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Abstract

Systematic reviews are considered as the highest rung in the ladder of evidence-based medicine. They are bound by a
pre-defined structure and requirement for extensive literature searches, when compared with the more liberal format of
narrative reviews. Systematic review protocols should ideally be pre-registered to avoid duplication or redundancy. After
defining clear review question(s), thorough literature searches form the basis of systematic reviews. Presentation of results
should be qualitative or quantitative (meta-analysis) if the data is homogenous enough to permit pooling across multiple
studies. Quality of individual studies by Cochrane risk of bias 2 tool for interventional studies and other suitable scales for
observational studies, as well as appropriate assessment of publication bias are recommended. Certainty of outcomes
should be assessed by the GRADE profiler. Finally, systematic reviews should conclude with recommendations for future
research, based on their findings.
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SYSTEMATIC REVIEWS AND analyses [2]. The aim of this article is to overview the
EVIDENCE-BASED MEDICINE principles underlying systematic reviews.
Evidence-based medicine has advanced in leaps and

bounds over the past three decades. The appraisal of SYSTEMATIC VERSUS NARRATIVE
evidence relies on the type of studies on which such REVIEWS

evidence is based. Systematic reviews have been A systematic review aims to systematically search the
considered the highest form of evidence base [1]. They literature and present it, while critically analysing study
rely on either qualitatively or quantitatively summating quality of individual studies and their outcomes. A
information across multiple different studies. Systematic systematic literature review minimizes bias in the
reviews could be performed for both interventional selection of articles for systematic review. Many
studies and observational studies. Moreover, systematic systematic reviewers also recommend searches across
reviews can make indirect comparisons across different clinical trial databases and abstracts of major
studies using techniques such as network meta- conferences in the specialty in the recent past to identify
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studies that might be relevant yet unpublished. As we
shall discuss subsequently, systematic reviews are
bound by a structure. Since they collate information
across studies, systematic reviews require a lot of effort
from authors. as a consequence, systematic reviews are
generally considered as original research work [2].

Narrative reviews, on the other hand, are more liberal in
their structure. They often incorporate the opinion of the
author group on a particular matter, something which is
limited in a systematic review. Although not considered
mandatory, a systematic literature search is highly
recommended before embarking on writing a narrative
review. This is meant to reduce the extent of bias in the
selection of articles, thereby, enhances quality of
narrative reviews. Searches for unpublished studies are
not mandatory for a narrative review [2, 3].

SYSTEMATIC REVIEW GUIDELINES
Guidelines for conducting systematic reviews have been
prescribed by the Cochrane collaboration in the form of
the Cochrane Handbook of Systematic Reviews for
Interventions [4]. Guidelines for reporting systematic
reviews are the Preferred Reporting ltems for Systematic
Reviews and Meta-analyses [5]. In addition, Gasparyan
et al have proposed guidelines for systematic and
comprehensive search strategies which could be
consulted by authors of systematic reviews [3].

PROTOCOL REGISTRATION

The first step in conducting a systematic review is to
design and publish a protocol. It is important to critically
search the literature to identify pre-existing systematic
reviews on the topic. Unless the proposed systematic
review incorporates recently published, critical
information in the field, it risks redundancy and might be
a futile exercise. After identifying the need for the said
systematic review, it is essential to pre-plan the protocol,
detailing all steps as proposed, and then to publish this.
Systematic review protocols can be pre-registered on
databases such as the prospective review of systematic
reviews (PROSPERO) or the Cochrane database of
systematic reviews (CDSR). The CDSR is reserved for
systematic reviews conducted under the aegis of the
Cochrane collaboration. Pre-registering systematic
reviews helps to avoid redundancy. Also, external
reviewers are likely to confirm the final systematic review
report for concordance with the pre-planned protocol.
Major deviations from the protocol, unless justified
adequately, might risk introducing bias into a systematic
review [2].
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REVIEW QUESTION

The systematic review process begins with the definition
of one or more review questions. These should be well-
defined, based on the PICO (patients, interventions,
comparators, outcome) format. Inclusion and exclusion
criteria for studies should be clearly defined and adhered
to. However, at the time of protocol design, such criteria
should be carefully designed so as to be able to identify
atleast a few relevant studies. It is preferable to pilot the
review process during protocol design to ensure that
relevant studies are identified, to avoid wasting effort
otherwise on a systematic review without a meaningful
number of studies to collate together [2].

