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Response to Peters

W e thank Dr. Peters (1) for his
thoughtful comments regarding
our study (2). Dr. Peters suggests

that etanercept may effect the partial re-
mission period of type 1 diabetes by me-
diating declines in autoantibodies,
GAD-65 in particular. Clinical data sup-
ports the concept that titer and number of
autoantibodies correlates with acceler-
ated �-cell demise and a lower likelihood
of clinical remission compared with indi-
viduals who tested negative for diabetes-
associated autoantibodies (3). Changes in
GAD-65 antibody levels were not an out-
come measure for our study. However,
reported herein are the data in subjects
whose GAD-65 antibody levels were mea-
sured at baseline, week 24 (end of treat-
ment period), and week �12 (washout
visit). Based on reported interassay coef-
ficients of variation (3), GAD-65 levels
were defined as changed if the value var-
ied 10% or more from baseline. A trend
toward declining GAD-65 levels in the et-
anercept versus placebo group (66% vs.

33%, n � 6 for each group) was observed
at week 24, but not at week �12. While
this observation supports Dr. Peters’ hy-
pothesis, the small sample size limits sta-
tistical analysis.

We would argue that potential
changes in GAD-65 autoantibody levels
do not preclude the hypothesis that the
primary mechanism of action of etaner-
cept in improving �-cell function is
through tumor necrosis factor-� (TNF-�)
blockade. In fact, TNF-� blockade is pro-
posed as the rationale for improved dia-
betes control in patients receiving
adalimumab for the treatment of rheuma-
toid arthritis (4). The role of TNF-� in the
development and progression of type 1
diabetes is multifactorial (5). TNF-� can
regulate tolerance of T-cells to �-cell au-
toantigens, including GAD-65. There-
fore, any decline in GAD-65 levels seen in
etanercept-treated subjects may be the re-
sult of decreased GAD-65 autoantibody
secreting T-cells mediated by TNF-�
blockade. While this is speculative and
cannot be addressed by our study, future
immunomodulatory trials may examine
the effects of these therapies on immune
cells that contribute to insulin-producing
�-cell demise.
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