HOW TO WRITE A SYSTEMATIC REVIEW COCHRANE

HOW TO WRITE A SYSTEMATIC REVIEW COCHRANE INVOLVES A RIGOROUS, STANDARDIZED METHODOLOGY TO SYNTHESIZE
EXISTING EVIDENCE ON A SPECIFIC HEALTH INTERVENTION OR QUESTION. THIS COMPREHENSIVE GUIDE WILL ILLUMINATE THE
INTRICATE STEPS REQUIRED TO CONDUCT A HIGH-QUALITY COCHRANE SYSTEMATIC REVIEW, FROM FORMULATING A PRECISE
REVIEW QUESTION TO DISSEMINATING YOUR FINDINGS. UNDERT AKING A COCHRANE REVIEW DEMANDS METICULOUS PLANNING,
ADHERENCE TO STRICT PROTOCOLS, AND A DEEP UNDERSTANDING OF EVIDENCE SYNTHESIS PRINCIPLES. W/E WILL DELVE INTO THE
CRITICAL PHASES, INCLUDING PROTOCOL DEVELOPMENT, COMPREHENSIVE LITERATURE SEARCHING, DATA EXTRACTION, RISK OF
BIAS ASSESSMENT, AND META-ANALYSIS. ASPIRING REVIEWERS WILL GAIN CLARITY ON THE ESSENTIAL TOOLS AND GUIDELINES,
ENSURING THEIR SYSTEMATIC REVIEW ADHERES TO THE REVERED COCHRANE STANDARDS, ULTIMATELY CONTRIBUTING VALUABLE
UNBIASED EVIDENCE TO HEALTHCARE DECISION-MAKING. THIS ARTICLE WILL SERVE AS AN AUTHORITATIVE RESOURCE FOR
RESEARCHERS AND CLINICIANS AIMING TO MASTER THE ART OF SYSTEMATIC REVIEW WRITING WITHIN THE COCHRANE

FRAME\W ORK.
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UNDERSTANDING COCHRANE SYSTEMATIC REVIEWS

A COCHRANE SYSTEMATIC REVIEW STANDS AS THE GOLD STANDARD IN EVIDENCE SYNTHESIS, METICULOUSLY DESIGNED TO
ANSWER A CLEARLY FORMULATED QUESTION BY IDENTIFYING, APPRAISING, AND SYNTHESIZING ALL RELEVANT PRIMARY STUDIES.
THESE REVIEWS ARE INSTRUMENTAL IN HEALTHCARE, INFORMING CLINICAL GUIDELINES, POLICYMAKING, AND PATIENT CARE
DECISIONS BY PROVIDING AN UNBIASED SUMMARY OF THE EFFECTS OF HEALTHCARE INTERVENTIONS. THE RIGOROUS
METHODOLOGY EMPLOYED BY COCHRANE ENSURES TRANSPARENCY, REPLICABILITY, AND A MINIMIZED RISK OF BIAS,
DISTINGUISHING THESE REVIEWS FROM NARRATIVE REVIEWS OR LESS STRUCTURED SYSTEMATIC SYNTHESES.

THE CORE PHILOSOPHY BEHIND COCHRANE REVIEWS IS TO REDUCE BIAS AND ENHANCE THE RELIABILITY OF EVIDENCE. THIS IS
ACHIEVED THROUGH A PREDEFINED PROTOCOL, COMPREHENSIVE SEARCH STRATEGIES, STANDARDIZED DATA EXTRACTION,
CRITICAL APPRAISAL OF STUDY QUALITY, AND APPROPRIATE STATISTICAL SYNTHESIS. AUTHORS oF COCHRANE REVIEWS
COMMIT TO ADHERING TO THE STRINGENT GUIDELINES OUTLINED IN THE COCHRANE HANDBOOK FOR SYSTEMATIC REVIEWS OF
|NTERVENTIONS, ENSURING CONSISTENCY AND HIGH QUALITY ACROSS ALL PUBLICATIONS. THIS COMMITMENT CONTRIBUTES
SIGNIFICANTLY TO THE TRUSTWORTHINESS AND IMPACT OF COCHRANE EVIDENCE GLOBALLY.



WHAT MAakes A CocHRANE REVIEW UNIQUE?

COCHRANE REVIEWS ARE UNIQUE DUE TO THEIR STRICT ADHERENCE TO A GLOBAL STANDARD AND THEIR EMPHASIS ON
COLLABORATION AND CONTINUOUS UPDATING. EACH REVIEW UNDERGOES A RIGOROUS EDITORIAL PROCESS BY A SPECIALIZED
CocHRANE ReviEw GRoUP (CRG)/ INVOLVING MULTIPLE STAGES OF PEER REVIEW AND METHODOLOGICAL SCRUTINY. THIS
ENSURES THAT THE REVIEW IS ROBUST, METHODOLOGICALLY SOUND, AND CLINICALLY RELEVANT. FURTHERMORE, COCHRANE
REVIEWS ARE LIVING DOCUMENTS, OFTEN UPDATED AS NEW EVIDENCE EMERGES, MAINTAINING THEIR CURRENCY AND UTILITY OVER
TIME. THE EXPLICIT AIM IS TO PROVIDE THE BEST POSSIBLE EVIDENCE TO SUPPORT HEALTHCARE DECISIONS.

