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To the Editor: The recent article titled “Metasta-
sizing Fibrous Histiocytoma of the Skin: a Clinico-
pathologic and Immunohistochemical Analysis of
Three Cases,” by Guillou et al. (1), required a few
comments.

Classical Virchowian pathology subdivides dis-
eases into seven groups. Hamartomas (from Greek
“apapravopar” for “to err”) define lesions, fre-
quently congenital, sometimes developing during
later life (tardive), which consist of an abnormal
composition of tissue components physiologically
inherent to a certain region such as nevus seba-
ceous or congenital melanocytic nevi. In contrast to
neoplasms, their growth is not independent from,
but parallels, the growth of the hosting patient or
surrounding structures, respectively. Malforma-
tions are abnormal structures deriving from a mis-
led development of the “embryonal anlage,” such
as craniofacial dysplasias, meningoceles, or arterio-
venous shunts, and are frequently mixed up synon-
ymously with hamartomas. Hyperplasia is an in-
crease in number of cells (in contrast to
hypertrophy, where the size of the single cell is
increased, e.g., in muscular hypertrophy), which
waxes and wanes with the presence of stimuli such
as rubbing in prurigo nodules, human papilloma
virus in warts, or iod in thyroid adenomas. Inflam-
matory diseases consist of an infiltrate of inflam-
matory cells only and, in the skin and subcutis,
follow one of nine distinctive reaction patterns: su-
perficial perivascular dermatitis; superficial and
deep perivascular dermatitis; nodular and diffuse
dermatitis; vasculitis; intraepidermal vesicular der-
matitis; subepidermal vesicular dermatitis; follicu-
litis and perifolliculitis; fibrosing dermatitis; and
panniculitis (2). In contrast to inflammatory dis-
eases, neoplastic diseases are composed, at least in
part, of cells other than inflammatory cells, to wit
neoplastic cells. Benign and malignant neoplasms
differ by their limited or unlimited autonomous
growth, capable of killing the patient by local inva-
sion or distant metastases in the latter case. Cysts
are sac-like spaces filled with liquid or nonliquid
substances produced by the lining epithelium. Fi-
nally, deposits are metabolic disorders that lead to
the deposition of various substances within the
tissue.

According to these definitions, fibrous histiocy-
toma is an inflammatory disease, i.e.,, a nodular
(“granulomatous”) and diffuse dermatitis in early
and a fibrosing dermatitis in late stages of the pro-
cess (2). The disease starts as a response to injury,
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which may be external, such as an insect bite or
vaccination, or internal, such as a ruptured follicu-
litis or ruptured infundibular cyst. At the outset
lesions are characterized by granulation tissue, for
which these lesions were once termed sclerosing
hemangiomas. As a consequence of bleeding into
the lesion, numerous foam cells and siderophages
can be found, a lesion then commonly known as
histiocytoma. Finally, fibrosis replaces the granu-
lomatous inflammation, the lesion shrinks and be-
comes increasingly hard, hence the name dermat-
ofibroma. In time this process results in loss of
fibrocytes and “homogenization” of bundles of col-
lagen, therefore the former appellation subepider-
mal nodular sclerosis. Some lesions may show pro-
gressive flattening to become a hyperpigmented
macule with accentuation at the periphery. At every
stage this lesion is made up histopathologically of
inflammatory and not neoplastic cells.

The speed, the extent, and the kind of his-
topathologic findings in the life cycle of dermatofi-
broma may vary considerably. According to these
individual factors, dermatofibromas may present
with a wide variety of clinicopathologic variants (3),
which have been categorized (4) as follows: first,
dermatofibromas with architectural peculiarities,
such as deep penetrating, atrophic, or aneurysmal
(“angiomatoid”) variants; second, dermatofibromas
with cellular/stromal peculiarities, such as epithe-
lioid, clear cell, granular cell, atypical (pseudosar-
comatous), or myxoid variants; and third, dermat-
ofibromas with architectural and cellular/stromal
peculiarities such as cellular benign fibrous histio-
cytoma, dermatofibroma with smooth muscle pro-
liferation, or, most recently, combined dermatofi-
broma (4). Many of these variants initially had been
misdiagnosed, e.g., deep penetrating dermatofi-
broma as dermatofibrosarcoma protuberans, aneu-
rysmal (“angiomatoid”) fibrous histiocytoma as Ka-
posi sarcoma, clear cell dermatofibroma as
cutaneous metastasis from renal cell carcinoma,
atypical (pseudosarcomatous) fibrous histiocytoma
as atypical fibroxanthoma, or cellular benign fi-
brous histiocytoma as leiomyosarcoma, to mention
but a few examples (for detailed review see Table 3
of Ref. 4). None of these lesions ever metastasized.

It is obvious that when dermatofibromas are
overdiagnosed as malignancies that in reality are
“benign” yet even not neoplasms, but inflammatory
disorders, it is also possible vice versa. When there
are metastases in “fibrous histiocytomas,” as in the
three cases reported by Guillou et al. (1) and five



more cases from previous reports (5-7), the initial
diagnoses have to be revised. Lesions must have
been sarcomas—dermatofibrosarcoma protuber-
ans, fibrosarcoma, and malignant fibrous histiocy-
toma, respectively—from the beginning, and crite-
ria were nicely provided by Guillou et al. (1):
“relatively” large size, high cellularity, marked cel-
lular polymorphism, high mitotic activity, tumor
necrosis, and repeated local recurrences. By defini-
tion, inflammatory disorders as well as benign neo-
plasms, which some authors (8) consider fibrous
histiocytomas to be, are incapable of metastases;
only malignant neoplasms can disseminate by
blood and lymph vessels and across serosal
surfaces.

