free of lymphoma.

Fig. 1: Right lateral leg showing chronic ul-
ceration and scar.

Fig. 2: Ulcerated tumor in various stages of
evolution.

Fig. 3: A pan-dermal, pleomorphic, lympho-
cytic infiltrate is angiocentric and extends
into the subcutaneous tissue.

Fig. 4: The angiocentric, angiodestructive na-
ture of the tumor is depicted here.

Fig. 5: Pleomorphic tumor cells with numer-
ous mitoses in this high power field.

Fig. 6: a Semi-serial sections showing a high
proportion of CD2+ cells. b CD5 stains a
smaller proportion of these cells.
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B y/0 cutaneous T-cell lymphoma

R.H. WEENIG and L.E. GIBSON

Age: 63 years Sex: M

Clinical Features: Six-month history of multiple
purple indurated papules and subcutaneous
nodules involving the thighs, trunk and fore-
head, and an edematous ulcerated left leg. Stag-
ing work-up was negative.

TCR gene analysis: T-cell clone detected using
Southern-Blot analysis (Eco R-1 digest of J-re-
gion of gamma-chain).

Diagnosis: Primary cutaneous /0 T-cell lympho-
ma.

Follow-up: The patient died 17 months after diag-
nosis, cause of death unknown.

Comment: Gamma/delta cutaneous T-cell lym-
phoma (GDCTCL) has been considered by
many to be a variant of subcutaneous pannicu-
litis-like T-cell lymphoma (SPTCL). Recent work
(Massone et al. 2004 and Toro et al. 2003) sug-
gests that GDCTCL is a distinct clinicopatholo-
gic entity based on phenotypic differences and
an aggressive clinical course. GDCTCL usually
is associated with dermal and/or epidermal in-
volvement by neoplastic lymphocytes in addi-
tion to the subcutaneous involvement typified
by SPTCL. The immunophenotype of the neo-
plastic lymphocytes in cases of GDCTCL are as
follows: positive for CD2, CD3, TIA-1, and
Granzyme B; variably positive for CD5, CD7,
and CD56; and negative for CD4, CD8, and BF-
1. Distinction from nasal type extranodal NK/T-

cell lymphoma is made by identification of a
CD3-surface expression and a positive T-cell re-
ceptor gene rearrangement in GDCTCL.

Fig. 1: Patchy nodular dermal and diffuse lob-
ular pannicular lymphoid infiltrate. Micro-
scopic magnification 25X.

Fig. 2: Diffuse lobular lymphoid infiltrate. Mi-
croscopic magnification 50 X.

Fig. 3: Small - medium sized pleomorphic
lymphoid cells. Microscopic magnification
400 .

Fig. 4 CD2 positive staining. Microscopic
magnification 100X.
Fig. 5: CD3 positive staining. Microscopic
magnification 100x.
Fig. 6: CD8 negative staining. Microscopic
magnification 200x.
Fig. 7. BF-1 negative staining. Microscopic

magnification 100x.
Fig. 8: Granzyme-B positive staining. Micro-
scopic magnification 100x.
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B Epidermotropic and subcutaneous /6 T-cell lymphoma

L. CErrONI and H. KErRL

Age: 34 years Sex: M

Clinical features: Multiple reddish, partly infil-
trated, partly slightly erosive plaques and subcu-
taneous tumors on the trunk and extremities
with involvement of the conjunctiva and of the
oral mucosa. The skin lesions were present for
the last 2 months. The patient had also general
symptoms (fever, malaise).

Diagnosis: Cutaneous y/0 T-cell lymphoma with
epidermotropic and subcutaneous involvement.

Follow-up: The patient died within a few weeks.

Comment: Cutaneous /0 T-cell lymphoma is a
rare subtype of the cutaneous T-cell lymphomas
(CTCLs) with aggressive behaviour and poor
prognosis. Distinction between primary and sec-
ondary cutaneous involvement in these cases is of
limited importance, and bears little, if any, prog-
nostic value. Cutaneous lesions are characterized
by involvement of the epidermis with marked
epidermotropism and/or of the subcutaneous fat
tissue, simulating the picture of mycosis fun-
goides and of subcutaneous T-cell lymphoma, re-
spectively. Most patients will show both patterns
either at the same time (even in the same biopsy)
or in biopsies taken at different times. Differen-
tiation from subcutaneous T-cell lymphoma can
be achieved upon careful phenotypic investiga-
tions: subcutaneous T-cell lymphoma is charac-
terized by a y/d-, CD8+ phenotype of neoplastic
cells, in contrast to the y/d+phenotype of cuta-
neous y/0 T-cell lymphoma. Differentiation from
mycosis fungoides can be achieved only upon
correlation with the clinical features: in fact, cuta-
neous T-cell lymphoma shows ulcerated plaques

and tumors at onset, whereas mycosis fungoides
slowly progresses over years or decades through
the well-known patch-, plaque- and tumor-
stages. In many instances patients with cuta-
neous /0 T-cell lymphoma present clinical fea-
tures of haemophagocytic syndrome, which is of-
ten the cause of death in these patients.

Fig. 1: Multiple reddish, partly subcutaneous,
partly erosive plaques and tumors on the
trunk.

Fig. 2: Histopathologic features of two biop-
sies taken at different sites on the same day.
Superficial infiltrate with marked epidermo-
tropism (a) and prominent infiltrate of the
subcutaneous fat tissues (b).

Fig. 3: Detail of the superficial infiltrate with
marked epidermotropism.

Fig. 4: Positivity of neoplastic cells for CD56.
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B Cutaneous T-cell lymphoma presenting
as reticular erythematous mucinosis

J.M. TWERSKY and D.F. MUTASIM

CASE a

Age: 66 years Sex: M

Clinical features: A 66-year-old white man pre-
sented with a six-month history of an asympto-
matic reticulated erythematous macular erup-
tion on the back and chest that was clinically con-
sistent with reticular erythematous mucinosis
(REM). Histologic examination revealed a mild
to moderate superficial perivascular and perifolli-
cular lymphocytic infiltrate with epidermotrop-
ism of single and grouped lymphocytes. The lym-
phocytic infiltrate was insufficient to perform
immunophenotyping on the specimen. A leuko-
cyte dehydrogenase level and a complete blood
count with differential were within normal lim-
its. HTLV-1 antibody testing was negative. A
blood smear preparation revealed that 24% of
the circulating lymphocytes had convoluted nu-
clei. PCR analysis revealed a monoclonal T-cell
receptor gamma gene rearrangement in the pa-
tient’s blood, indicating the presence of a circu-
lating monoclonal T-cell population. Flow cyto-
metric analysis of bone marrow aspirate and
biopsy material were unremarkable. CT scan of
the chest, abdomen and pelvis was negative.

Diagnosis: Cutaneous T-cell lymphoma, mycosis
fungoides (MF) type, mimicking reticular er-
ythematous mucinosis.

Follow-up: The patient’s condition remained un-
changed at 18 months after presentation.