ANOTHER DISTINGUISHING FEATURE IS THE EXTENSIVE SUPPORT AND INFRASTRUCTURE PROVIDED BY COCHRANE. THIS INCLUDES
ACCESS TO SPECIALIZED SOFTW ARE (LIKE REVMAN), METHODOLOGICAL GUIDANCE, TRAINING, AND A GLOBAL NETWORK OF
EXPERTS. THIS ECOSYSTEM EMPOWERS REVIEW AUTHORS TO PRODUCE HIGH-QUALITY REVIEWS EVEN WHEN TACKLING COMPLEX
HEALTH QUESTIONS. THE STRUCTURED APPROACH TO HOW TO WRITE A SYSTEMATIC REVIEW COCHRANE ULTIMATELY
TRANSLATES INTO GREATER CONFIDENCE IN THE REVIEW'S FINDINGS AND CONCLUSIONS.

PHASE 1: PLANNING AND PROTOCOL DEVELOPMENT

THE FOUNDATION OF ANY SUCCESSFUL COCHRANE SYSTEMATIC REVIEW IS METICULOUS PLANNING AND THE DEVELOPMENT OF A
COMPREHENSIVE PROTOCOL. THIS INITIAL PHASE IS ARGUABLY THE MOST CRITICAL, AS IT DICTATES THE ENTIRE COURSE OF THE
REVIEW, PREVENTING ARBITRARY DECISIONS AND MINIMIZING BIAS. A WELL-STRUCTURED PROTOCOL SERVES AS A PUBLIC
DECLARATION OF THE REVIEW'S METHODS BEFORE ANY DATA IS COLLECTED OR ANALYZED.

DEVELOPING THE PROTOCOL INVOLVES DEFINING THE REVIEW QUESTION, SPECIFYING THE ELIGIBILITY CRITERIA FOR STUDIES,
OUTLINING THE SEARCH STRATEGY, DETAILING THE METHODS FOR DATA EXTRACTION AND RISK OF BIAS ASSESSMENT, AND
PLANNING THE DATA SYNTHESIS. THE PROTOCOL IS TYPICALLY REGISTERED WITH THE COCHRANE LIBRARY AND PUBLISHED,
ENHANCING TRANSPARENCY AND ALLOWING FOR SCRUTINY BEFORE THE FULL REVIEW BEGINS. THIS COMMITMENT TO PRE-
SPECIFICATION IS A HALLMARK OF COCHRANE'S RIGOROUS APPROACH TO SYSTEMATIC REVIEWS.

FORMULATING THE ReviEw QuesTion (PICO)

THE REVIEW QUESTION MUST BE CLEARLY ARTICULATED AND SPECIFIC, TYPICALLY FOLLOWING THE PICO FRAMEWORK:
POPULATION, |NTERVENTION, COMPARATOR, AND OUTCOME. THIS STRUCTURE HELPS TO DEFINE THE SCOPE OF THE REVIEW AND
GUIDES SUBSEQUENT STEPS, PARTICULARLY THE LITERATURE SEARCH AND STUDY SELECTION. A precise PICO QUESTION
ENSURES THAT THE REVIEW REMAINS FOCUSED AND ADDRESSES A CLINICALLY RELEVANT ISSUE.

FOR EXAMPLE, A PICO QUESTION MIGHT BE: “IN ADULTS WITH CHRONIC LOW BACK PAIN (P), DOES ACUPUNCTURE (I) REDUCE
PAIN INTENSITY COMPARED TO SHAM ACUPUNCTURE (C) AS MEASURED BY A VISUAL ANALOGUE SCALE (O)?” CLEARLY DEFINING
THESE ELEMENTS FROM THE OUTSET IS CRUCIAL FOR HOW TO WRITE A SYSTEMATIC REVIEW COCHRANE EFFECTIVELY AND
ENSURING THAT ALL SUBSEQUENT STAGES ARE ALIGNED WITH THE REVIEW'S PRIMARY OBJECTIVE.

EsTABLISHING ELIGIBILITY CRITERIA

ONCE THE PICO QUESTION IS ESTABLISHED, COMPREHENSIVE ELIGIBILITY CRITERIA MUST BE DEVELOPED. THESE CRITERIA SPECIFY
WHICH STUDIES WILL BE INCLUDED IN THE REVIEW AND WHICH WILL BE EXCLUDED. ELIGIBILITY CRITERIA TYPICALLY COVER
ASPECTS SUCH AS STUDY DESIGN (E.G., RANDOMIZED CONTROLLED TRIALS), PARTICIPANT CHARACTERISTICS, INTERVENTION
DETAILS, COMPARATOR TYPES, AND OUTCOME MEASURES. THEY MUST BE SPECIFIC, REPRODUCIBLE, AND DIRECTLY LINKED TO THE
PICO QUESTION.

