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We thank Divi Cornec and Laurent Chiche1 for their valuable
comments on our article.2 We think that the majority of
remarks they made were reasonable and helpful for a deep
understanding of the prevalence of primary Sjögren’s syndrome
( pSS). Due to the great differences between a population-based
study and sample survey, it is obvious that a high heterogeneity
( p<0.001 for Q statistic, I2=98.95%) could be observed across
these articles when conducting a meta-analysis. According to the
deﬁnition of a rare disease, the total prevalence rate from our
study did show that pSS is not a rare disease (one case in 1644).
But the prevalence rate was one case per 2304 persons when
only considering a population-based study, suggesting pSS is a
rare disease.
Among the included studies in our paper, pSS patients
from sample survey were mainly found through the questionnaire. In this process, several biases including non-response
bias, coverage bias and selection bias, and so on inﬂuence the
accurate prevalence rate of pSS in a deﬁned region or a
target population. However, a population-based study is
often used from the administrative database or hospital
medical records. Then, the population-based study could
avoid these biases and provide a more accurate prevalence
rate of pSS. When conducting the systematic review and
meta-analysis, it is impossible to completely exclude the
effect of these biases on the results. This is also a limitation
of this study which was present in our article.2 Then, we analysed the differences in prevalence rate through a subgroup
analysis, and the results also demonstrated that prevalence
rate was greatly different between those two types of studies
(43.03 cases per 100 000 inhabitants vs 282.35 cases per
100 000 inhabitants). The results from subgroup analysis

showed that pSS is a rare disease ( population-based study),
but also not a rare disease (sample survey). Of course, the
results from the population-based study may be more accurate and reliable. Except for the study design, the sample sizes
also vary greatly among these included studies. But the
results from meta-regression show that study design contributes to the high heterogeneity rather than sample sizes.
In all, 50% of included studies concerning the prevalence
rate of pSS were based on the AECG 2002 diagnostic criteria.
AECG 2002 criteria is the most widely accepted classiﬁcation
criteria currently, which was published by the AmericanEuropean Consensus Group in 2002.3 The pooled prevalence
rate originated from studies using AECG 2002 was 73.57 per
100 000 inhabitants, but most studies were designed as sample
survey. The studies using ICD diagnoses gave a relatively low
estimated prevalence rate of 38.60, but most studies using ICD
code were designed as a population-based study. Therefore, we
think the study design may be a main reason for these
differences.
There are 11 studies from Europe, which gave a pooled
prevalence rate of 71.22 cases per 100 000 inhabitants (one
case per 1404 persons). Based on these data, pSS may be not a
rare disease in Europe. The pooled prevalence rate from
European population-based studies was 45.47 cases per 100 000
in ﬁgure 1A. When only including studies that were designed as
population-based studies and using AECG 2002, the
meta-analysis also gave a pooled prevalence rate of 48.99 cases
per 100 000 in ﬁgure 1B. All these results suggest that pSS is a
rare disease. Due to the high accuracy of the population-based
study, the concept that pSS is a rare disease in Europe could be
acceptable, to some extent.
Of note, the case-ﬁnding method, case-ascertainment method
and study design are important indexes to evaluate the quality
of an epidemiological study. The population-based study using
deﬁnition diagnostic criteria has a better quality than others.
This type of epidemiological study could provide accurate data,
therefore, and needs to be conducted in different regions to
assess whether pSS is a rare disease.

Figure 1 Pooled prevalence rate for
primary Sjögren’s syndrome per
100 000 inhabitants across European
studies. (A) All European
population-based study; (B) All
European population-based study
using American-European Consensus
Group 2002.
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