Let’s be honest! We all have gathered similar ex-
perience in daily practice. In dermatopathology the
most serious error is missing a diagnosis of mela-
noma. Who has not had the experience of having
diagnosed a Spitz nevus that later turned out to be
a melanoma. Frequently, when this happens and
one looks at the original specimens of the “Spitz
nevus,” one knows that it is a melanoma, correctly
realizes the important features, and asks him- or
herself, “how could I miss this melanoma?” The
answer is easy: we all make mistakes, which is due
to the fact that our brains do not work equally well
at every time. We have to realize this and conse-
quently say: I missed this case, let me learn some-
thing. This is much more honest, honorable, and of
educational value than making bizarre diagnoses
such as metastasizing fibrous histiocytoma (1, 6, 7)
or metastasizing Spitz nevus (9). I sometimes find
myself asking: what would Virchow say about me-
tastasizing benign neoplasms (or hamartomas
when you regard Spitz nevus as a congenital nevus,
which it frequently is) or even metastasizing inflam-
matory disorders. I think he would not understand
it. And we would share this opinion.

Bettina G. Zelger, M.D.

Bernhard Zelger, M.D.

Departments of Pathology (BGZ) and
Dermatology (BZ)

University of Innsbruck, Innsbruck, Austria
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In reply: We thank Drs. B.G. Zelger and B. Zelger
for their interest in our work (1). These authors
imply that all fibrous histiocytomas of the skin are
inflammatory lesions, sticking in that sense to A.B.
Ackerman’s concept (2). We do not entirely share
this view. Instead, we think that a certain propor-
tion of fibrous histiocytomas are more likely to be
tumors, whether they are located in skin, subcutis,
or deep soft tissues. This view is supported by the
fact that some fibrous histiocytomas (especially the
cellular and aneurysmal variants) are large (over 1.5
cm), potentially recurring lesions characterized his-
tologically by high cellularity, marked cellular
atypia, prominent mitotic activity, infiltrative bor-
ders, necrosis, and/or vascular invasion (3). Re-
cently, clonal chromosomal abnormalities different
from those observed in dermatofibrosarcoma pro-
tuberans have been demonstrated in about one-
third of cutaneous fibrous histiocytomas, thus sup-
porting the neoplastic hypothesis (4). Actually, it is
our opinion that the question tumor versus reactive
is of minor importance for the patient; the most
important thing when facing one of those unusual
variants of fibrous histiocytomas is to avoid a diag-
nosis of sarcoma. The purpose of our report (1) was
only to validate the existence of some exceptional
fibrous histiocytomas that are capable of metastatic
dissemination either in lungs or regional lymph
nodes, as already pointed out by other authors (6,
7), and to identify those morphologic features that
could be of help in recognizing these potentially
aggressive lesions. In their comment, Zelger and
Zelger imply that we made a false diagnosis of fi-
brous histiocytoma and missed the sarcoma. They
suggest we apologize for our mistakes and own up
to the fact that the observations published are in
fact misdiagnosed sarcomas! This is indeed not very
fair, not only for the reviewers of Modern Pathology
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(who would have failed) but also for those authors
who initially described this phenomenon, of whom
some are known to have a strong and leader expe-
rience in soft tissue tumor pathology (5-7)! Despite
the Zelger and Zelger allegations, we maintain that
the lesions that we described were, morphologically
and immunohistochemically, neither dermatofi-
brosarcomas nor fibrosarcomas or malignant fi-
brous histiocytomas (if the latter entity does exist as
such). They showed typical features of cellular/an-
eurysmal fibrous histiocytomas, not different from
similar lesions that have not happened to metasta-
size hitherto. In addition, metastatic deposits in
lymph nodes were morphologically similar to pri-
maries and did not show features of dermatofibro-
sarcoma or any other sarcoma. To explain this abil-
ity for some rare fibrous histiocytomas to
metastasize, it is possible that these lesions gradu-
ally accumulate chromosomal/molecular aberra-
tions as to reach a metastasizing threshold (hence
deserving the term sarcoma from a biological point
of view) without identifiable morphologic changes
that could predict their clinical behavior. This the-
ory also could apply to some other lesions, includ-
ing lipomatous tumors, giant cell tumor of bone,
inflammatory myofibroblastic tumors, and benign
metastasizing leiomyomas (8). If Zelger and Zelger
think that our lesions ought to be called sarcomas
(as they imply), they should make a diagnosis of
sarcoma on any cellular/aneurysmal fibrous histio-
cytoma they see in their daily practice, and, more
importantly, they should treat their patients ac-
cordingly, a way of thinking and a way of doing that
is totally inadequate and disproportionate in our
opinion.

Although we do acknowledge the fact that, as any
human being, we have made (and probably still
make) misdiagnoses in our practice, there are some
lesions that defy current morphological classifica-
tions, or, let’s say in other words, that do not read
the right books. This is probably due to the fact
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that, in some instances, biological events do not
always convey instant (or delayed) morphological
expression, as opposed to what some authors
would expect.

Louis Guillou, M.D.

Sandra Gebhard, M.D.

Manuel Salmeron, M.D.

Jean-Michel Coindre, M.D.
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