Comment: The above case of CTCL clinically
simulated REM, a novel clinical presentation of
CTCL. Involvement of extracutaneous sites

(within six months) occurred early. This obser-
vation suggests that the atypical presentation of
CTCL mimicking REM may be more aggressive
than typical patch-stage disease in which mor-
tality is not significantly different from matched
controls.

This variant of CTCL clinically mimicking
REM should be added to the multiple clinical pre-
sentations already reported. This clinical presen-
tation of CTCL emphasizes the protean manifes-
tations of the disease and the need for careful
clinical observation and appropriate histologic
analysis of cases suspected of having REM. Pa-
tients with CTCL simulating REM should be care-
fully evaluated at presentation for extracutaneous
disease and should be closely monitored for more
rapid progression to systemic involvement.

Fig. 1: Reticulated, smooth, erythematous
patches over the upper back and neck.

Fig. 2: Closer view of figure 1.

Fig. 3: Increased amount of mucin in the der-
mis. Inset with epidermotropic infiltrate.
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CASE b

Age: 50 years Sex: M

Clinical features: Mildly pruritic, reticulated er-
ythematous smooth patches that worsened in
the summer on the chest, back, arms and face
first appeared in 1994 at 48 years of age. Based
on clinicopathologic correlation, a diagnosis of
reticular erythematous mucinosis (REM) was
made.

The patient was unresponsive to therapy in-
cluding mid-potency steroid ointments, UVB,
and hydroxychloroquine over a subsequent
three-year period. Repeat histologic examina-
tion revealed findings of CTCL. At this time,
immunophenotyping of the infiltrate revealed
80-90% of the lymphocytes to be CD4+ with an
elevated CD4/CD8 ratio (14.5, normal 2:1) and
marked loss of CD7 staining (less than 10%
CD7+). White blood cell count was normal
(8,400/ml) with 54% lymphocytes. No clonality
was found in the circulating lymphocytes by T-
cell receptor gene rearrangement. Antibodies to
HTLV-1 were not detected. CT scans of chest,
abdomen, and pelvis revealed no systemic in-
volvement. The patient’s disease continued to
progress.

At age 56, repeat evaluation revealed a leuko-
cytosis of 17,900/ml with 67% lymphocytes and
15% atypical lymphocytes with convoluted nu-
clei. Flow cytometry studies of peripheral blood
and bone marrow aspirate revealed a homoge-
neous population of CD4+, CD7-, and CD29+
lymphocytes in both specimens. The CD4/CD8
ratio was markedly elevated (18:1 in the periph-
eral blood and 14.5 in the bone marrow). LDH
level was normal and CT scans of the chest, ab-
domen and pelvis were unremarkable.

Diagnosis: Stage IVB cutaneous CD4+ T-cell lym-
phoma (CTCL) which initially mimicked reticu-
lar erythematous mucinosis.

Follow-up: After two years of successful control
using mid-potency corticosteroid ointments,
prednisone and chlorambucil, the patient's dis-
ease progressed to plaques and tumors. Multiple
therapies were ineffective, including topical me-
chlorethamine, photochemotherapy, methotrex-
ate, gemcitabine, intravenous pentostatin, and to-
tal skin electron beam radiation followed by oral
bexarotene. Eight years after initial presentation,
the patient developed a rapidly declining course
with erythroderma, respiratory failure, dissemi-

Cutaneous T-cell lymphoma presenting as reticular erythematous mucinosis

nated intravascular coagulation, and acute renal
failure eventuating in death due to multiorgan
failure.

Comment: CTCL clinically simulating REM is
rare, but it may have a more progressive course.
This patient was treated for REM unsuccessfully
for three years before studies revealed a diagno-
sis of CTCL which eventually had a fatal course.
Of note, the peripheral blood gene rearrange-
ment studies revealed no monoclonal popula-
tion, even when repeated in the advanced stage.
False negative results may occur due to sample
size, sampling error, and other technical limita-
tions.

Based on the early involvement of extracuta-
neous sites (within six years) and the fatal out-
come within eight years of initial presentation,
the course of this patient is more aggressive
than would be predicted by the presentation
with patch-stage disease. Additionally, the lack
of response to multiple topical and systemic
lymphoma therapies suggests a more resistant
form of CTCL. These observations suggest that
the atypical presentation of CTCL mimicking
REM may be more aggressive than typical
patch-stage disease in which mortality is not
significantly different from matched controls.

Fig. 1: Reticulated, smooth, erythematous
patches over the upper chest and neck (a).
Closer view of Figure 1a (b).

Fig. 2: There were several Pautrier’s microabs-
cesses containing hyperchromatic lympho-
cytes with halos and a dense superficial
lymphocytic infiltrate, characteristic of MF
HE, microscopic magnification 150X).

Fig. 3: Indurated plaques in a generalized dis-
tribution (a). Closer view of Figure 3a (b).
Fig. 4: Centrally ulcerated tumor on the left
thigh.

Fig. 5: Erythroderma.
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B Nasal NK-cell lymphoma preceded by a puffy eyelid
and swollen cheek due to intramuscular infiltration
of Epstein-Barr virus-infected cells

K. IwaTsukI and M. OHTSUKA

Age: 16 years Sex: M

Clinical features: The patient had repetitive swel-
ling of the right cheek since 10 years old, which
resolved spontaneously. At the age of 16 years,
asymptomatic puffy swelling occurred on the
left eyelid associated with the right cheek swel-
ling. No systemic symptoms or other cutaneous
manifestations were observed. The following
laboratory test results were normal or negative:
complete blood cell counts, blood chemistry,
and urinalysis. The percentages of NK cells
(CD2+/56+) in the peripheral blood ranged
from 14-16%. The antibody titers to EB virus
were as follows: anti-VCA IgG, 1:1280; anti-
VCA IgA, 1:80; anti-EA IgG, 1:640; anti-EA
IgA, 1:40; and anti-EBNA, 1:20. Intramuscular
infiltration of NK/T cells together with a consid-
erable number of EBER-positive cells was pres-
ent in the eyelid and cheek.

Diagnosis: EB virus-associated NK cell lympho-
proliferative disorder with malignant potential.

Follow-up: He was treated with IFN-y 2 million
units intravenously five times per week, but the
swelling of the eyelid and cheek was not re-
solved. Two years later, he presented with nasal
obstruction and fever. Biopsy specimens from
the nasal cavity showed the feature of nasal
lymphoma with infiltration of tumor cells posi-
tive for CD3¢, CD56, TIA-1 and granzyme B,
and negative for CD4, CD8, and CD20. His hard
and soft palates were perforated due to the infil-
tration of the tumor cells. Despite the polyche-
motherapy followed by autologous peripheral
blood stem cell transplantation, he died of the
progression of the illness.

Comment: The patient had persistent but non-
progressive swelling of the eyelid and cheek
with the infiltration of NK/T cells carrying a la-
tent EB virus infection for at least 9 years. A

puffy eyelid or cheek swelling might be a
unique cutaneous manifestation preceded by the
occurrence of overt EB virus-associated NK/T
cell lymphomas. In addition to the diagnostic
tests such as the detection of EBV-infected NK/
T cells and the measurement of anti-EB virus
antibody titers, the monitoring of EBV DNA
load in the blood might be useful to predict the
progression of nasal NK cell lymphoma.