RIGOROUS DEFINITION OF ELIGIBILITY CRITERIA PREVENTS SUBJECTIVE DECISION-MAKING DURING THE SCREENING PHASE AND



ENSURES THAT ONLY STUDIES RELEVANT TO THE REVIEW QUESTION ARE CONSIDERED. THIS STEP IS FUNDAMENTAL TO
MAINTAINING THE INTERNAL VALIDITY OF THE SYSTEMATIC REVIEW AND MINIMIZING SELECTION BIAS.

PHASE 2: IDENTIFYING RELEVANT STUDIES

IDENTIFYING ALL RELEVANT STUDIES IS A CORNERSTONE OF A ROBUST SYSTEMATIC REVIEW, AIMING TO MINIMIZE PUBLICATION
BIAS AND ENSURE THAT THE REVIEW IS COMPREHENSIVE. THIS PHASE INVOLVES DESIGNING AND EXECUTING A HIGHLY SENSITIVE
SEARCH STRATEGY ACROSS MULTIPLE ELECTRONIC DATABASES AND OTHER SOURCES.

THE SEARCH MUST BE SYSTEMATIC AND DOCUMENTED THOROUGHLY TO BE REPRODUCIBLE. |T TYPICALLY INVOLVES A
COMBINATION OF KEYWORDS, CONTROLLED VOCABULARY (E.G., MESH TERMS), AND BOOLEAN OPERATORS. THE GOAL IS TO
CAST A WIDE NET TO CAPTURE ALL POTENTIALLY RELEVANT STUDIES, ACKNOWLEDGING THAT HIGHLY SPECIFIC SEARCHES MIGHT
MISS IMPORTANT LITERATURE.

DeveLoPING A COMPREHENSIVE SEARCH STRATEGY

A COMPREHENSIVE SEARCH STRATEGY IS ESSENTIAL FOR MINIMIZING PUBLICATION AND SELECTION BIAS. |T INVOLVES CRAFTING
SEARCH STRINGS FOR VARIOUS DATABASES, INCLUDING:

CocHrRANE CENTRAL ReGisTER oF ConTrRoLLED TriaLs (CENTRAL)

MEDLINE (PueMep)

e EMBASE

\WEB OF SCIENCE

PsycINFO

CINAHL

LILACS

ADDITIONALLY, SEARCHING CLINICAL TRIAL REGISTRIES (E.G., CLINICALTRIALS.GOV, WHO ICTRP), GReY LITERATURE (E.G.,
CONFERENCE ABSTRACTS, DISSERTATIONS), AND CHECKING REFERENCE LISTS OF INCLUDED STUDIES AND RELEVANT REVIEWS ARE
CRITICAL. CONTACTING AUTHORS FOR UNPUBLISHED DATA OR ONGOING TRIALS MAY ALSO BE NECESSARY. T HIS MULTI-PRONGED
APPROACH ENSURES THAT THE SYSTEMATIC REVIEW IS AS EXHAUSTIVE AS POSSIBLE, CAPTURING A BROAD RANGE OF EVIDENCE
RELEVANT TO THE DEFINED PICO QUESTION.

THE SEARCH STRATEGY SHOULD BE DOCUMENTED IN DETAIL WITHIN THE REVIEW PROTOCOL, INCLUDING THE DATABASES
SEARCHED, THE SEARCH TERMS USED, THE DATES OF THE SEARCHES, AND ANY LIMITS APPLIED. THIS TRANSPARENCY IS VITAL FOR
HOW TO WRITE A SYSTEMATIC REVIEW COCHRANE WITH INTEGRITY AND ALLOWING OTHER RESEARCHERS TO REPLICATE THE
SEARCH.

PHASE 3: SELECTING STUDIES FOR INCLUSION

ONCE THE COMPREHENSIVE LITERATURE SEARCH HAS BEEN EXECUTED, THE RETRIEVED CITATIONS MUST BE SYSTEMATICALLY
SCREENED AGAINST THE PREDEFINED ELIGIBILITY CRITERIA. THIS PHASE IS TYPICALLY CONDUCTED IN TWO STAGES:
TITLE/ABSTEACT SCREENING AND FULL-TEXT SCREENING, AND IT REQUIRES CAREFUL ATTENTION TO DETAIL TO ENSURE



ACCURACY AND REDUCE BIAS.

T O ENHANCE RELIABILITY AND MINIMIZE BIAS, STUDY SELECTION IS ALWAYS PERFORMED INDEPENDENTLY BY AT LEAST TWO
REVIEW AUTHORS. DISCREPANCIES BETWEEN REVIEWERS ARE RESOLVED THROUGH DISCUSSION OR BY ARBITRATION WITH A THIRD
REVIEWER. THIS RIGOROUS PROCESS IS CRUCIAL FOR MAINTAINING THE METHODOLOGICAL QUALITY OF A COCHRANE
SYSTEMATIC REVIEW.

Two-STAGE SCREENING PROCESS

THE STUDY SELECTION PROCESS INVOLVES TWO DISTINCT STAGES:

1. TITLE AND ABSTRACT SCREENING: REVIEWERS INDEPENDENTLY SCREEN ALL RETRIEVED TITLES AND ABSTRACTS AGAINST
THE ELIGIBILITY CRITERIA. STUDIES THAT CLEARLY DO NOT MEET THE CRITERIA ARE EXCLUDED. ANY STUDY THAT
APPEARS POTENTIALLY RELEVANT, OR WHERE RELEVANCE IS UNCLEAR BASED SOLELY ON TITLE AND ABSTRACT, IS
ADVANCED TO THE NEXT STAGE.

