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Objectives Due to the growing number of systematic reviews published and the need
to update the existing revisions, the Agency for Healthcare Research and Quality
(AHRQ) - Evidence-based Practice Centers (EPC) published in 2008 a preliminary guide
to integrate primary data education to data from systematic reviews already published.
This study is a translation effort of the American agency's guidelines to provide
subsidies for revisions in our midst.

Methods A study group with experts in systematic review was gathered to identify
any methodological requirements that need clarification and guidance to revision
developers that used existing reviews. In addition, they identified and consulted
experienced researchers to provide guidance on conducting systematic reviews: Key
informants (KI).

Results No evidence was found in the literature for the driving advice based on the
integration of existing systematic reviews and primary assays. Recommendations were
based on expert opinion.

Conclusion The literature lacks guidelines for integration of systematic reviews and
primary studies.

Objetivos Devido ao crescimento do nimero de revisoes sistematicas publicadas e a
necessidade de atualizacdo das revisdes existentes, a Agency for Healthcare Research
and Quality (AHRQ) - Evidence-based Practice Centers (EPC) — publicou em 2008 um
guia preliminar para integrar os dados dos estudos primarios aos dados das revisoes
sistematicas ja publicadas, no desenvolvimento de novas revisoes sistematicas. Este
estudo é um esforco de traducdo das orientacdes da agéncia americana, com o intuito
de fornecer subsidios para as revisbes em nosso meio.

Métodos Um grupo de estudos com especialistas em revisao sistematica foi reunido
para identificar as eventuais necessidades metodoldgicas que precisariam de
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esclarecimento e orientacdao para elaboradores de revisées que utilizassem revisoes
existentes. Adicionalmente, foram identificados e consultados pesquisadores expe-
rientes que fornecessem orientacdes sobre a realizacdo de revisdes sistematicas:

informantes-chave (IC).
Resultados

Nao foram encontradas evidéncias na literatura para basear recomenda-

¢oes na conducdo da integracdo de ensaios primadrios as revisoes sistematicas
existentes. As recomendacGes foram baseadas em opinides de especialistas.
Conclusao A literatura carece de orientacoes para integracao de estudos primarios as

revisoes sistematicas.

Introduction

Because of the growing number of published systematic
reviews and the necessity to update existing reviews'?,
the Agency for Healthcare Research and Quality (AHRQ) -
Evidence-based Practice Centers (EPC) - published in 2008 a
preliminary guide to integrating data from primary studies
into data from systematic reviews previously published for
the development of new systematic reviews.

This subject is of great importance to the authors of
systematic reviews, given the lack of related publications.>*
This study results from an effort to translate the guidelines
from the American agency, in order to provide funding for
the reviews in our field.

Methods

A group of studies by specialists in systematic reviews was
assembled to identify the possible methodological necessi-
ties that need clarification and guidance for reviewers using
existing reviews. The necessities are'™:

« definition of criteria to identify when a new review adds
value to the existing reviews;

 organization of principles to integrate primary and sec-
ondary evidence into the new systematic reviews (includ-
ing models for evidence tables);

« guidelines for the clear description of the methods used to
identify, select, and decide how to better use the system-
atic reviews;

* methods to minimize bias in the selection of previous
reviews to use or for the integration of existing ones;

* methods to minimize bias in the incorporation of selected
parts of existing reviews;

 qualitative and quantitative methods to summarize the
bodies of evidence that include a systematic review as the
only source of evidence;

» production of an analysis tool for assessment of the
methodological quality (in addition to Assessing the
Methodological Quality of Systematic Reviews -
AMSTAR®);

* methods to establish the systematic review as the only
reference or as a reference for the evidence.
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Steps Used in the Production of Recommendations for
the Selection and Evaluation of Systematic Reviews in
the Existence of Multiple Reviews
The steps used for the selection were the electronic search,
use of knowledge from key-informers (not obtained in the
electronic search), and analysis of bias of existing
publications.

Recommendations were created for the primary evalua-
tion of existing systematic reviews by reference checking,
introduction, and discussion.>

Electronic Search

A revision was performed in databases of nearly ten thou-
sand citations on the methodology of systematic reviews and
search of compared efficacy®~ '3 (~Table 1).

Publications to provide guidance on the integration of
existing systematic reviews into new systematic reviews
were searched. There were no strict eligibility criteria, but
all articles that discussed the integration of reviews were
used.