Fig. 1: Swelling of the left eyelid at the age of
16 (the same patient described in Br J Der-
matol 1999, Ohtsuka M et al).

Fig. 2: Swelling of the right cheek at the age
of 16.

Fig. 3: Lymphocytic infiltration into the mus-
cle (buccinator muscle).

Fig. 4: Medium-sized lymphoid cells are pres-
ent between muscle bundles.

Fig. 5: A considerable number of EB virus-en-
coded small nuclear RNA (EBER)-positive
cells are present in the infiltrates.

Fig. 6: CD56-positive cells are infiltrated.

Fig. 7: Cells expressing cytotoxic molecules are
present in the infiltrates (Fig.: Granzyme B).
Fig. 8: The soft and hard palates are perfo-
rated due to the infiltration of the tumor
cells.

Fig. 9: An infiltrative shadow is observed in
the right maxillary sinus.
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B Epstein-Barr virus-associated lymphoma mimicking
hydroa vacciniforme: Final diagnosis

of a case reported in 1986

T. OoNo

Age: 16 years Sex: M

Clinical features: At the age of 6 years, he began to
have recurrent vesicles on the sun-exposed areas
in summer. At the age of 14 years, recurrent ede-
ma of the face began to develop. After admission,
he developed headache, general malaise and
high-fever. Cervical lymph nodes were swollen.
Histopathological findings of a vesicle were com-
patible with hydroa vacciniforme (HV). A cervi-
cal lymph node specimen showed destruction
of original architecture with infiltration of atypi-
cal lymphocytes with numerous mitoses. The pa-
tient was diagnosed as having HV and malignant
lymphoma in 1986.

Diagnosis: Coexistence of HV and malignant lym-
phoma (T cell).

Follow-up: The patient had been treated with oral
prednisolone with a beneficial effect. At the age
of 18 years, however, liver function rapidly exa-
cerbated, and CHOP therapy was performed.
The laboratory findings indicated those of hemo-
phagocytosis, showing aspartate aminotransfer-
ase; 66 IU/L (normal; 9 to 27 IU/L), alanine ami-
notransferase; 45 IU/L(normal; 6 to 37 IU/L), se-
rum lactic dehydrogenase; 1418 IU/L (normal;
111 to 377IU/L), a red blood cell count;
4.72x10%/ul, a white blood cell count; 1.8x10%/
ul, a platelet count; 64x10°/pl. The patient died
of disseminated actinomycosis. Autopsy findings
revealed fatal hemophagocytosis in lymph nodes,
spleen, bone marrow and liver.

Comment: The role of Epstein-Barr virus (EBV)
in the pathogenesis of HV is recently elucidated.
Twenty years after the initial diagnosis, we had
an opportunity to perform in situ hybridization

using probes for EBV-encoded small nuclear
RNA (EBER) on his paraffin-embedded sam-
ples. Numerous EBER (+) cells were found in
the skin lesions. Our case previously reported
as HV and malignant lymphoma in 1986 was fi-
nally diagnosed as EBV-associated NK/T cell
lymphoprolifelative disorder.

Fig. 1: Edematous face with induration (a),
vesicles, ulcers and crusts on dorsa of hands
(b), ulcer and scar on ear lobe (c). Necrotic
epidermis and dense cell infiltrate in deep
dermis (x10, d). High magnification of Fig.
D. Atypical lymphoid cells in deep dermis
and fatty tissue (X200, e). Destruction of the
original architecture. Infiltration of histiocy-
tic cells and atypical lymphocytes. (X400,
Cervical lymph node, f). Autopsy findings.
Actinomycosis in lung (g), hemophagocytosis
in bone marrow (h) and liver (i). Numerous
EBER(+) cells infiltrated in dermis (j) under
vesicle (ISH, k).
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B Epstein-Barr virus-positive blastoid NK-cell lymphoma

T. SALE, G.S. WoobD and B.]. LONGLEY

Age: 77 years Sex: F

Clinical features: A 77-year-old female presented
with rapidly growing violaceous plaques on her
scalp, face, trunk, and upper extremities. She
had no nasopharyngeal lesions and no palpable
lymphadenopathy. Histopathologic examination
demonstrated dermal aggregates of large cells
with hyperchromatic and angulated nuclei
which varied in size and shape. The aggregates
followed vascular, neural, and adnexal struc-
tures and invaded arrector pili muscles. Tumor
cells stained positive for CD56, CD45, CD31,
and EBER. Negative staining was seen for CDla,
CD3, CD5, CD20, CD21, CD30, CD34, CDe68,
CD117, myeloperoxidase, S-100 protein, and
TIA-l. Bone marrow analysis was additionally
positive for CD38 and negative for CD8 and
TdT. CT scan of the chest, abdomen, and pelvis
demonstrated mild axillary lymphadenopathy
and marked splenomegaly.

Diagnosis: Blastoid NK-cell lymphoma.

Follow-up: Chemotherapy was initiated with pen-
tostatin. Initial improvement was seen with the
first dose but growth of tumors resumed after
the second dose. Pentostatin was discontinued.
Weekly gemcytabine was begun with significant
improvement by week three of therapy and reso-
lution of all but one visible skin lesion by the
third month of treatment. One month later, the
patient missed two doses of gemcytabine due to
thrombocytopenia and soon after her disease re-
lapsed.

Comment: Blastoid Natural killer (NK)-cell lym-
phoma is one of the four subtypes of NK-cell
lymphoma recognized by the World Health Or-
ganization 2001 classification scheme. Unlike
nasal and nasal-type NK/T cell lymphomas,
blastoid NK-cell lymphoma generally presents
in non-Asian populations. Development of
bruise-like or petechial skin lesions occurs
along with involvement of bone marrow, lymph

nodes, and peripheral blood. Immunostaining is
positive for CD56 and CD4 and negative for
CD57, surface CD3, and markers of cytotoxic
molecules. Histopathology demonstrates medi-
um- and large-sized cells with a blastic mor-
phology, inconspicuous cytoplasmic granules,
absence of angiodestruction, and no zonal ne-
crosis. Most cases of blastoid NK-cell lympho-
ma have been described as Epstein-Barr virus
(EBV) negative. Similar to our case, a recent re-
port by Ling et al. describes an Epstein-Barr
virus-positive blastoid NK-cell lymphoma in a
Caucasian. Prognosis in blastoid NK-cell lym-
phoma is poor. Reports of therapy with single-
and multi-agent chemotherapeutic regimens as
well as allogeneic stem cell transplantation have
been described.

Fig. 1: Violaceous nodules present on the
face.

Fig. 2: Scattered violaceous and petechial le-
sions on the trunk.

Fig. 3: Dense dermal infiltrate with grenz
zone, H & E x2.

Fig. 4: H & E x60.

