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Brentuximab Vedotin in Advanced Hodgkin’s Lymphoma

To THE EDITOR: For all studies of frontline ther-
apy in which data on overall survival are provid-
ed, such as in the ECHELON-1 trial reported on
by Ansell et al. (July 28 issue),! it is imperative to
have clear reporting of postprotocol therapies
and full transparency with regard to trial results
so that readers can better interpret the findings
and place them in context, especially as they re-
late to the standard of care. If these therapies do
not meet the U.S. standard of care, it can be de-
bated whether the results should be extrapolated
to the U.S. population.

The tables of postprotocol results in the
ECHELON-1 trial (provided in the Supplemen-
tary Appendix, available with the full text of the
article at NEJM.org) contain many discrepancies,
including the number of patients who had dis-
ease progression and the number of patients
who received various types of postprotocol ther-
apies such as radiation therapy. These differ-
ences raise questions about whether patients in
the control group (i.e., those who received doxo-
rubicin, bleomycin, vinblastine, and dacarbazine
[ABVD]) received an adequate standard of care
when they had disease progression.

Can the authors report the number of pa-
tients with disease progression who survived
(excluding those who had had a noncomplete

response after frontline therapy and who had
received salvage chemotherapy or radiation ther-
apy)? Of the patients who survived, how many
received an additional line of therapy? Which
therapies did patients receive on first disease
progression? Also, how many patients had dis-
ease progression a second time, and which
therapies did these patients then receive?

Alyson Haslam, Ph.D.
Vinay Prasad, M.D., M.P.H.

University of California, San Francisco, Mission Bay
San Francisco, CA
alyson.haslam@ucsf.edu
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THE AUTHORS REPLY: We appreciate that data on
postprotocol therapies are of interest, and we
agree with Haslam and Prasad that the tables in
the Supplementary Appendix of our article can
be clarified. We have added explanatory foot-
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notes and further data on the use of subsequent
chemotherapy to the Supplementary Appendix.

The ECHELON-1 trial was a large, global,
randomized trial conducted at 218 sites in 21
countries by clinicians who had experience in
the care of patients with advanced Hodgkin’s
lymphoma; a total of 1334 patients were en-
rolled between November 2012 and January
2016. These clinicians directed the postprotocol
care for each patient. We acknowledge the con-
cern that undertreatment of only patients who
received ABVD could have affected the benefit
observed with brentuximab vedotin plus doxoru-
bicin, vinblastine, and dacarbazine. However,
the use of subsequent therapy in both groups
was consistent with the authors’ collective clini-
cal experience, guideline recommendations, and
studies involving patients with advanced Hodg-
kin’s lymphoma.!

Furthermore, because treatment patterns and
access to supportive care vary worldwide, the
ECHELON-1 trial was prospectively designed with
geographic region as a stratification factor in

the patient randomization and analyses. It is
therefore unlikely that the effects of regional
differences on postprotocol care were isolated to
the ABVD group.

Stephen M. Ansell, M.D., Ph.D.

Mayo Clinic
Rochester, MN
ansell.stephen@mayo.edu
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Manchester, United Kingdom

David J. Straus, M.D.
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Anti-BDCA2 Antibody for Cutaneous Lupus Erythematosus

TO THE EDITOR: Werth et al. (July 28 issue)* re-
port the efficacy of litifilimab in the treatment of
cutaneous lupus erythematosus. New therapeutic
targets for this complex disease are important,
but the mechanism of action of litifilimab re-
mains unclear. The rationale for the use of litifil-
imab was that blood dendritic cell antigen 2
(BDCA?2) is exclusively expressed on plasmacy-
toid dendritic cells. However, the role of plasma-
cytoid dendritic cells in the pathogenesis of lu-
pus is increasingly doubted. We found that in all
patients who had positive results on antinuclear
antigen testing without organ inflammation,
plasmacytoid dendritic cells had impaired type I
interferon production and antigen presentation.
However, keratinocytes sustain the production of
type I interferon.? In single-cell RNA sequencing,
cutaneous plasmacytoid dendritic cells had an
inert phenotype without the expression of type I
interferon transcripts.> Furthermore, we found
that BDCA2 was not exclusively expressed by
plasmacytoid dendritic cells, since other periph-

eral-blood mononuclear cells (PBMCs) up-regulat-
ed BDCA2 after in vitro culture but lacked type I
interferon production.?

A previous study showed that there was a re-
duction in interferon-stimulated genes after liti-
filimab therapy.* However, this finding does not
show specific targeting of the cellular source of
type I interferon. For example, activation of the
interferon pathway was decreased in patients
with systemic lupus erythematosus after treat-
ment with bortezomib, a proteasome inhibitor
that targets plasma cells.” Elucidating the mech-
anism of action of litifilimab is essential in
order to know which patients will benefit from
its use.

Antonios Psarras, M.D., Ph.D., M.R.C.P.

University of Oxford
Oxford, United Kingdom
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