has 23 different major antibody specifici-
tiesS>—and batch-to-batch variability in prep-
aration potency and product properties con-
tinue to be problematic. But the report by
Michallet and colleagues is certainly a
strong step toward achieving a better molec-
ular understanding of these strange sera—
and banishing any lingering airs of witchcraft.
—David P. Steensma
University of Oxford and Mayo Clinic
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Extracutaneous origin of
lymphomatoid papulosis

Lymphomatoid papulosis (LyP) is a cuta-
neous clona T-cell lymphoproliferative
disorder that manifests as papulonodular
lesions that regress spontaneously, only to
reappear at the same or other sites. Despite
the usual benign clinical course, 10% to
20% of LyP patients develop a systemic
malignant lymphoma, usually mycosis fun-
goides, Hodgkin lymphoma, or anaplastic
large-cell lymphoma. In most cases ana-
lyzed, the malignant lymphoma is clonally
related to the regressing LyP lesions.® Al-
though the malignant lymphoma usually
follows LyP, the lymphoma may occur si-
multaneously or precede LyP in 10% of
cases.? These observations raise the fol-
lowing questions: (1) Why do LyP patients
have a high frequency of lymphomas? (2)
Why do these lymphomas develop prior to
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clinical evidence of LyP? (3) Why does LyP
persist when the systemic lymphoma isin
clinical remission? The study of Gniadecki
and colleagues (page 3797) provides impor-
tant clues to answer these questions. They
found that bone marrow from 2 patients
who developed lymphoma prior to LyP har-
bored cells with the unique monoclonal
T-cell receptor (TCR) gene rearrangements
that characterized the subsequent LyP cells.
Their observation is consistent with our hy-
pothesis that a genetic event in an early
lymphocyte precursor can explain the clonal
relationship between LyP and the lym-
phomas that LyP patients develop.® Gnia-
decki et al also propose a genetic defect in
a multipotent hematopoietic progenitor as a
possible explanation for the high frequency
of lymphoid and nonlymphoid malignancies
in LyP patients. Accordingly, we detected
genetic instability as an early event in LyP
and mycosis fungoides (A. Ruebben et al,
manuscript submitted).

The frequent recurrence of LyP in the
skin may be explained by our recent finding

that LyP cells display on their surface cuta-
neous lymphocyte antigen (CLA), an adhe-
sion molecule that mediates initial tethering
of T lymphocytes to the endothelium of cu-
taneous postcapillary venules, thus causing
LyP cells to home to the skin.#

It isintriguing that LyP precursor cells
in the bone marrow could not be recognized
morphologically. Further studies are needed
to determine the phenotypic characteristics
of these precursor cells. Do they display
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blood

CLA, the lymphocyte activation antigen
CD30, or cytotoxic proteins T-cell intracel-
lular antigen-1 (TIA-1) and granzyme B that
characterize LyP cells in the skin? Al-
though the study of Gniadecki et a focuses
on LyP, the authors suggest that this model
may apply to other types of peripheral
T-cell lymphoma. Indeed, bone marrow and
cutaneous involvement are frequent in pe-
ripheral T-cell lymphomas, unspecified; an-
gioimmunoblastic T-cell lymphoma; and
anaplastic large-cell lymphoma, as revealed
by immunohistochemical stains for CD30,
epithelial membrane antigen (EMA), and
anaplastic lymphoma kinase (ALK).6 The
findings of Gniadecki et a suggest that it
may be useful to apply immunohistochem-
ica stains and molecular analysis of TCR
genes to evaluate the histologically unin-
volved bone marrow of patients with pe-
ripheral T-cell lymphomas.
—Marshall E. Kadin
Harvard Medical School
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