2. FULL-TEXT SCREENING: THE FULL TEXTS OF ALL STUDIES DEEMED POTENTIALLY RELEVANT FROM THE FIRST STAGE ARE

RETRIEVED. REVIEWERS THEN INDEPENDENTLY READ THESE FULL TEXTS AND APPLY THE ELIGIBILITY CRITERIA IN DETAIL.
AGAIN, ANY DISCREPANCIES IN DECISIONS ARE RESOLVED BY DISCUSSION OR A THIRD REVIEWER.

THIS SYSTEMATIC APPROACH ENSURES THAT NO RELEVANT STUDIES ARE INADVERTENTLY MISSED AND THAT ALL
INCLUSION/EXCLUSION DECISIONS ARE CONSISTENTLY APPLIED. MAINTAINING A DETAILED LOG OF EXCLUDED STUDIES AND
REASONS FOR EXCLUSION IS ALSO A STANDARD PRACTICE FOR TRANSPARENCY.

PHASE 4: DATA EXTRACTION AND MANAGEMENT

AFTER STUDIES HAVE BEEN SELECTED, THE RELEVANT INFORMATION MUST BE EXTRACTED IN A SYSTEMATIC AND CONSISTENT
MANNER. DATA EXTRACTION INVOLVES CAREFULLY ABSTRACTING PREDEFINED DETAILS FROM EACH INCLUDED STUDY, WHICH WILL
SUBSEQUENTLY BE USED FOR SYNTHESIS AND ANALYSIS. THIS PHASE REQUIRES METICULOUS ATTENTION TO DETAIL TO ENSURE
ACCURACY AND COMPLETENESS.

TO MAINTAIN CONSISTENCY AND MINIMIZE ERRORS, DATA EXTRACTION FORMS OR SOFTWARE ARE TYPICALLY USED. SIMILAR TO
STUDY SELECTION, DATA EXTRACTION IS USUALLY PERFORMED BY TWO INDEPENDENT REVIEWERS, WITH DISCREPANCIES
RESOLVED THROUGH DISCUSSION OR BY A THIRD REVIEWER. THIS DUAL-REVIEWER APPROACH IS A CRITICAL QUALITY
ASSURANCE STEP IN HOW TO WRITE A SYSTEMATIC REVIEW COCHRANE.

Key DATA POINTS FOR EXTRACTION

DATA EXTRACTION FORMS ARE DESIGNED TO CAPTURE ALL INFORMATION NECESSARY FOR THE SYSTEMATIC REVIEW, INCLUDING:

e STUDY CHARACTERISTICS: AUTHORS, YEAR OF PUBLICATION, STUDY DESIGN, COUNTRY, SETTING.
¢ PARTICIPANT CHARACTERISTICS: SAMPLE SIZE, DEMOGRAPHICS (AGE, GENDER, DIAGNOSIS, SEVERITY).

® INTERVENTION DETAILS: SPECIFIC INTERVENTION USED, DOSAGE, DURATION, FREQUENCY , DELIVERY METHOD.

COMPARATOR DETAILS: T YPE OF COMPARATOR (E.G., PLACEBO, USUAL CARE, ANOTHER ACTIVE INTEEVENTION).

e OUTCOME MEASURES: SPECIFIC OUTCOMES REPORTED (E.G., PAIN, QUALITY OF LIFE), METHODS OF ASSESSMENT, TIME
POINTS OF ASSESSMENT.



* RESULTS: EFFECT SIZES, CONFIDENCE INTERVALS, P-VALUES, RAW DATA (E.G., MEANS, STANDARD DEVIATIONS, NUMBER
OF EVENTS).

* FUNDING SOURCES AND CONFLICTS OF INTEREST.

THOROUGH AND ACCURATE DATA EXTRACTION IS PARAMOUNT, AS ERRORS AT THIS STAGE CAN SIGNIFICANTLY IMPACT THE
REVIEW'S FINDINGS AND CONCLUSIONS. REVIEW AUTHORS OFTEN PILOT TEST THEIR DATA EXTRACTION FORMS ON A FEW
STUDIES TO REFINE THEM BEFORE FULL-SCALE EXTRACTION BEGINS.

PHASE 5: AsSESSING RISk oF BIAS

ASSESSING THE RISK OF BIAS IN INCLUDED STUDIES IS A FUNDAMENTAL COMPONENT OF ANY COCHRANE SYSTEMATIC REVIEW.
THIS CRITICAL APPRAISAL HELPS EVALUATE THE METHODOLOGICAL QUALITY OF INDIVIDUAL STUDIES AND UNDERSTAND HOW
POTENTIAL FLAWS MIGHT AFFECT THEIR RESULTS. |T INFORMS THE INTERPRETATION OF THE REVIEW'S FINDINGS AND THE
STRENGTH OF ITS CONCLUSIONS.

