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To the Editor: We thank Professor Mallone [1] for his com-
ments on our article, ‘Consensus guidance for monitoring
individuals with islet autoantibody-positive pre-stage 3 type
1 diabetes’ [2], and appreciate the opportunity to respond.
Regarding Professor Mallone’s first comment on the confir-
mation of a positive islet autoantibody (IAb) screening in a
second sample [1], we concur that confirmation by testing
a second sample using the same assay and the same labora-
tory may currently be the only practical approach in some
settings. However, we must emphasise that the international
Islet Autoantibody Standardization Program (IASP), which
performs assay comparisons using a relatively small number
of samples (50 samples from individuals with diagnosed
stage 3 type 1 diabetes and 100 samples from individuals
with no type 1 diabetes) [3], does not certify assays for pop-
ulation-level screening for early-stage type 1 diabetes. In
the USA, the College of American Pathologists (CAP) and
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the federal Food and Drug Administration (FDA), through
the Clinical Laboratory Improvement Amendments (CLIA)
mandate [4], may eventually issue such certifications. Mean-
while, there is an urgent need to assess the sensitivity and
predictive value of the available assays when used for con-
firmatory testing in populations with low islet autoimmunity
prevalence. The consensus statement [2] is intended to indi-
cate the most rigorous approach to ensure the high positive
predictive value of assays used in confirmatory testing and
limit the number of people falsely diagnosed with early-
stage type 1 diabetes and enrolled in unnecessary monitor-
ing. Throughout the consensus guidance we also acknowl-
edge the need to accommodate unique settings with diverse
resources [2].

Concerning the need to precede metabolic monitoring
with an OGTT and HbA_ evaluation, we agree that this
would be ideal, but in many care settings it would not be
realistic; thus, we opted to provide alternative measures for
glucose monitoring [2]. Professor Mallone’s point that the
inclusion of stimulated C-peptide data to an OGTT result
may not add critical staging information in routine care set-
tings is also valid [1]. We agree that the most critical need
is assessing glucose to determine staging, which should be
undertaken as quickly as possible after detection of one or
more autoantibodies. However, where possible and practical,
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OGTT-derived C-peptide measurement can be used to assess
deterioration of beta cell function and to predict risk for
developing stage 3 type 1 diabetes [5], including inform-
ing Diabetes Prevention Trial-Type Risk (DPTRS) and
Index60 scores. Each of these scores is highly valuable in
this context, especially if a therapeutic intervention is pos-
sible. However, we have acknowledged in the guidance that
access to higher capability laboratory testing for routine care
is variable in different settings, and therefore have not man-
dated C-peptide testing [2].

The third point, suggesting consideration of 1 h rather
than 2 h postprandial OGTT to avoid missing the transition
from stage 1 to stage 2 type 1 diabetes [1], is interesting, as
it speaks to better possible detection of early dysglycaemia.
However, more evidence is warranted on the use of the 1 h
OGTT in staging at this point in type 1 diabetes. As there are
many methods to track metabolic changes during this period,
we reiterate that the task of the group was to come to consen-
sus on metrics with clear utility, often based on expert opin-
ion and graded as E [2]. However, Professor Mallone’s sug-
gestion could be considered when this guidance is updated,
as additional evidence may be available. HbA . measure-
ment could also be considered in this context, although to be
sensitive sequential testing is required to detect increments
rather than considering only single time points.

We agree that adults with stage 2 or stage 3 type 1 diabe-
tes may have only a single IAb, for the reasons that Professor
Mallone puts forward in his fourth comment [1]. We also
agree that there is much to be learned about the natural his-
tory of adult stage 1 and stage 2 type 1 diabetes. The current
guidance reflects the collegial discussions of experts, and
also takes pains to identify gaps in the evidence [2]. Profes-
sor Mallone describes strategies to gain further insights [1],
which could certainly be considered in future iterations.

Professor Mallone’s final comment regarding the poten-
tial use of continuous glucose monitoring (CGM) for staging
purposes is well made [1]. However, the expert group was
careful not to overinterpret the value of current CGM data in
stage 1 and stage 2 type 1 diabetes, and noted the significant
unmet need for additional evidence [2]. CGM assessments in
individuals with presymptomatic type 1 diabetes are increas-
ing, although masked CGM is not always possible in real-
world clinical practice. It is our hope that future guidance
updates will be able to assess more thoroughly the value of
CGM devices in [Ab-positive children and adults.
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