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Fig. 2. (a) Macroscopic observations of the
patient’s skin on the day she was diagnosed
with Stevens—-Johnson Syndrome. (b) Corresponding
skin biopsy showing liquefaction, degeneration
and perivascular inflammation with dominant
CD8-positive cells but almost no FOXP3-positive
cells.
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Fig. 3. CD4*CD25M9"FOXP3* regulatory T cells in PBMC from healthy volunteers (n = 10).

after the fourth or subsequent infusions in the phase II study.”
The present case was one of these patients. It has been
reported that alterations in CD4"CD25"FOXP3* Treg cell fre-
quencies and/or function may contribute to various types of
autoimmune diseases."'® Because the CCR4 molecule aids
lymphocyte skin-specific homing,"® it is not unexpected
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that skin rashes, which could be an immune-related AE, will
be frequently observed in ATL patients receiving mog-
amulizumab. Because it is an urgent issue to identify which
factors determine the severity of immune-related skin disorders
associated with mogamulizumab treatment, further investiga-
tion on this matter are clearly warranted.
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However, reduction of Treg cells is a promising strategy for
boosting antitumor immunity in cancer patients, because these
cells are increased in the tumor microenvironment and may
play an important role in tumor escape from host immunity in
several different types of cancer.*'> Thus, reduction of Treg
cells by mogamulizumab in cancer patients would have both
potential benefits leading to enhanced antitumor immunity, but
also pose risks of autoimmune disease. The skin-related SAE,
including SJS/TEN, are representative of the latter. Currently,
several clinical trials of mogamulizumab are being conducted
worldwide, not only for ATL, but also other types of lym-
phoma. In addition, we are currently conducting a clinical trial
of mogamulizumab for CCR4-negative solid cancers
(UMINO000010050), specifically aiming to deplete Treg cells.
Therefore, it is a matter of some urgency to establish the safest
and most effective treatment strategies for using mog-
amulizumab not only in ATL patients but also other types of
cancer, to maximize benefit and minimize risk.

In summary, the present case should contribute not only to
our understanding of human pathology resulting from thera-
peutic depletion of Treg cells, but also alert us to the possibil-
ity of immune-related SAE, such as SJS/TEN, when using
mogamulizumab.
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