An electronic search using the following terms in the title,
abstract, or description was performed: overview; umbrella;
review of review; use of secondary studies; discordant review;
incorporating review; multiple systematic review; review of
systematic review; relevant review; synthesis of systematic
review; secondary evidence; synopsis of systematic; synopsis
of review.

Use of Key-Informants

Additionally, experienced researchers that could provide
guidelines for the conduction of systematic reviews were
identified and consulted: the key-informants (KIs). These
were representatives of organizations or systematic collab-
orators in the production of systematic reviews and devel-
opers of methodologies.

Analysis of the Risk of Bias of Primary Studies and the
Description of the Summary-Effect

The use of systematic reviews (when there were multiple
reviews) was based on the analysis of the risk of bias (RB) of
the primary studies, the description of the summary-effect,
and the strength of the bodies of evidence of existing
systematic reviews.>*
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Table 1 Search filters for systematic reviews in the different databases (ISSG Search Filters Resource)13

Database Filter

CINAHL Lee E, Dobbins M, DeCorby K, McRae L, Tirilis D, Husson H. An optimal search filter for retrieving
systematic reviews and meta-analyses. BMC Medical Research Methodology 2012, 12:51 doi:10.1186/
1471-2288-12-5

University of Texas School of Public Health. Search filters for systematic reviews and meta-analyses.
Accessed 06 Dec 2013. [EBSCO]

Wong SS, Wilczynski NL, Haynes RB. Optimal CINAHL search strategies for identifying therapy studies and
review articles. JournalofNursingScholarship 2006;38(2):194-9.

SIGN strategy [undated] [Ovid]

EMBASE Lee E, Dobbins M, DeCorby K, McRae L, Tirilis D, Husson H. An optimal search filter for retrieving
systematic reviews and meta-analyses. BMC Medical Research Methodology 2012, 12:51 doi:10.1186/
1471-2288-12-5

Wilczynski NL, Haynes RB, Hedges Team. EMBASE search strategies achieved high sensitivity and
specificity for retrieving methodologically sound systematic reviews. Journal of Clinical Epidemiolo-
gy2007;60(1):29-33. [Ovid]

BM| Clinical Evidence strategy [undated] [Ovid]

CADTH strategy [2014] [Ovid]

SIGN strategy [undated] [Ovid]

MEDLINE Lee E, Dobbins M, DeCorby K, McRae L, Tirilis D, Husson H. An optimal search filter for retrieving
systematic reviews and meta-analyses. BMC Medical Research Methodology 2012, 12:51 doi:10.1186/
1471-2288-12-5

University of Texas School of Public Health. Search filters for systematic reviews and meta-analyses.
Accessed 06 Dec 2013. [Ovid]

National Library of Medicine: systematic reviews PubMed subset strategy [2008] [PubMed]

ISSG structured abstract (pdf)

ISSG search filter appraisal (pdf)

Montori VM, Wilczynski NL, Morgan D, Haynes RB. Optimal search strategies for retrieving systematic
reviews from MEDLINE: analytical survey. BMJ 2005;330(7482):68. [Ovid/PubMed] Also at http://hiru.
mcmaster.ca/hiru/HIRU_Hedges_MEDLINE_Strategies.aspx

ISSG structured abstract (pdf)

ISSG search filter appraisal (pdf)

Alberta Research Centre for Child Health Evidence:systematic reviews filter [2003] [Ovid]

ISSG structured abstract (pdf)

ISSG search filter appraisal (pdf)

Shojania KG, Bero LA. Taking advantage of the explosion of systematic reviews: an efficient MEDLINE
search strategy. Effective Clinical Practice 2001;4(4):157-62. [PubMed]

ISSG structured abstract (pdf)

ISSG search filter appraisal (pdf)

White V], Glanville JM, Lefebvre C, Sheldon TA. A statistical approach to designing search filters to find
systematic reviews: objectivity enhances accuracy. Journal of Information Science 2001;27(6):357-70.
[Ovid]

Boynton |, Glanville |, McDaid D, Lefebvre C. Identifying systematic reviews in MEDLINE: developing an
objective approach to search strategy design. Journal of Information Science 1998;24(3):137-54. [Ovid]
ISSG structured abstract (pdf)

ISSG search filter appraisal (pdf)

BM| Clinical Evidence strategy [undated] [Ovid]

CADTH strategy [2014] [Ovid, PubMed]

Health Evidence Bulletins - Wales strategy [undated] [Ovid]

PubMed systematic reviews subset [modified February 2014] [PubMed]