COCHRANE RECOMMENDS USING ITS “RoB 2" (Risk of Bias 2.0) TooL FOR RANDOMIZED CONTROLLED TRIALS (RCTSs) AND
“"ROBINS-|" FOR NON-RANDOMIZED STUDIES OF INTERVENTIONS. THESE TOOLS PROVIDE A STRUCTURED FRAMEWORK FOR
ASSESSING POTENTIAL BIASES ACROSS SEVERAL DOMAINS, ENABLING A SYSTEMATIC AND TRANSPARENT EVALUATION OF STUDY
QUALITY.

UsING THE CocHRANE Risk of Bias 2.0 TooL (RoB 2)

THE ROB 2 TOOL EVALUATES FIVE SPECIFIC DOMAINS OF BIAS FOR RANDOMIZED CONTROLLED TRIALS:

1. BIAS ARISING FROM THE RANDOMIZATION PROCESS: W ERE PARTICIPANTS ADEQUATELY RANDOMIZED AND ALLOCATION
CONCEALED?

2. BIAS DUE TO DEVIATIONS FROM INTENDED INTERVENTIONS: \W/ERE PARTICIPANTS, PERSONNEL, AND OUTCOME ASSESSORS
BLINDED? WERE THERE ANY PROTOCOL DEVIATIONS?

3. BIAS DUE TO MISSING OUTCOME DATA: \WW/ERE THERE HIGH RATES OF ATTRITION OR MISSING DATA, AND HOW WAS IT
HANDLED?

4. BIAS IN MEASUREMENT OF THE OUTCOME: W/ AS THE OUTCOME ASSESSED APPROPRIATELY AND WITHOUT BIAS?

5. BIAS IN SELECTION OF THE REPORTED RESULT: W/ AS THE REPORTED OUTCOME PRE-SPECIFIED OR SELECTIVELY REPORTED?

" on

FOR EACH DOMAIN, A JUDGMENT OF “LOW RISK,” “SOME CONCERNS,” OR “HIGH RISK” OF BIAS IS ASSIGNED, ALONG WITH
SUPPORTING EVIDENCE. AN OVERALL RISK OF BIAS JUDGMENT FOR EACH STUDY IS THEN DETERMINED. THIS ASSESSMENT IS
CRUCIAL FOR INTERPRETING STUDY RESULTS AND FOR CONDUCTING SENSITIVITY ANALYSES TO EXPLORE THE IMPACT OF BIAS ON
THE REVIEW'S OVERALL FINDINGS. LIKE OTHER STEPS, THIS IS PERFORMED BY AT LEAST TWO INDEPENDENT REVIEWERS.

PHASE 6: DATA SYNTHESIS AND META-ANALYSIS

AFTER DATA EXTRACTION AND RISK OF BIAS ASSESSMENT, THE NEXT PHASE INVOLVES SYNTHESIZING THE EVIDENCE. IF STUDIES
ARE SUFFICIENTLY HOMOGENEOUS IN TERMS OF POPULATION, INTERVENTION, COMPARATOR, AND OUTCOME, A META-ANALYSIS
MAY BE CONDUCTED TO STATISTICALLY COMBINE THEIR RESULTS. META-ANALYSIS PROVIDES A MORE PRECISE ESTIMATE OF AN
INTERVENTION'S EFFECT THAN ANY SINGLE STUDY ALONE.



HO\X/EVERI IF STUDIES ARE TOO DIVERSE OR HETEROGENEOUS, A NARRATIVE SYNTHESIS MAY BE MORE APPROPRIATE. THE
DECISION TO PERFORM A META-ANALYSIS AND THE CHOICE OF STATISTICAL MODEL DEPEND ON THE CHARACTERISTICS OF THE
INCLUDED STUDIES AND THE REVIEW QUESTION. CoCHRANE'S REVMAN SOFTWARE IS COMMONLY USED FOR PERFORMING META-
ANALYSES AND GENERATING FOREST PLOTS.

PeErRFORMING META-ANALYSIS WITH REVMAN

CoCHRANE'S REVIEW MANAGER (REVMAN) SOFTWARE IS THE STANDARD TOOL FOR CONDUCTING META-ANALYSES FOR
COCHRANE REVIEWS. |T ALLOWS REVIEWERS TO INPUT EXTRACTED DATA AND GENERATE VARIOUS STATISTICAL ANALYSES AND
GRAPHICAL REPRESENTATIONS, INCLUDING:

® FOREST PLOTS: VISUALLY DISPLAY THE RESULTS OF INDIVIDUAL STUDIES AND THE POOLED EFFECT ESTIMATE, ALONG
WITH CONFIDENCE INTERVALS.

o HETEROGENEITY STATISTICS: MEASURES LIKE 12 sTATISTIC AND CHI? TEST TO ASSESS THE VARIABILITY AMONG STUDY
RESULTS.

o CHOICE OF STATISTICAL MODEL: FIXED-EFFECT MODEL (ASSUMES A COMMON TRUE EFFECT SIZE) OR RANDOM-EFFECTS
MODEL (ASSUMES VARYING TRUE EFFECT SIZES). THE RANDOM-EFFECTS MODEL IS GENERALLY PREFERRED WHEN

HETEROGENEITY IS PRESENT.

o SUBGROUP ANALYSES: EXPLORING DIFFERENCES IN TREATMENT EFFECTS ACROSS PREDEFINED SUBGROUPS (E.G., DIFFERENT
PATIENT POPULATIONS, INTERVENTION DOSAGES).

o SENSITIVITY ANALYSES: RE-RUNNING ANALYSES UNDER DIFFERENT ASSUMPTIONS (E.G., EXCLUDING STUDIES WITH HIGH
RISK OF BIAS) TO TEST THE ROBUSTNESS OF THE FINDINGS.