SEARCH STRATEGY

A thorough, diverse literature search is the backbone of
a systematic review. This should encompass multiple
bibliographic databases. For example, systematic
reviews in the field of biomedicine would be considered
incomplete if they do not search at least one of Scopus
or Web of Science, which are the two largest databases.
Furthermore, search terms or key words used during
such literature searches should be presented in detail in
the search strategy, including the number of results at
each stage, narrowing down to the final retrieved
literature searches [6].  The preferred reporting
standards for systematic reviews and meta-analyses
(PRISMA) have presented guidelines for presenting
search strategies, detailing identification of studies,
screening and reasons for exclusion, identifying eligible
studies based on detailed assessment of screened full
texts and reasons for exclusion, with the final number of
included studies. A limitation of the PRISMA guidelines
is that they mandate reporting search results from at
least a single database. This might not be
comprehensive enough, and the authors suggest that
such search guidelines should be supplemented by
those proposed by Gasparyan et al for conducting
systematic literature searches across multiple databases

3],

Apart from database searches, it is also considered
essential to search for unpublished yet relevant
literature, such as clinical trial databases while
conducting systematic reviews of interventional studies.
A search on the World Health Organization (WHO)
International Clinical Trials Registry Portal (ICTRP) is
considered adequate, since multiple regional databases,
including that of the National Institutes of Health
(clinicaltrials.gov), feed into the ICTRP. Similarly, it is
recommended to hand-search conference abstracts of
major international and regional conferences in the
specialty, since they might help identify relevant studies
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which have not yet been published. Limiting such
conference abstract searches to the past three or five
years helps avoid including studies which might not have
been published eventually due to their lack of quality or
relevance. It is recommended to duplicate literature
searches using at least two investigators [2].

EXTRACTING INFORMATION

Relevant information to fulfil the review objectives from
selected studies should be extracted on to pre-designed
proformas. This step should also be repeated in
duplicate at least to avoid missing relevant information
due to random errors during information retrieval [7].

STUDY QUALITY AND RISK OF BIAS
The quality of individual studies should be assessed
using the Cochrane risk of bias 2 tool (RoB 2) for
interventional studies. Studies are scored based on risk
of bias in randomization, adherence, determination of the
outcome, the potential for selective data reporting and
missing data. Studies can have low risk of bias, some
concern about risk of bias or high risk of bias, based on
algorithms presented in the tool. Of note, there is no
category of “no risk of bias’[8, 9]. For observational
studies, various scoring systems such as the Newcastle-
Ottawa scale are used [10, 11].

PUBLICATION BIAS

Negative studies might go unpublished, hence a
thorough assessment of evidence requires critical
analysis of publication bias. This is generally feasible
when there are at least ten studies available in a
particular area. This can be performed by using funnel
plots and statistical tests such as the Egger test or
Begg's test [11, 12].

CERTAINTY OF EVIDENCE

For outcomes observed across multiple studies for a
single comparison, the GRADE profiler helps analyse the
certainty of evidence for a particular outcome, based on
consistency of results, risk of bias, precision of
estimates, and the directness or indirectness of
evidence. The GRADE profiler assigns a score of very
low, low, moderate or high certainty of evidence based
on the inputs provided [13, 14].

REPORTING RESULTS

The summary of findings table helps present the
characteristics of individual studies included in a
systematic review [13, 15]. The information so retrieved
may be presented in a quantitative format (meta-
analysis) pooling information across studies using
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summary measures. Meta-analysis should be performed
if the identified studies are homogenous enough to
permit pooling of data. Such pooled estimates should be
analysed for the heterogeneity of estimates. Random
effects meta-analyses should pool data from
heterogenous studies, otherwise fixed-effects meta-
analysis can be used. Pooled results are presented in
the form of forest plots [11, 16].

META-ANALYSES

Recent guidelines recognise systematic reviews
incorporating synthesis without meta-analyses (SWIM)
[17]. As discussed above, meta-analyses are not
essential for systematic reviews and should not be
conducted inappropriately, for example, when pooling
diverse outcomes from methodologically distinct studies

2]