Fig. 5: CD56 staining.

Fig. 6: CD45 staining.

Fig. 7: CD31 staining.
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Cutaneous Marginal Zone B-cell Lymphoma

(MALT Type)

B Primary cutaneous marginal zone B-cell lymphoma
with secondary anetoderma in a patient

with Sjogren’s syndrome

M. H. VERMEER, J. HOEFNAGEL, P.M. JANSEN, C.]J.L.M. MEIJER and R. WILLEMZE

Age: 49 years Sex: F

Clinical features: The patient presented with a
three-year history of an increasing number of
well-circumscribed, firm and erythematous pla-
ques and nodules on the trunk that resolved
spontaneously leaving skin-colored to lightly
pigmented atrophic areas.

Fourteen years earlier she was diagnosed
with Sjogren’s syndrome. Histology from an en-
larged parotid gland showed a diffuse prolifera-
tion of B-cells, but no signs of malignant trans-
formation. Borrelia serology was negative and
protein electrophoresis was normal.

Diagnosis: Primary cutaneous marginal zone B-
cell lymphoma with secondary anetoderma in a
patient with Sjégren’s syndrome.

Follow-up: Because the patient had no complaints
of the skin lesions no therapy was started. Dur-
ing follow up a small number of new erythema-
tous nodules appeared, some of which have re-
solved spontaneously leaving clinical anetoder-
ma. The swelling in the parotid gland resolved
spontaneously.

Comment: Anetoderma is a circumscribed area
of slack skin with loss of dermal substance on
palpation due to a localized loss in elastic tis-
sue. Primary anetoderma is defined as cases
where no underlying associated disease can be
identified. Secondary anetoderma is seen in in-
flammatory cutaneous diseases including dis-
coid and systemic lupus erythematosus, anti-
phospholipid syndrome, acne, Wells syndrome
and cutaneous infections such as herpes zoster,
borreliosis, human immunodeficiency virus and
syphilis. Skin neoplasms including pilomatrico-
ma and B-cell lymphomas are less common
causes of anetoderma.

This patient illustrates the association of cu-
taneous B-cell lymphoproliferative disease and
anetoderma. One previous report regarded a
64-year-old man with Sjogren’s syndrome who
developed anetodermic lesions associated with a
cutaneous plasmacytoma and a 32-year old man

with anetodermic lesions associated with B-cell
cutaneous hyperplasia. In two recent reports a
total of four patients were presented with aneto-
derma associated with immunocytoma (two pa-
tients), marginal zone B-cell lymphoma (one
patient) and post-transplant B-cell lymphoproli-
ferative disorder (one patient).

Anetoderma without detectable, underlying
skin disease has been described in two patients
with Sjogren’s which may illustrate that patients
with Sjogren’s disease have an increased pro-
pensity for elastic tissue loss.

Fig. 1: An erythematous nodule on the abdo-
men.

Fig. 2: Flaccid hanging nodule on the back
after resolution of erythematous nodule.

Fig. 3: Secondary anetoderma on the abdo-
men after resolution of erythematous nodule.
Fig. 4: Heavy lymphoid infiltrate extending to
the deep reticular dermis.

Fig. 5: Perivascular infiltrate containing lym-
phocytes and plasma cells in the papillary
dermis.

Fig. 6: Plasmacytoid cells stained strongly for
kappa but not for lambda.

Fig. 7: Elastin Verhoeff-van Gieson’s stain de-
monstrates loss and fragmentation of dermal
elastic tissue fibers.
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B Follicular lymphoma

with follicular dendritic cell overgrowth

D.V. Kazakov, L. Boupova and M. MICHAL

Age: 87 years Sex: F

Clinical features: The patient presented with an
asymptomatic, subcutaneous nodule 2.5 cm in
diameter located on her breast. The lesion was
surgically excised. Clinical investigation re-
vealed diffuse signet ring-cell carcinoma of the
stomach and adenocarcinoma of the colon. No
extracutaneous lymphoma was found.

Diagnosis: Follicular lymphoma of the skin and
subcutis with a prominent follicular dendritic
cell proliferation.

Follow-up: The patient was considered inoperable
and died 8 months later. No autopsy was per-
formed.

Comment: The most striking feature of the lesion
is the extensive proliferation of follicular dendri-
tic cells (FDC) which masked the lymphoma by
obscuring a typical follicular growth pattern. In
follicular lymphoma, meshworks of FDC are con-
stantly present in the neoplastic follicles and may
also be noted outside them as small, delicate is-
lands. Cases of follicular lymphoma in which
FDC outnumber lymphoma cells are extremely
rare. FDC are mainly considered to be reactive
in follicular lymphoma, although the possibility
that they represent a part of the neoplastic clone
has been entertained. The indirect proof of the
reactive nature of the FDC proliferation in our
case is the sharp circumscription of the lesion.
Such a prominent FDC overgrowth may be due
to costimulatory interactions between FDC and
germinal center cells. Main differential diag-
noses included FDC tumor/sarcoma and the
“stroma-rich” variant of the hyaline-vascular
type of Castleman disease.

Fig. 1: A striking pallor of the lesion that is
predominantly composed of follicular dendri-
tic cells arranged in fascicles, whorls, and
round islands.

Fig. 2: Follicular dendritic cells with large elon-
gated or oval pale nuclei with fine chromatin,

small distinct nucleoli and a delicate nuclear
membrane. The cytoplasm is ample and pale
to faintly eosinophilic, with indistinct cellular
borders.

Fig. 3: Follicular dendritic cells are intimately
intermingled with centroblasts and centro-
cytes, some of which are slightly pleo-
morphic (Giemsa staining). This close asso-
ciation of the lymphoma cells with follicular
dendritic cells was seen throughout the whole
lesion. Nowhere in the lesion was there an in-
dependently growing lymphoma or a follicu-
lar dendritic cell tumor. Neither follicular
dendritic cells nor lymphoma cells sprinkled
over the sharp margin of the tumoral mass.
Fig. 4: A follicular growth pattern was mainly
seen at the periphery of the lesion.

Fig. 5: A close-up view of the lymphoid folli-
cle depicted in Fig. 4: note the predominance
of follicular dendritic cells in the germinal
center and a reduced mantle zone.

Fig. 6: Follicular dendritic cells are stained
with CD35. Germinal center cells were immu-
noreactive for CD10, CD20, CD79a, and bcl-6
(not shown).
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B Diffuse large B-cell ymphoma with cutaneous

and ocular involvement

W. KEMPFE, PH. GOLLING, B. CHRISTEN, M. MESSMER, S. MICHAELIS, G. BURG and R. DUMMER

Age: 67 years Sex: F

Clinical features: The patient suffered since 1 year
from a slowly enlarging, gyrated and erythema-
tous infiltration on the left arm. No B-symp-
toms, no hepatosplenomegaly or lymphadenopa-
thy were present and bone marrow biopsy
showed normal findings. Staging did not reveal
extracutaneous involvement except for pseudo-
phakia and infiltration of the vitreal body of
both eyes. MRI did not reveal any involvement
of central nervous system by lymphoma. Vitrect-
omy on the right eye and cytologic analysis dem-
onstrated infiltration by atypical lymphoid cells
similar to the tumor cells found in the skin
biopsy. Genotyping of cutaneous lymphoma by
Southern blot analysis was not conclusive for
rearrangement of Ig heavy chain genes. The
t(14;18) translocation was not found and serol-
ogy for Borrelia was negative.

