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Frequency, risk factors and
prognosis of systemic
haematologic malignancies,
cutaneous and other neoplasms
in lymphomatoid papulosis:
where are we now?

Lymphomatoid papulosis (LyP), since its first description in
1968, presented itself as a strange disease characterized by a
relapsing and self-healing chronic papulonodular eruption fol-
lowing a relatively benign course, even though it has malignant
histopathological features with large atypical CD30 lymphoid
cells. In fact, LyP has been classified in the chapter of cutaneous
T-cell and NK-cell lymphomas in the 2018 update of the WHO-
EORTC classification of primary cutaneous lymphomas.' It is
well known that patients with LyP have a lifelong increased risk
to develop some haematologic malignancies (HM) including
mycosis fungoides (the most common one), cutaneous or
systemic anaplastic large cell lymphoma (ALCL), or Hodgkin
lymphoma.” In spite of these data, the disease-specific survival
of LyP patients after 5 years reaches almost 100% and the prog-
nosis of the disease is considered excellent.” In this number of
JEADV, Melchers et al.* investigate the frequency and prognosis
of associated malignancies in a large cohort of 504 LyP patients
(i.e. probably the largest LyP study to date) based on the Dutch
registry data of cutaneous lymphomas. Although not a new
observation, the reported prevalence of associated HM is posi-
tioned at 15.5% that is lower than in most previously published
studies where the percentage is approximately of 20%.> This
might be explained by the reported referral efficient system in
the Netherlands, where referral bias might have been overcome
and this prevalence seems to be closer to the real evolutionary
risk of LyP, also considering that a few studies report frequency
data of <10% and other studies of more than 50%.° Mycosis
fungoides and ALCL have been confirmed as the most common
HM associated with LyP with a good prognosis for patients with
both diseases. While an identical TCR gene rearrangement seems
to be a sound explanation for the association between LyP and
T-cell lymphomas suggesting that both disorders arise from a
common lymphoid progenitor, the reason why patients with
LyP may develop other types of HM is unknown and the data of
this paper lead the authors to conclude that this association
could be only a coincidence.* The observation that LyP patients
have an increased risk of developing cutaneous squamous cell
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carcinoma, melanoma and other systemic neoplasms has rarely
been reported and mostly on anecdotal basis’; thus, it is impor-
tant to stress this finding that may further increase the awareness
among dermatologists. The explanation for possible major risk of
developing cutaneous squamous cell carcinoma and melanoma
could be related to UV therapy exposure, immunosuppressive
treatments and/or frequent skin examination of LyP patients. The
finding of a relatively high prevalence of 29% of atopic dermatitis
in patients with LyP is not even negligible because patients with
atopic dermatitis not only have an increased risk of developing T-
cell lymphoma and primary cutaneous CD30" lymphoprolifera-
tive disorders® but also have an increased risk of SCC develop-

ment and possibly of other neoplasms,”°

although larger studies
need to confirm this last finding. It remains an open question
how can we predict the development of an HM in LyP patients.
Histologically, there are at least seven major histological types of
LyP lesions according to the cell type, and the pattern of infiltra-
tion or tropism: A, B, C, D, E, (F)ollicular and LyP with 6p25.3
rearrangement but the data from the literature fail to confirm a
relationship between the histopathological subtypes and the prog-
nosis.'" It has been reported but not confirmed that subtypes A
and D of LyP have been associated with a lower risk for develop-
ing a second malignancy while subtypes B and C present a higher
risk.> Although the histopathological subtypes have not been
included in the article of Melchers et al. to rule out or confirm
these findings, a manuscript of the same group including a large
part of these same patients showed that there are no prognostic
differences between the different histological subtypes, consider-
ing in particular A and C subtypes."! Other prognostic markers
that has been suggested as useful to predict the development of a
second lymphoid neoplasm such as frequent relapses of LyP
lesions, involvement of the face, an older age, the expression of
fascin by CD30+ large cells, high blood levels of soluble CD30,
CD25, interleukin (IL) 6, and IL-8 and a detectable T—cell clone’
have not been highlighted by this study, and the risk factors for
developing a second HM remains pending. In any case, we all are
increasingly aware that patients with LyP require long-term fol-
low-up to monitor the disease course and the response to therapy
and need a lifelong surveillance for the development of cutaneous
or systemic lymphoma and eventually other types of cutaneous
and systemic neoplasms.
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