CONCLUSION

Systematic reviews are the cornerstone of EBM,
considered as the highest level of evidence when
conducted across multiple randomized trials for a
particular  intervention.  Most  guidelines  or
recommendations for disease management are
preceded by systematic reviews, which are also then
published separately. Systematic reviews should
conclude with suitable recommendations for further
research based on their review findings. Itis important to
avoid redundancy in systematic reviews by pre-
publishing protocols. Recent instances of automatically
generated but redundant, duplicated systematic reviews
of little actual relevance to science have been noted,
often generated commercially and sold to authors. Such
practices have questionable ethics and should be
avoided [18, 19]. Inexperienced authors willing to
conduct systematic reviews themselves are highly
recommended to undergo specialist training for the
same, as provided in courses conducted by the
Cochrane collaboration and other organizations.
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JKYWEJIIK IIIOJTY bl TIPKEY >KOHE ECEIT BEPY
Tyniageme
XKyneni mionynap pasengi MeOuUMHAHBIH €H JKOFapbl JleHremi Oosbin caHasagpl. Osap FBUIBIMM
IIOJTyJIapAbl OPBIHIAWTBEIH JMOepasiipl popMaTTapAaH epeKillejleHeTiH, a1eOueTTi isfgeyre apHaFaH
alIplH-ala JKacaJIfaH KYpBUIBIMMEH >kKoHe TajlalTapMeH curarrajiafgel. EH OypbIchl, KamTajlaHYIbI
GospIpMay MaKcaTbIH/ia XYVeNliK II0JTy XaTTaMaslapbIH aJlfibIH-aJ1a Tipkey KaxeT. oy cypaKrapbl HAKTbI
aHbIKTaJIFAHHAH KeWiH, 3epTTey[iH HerisiH KypalTbH o[eOueTTepAi MYKMST i37ey OKyprisiesi.
HoaTvoxertepzi yCbIHY cartajibl HeMece CaHZIBIK OOJIybl KepeK (MeTaaHaIu3), erep e MajliMeTTep OipHerre
3epTTeysiepai OipikTipyre >keTKUTKTi OipTekTi Oosica. JKeke sepTreysieppid camacblH Oafajiay yIIiH
VHTepBeHLVSUIBIK, 3epTTeyjlepre apHaJIFaH Xyieni Karenikrep Kayni KokpaHos Kypansl 2 HeMece OaKbUIayIIIbI
3epTTeysjlepre apHa/ifaH Oacka /Ja TMICTI IIKajajlapAbl KOJIIaHy YCBIHBUIAJBl, COHBIMEH Katap,
OacbUIBIMAAP/BIH, ©37IepiHiH >Xyifeni karemikrepiHiH OafastaHybl Kepek. HoaTiokernepain mammirin GRADE
npodariepi Oarastaybl kKepek. COHBIMEH, XXYViesli IOJIyJlap KOPBITBIHIbBUIApFa HeTi3fesreH OoJialliak
3epTTeyslepre apHaJIFaH YCBIHBICTApPMEH asgKTaIybl Kepek.
Tyninai cespgep: JKyviestik 111051y, TaKpIpbII peTiHae 0mbmmorpadms, MeTaaHaIN3, OemiMIiTiK
Hanexce3 ymiin: Ilarpo I1., Mucpa [.II. JKymerik monynbl Tipkey kaHe ecenl Oepy. MenmiyHaIbIK,
ruroresa MeH STUKaHbBIH Oprta A31IBIK Ky pPHaJIbL. 2020; 1(2): 122-126.
https:/ /doi.org/10.47316/ cajmhe.2020.1.2.03

PETUCTPAIIVISI T OTYETHOCTD CMCTEMATUYECKHNX Ob30POB

Pesrome

Cucremarnueckiie  0030pBI  CUMTAIOTCA  BBICIIEV CTYIIeHbIO JIOKasaTeJIbHOW  MeauiuHBL ~ OHU
XapaKTepus3yIOTCs 3apaHee YCTaHOBJIEHHBIMM CTPYKTYpOU U TpeboBaHMAMM K IOUCKY JIUTepaTyphl, uemM
omIM4aloTcs oT Oostee ybepasibHBIX (POPMAaTOB BBHIIOJIHEHNMs Hay4dHBIX 0030poB. B miease mpoTokosibi
cucTeMaTYeCcKX 0030pOB  JIOJDKHBI  OBITH IIpedBapUTEeIIbHO 3aperucTpupoBaHbl BO  M30eXxaHVe
nyb6nmposanud. Ilociie ueTKoro orpesesieHNs BOIIPOCOB 0030pa, BBIIIOJIHAETCS TIIATEIbHBI TIOVICK
JIMTepaTyphl, KOTOPBII POpMUpPYyeT OCHOBY MccilefoBaHus. IlpercrasiieHne pe3ysIbTaTOB JIOJDKHO OBITH
KaueCTBeHHBIM WIN KOJIMYEeCTBeHHbIM (MeTaaHaIn3), ec/IM JaHHble [JOCTaTOYHO OIHOPOIHBI IS
oOBeMHeHMsT HeCKOJIbKMX WCcolefoBaHMiL i OIleHKM KadecTBa OTIEIbHBIX  VCCIIeTIOBaHUM
peKoMeH/TyeTcsl MCIosIb30BaTh KOKpaHOBCKNMII MHCTPYMEHT pPUCKa CUCTeMaTW4ecKux OMMOOK 2 s
VIHTePBEHIIMIOHHBIX VICCIIeOBaHWUI VI JIPYyTVie ITOJIXOIAIIIe IIKaIbI IS HaOJIro1aTe/IbHbIX MCCIIeIOBaH M,
a Takke HeoOxofyMa OIleHKa caMMx ITyOsMKaruii Ha HaJIMgue CHUCTeMaTudecKnx ommook. TouHocTh
pe3yJbTaToB Ao/bkKeH oueHmBaTh npodatep GRADE. Hakoner, cucreMmartideckiie 0030PbI TOJDKHBI
3aBepIIaThCsl peKOMeHIAIVSIMY [IJIs1 Oy AyIINX MCCIeI0BaHN, COCTaBJIeHHBIMY Ha OCHOBAHWY ITOJTyYeHHBIX
BBIBOJIOB.

Kirouesbie croBa: CricteMaTiaeckmii 0030p, oubimorpad st Kak TeMa, MeTaaHaIU3, IIPeIB3STOCTb

s muruposarws: Ilatpo I1, Mwucpa [I.I1. Permcrpamyss M OTU4ETHOCTh CHCTeMATHMUECKMX OO30pOB.

LlenTpasibHOA3MATCKMII ~ XypHaJI ~MeOuMUMHCKMX  rumores wm  stukm. 2020,  1(2):  122-126.
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