Diagnosis: Diffuse large B-cell lymphoma with
cutaneous and ocular involvement.

Follow-up: Radiotherapy (2200 cGy) led to com-
plete regression of the cutaneous tumor. The
ocular involvement was not treated, since the
patient did not experience visual impairment.
Two months after radiotherapy, local recurrence
of cutaneous lymphoma was observed. Systemic
interferon alpha 2 a (3 Mio IU three times
weekly subcutaneously) and radiotherapy (up to
4600 cGy) was initiated.

Comment: Cutaneous diffuse large B-cell lympho-
ma (DLBCL) occurs mostly on the legs of el-
derly women and shows histologically diffuse,
cohesive infiltrates of large B-cells with round
nuclei and prominent nucleoli resembling cen-
troblasts and immunoblasts. In our patient, the
tumor was located on the left arm and histolog-
ically composed of large B-cells scattered or ar-
ranged in small clusters in a background infil-
trate of numerous small CD3+ T-cells. The tu-
mor cells expressed bcl-6 and bcl-2. Based on
these features, this lymphoma belongs to the
group of “DLBCL, others” according to the

WHO/EORTC classification. In regard to the
histologic pattern, the lesion has features of a
cutaneous T-cell rich B-cell lymphoma. Simulta-
neous involvement of the skin and ocular struc-
tures have not been reported so far in DLBCL.
The ocular involvement raises the question
whether this tumor represents in fact a primary
cutaneous B-cell lymphoma with ocular involve-
ment or an ocular lymphoma with cutaneous
involvement.

Fig. 1: Gyrated and erythematous infiltrated
skin lesions on the left arm.

Fig. 2: Dense confluent lymphocytic infiltra-
tion of the entire dermis. HE, microscopic
magnification 25Xx.

Fig. 3: Large lymphoid tumor cells are pres-
ent scattered or arranged in small clusters,
embedded in a background of numerous
small lymphocytes (a) and detail (b).

Fig. 4. The large tumor cells express CD20
and represent centroblast and immunoblast-
like B-cells.

Fig. 5: Expression of bcl-2 by the tumor cells.
Fig. 6: Tumor cells from ocular involvement
(cytologic preparation of vitrectomy speci-
men).
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B EBV-positive cutaneous B-cell lymphoproliferative

disease after imatinib mesylate (Glivec)
M. W. BEKKENK, M.H. VERMEER, C.].L.M. MEIJER, P. M. JANSEN, J. M. MIDDELDORP,

S.]J.C. STEVENS and R. WILLEMZE

Age: 70 years Sex: F

Clinical features: This patient was reffered from
the hematology department, where she was
known with a chronic myeloid leukemia (CML).
She was previously treated with 1000 mg
hydroxyurea twice daily, resulting in stable dis-
ease. However, upon development of a leg ulcer,
hydroxyurea was discontinued and ambulant
compression therapy in combination with
2%200 mg/d pentoxyfilline (PTX) and 100 mg/d
ascal was initiated. Her CML progressed, and
500 mg/d imatinib mesylate was started. Subse-
quently, her leukocyte count decreased from
9.9x10°/L before treatment to 1.3x 109/L after
2 months of treatment. Shortly after starting
imatinib mesylate she noticed a rapidly grow-
ing, ulcerating tumor on her head. A biopsy
showed a diffuse proliferation of large, atypical,
immunoblastic B cells that strongly expressed
CD79a and CD30 and were monotypic immuno-
globulin G (IgG) lambda-positive. Most large
atypical cells stained positive for EBV-encoded
RNA1 (EBER-1), mRNAs, and latent membrane
protein 1 (LMP-1) and EBV nuclear antigen 1
(EBNAL1) proteins, whereas focal expression was
found for BamHI fragment Z left frame 1
(BZLF1). There was no expression for EBV early
antigen (EA), EBV viral capsid antigen (VCA),
and membrane antigen (MA). RNA in situ hy-
bridization showed expression of EBER-1 and
EBER-2. An immunoblot assay and synthetic
peptide ELISA test demonstrated a strong IgG
response against VCA (p18 - p40) and the lytic
switch protein Zebra. There was a high IgA re-
sponse against VCA (P18), without significant
reactivity to other EBV antigens. Combined,
these findings are consistent with EBV-related
lymphoproliferation due to EBV reactivation
and persistent EBV replication. Staging proce-
dures were negative.

Diagnosis: EBV-positive cutaneous B-cell lympho-
proliterative disease after imatinib mesylate
(Glivec).

Follow-up: The dose of the imatinib mesylate was
lowered to 400 mg/d. This resulted in a rise in
the patient’s leukocyte count to 2.8x10°/L and
spontaneous resolution of the tumor.

Comment: EBV-associated lymphoid prolifera-
tions are a heterogeneous group of lymphopro-
liferative diseases occurring in the setting of
immunosuppression in which the level of T-cell
depletion is considered to be one of the most
important risk factors. Primary cutaneous EBV-
associated B-cell lymphoproliferative disease
generally has a good prognosis, and after recov-
ery of the immunocompromised status a spon-
taneous remission often is observed. The spon-
taneous remission of the tumor after restoration
of the leukocyte count in the presented patient
is in line with these observations. Early recogni-
tion of EBV-related posttransplantation lympho-
proliferative disease is crucial, because in these
early phases restoration of immunosuppression
may still result in disappearance of the lesions.
In later stages, when a frank lymphoma devel-
ops, treatment is more difficult and the prog-
nosis is not as good.

Fig. 1: Ulcerating tumor on the scalp (a) and
spontaneous resolution after lowering dosage
of imatinib mesylate (b).

Fig. 2: Diffuse proliferation of large atypical
blasts.
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B B-cell chronic lymphocytic leukemia
revealed by an erythroderma

G. QuEREUX and B. DRENO

Age: 70 years Sex: M

Clinical features: Polymorphic papular rash with
annular lesions on the trunk and erythematous
patches on the legs appeared 6 months earlier.
Secondarily, during the course of a few days we
observed spontaneous decrease of these lesions
followed by the appearance of a dry and pruri-
ginous erythroderma. It was associated with hy-
perkeratosis of the palms and soles, bilateral ec-
tropion and lymphadenopathy in the axillae and
groin, simulating Sézary syndroma.

The histology found a sparse dermal infil-
trate of lymphocytes. Most of those were CD2+,
CD3+, CD4+ T cell, and only a few lymphocytes
were CD 20+.

The white blood cell count showed an hyper-
lymphocytosis (7000/cm®). Immunochemistry
demonstrated the presence of 45% of typical
lymphocytic leukaemia (CLL) B cells and 55%
of atypical cells mimicking Sézary cells CD26-.