SIGN strategy [undated] [Ovid]
University of Alberta strategy [undated] [Ovid]

PsycINFO University of Texas School of Public Health. Search filters for systematic reviews and meta-analyses.
Accessed 06 Dec 2013. [Ovid]

Eady AM, Wilczynski NL, Haynes RB. PsycINFO search strategies identified methodologically sound
therapy studies and review articles for use by clinicians and researchers. Journal of Clinical Epidemiol-
0gy2008;61(1):34-40. [Ovid] and also at http://hiru.mcmaster.ca/hiru/HIRU_Hedges_PsycINFO_Strat-
egies.aspx

CADTH strategy [2014] [Ovid]

Health Evidence Bulletins - Wales strategy [undated] [Ovid]
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In the face of the possible outcomes, five possible scenari-
os were created:

(1) using the review without changing or adding new studies;
(2) using the review and adding new studies;

)
)
(3) using the review with new or modified analysis;
(4) using selected parts of the review;

)

(5) not using the review.

Results

Development of Recommendations
All Kis reviewed the subjects. The recommendations were
developed in an interactive way until a consensus was
reached. Little evidence was found to support the recom-
mendations. When there was a consensus on minimum
standards, recommendations were provided.

The literature provided 470 citations of the database of
the methodology group.'™

Synthesis of the Interviews with Key-Informants
Eleven KIs from various institutions that conduct systematic
reviews participated. One institution chose not to include
any systematic review, only primary tests, as the basis of its
reviews. Most institutions chose to include systematic re-
views in their reviews, but none of them have published a
guide for the process. One institution mentioned the use of a
prior method in this area.’

The key subjects of consensus among the KIs were orga-
nized into three general topics.

Use of Multiple Existing Reviews

The KIs reported that it is common to use the best systematic
review instead of including all existing reviews. The decision
on the best systematic review was based on'~11.12.14-16.

 the one that most appropriately approached the cur-
rent review, including the scope, populations, inter-
ventions, outcomes, inclusion/exclusion criteria, and
methods;

* the assumption that if a review had only some character-
istics of interest, elements of the review could be incor-
porated, or a review could be added to supplementary
studies; in the meantime, empty reviews with little
evidence, regardless of their relevance and quality, could
not be used by some organizations;

* the quality and updates of the search;

» the AMSTAR tool, the most frequently used tool to grade
the quality of the review, although there has been a
recognition of its limitations;

 in some institutions, the latest revision among those of
the highest quality, whereas in others, the base was the
AMSTAR score with a limit score of 8;

* thereputation of the review origin, with no use of reviews
with a clear bias or conflict of interest, for example,
reviews coming from the industry;

* the transparency and level of detail;

* the analysis of the statistical methods;

Arquivos Brasileiros de Neurocirurgia  Vol. 35 No. 3/2016
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« the principle that if a review does not provide enough
detail, KIs could conduct their own critical review;

« considerations on the existence of wide or unexplained
disagreement between reviews, and the inclusion of these
in the new review, even if not they do not formally add
new evidence.

Assessment of the Risk of Bias
The assessment of the RB of individual studies is a crucial
stage of the review. Most KIs noted that the tools to assess the
RB of existing systematic reviews were not appropriate to
determine whether the RB of individual studies can be used
in the current review.'~411-1°

The most important criterion, according to the KIs, is the
type of tool used to evaluate the RB and transparency of the
study description. Reviews from presumably reliable sour-
ces, such as The Cochrane Collaboration (EPC Program), were
preferred.~411-13

The KIs agreed that an existing review should not neces-
sarily use the same tool to evaluate the RB that would be used
in the current review, but the evaluation of the former needs
to be performed with an accepted and appropriate tool. In
addition, the tools to evaluate the RB should be cited in the
study methods.'™

The combination of an appropriate tool, sufficient detail,
transparency, and agreement in the evaluation of the RBs of
the study sample is sufficient to be accepted by the Kis.
However, lack of confidence and the need to repeat the
assessment of the RB leads to questions about the possibility

of the review being redone or used in the current
review,1-411,12,14-16

Minimum Criteria for the Definition of a Good Systematic
Review??