UNDERSTANDING THESE STATISTICAL METHODS AND THE APPROPRIATE USE OF REVMAN IS FUNDAMENTAL TO HOW TO WRITE A
SYSTEMATIC REVIEW COCHRANE THAT IS METHODOLOGICALLY SOUND AND PROVIDES RELIABLE EVIDENCE. CAREFUL
CONSIDERATION OF HETEROGENEITY AND PUBLICATION BIAS (E.G./ USING FUNNEL PLOTS FOR A SUFFICIENT NUMBER OF STUDIES) IS
ALSO VITAL DURING THIS PHASE.

PHASE 7: INTERPRETING ResuLTS AND DraWING ConcrLusions (GRADE)

INTERPRETING THE FINDINGS OF A SYSTEMATIC REVIEW EXTENDS BEYOND SIMPLY PRESENTING THE DATA. IT INVOLVES MAKING
SENSE OF THE POOLED RESULTS, CONSIDERING THE METHODOLOGICAL QUALITY OF THE INCLUDED STUDIES, AND ASSESSING THE
CERTAINTY OF THE EVIDENCE. THIS CRUCIAL PHASE LEADS TO FORMULATING CLEAR, ACTIONABLE CONCLUSIONS.

COCHRANE REVIEWS UNIVERSALLY EMPLOY THE GRADE (GRADING OF RECOMMENDATIONS ASSESSMENT, DEVELOPMENT AND
EVALUATION) APPROACH TO RATE THE CERTAINTY OF EVIDENCE FOR EACH MAIN OUTCOME. GRADE PROVIDES A TRANSPARENT
AND SYSTEMATIC PROCESS FOR ASSESSING HOW MUCH CONFIDENCE CAN BE PLACED IN THE EFFECT ESTIMATES.

APPLYING THE GRADE APPROACH TO EVIDENCE

THE GRADE APPROACH ASSESSES THE CERTAINTY OF EVIDENCE FOR EACH CRITICAL OUTCOME ACROSS FIVE DOMAINS:

1. Risk OF BIAS: HOW METHODOLOGICAL LIMITATIONS OF STUDIES LOWER CERTAINTY.

2. INCONSISTENCY: HOW UNEXPLAINED VARIABILITY IN RESULTS ACROSS STUDIES (HETEROGENEITY) LOWERS CERTAINTY.



3. INDIRECTNESS: How DIFFERENCES BETWEEN THE PICO OF THE REVIEW AND THE INCLUDED STUDIES LOWER CERTAINTY.

4. IMPRECISION: HOW WIDE CONFIDENCE INTERVALS AROUND THE EFFECT ESTIMATE (SMALL SAMPLE SIZE) LOWER
CERTAINTY.

5. PUBLICATION BIAS: HOW THE LIKELIHOOD OF SELECTIVE REPORTING OF STUDIES MIGHT LOWER CERTAINTY.

BASED ON THESE CONSIDERATIONS, THE CERTAINTY OF EVIDENCE FOR EACH OUTCOME IS RATED AS HIGH, MODERATE, LO\X/, OR
VERY Low. HIGH CERTAINTY MEANS THAT FURTHER RESEARCH IS VERY UNLIKELY TO CHANGE OUR CONFIDENCE IN THE ESTIMATE
OF EFFECT. VERY LOW CERTAINTY MEANS THAT WE HAVE VERY LITTLE CONFIDENCE IN THE EFFECT ESTIMATE. THIS
TRANSPARENT RATING SYSTEM HELPS USERS OF THE REVIEW UNDERSTAND THE STRENGTH OF THE EVIDENCE SUPPORTING THE
FINDINGS.

PHASE 8: WRITING AND DISSEMINATING THE REVIEW

THE FINAL PHASE INVOLVES METICULOUSLY WRITING THE SYSTEMATIC REVIEW MANUSCRIPT AND PREPARING T FOR SUBMISSION
AND DISSEMINATION. THE REVIEW MUST BE PRESENTED IN A CLEAR, CONCISE, AND STRUCTURED MANNER, ADHERING TO THE
SPECIFIC GUIDELINES OF THE COCHRANE LIBRARY AND RELEVANT REPORTING STANDARDS LIKE PRISMA (PREFERRED REPORTING
|TEMS FOR SYSTEMATIC REVIEWS AND META-ANALYSES).