CLL involved bone marrow and peripheric
lymph node.

No clonality was found using T-cell receptor
gene analysis both in the circulating lympho-
cytes, the skin and the lymph node.

CT scan (thoracic and abdominal) and ab-
dominal ultrasonography were negative.

Diagnosis: B cell chronic lymphocytic leukemia
revealed by an erythroderma.

Follow-up: Five months of PUVA therapy resulted
only in a partial remission. Phototherapy was
therefore discontinued and systemic retinoid
(acitretin) started. Three months later we noted
a complete disappearance of the erythroderma.

Comment:Cutaneous lesions arising during the
course of CLL are frequent, but the specific le-
sions represent only 10% of the cases. Those are
very polymorphic: tumours, nodules, scaly er-

ythematous patches, infiltrated violaceous pa-
pules on the face (especially on the nose and
the ears), and erythroderma (4.5%). The histol-
ogy of these lesions is characterized by the pres-
ence of an infiltrate consisting primarily of small
lymphocytes located in the perivascular and peri-
adnexal regions.

This observation is original for two reasons.
First, the patient really looks like a Sézary syn-
drome with palmoplantar hyperkeratosis. On
the biological level, it’s surprising to find two
different subpopulations of lymphocytes with
45% of cells of B cell CLL CD38+ and in addi-
tion 55% of CD26- cells mimicking Sézary cells.
This raises the assumption of an inductive role
of the T-“Sézary”-cells in the development of
the population of B cell lymphocytes, by nota-
bly secretion of cytokines.

Fig. 1: Erythematous and annular papules on
the axillae.

Fig. 2: Erythematous and annular papules on
the abdomen.

Fig. 3: Erythroderma.

Fig. 4: Erythroderma.

Fig. 5: Palmar hyperkeratosis.
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B B-cell chronic lymphocytic leukemia (B-CLL)
at the site of Borrelia burgdorferi infection

L. CERRONI and H. KERL

Age: 58 years Sex: F

Clinical features: Solitary nodule on the left nipple
for the last few weeks. The clinical presentation
was suggestive of Borrelia burgdorferi-asso-
ciated lymphocytoma cutis. The patient had B-
cell chronic lymphocytic leukemia (B-CLL) man-
aged without specific treatment at the time of on-
set of skin lesions.

Diagnosis: Borrelia burgdorferi-associated spe-
cific cutaneous infiltrate of B-CLL.

Follow-up: Molecular analyses revealed the pres-
ence of specific DNA sequences of Borrelia
burgdorferi, indicating that the skin lesions
were triggered by a Borrelia infection.

Comment: Specific skin infiltrates of B-CLL at sites
of cutaneous inflammation, including among
others infections due to herpes virus or inflam-
matory infiltrates surrounding skin tumors, are
well known. Onset of specific lesions at sites typ-
ical for Borrelia burgdorferi-induced lymphocy-
toma cutis (nipple, earlobe, scrotum), too, is
not uncommon in these patients. Especially the
presence of leukemic infiltrates on the nipple is
described in old textbooks as “leukemia lympha-
tica mamillae”, and was considered in the past as
a typical specific cutaneous presentation of B-
CLL. We demonstrated that these particular
cases represent in fact specific manifestations of
B-CLL induced by infection with Borrelia burg-
dorferi. Histopathologic features in Borrelia-as-
sociated skin infiltrates in B-CLL patients are
characterized by dense perivascular and periad-
nexal infiltrates of small hyperchromatic lympho-
cytes throughout the entire dermis reaching the
subcutaneous fat. Immunohistology reveals an

aberrant CD20+/CD5+ phenotype of neoplastic
B cells. Molecular analyses show a monoclonal
pattern of Jy gene rearrangement, and presence
of Borrelia-specific DNA sequences. Skin mani-
festations of B-CLL induced by Borrelia infection
may respond to antibiotic treatment.

Fig. 1: Solitary erythematous nodule on the
nipple. The clinical features are identical to
those of so-called Borrelia-lymphocytoma.
Fig. 22 Dense, monomorphous infiltrate
throughout the entire specimen. Note ab-
sence of germinal centers.

Fig. 3: Small hyperchromatic lymphocytes
predominate.

Fig. 4: Immunophenotypic features: positivity
for CD20 (a) and positivity for CD5 (b).
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B Scarring leukemia cutis

I.E. BELousova and D.V. Kazakov

Age: 79 years Sex: M

Clinical features: One month history of asympto-
matic generalized erythematous patches and
plaques varying in size and shape. There was
moderate bilateral enlargement of the inguinal
lymph nodes. Otherwise, the patient was in
good general health. A skin biopsy revealed his-
topathological changes indicative of a lympho-
proliferative disorder as well as features of vas-
culitis. In addition, histologically proven kera-
toacanthoma was found. Clinical investigation
revealed involvement of the bone marrow,
peripheral blood (lymphocytosis), peripheral
lymph nodes, intra-abdominal lymph nodes,
and right suprarenal gland. Histopathological
examination of the skin, inguinal lymph nodes,
and bone marrow revealed infiltrates of small
lymphocytes with scant cytoplasm and clumped
chromatin with the following immunopheno-
type: CD45RB+, CD20+, CD79a+, CD5+,
CD23+, CD3-, CD45RO-, cyclin D1-. IgH genes
were monoclonally rearranged in the skin and
lymph node samples (DNA from bone marrow
was not amplifiable).

Diagnosis: B-cell chronic lymphocytic leukemia
(B-CLL) with specific cutaneous involvement.

Follow-up: Initially, the patient was only fol-
lowed-up on inasmuch as he did not fulfill the
criteria for starting specific treatment of B-CLL.
Five months after the initial presentation, the
skin lesions underwent partial spontaneous re-
gression, leaving behind scars on both arms.
During the next 1.5 years, the patient experi-
enced several recurrences of skin lesions and
their partial spontaneous regression. The scars
persisted and remained unchanged. Later, the
patient received 3 courses of chemotherapy. At
one point, hemorrhagic vesicles appeared
around and within the scars, which healed with

hyperpigmentation. At his admission, 4.5 years
after the initial presentation, the patient was
alive and well. Except for the scars, the skin was
unremarkable.

Comment: Spontaneous remission of specific skin
lesions in B-CLL is rare. When it occurs, it
usually has a temporary and partial character.
On rare occasions, lesions can fully disappear
within days or even several hours leaving nor-
mal-appearing skin. Repetitive spontaneous re-
gressions of skin lesions leaving scars are un-
usual. Vasculitis and edema have been sug-
gested to lead to dermal tissue ischemia and
subsequent development of fibrosis/sclerosis.

Fig. 1: Multiple erythematous patches and
plaques varying in size and shape.

Fig. 2 and 3: Jagged scars and hyperpigmenta-
tion on the patient’s arms. The scars ap-
peared at the sites of preexisting, sponta-
neously resolved lesions. The patient denied
any preceding injury to these areas.