 Existence of an adequate and explicit search

» Well-defined eligibility criteria

* Consideration of the quality of the included studies or
assessment of the RB

» Adequate synthesis, or attempt to synthesize the findings,
quantitatively or qualitatively

Quality Evaluation

Regarding the review, the relevance should be assessed by
the acronym PICOT (population, intervention, comparison,
outcome, time). The reviews are evaluated according to the
design, quality, tools, and updates. The review that is most
approximate to the current version in scope, inclusion/
exclusion criteria, and methods is generally prioritized>.
However, a review of dubious quality, or with few character-
istics of interest, could be used in part or even not at all in the
synthesis of the current review. The KIs more often used the
AMSTAR tool to grade the quality of the review, although
they recognized its limitations®~12

Summary Tables

Summary tables should include sufficient information,
showing the overall strength of the evidence, study limita-
tions, consistency, accuracy, objectivity, and biases report.
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The strength of the classifications of evidence must be based
on the underlying primary evidence, not on the number or
quality of the existing systematic reviews. There are no clear
rules for when a new quantitative synthesis needs to be
performed or when a synthesis, qualitative or quantitative,
may be used from a previous review.' ™

If new studies are consistent with previous syntheses and
are unlikely to change the conclusion of the review, the
evaluators may choose not to carry out an updated
synthesis.' ™

Summary and Evaluation of the Strength of Evidence
The considerations on the use of the strength of evidence of
an existing review are similar to those on the use of the
RB.17-19

The review used an appropriate grading system to include
areas in the AHRQ - EPC Program Methods Guide. Briefly, the
strengths and limitations of the primary studies, objectivity,
consistency, accuracy, and bias report were included. Reviews
that are compatible include EPC, SOE (Strength of Evidence),
GRADE (The Grading of Recommendations Assessment,
Development, and Evaluation), and USPSTF (United States
Preventive Services Task Force).!’~1?

Discussion

Summary of Recommendations

Existing reviews should be confirmed as systematic reviews
using an amount of minimum eligibility criteria. It is pro-
posed that minimum eligibility includes an explicit and
proper search, the application of predefined criteria for study
selection, assessment of the RB for the included studies, and
synthesis of the results.'™

The quality of the existing systematic reviews should be
evaluated in an explicit manner with minimum quality
criteria that include the search in multiple sources, the use
of a tool generally accepted to assess the RB, and sufficient
information to evaluate the strength of the body of evidence
that includes most areas of the RB, objectivity, consistency
and accuracy, and bias report.'™

The assessment of the RB of existing reviews can be used
when the review describes an explicit process, including the
use of a tool or method that is compatible with the approach
of the current review and that evaluates the key sources of
potential bias.”>™

It is suggested that the RB is re-evaluated in a sample of
studies of an existing review under consideration for inclu-
sion in a new review to confirm the agreement with the
approach of the current review team.'™*

It is recommended that reviews should at least narratively
describe the findings of previous reviews, including the
number and type of studies included, and the summary of
the findings. It is also recommended that the newly identi-
fied studies are clearly distinguished from studies in the
existing reviews when presented in the narrative and in the
tables.!™*

Summary tables should include sufficient information to
support the grading of the strength of evidence, including the
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grading of individual areas of strength of evidence (limita-
tions of the studies, consistency, accuracy, objectivity, RB
report).'™

The grading of the strength of evidence should be based on
primary evidence and not on the number or quality of
existing systematic reviews. Using the areas of the strength
of evidence as a model (limitations of the studies, consisten-
cy, accuracy, objectivity, RB report), the authors of the review
should consider how the new evidence would make an
estimate of the change in the effect or in the grading of the
strength of evidence. A new quantitative synthesis is neces-
sary if the new studies change the evaluation of the strength
of evidence, either to obtain a more accurate or a more
updated estimate'’~1?

When existing reviews do not complete the grading of the
strength of evidence for the comparison and the outcome of
interest, the strength of evidence should be evaluated for the
body of evidence, considering the primary studies of previ-
ous reviews and new studies identified. When no new study
is incorporated in the strength of evidence, the evaluation of
the strength of evidence of a systematic review can be used
by using an acceptable grading from the SOE, consistent with
the context of the current review. In these cases, it is
suggested that the overall analysis of the strength of evi-
dence is reviewed, considering the strength of the field, to
confirm the consistency with current reviews. In cases where
new studies are added to the body of evidence, the strength
of evidence may require re-evaluation based on all studies
(evidence).'’~1?

Conclusion

No evidence was found in the literature on which to base
recommendations for the integration of existing systematic
reviews and primary studies. The recommendations were
based on expert opinion, and this work should be considered
an outline for the integration of existing reviews and primary
studies.
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