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Background: Several promising therapies have emerged for advanced-stage cutaneous T-
cell lymphoma (CTCL), which has a poor prognosis. Brentuximab vedotin is a chimeric anti-
CD30 monoclonal antibody conjugated to monomethyl auristatin E, which inhibits
microtubule polymerization. It is successfully used to treat characteristically CD30 positive
lymphomas such as Hodgkin lymphoma and anaplastic large cell lymphoma, and also has
efficacy against many T-cell and B-cell lymphomas. Unexpectedly, 2 phase 2 trials and 1
exploratory study of brentuximab vedotin in mycosis fungoides/Sézary syndrome have
shown that the response to brentuximab vedotin does not correlate with CD30 expression.
We report a case of CD30-negative mycosis fungoides with a complete response to
brentuximab vedotin.

Observation: A man in his 60s with CD30-negative, large cell-transformed stage IIB
(T3N1M0B0a) mycosis fungoides failed numerous therapies including topicals, retinoids,
interferon, radiation, single-agent chemotherapy, and a histone deacetylase inhibitor.
Despite the less than 1% CD30 expression by routine immunohistochemical analysis of skin
biopsies, he had a complete response to brentuximab vedotin, as measured clinically and
by positron emission tomography–computed tomographic scan. Multiple hypotheses exist to
explain responses in low-CD30-expressing patients. Standard assays may be insufficiently
sensitive to detect the minimum CD30 expression required to respond to brentuximab
vedotin. If CD30 expression is heterogeneous within tumors, sampling error could produce
false-negative CD30 quantification. Additionally, in vitro studies in Hodgkin lymphoma
reveal that CD30-positive extracellular vesicles are translocated from tumor cells onto
CD30-negative bystander cells, which can then be bound by brentuximab vedotin. This is a
potential mechanism for amplifying response to brentuximab vedotin, even in very-low-
CD30-expressing tumors.

Key message: Brentuximab can be highly effective for treating refractory, advanced-stage
CTCL despite negative CD30 immunostaining by qualitative assessment.
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