Fig. 4: Perivascular lymphoid infiltrates in the
upper and mid dermis.

Fig. 5: Small monomorphous lymphoid cells
with scant cytoplasm and clumped chroma-
tin.

Fig. 6: Infiltrate within a wall of a medium-
sized vessel.

References

Cerroni L, Zenahlik P, Hofler G et al. (1996) Specific cuta-
neous infiltrates of B-cell chronic lymphocytic leuke-
mia: a clinicopathologic and prognostic study of 42 pa-
tients. Am J Surg Pathol 20:1000-1110

Kazakov DV, Belousova IE, Michaelis S et al. (2003) Un-
usual manifestation of specific cutaneous involvement
by B-cell chronic lymphocytic leukemia: spontaneous
regression with scar formation. Dermatology 207:111-
115



Scarring leukemia cutis  ®m 69

g 0
S
__-'..-‘:. a
SRR




B Lymphoma-associated insect bite-like reaction
arising in a patient with mantle cell lymphoma

K. ASAGOE

Age: 69 years Sex: M

Clinical features: The patient developed systemic
lymphadenopathy, and a biopsy from the en-
larged lymph node revealed proliferation of me-
dium-sized atypical lymphoid cells that were
stained with CD79a+, CD5+, cyclin D1+. He
was diagnosed as having mantle cell lymphoma.
After his admission, he was referred to our de-
partment for evaluation of itchy erythematous
papules and nodules on the face and trunk that
had appeared 7 months ago and increased in
number. The patient had not noticed a history
of arthropod assault. Scattered erythematous
papules and nodules less than 10 mm in diame-
ter were observed on the face and trunk. Sur-
face lymphadenopathy was marked. A biopsy
specimen from the erythematous nodule
showed dense nodular lymphocytic infiltration
intermingled with eosinophils in the superficial
and mid dermis. Immunohistochemical exami-
nation revealed that most of the infiltrating cells
were T cells and did not express markers sug-
gestive of mantle cell lymphoma, such as cyclin
DI.

Diagnosis: Insect bite-like reaction developed in a
patient with mantle cell lymphoma.

Follow-up: Although each lesion disappeared
within 10 days, new papules developed repeat-
edly. Topical potent steroidal ointment or oral
antihistaminic agents did not work successfully.
When the patient received chemotherapy with a
large amount of steroid, the lesions disappeared
transiently. However, new papules appeared sev-
eral days after systemic administration of corti-
costeroid had stopped.

Comment: It has been known that exaggerated
reaction to arthropod bite occurs in patients
with chronic lymphocytic leukaemia (Davis
MD, et al. 1998). Rarely, eruptions similar to ar-
thropod bite reaction develop in patients with
hematologic malignant neoplasms without a
history of arthropod assaults (Barzilai A, et al.
1999). Although the mechanism of the disease
was not well known, altered immune response
triggered by neoplastic cells may cause the dis-

ease. Insect bite-like reaction is refractory to
the treatment and only a large amount of sys-
temic corticosteroid is known to be effective.

On the other hand, skin involvement of man-
tle cell lymphoma, which manifests as nodules,
macules, maculopapular rush and plaques, very
rarely occurs (Sen F, et al. 2002). Histologically,
perivascular and periadnexal infiltration of
small to medium-sized cells with blastoid cyto-
logic features is observed. In this patient, differ-
entiation from skin involvement of mantle cell
lymphoma was difficult in a section stained
with haematoxylin and eosin although immuno-
staining could easily distinguish it.

Fig. 1: Indurated erythematous plaque and
papules on the face.

Fig. 2: Dense nodular mononuclear cell infil-
tration around the vessels and adnexa (HE,
microscopic magnification 10x).

Fig. 3: Infiltration of small to medium-sized
lymphoid cells. Small number of eosinophils
are also present (HE; microscopic magnifica-
tion 100X).

Fig. 4: Most of the infiltrating cells are T cells
(CD3 immunostaining; microscopic magnifi-
cation 10X).

Fig. 5: A few B cells are present in the infil-
trates (CD79a immunostaining; microscopic
magnification 10x).

Fig. 6: Cyclin D1 is not expressed on the infil-
trating cells (cyclin D1 immunostaining; mi-
croscopic magnification 10X).
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ER] Blastic NK-cell Lymphoma

B Blastic NK-cell lymphoma

H. HASHIZUME

Age: 75 years Sex: M

Clinical features: Asymptomatic, red to purple
nodules abruptly appeared and distributed on
his scalp, body and knees in a month. Physical
examinations showed cervical and axillar
lymphadenopathy and hepatomagaly. Laborato-
ry investigations revealed an increase in a pe-
ripheral white blood cell count (29700/pl with
14% of blast cells) and serum lactate dehydro-
genase level (707 IU/I, normal 105-200 IU/I).
An Epstein-Barr virus genome was not detected
in the blood by the PCR method. T-cell recep-
tor chain and immunoglobulin heavy chain
were in germ configurations by Southern blot
analysis of DNA extracted from the blood and
the lesional skins. Bone marrow aspiration dis-
closed 73% of blast cells with myelodysplasia.
Skin histology indicated dense infiltration of
large atypical cells, positive for CD56 and
CD123, at upper dermis and hair follicles. Ex-
travasation of erythrocytes was also observed.
Circulating blast cells expressed CD56, CD123,
CD45RA and CD4, but not CD3 or CD45RO0.

Diagnosis: Blastic NK-cell lymphoma (plasmacy-
toid DC leukaemia/lymphoma).

Follow-up: Combination chemotherapy with vin-
cristine, pirarubicin, cyclophosphamide predni-
solone and etoposide was partially effective for
resolution of skin lesions and circulating blastic
cells, but not bone marrow involvement. Six
months after the therapy the eruption reap-
peared on the face with simultaneous emer-
gence of circulating blastic cells. Secondary line
chemotherapy will be considered.

Comment: Blastic NK cell lymphoma is a misno-
mer since the origin is now proven as the leu-
kemic counterpart of plasmacytoid DC (Cha-
perot et al. 2001). Cutaneous lesions are fre-
quently found as the first symptom correspond-
ing to high expression of cutaneous lymphocyte
antigen (CLA) in the blastoid cells (Petra et al.
2004). Final diagnosis depends on the expres-
sions of CD4, CD56, CD123 (IL-3 receptor) and
CD45RA, but not CD116 or CD45RO, in the
blastic cells (Trimoreau et al.). Whereas most
patients are initially sensitive to chemotherapy,

rapid relapse is common resulting in poor prog-
nosis (Jacob et al. 2003). The blastic cells may
dampen anti-tumor immune responses by pro-
moting differentiation of naive Th cells to Th2
cells (Chaperot et al. 2001).

Fig. 1: Purple nodules on the trunk.

Fig. 2: Dense infiltration of atypical cells in
the dermis. HE, microscopic magnification
40x (a) and 400x (b).

Fig. 3: CD56 (a) and CD123 (b) expressions
of the infiltrating cells. Immunohistochemical
staining, original microscopic magnification
200 x.