THE WRITTEN REVIEW SHOULD ACCURATELY REFLECT ALL THE WORK UNDERTAKEN IN THE PREVIOUS PHASES, FROM THE
PROTOCOL DEVELOPMENT TO THE GRADE ASSESSMENT. DISSEMINATION IS ALSO KEY, ENSURING THAT THE VALUABLE EVIDENCE
SYNTHESIZED REACHES ITS INTENDED AUDIENCE OF CLINICIANS, POLICYMAKERS, AND PATIENTS.

STRUCTURING THE COCHRANE REVIEW MANUSCRIPT

A COCHRANE SYSTEMATIC REVIEW MANUSCRIPT FOLLOWS A STANDARDIZED STRUCTURE TO ENSURE CLARITY, COMPLETENESS,
AND EASE OF NAVIGATION. KEY SECTIONS INCLUDE:

e ABSTRACT: A CONCISE SUMMARY OF THE REVIEW'S BACKGROUND, OBJECTIVES, METHODS, RESULTS, AND CONCLUSIONS.

® BACKGROUND: PROVIDES CONTEXT FOR THE REVIEW QUESTION, INCLUDING THE HEALTH PROBLEM, INTERVENTION, AND
RATIONALE FOR THE REVIEW.

o OBJECTIVES: STATES THE PRIMARY AND SECONDARY OBJECTIVES OF THE REVIEW, TYPICALLY ALIGNED WITH THE PICO
QUESTION.

® METHODS: DETAILED DESCRIPTION OF THE PROTOCOL, INCLUDING SEARCH STRATEGY, ELIGIBILITY CRITERIA, DATA
EXTRACTION, RISK OF BIAS ASSESSMENT, AND DATA SYNTHESIS.

® RESULTS: PRESENTS THE FINDINGS, INCLUDING STUDY FLOW, CHARACTERISTICS OF INCLUDED STUDIES, RISK OF BIAS
ASSESSMENTS, AND THE RESULTS OF META-ANALYSES OR NARRATIVE SYNTHESES.

® DISCUSSION: INTERPRETS THE MAIN FINDINGS, DISCUSSES HETEROGENEITY, LIMITATIONS OF THE REVIEW , APPLICABILITY OF
THE EVIDENCE, AND POTENTIAL BIASES.

e AUTHORS' CONCLUSIONS: SUMMARIZES THE FINDINGS FOR PRIMARY OUTCOMES AND PROVIDES IMPLICATIONS FOR
PRACTICE AND FUTURE RESEARCH, EXPLICITLY STATING THE GRADE CERTAINTY.

® REFERENCES: LISTS ALL INCLUDED AND EXCLUDED STUDIES.

® APPENDICES: SUPPLEMENTARY MATERIALS LIKE SEARCH STRATEGIES, DATA EXTRACTION FORMS, AND RoB ASSESSMENTS.



ADHERING TO THIS STRUCTURE IS ESSENTIAL FOR HOW TO WRITE A SYSTEMATIC REVIEW COCHRANE THAT MEETS THE HIGH
EDITORIAL STANDARDS OF THE COCHRANE LIBRARY AND EFFECTIVELY COMMUNICATES ITS FINDINGS TO A DIVERSE AUDIENCE. THE
WRITING SHOULD BE CLEAR, OBJECTIVE, AND AVOID JARGON WHERE POSSIBLE, FACILITATING BROAD UNDERSTANDING AND
UTILITY.

Key CoNsSIDERATIONS FOR COCHRANE REVIEWERS

EMBARKING ON THE JOURNEY OF WRITING A COCHRANE SYSTEMATIC REVIEW IS A SIGNIFICANT UNDERTAKING THAT REQUIRES
DEDICATION, EXPERTISE, AND A COLLABORATIVE SPIRIT. SEVERAL KEY CONSIDERATIONS ARE PARAMOUNT FOR SUCCESS AND
ENSURING THE REVIEW'S IMPACT AND ADHERENCE TO COCHRANE STANDARDS.

FIRSTLY, TEAMWORK IS ESSENTIAL. SYSTEMATIC REVIEWS ARE RARELY A SOLO ENDEAVOR; THEY TYPICALLY INVOLVE A TEAM
OF REVIEWERS WITH DIVERSE SKILLS, INCLUDING CLINICAL EXPERTISE, METHODOLOGICAL KNOWLEDGE, AND STATISTICAL ACUMEN.
EFFECTIVE COMMUNICATION AND DIVISION OF LABOR WITHIN THE TEAM ARE CRUCIAL. SECONDLY, STAYING UPDATED WITH THE
LATEST METHODOLOGICAL GUIDANCE FROM THE COCHRANE HANDBOOK IS VITAL, AS METHODS FOR HOW TO WRITE A
SYSTEMATIC REVIEW COCHRANE ARE CONTINUALLY EVOLVING TO ADDRESS NEW CHALLENGES AND IMPROVE RIGOR. FINALLY, THE
COMMITMENT TO TRANSPARENCY AND REPRODUCIBILITY THROUGHOUT THE ENTIRE PROCESS—FROM PROTOCOL REGISTRATION
TO DATA REPORTING—IS A NON-NEGOTIABLE ASPECT OF COCHRANE REVIEWS, REINFORCING THEIR RELIABILITY AND INFLUENCE IN
EVIDENCE-BASED HEALTHCARE.

