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Reply to the editor

Dear Editor,

We thank Jayaraj and Kumarasamy for their response to our sys-
tematic review and meta-analysis of the prevalence of cervical human
papilloma virus (HPV) infection in women with systemic lupus er-
ythematosus (SLE) [1], whose main objective was to evaluate the pre-
valence of cervical HPV in SLE pacientes compared with healthy con-
trols and, secondarily, to determine whether risk factors were more
frequent in SLE patients with cervical HPV infection. In almost all the
original studies included also had the main objective of comparing
cervical HPV infection prevalences between SLE patients and controls
and some also analyzed possible associated risk factors, both traditional
and SLE-related factors (particularly immunosuppresive therapy). It is
established that the major risk factors for HPV infection are behaviors
related to sexual activity [2], but factors unrelated to sexual behavior
have been identified such as the first sexual intercourse at an early age,
long-term oral contraceptive use [3], ethnicity [4], etc. Although, we
placed no restriction on risk factors the lack of evidence in original
studies, or a low level of evaluation of some traditional risk factors and
differing definitions limited the inclusion of risk factors such as early
age at the first sexual intercourse or contraceptive use, etc. Despite
these shortcommings, we extracted data from four studies [5–8] that
analyzed multiple sexual partners as a classical risk factor for genital
HPV, without finding it was significant.a

We understand the importance of cervical HPV genotypes.
However, we found only three studies [5,9,10], including 333 SLE
patients and 4879 controls, which compared the prevalence of HR-HPV
genotypes between SLE patients and healthy controls. Data from these
studies was pooled in a new analysis, which showed that SLE patients
had a greater frequency of cervical HR-HPV than controls (18.3% vs.
7.8%; OR: 3.94 [95%CI: 2.76–5.72], I2: 0%), showing the further stu-
dies longitudinally evaluating the persistance of HR-HPV infection are
required.

Jayaraj and Kumarasamy refer to measures to assess publication
bias and between-study heterogeneity using Orwin's Fail-safe N test and
Duval and Tweedie's Trim and Fill calculations, and the Tau2 para-
meter, respectively. Those measures apply for random effects meta-
analysis models, not for multilevel linear (mixed-effects) models in the
short meta-regression models that were used in our analysis. Likewise,
these tests cannot ameliorate or adjust for publication bias, but are
correctly used to measure the magnitude of the aforementioned bias
under very specific assumptions.

The Tau parameter is one variance component which appears in
random effects models. In our multilevel models we determined, using

statistical parsimony (AIC and deviance criteria), that only one variance
component was needed, and thus it is reported as Sigma2. This may be
interpreted as variability due to measures from different studies (i.e.
this is the variance at the study level). Assessment of publication bias in
meta-regression models is not as straight forward as is the case for fixed
or random effects models. We encourage the authors to review the
documentation of the R package metafor [11] and its home web page
http://www.metafor-project.org, which has many examples and refer-
ences about the models we used.

Last but not least, we recognize the importance of registering the
protocols of systematic reviews (SR) in repositories such as PROSPERO
[12] and other registries such as Systematic Review Data Repository
(SRDR) [13] and research registry® [14]. SR registration is not yet re-
quired by most journals (nor is it an International Committee of Medical
Journal Editors-ICMJE-journal requirement); therefore, the motivation
of systematic reviewers to register their SR is likely due to other factors
[15]. We followed the PRISMA guidelines [16], which states that de-
positing a review in a public repository is not mandatory. Tsujimoto
et al. [17] analyzed whether or not registration of SR protocols reduced
outcome reporting bias in high-impact journals and found that of all
protocols analyzed only 21% were registered, that protocol registration
was not associated with outcome reporting bias, and that the associa-
tion between PRISMA adherence and protocol registration was not
statistically significant.

However, according to Jayaraj and Kumarasamy's suggestion, we
have uploaded the completed dataset to the Mendeley Data for Journals
Repository, as encouraged by an Elsevier editorial, and we do not now
use PROSPERO.
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