Fig. 4: Large cells (left, surrounded with red
line) expressed CD4 (middle upper) and
CD56 (middle lower), but not CD3. These
cells were strongly positive for CD123 (right,
upper) and HLA-DR (right, lower) by flow
cytometric analysis. Numbers indicate per-
centages of the gated cells.

Fig. 5: Purified circulating blast cells promoted
Th2 cell differentiation of naive allogeneic Th
cells in vitro. Allogeneic CD4+CD45RO- cells
co-cultured with CD56+ cells purified from
the patient’s peripheral blood cells for 4 days
followed by expansion with IL-2, and re-stim-
ulated with PMA and calcium ionophore for 24
h. Percentages of IL-4- and IFN-y-producing
cells were analyzed by flow cytometric analy-
sis after intracytoplasmic cytokine staining.
Numbers indicate percentages of total cells.
Left, isotype control.
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B Subcutaneous splenosis of the abdominal wall

L. Boupova, D.V. Kazakov, P. MUKENSNABL, O. HEs and M. MICHAL

Age: 23 years Sex: M

Clinical features: An oligophrenic non-communi-
cating inmate of a mental hospital was referred
to a surgery department because of a subcuta-
neous mass in the abdominal wall. Clinical exam-
ination revealed an 8Xx7-cm, well-demarcated
subcutaneous tumour in the left inguinal area
closely above the scar after a previous operation
for hernia. As no history could be taken from
the patient, the provisional clinical diagnosis
was a tumour of unknown origin or an incarcer-
ated hernia. At operation, the tumour was con-
fined to the subcutis, whereas the underlying ab-
dominal fascia and muscles appeared intact.
Grossly, the multinodular tumour was partially
enveloped by thick fibrous bands. It was immo-
bile, firmly embedded in the subcutaneous fat tis-
sue. The dark red tumour measured 8 X5x7 cm,
and had a hard consistency. The cut surface re-
vealed black hemorrhagic areas and a few irregu-
lar small whitish foci.

Diagnosis: Subcutaneous splenosis.

Comment: Splenosis is also referred to as auto-
transplantation of splenic tissue. It is repre-
sented by implants of splenic tissue in the form
of encapsulated nodules localized typically on
the peritoneal surface, while extraperitoneal
sites including the subcutis are involved only
very rarely. Splenosis follows a traumatic rup-
ture of the spleen or surgery. In most cases, the
pathogenesis is probably through mechanical im-
plant, yet in the single published instance of cere-
bral splenosis, a hematogenous spread of splenic
tissue is assumed. The interval between the sple-
nic injury and the diagnosis is sometimes as long
as several decades. In our case the causal event
could not be identified in the patient’s history
due to his severe mental handicap.
Histologically, some cases of splenosis may
be poorly developed architecturally and thus
present a diagnostic challenge, as the micro-
scopic picture may simulate a lymphoprolifera-
tive disorder. In other instances, a full comple-

ment of red and white pulp is readily recogniz-
able, resulting in an appearance similar to that
of accessory spleen. The latter would be the
main differential diagnosis on solely micro-
scopic grounds. However, the localization in the
subcutis excludes the possibility of an accessory
spleen which occurs in the tail of the pancreas
or within the gastrosplenic ligament, reflecting
the prenatal development of the abdominal vis-
cera.

Fig. 1: A formol-fixed specimen consists of
multiple brown nodules of variable size em-
bedded in subcutaneous fat. They are
speckled with black haemorrhagic areas and
small white infarcts.

Fig. 2: A scanning magnification of a part of
the lesion. Red pulp and follicles of white
pulp are visible (HE).

Fig. 3: An isolated subcutaneous nodule com-
posed exclusively of congested red pulp
might pose a diagnostic problem (HE).

Fig. 4: Well-developed splenic structures: red
pulp of cords of Billroth and slightly con-
gested venous sinuses, and white pulp show-
ing central arteries with periarteriolar lym-
phoid sheaths, follicles and marginal zones
(HE, a); germinal centres are seen in some
lymphoid follicles (HE, b).
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B Post-transplant lymphoproliferative disorder

N. Samoritis and R. HARRIS

Age: 63 years Sex: M

Clinical features: Multiple erythematous and ne-
crotic exophytic tumors were observed in
groups on the patient’s right lower extremity.
They had been rapidly enlarging and bleeding
for three months. He did not have any lymph-
adenopathy in the involved extremity or ingu-
inal area. The patient had a history of a cardiac
transplant and was on multiple immunosup-
pressive agents. An extensive workup did not
reveal evidence of lymphoma or myeloma in-
volving any other organs. A skin biopsy re-
vealed a dermal tumor consisting of atypical ap-
pearing lymphocytes with some plasmacytoid
features. Immunohistochemical staining for
CD138 confirmed the plasma cell lineage. In-
situ hybridization for Epstein-Barr virus (EBV)
was positive in the tumor cells.

Diagnosis:  Post-transplant lymphoproliferative
disorder (PTLD), plasmacytoid type.

Follow-up: The patient’s immunosuppressive regi-
men was decreased and the localized area with
tumor involvement was treated with superficial
electron beam radiation. The tumors resolved
and did not recur within 9 months of follow up,
but the patient subsequently died from cardiac
failure.

Comment: PTLD is a well-recognized complication
of solid organ and bone marrow transplantation
with immunosuppression. It is usually second-
ary to uncontrolled proliferation of EBV infected
B-cells although some tumors (<10%) do not
show evidence of EBV infection. PTLD has a
variety of clinical manifestations ranging from a
mononucleosis-type illness (polyclonal form) to
lymphoma (monoclonal form). It usually pre-
sents in the GI tract, liver, lymph nodes, kidney,
lung or in the transplanted organ. PTLD is rarely
seen in the skin and underlying organ or lymph

node involvement is usually present in patients
with PTLD involving the skin. Risks for develop-
ment of PTLD include type of immunosuppres-
sive regimen, age of the patient (younger pa-
tients are at higher risk), EBV seronegativity
prior to transplantation, and type of organ trans-
planted (cardiac transplant patients are at the
highest risk). In mild cases, decreasing immuno-
suppression is usually adequate treatment. In
more advanced cases, chemotherapy and radia-
tion may be necessary. Rituxamab, an anti-
CD20 antibody, may be useful in tumors express-
ing predominantly CD20 positive B-cells (the
most common type of PTLD).

Fig. 1: Multiple erythematous, necrotic pap-
ules and exophytic tumors on the lower ex-
tremity.

Fig. 22 Nodular dermal tumor. HE, micro-
scopic magnification 20X.

Fig. 3: Atypical cells with some plasmacytoid
features and mitotic activity. HE, microscopic
magnification 200x.

Fig. 4: Intense staining for the plasma cell
marker CD138. Microscopic magnification
200x. Inset with high magnification.

Fig. 5: Lack of staining for the B-cell marker
CD20. Microscopic magnification 200 x.

Fig. 6: Kappa restriction, indicating mono-
clonality. Microscopic magnification 200 x.
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