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letters to the editor

Is Serum IL-17A a
Useful Systemic
Biomarker in Patients
With Langerhans Cell
Histiocytosis?

To the editor:

In a recent article in Molecular Therapy,
Hogarty' elucidated the still unresolved
issue regarding the role of interleukin-17A
(IL-17A) in the pathogenesis of Langerhans
cell histiocytosis (LCH) and whether serum
IL-17A could be used as a systemic bio-
marker of the disease. In the same article, it
was stated that the “IL-17A issue;” beyond
its academic interest, has definite therapeu-
tic implications, given that IL-17A-targeted
treatments are now in preclinical develop-
ment for LCH. Therefore, clear conclusions
are urgently required that can be obtained
only through collective work.

LCH is a rare disease of obscure etiol-
ogy, involving single or multiple systems
of the human body. Although all lesions
share common histopathological features,
LCH has an unpredictable clinical course
ranging from spontaneous resolution
to disseminated disease, compromising
vital functions with occasionally fatal
consequences. It is characterized by the
clonal accumulation and/or proliferation
of specific dendritic cells that resemble
the normal epidermal Langerhans cell;
however, there is ongoing debate over
whether the origin of the disease is im-
munological or neoplastic.

IL-17, also known as IL-17A and
cytotoxic T lymphocyte-associated
antigen 8 (CTLA-8), is a T cell-specific
proinflammatory cytokine involved in
chronic inflammatory states present-
ing with granuloma formation and also
in bone resorption through RANKL
induction in osteoblasts.> Histological
features of LCH resembling granulomas,
as well as osteolytic bone lesions of the
disease, provide indications of a possible
central role of IL-17A in LCH pathogen-
esis. Recently, Coury et al. implicated
IL-17A, favoring the immune etiology
of LCH.? These authors demonstrated
increased serum IL-17A concentrations
in 13 subjects (2 adults) at various stages
of LCH (12 patients with multiple-
system disease; all patients had received
several chemoimmunotherapy treat-
ments).* They also suggested that IL-17A
was originating from the dendritic cells
rather than the T cells, and, although to-
tal serum IL-17A concentrations did not
correlate with the activity of the disease,
serum IL-17A-dependent fusion activity
did correlate with the activity of LCH.?

On the basis of these findings, a poten-
tial IL-17A-targeted therapy was proposed
as a future therapeutic approach in LCH,
whereas IL-17A appeared as a possible
biomarker to monitor disease activity.
Therefore, and according to these findings,
IL-17A-targeted treatments, which are
currently in phase I and phase II trials for
other inflammatory conditions, are also
considered in LCH.! However, another
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research group was unable to identify any
IL-17A messenger RNA expression in 12
lesions from 10 pediatric patients with
LCH.* Peters et al. studied plasma samples
from 26 LCH patients with active disease
and 46 pediatric control subjects and
reported IL-17A at background levels in
LCH patients at concentrations consistent
with controls in two different standard
enzyme-linked immunosorbent assay
(ELISA) kits. In addition, IL-17A concen-
trations of both patients and controls were
highly variable according to the develop-
ment ELISA kit utilized in the study by
Coury et al.> Moreover, the principal
antibody employed by Coury ef al. cross-
reacted with protein lysate from LCH
lesions. Therefore, it was suggested that the
lack of identifiable IL-17A transcripts or
protein expression in the lesions precludes
the possibility of lesional IL-17A produc-
tion and subsequent autocrine and/or
paracrine action.'

LCH is rarer in adults than in chil-
dren, with an estimated annual incidence
of 1 case per 560,000 inhabitants, and
it is therefore regarded as an “orphan
disease” In our recent study of 25 adults
with LCH at various disease stages who
had previously received a variety of treat-
ments, we found decreased bone mineral
density as well as decreased bone turn-
over in those treated with chemotherapy
or glucocorticoids or both.® In the same
patients, we have now measured serum
IL-17A concentrations in duplicates
(standard deviation and coefficient of
variation values of 5.9 and 4.7%, respec-
tively) using one of the three commercial
kits employed in the study by Peters et
al. (Human IL-17 Quantikine ELISA Kkit,
D1700; R&D Systems Europe, Abingdon,
UK). No differences were found between
those 25 patients and 50 age-, sex-, and
body mass index-matched controls (pa-
tients, 154 + 19 pg/ml vs. controls, 132 =
16 pg/ml; Mann-Whitney test, P = 0.144),
as well as no association between LCH
activity and serum levels of IL-17A. These
differences remained nonsignificant after
exclusion of the two apparently healthy
controls with high IL-17 values (outliers,
Figure 1) (patients 154 = 19 pg/ml vs.
controls, 115 + 10 pg/ml; Mann-Whitney
test, P =0.072).

www.moleculartherapy.org vol. 20 no. 1 january 2012


http://www.moleculartherapy.org

© The American Society of Gene & Cell Therapy

letters to the editor

From our findings, it seems that serum
IL-17A is not ubiquitously increased
among LCH patients with active disease.
Multicenter studies with large numbers
of patients are needed to define whether
several parameters such as age (adults vs.
children), disease extension and involve-
ment, and treatment administered can
influence IL-17A. Our findings are in agree-
ment with those from the previous groups
that failed to demonstrate a correlation
between IL-17A concentrations and disease
activity, and they suggest that serum IL-17A
cannot serve as a biomarker to differenti-
ate patients with LCH and active disease or
indicate those who might benefit from an
IL-17A-targeted therapeutic approach.
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