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We read the comments by Pimentel-Quiroz et al with interest'
and agree it is important to test the performance characteristics
of the 2022 ACR/EULAR Classification Criteria for the ANCA-
associated vasculitides (AAV) in different populations around
the world.>™ These efforts are needed to understand whether
regional differences in disease expression and clinical evaluation
impact the utility of the new criteria in specific populations.
The new classification criteria for AAV were developed within
the largest observational cohort ever assembled in vasculitis,’
comprised of 4994 patients with different forms of vasculitis
and 1997 patients with comparator diseases, recruited from
136 study sites in 32 countries. Although we assembled a large
international cohort of patients with vasculitis, some regions of
the world were under-represented, including Central and South
America and Africa. With that in mind, Pimentel-Quiroz et al
sought to validate the performance characteristics of the new
classification criteria for granulomatosis with polyangiitis (GPA)
and microscopic polyangiitis (MPA) in a cohort of patients from
two centres in Mexico.

The purpose of classification criteria is to ensure that homog-
enous populations of patients with a particular disease are
recruited into research studies.® Excellent specificity is funda-
mentally important to minimise ‘false positives’ (ie, to exclude
patients without the disease of interest from research studies in
a particular disease). When the new criteria were developed,
a threshold score for classification was chosen to maximise
specificity. Importantly, Pimentel-Quiroz et al report excellent
specificity of the new criteria in their cohort (GPA=96.2%);
MPA=93.5%) that quite closely matches the specificity we
reported (GPA=94.0%; MPA=94.0%). These findings confirm
that the new criteria are fit for purpose to classify patients with
GPA or MPA in their cohort.

Pimentel-Quiroz et al also report that the new criteria for GPA
had a lower sensitivity (80.5%) when applied to their cohort
compared with the sensitivity we reported (93.0%). Sensitivity
is reduced when there are ‘false negatives’ (ie, patients who are
clinically diagnosed with GPA but do not meet the threshold
to be classified as GPA). While it is possible that regional vari-
ability in clinical features of GPA in patients from Mexico may
have contributed to the lower sensitivity observed in this cohort,
this finding may also be related to methodologic differences,
including, importantly, the use of submitting physician’s diag-
nosis as the gold standard (Pimentel-Quiroz) versus expert panel
review (2022 ACR/EULAR). Our restriction of the derivation
cohort to cases rated by experts with a degree of certainty of
the diagnosis of ‘moderately certain’ or ‘very certain’ by two
independent reviewers allowed for exclusion of atypical cases of
vasculitis. Cases with diagnostic uncertainty may not be appro-
priate to include in research studies, highlighting a key distinc-
tion between diagnostic and classification criteria.

Although diagnostic criteria intended for use in clinical prac-
tice should display near-perfect sensitivity and specificity to
ensure that all patients with a particular disease are correctly
diagnosed,” classification criteria are designed to maximise spec-
ificity and specifically exclude atypical cases since homogeneity
of study populations is preferred for research purposes. There-
fore, lower sensitivity may be appropriate and expected in a
heterogeneous cohort containing patients with clinical features
that are not fully representative of a particular disease.

For the analyses of the 2022 ACR/EULAR criteria, we reported
on a sensitivity analysis assessing the performance characteris-
tics of the new criteria using, as the diagnostic gold standard,
physician-submitted diagnosis rather than expert panel review. As
expected, sensitivity was lower when the criteria were tested against
physician-submitted diagnosis because this cohort contained more
patients with a greater degree of diagnostic uncertainty. In the
original report, the sensitivity of the new criteria in this secondary
analysis was 83.8%, which is quite close to the 80.5% sensitivity
reported by Pimentel-Quiroz et al in their cohort. Therefore, it
would be important to further understand the reasons why some
patients diagnosed with GPA in the Pimentel-Quiroz et al cohort
did not meet the threshold for classification. It is possible this
cohort included definable clinical differences related to regional
variability of disease expression; however, it is also possible there
was some degree of diagnostic uncertainty or atypical features of
disease in the cases that were not correctly classified, making exclu-
sion of such patients from a research study appropriate. Addition-
ally, the sample sizes and confidence estimates were not reported
by Pimentel-Quiroz et al, and small cohort size could substantively
impact the precision of the results.

We are pleased that the specificity of the new criteria remained
excellent in an independent population of patients with GPA and
MPA from a population that was not well represented in our
cohort. We encourage other investigators to continue to test
the performance characteristics of the new 2022 ACR/EULAR
Classification Criteria in additional populations of patients with
vasculitis and anticipate that the criteria will function well and

enable future research studies in AAV.
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