NAVIGATING THE COCHRANE EDITORIAL PROCESS

SUBMITTING A SYSTEMATIC REVIEW TO A CocHRANE REVIEW GroUP (CRG) INVOLVES NAVIGATING A RIGOROUS EDITORIAL
PROCESS. THIS TYPICALLY INCLUDES INITIAL CHECKS BY THE CRG EDITORIAL BASE, PRE-PUBLICATION PEER REVIEW BY CONTENT
EXPERTS AND METHODOLOGISTS, AND REVISIONS BASED ON FEEDBACK. THE ITERATIVE NATURE OF THIS PROCESS ENSURES THE
REVIEW'S QUALITY AND ADHERENCE TO COCHRANE STANDARDS BEFORE EVENTUAL PUBLICATION IN THE COCHRANE LIBRARY.
AUTHORS MUST BE PREPARED FOR CONSTRUCTIVE CRITICISM AND BE WILLING TO REVISE THEIR WORK THOROUGHLY. THIS
ROBUST PEER-REVIEW SYSTEM IS A CORNERSTONE OF COCHRANE'S REPUTATION FOR PRODUCING HIGH-QUALITY, TRUSTWORTHY
EVIDENCE.

BEYOND INITIAL PUBLICATION, COCHRANE REVIEWS ARE DYNAMIC DOCUMENTS. REVIEWERS ARE OFTEN ENCOURAGED TO UPDATE
THEIR REVIEWS AS NEW EVIDENCE BECOMES AV AILABLE, ENSURING THE INFORMATION REMAINS CURRENT AND RELEVANT. THIS
COMMITMENT TO MAINTAINING THE CURRENCY OF EVIDENCE UNDERSCORES THE ONGOING VALUE AND UNIQUE CONTRIBUTION OF
COCHRANE TO GLOBAL HEALTH KNOWLEDGE. MASTERING HOW TO WRITE A SYSTEMATIC REVIEW COCHRANE IS NOT JUST ABOUT
PRODUCING A SINGLE DOCUMENT, BUT ABOUT ENGAGING IN A CONTINUOUS CYCLE OF EVIDENCE SYNTHESIS AND DISSEMINATION.

FAQ: How To WRITE A SYSTEMATIC REVIEW COCHRANE

QZ \WHAT IS THE PRIMARY DIFFERENCE BETWEEN A COCHRANE SYSTEMATIC REVIEW AND
OTHER SYSTEMATIC REVIEWS?

A: THE PRIMARY DIFFERENCE LIES IN THE RIGOROUS METHODOLOGY, STRINGENT QUALITY CONTROL, AND STANDARDIZED
PROCESSES MANDATED BY COCHRANE. COCHRANE REVIEWS ADHERE TO SPECIFIC GUIDELINES OUTLINED IN THE COCHRANE
HANDBOOKI UTILIZE SPECIALIZED SOFTW ARE LIKE REVMAN, UNDERGO A THOROUGH EDITORIAL AND PEER-REVIEW PROCESS BY
DEDICATED COCHRANE REVIEW GROUPS, AND ARE OFTEN UPDATED PERIODICALLY. THIS LEVEL OF STANDARDIZATION AND
OVERSIGHT AIMS TO MINIMIZE BIAS AND MAXIMIZE THE RELIABILITY AND TRUSTWORTHINESS OF THE EVIDENCE SYNTHESIZED,
SETTING THEM APART AS A GLOBAL BENCHMARK.



Q: HOW LONG DOES IT TYPICALLY TAKE TO COMPLETE A COCHRANE SYSTEMATIC
REVIEW?

A: THE DURATION FOR COMPLETING A COCHRANE SYSTEMATIC REVIEW CAN VARY SIGNIFICANTLY DEPENDING ON THE
COMPLEXITY OF THE REVIEW QUESTION, THE NUMBER OF INCLUDED STUDIES, THE AVAILABILITY OF RESOURCES, AND THE
EXPERIENCE OF THE REVIEW TEAM. ON AVERAGE, A COCHRANE REVIEW CAN TAKE ANYWHERE FROM 12 To 24 MONTHS, OR EVEN
LONGER, FROM PROTOCOL DEVELOPMENT TO FINAL PUBLICATION. THIS TIMEFRAME INCLUDES EXTENSIVE LITERATURE SEARCHING,
DUAL-INDEPENDENT SCREENING, DATA EXTRACTION, RISK OF BIAS ASSESSMENT, DATA SYNTHESIS, WRITING, AND THE MULTI-
STAGE EDITORIAL AND PEER-REVIEW PROCESS.

QI Do | NEED SPECIAL SOFTWARE TO WRITE A COCHRANE SYSTEMATIC REVIEW?

A: YES, YOU WILL NEED ACCESS TO SPECIFIC SOFTWARE AND RESOURCES FOR CERTAIN STAGES OF A COCHRANE SYSTEMATIC
REVIEW. THE MOST PROMINENT IS COCHRANE'S REVIEW MANAGER (REVMAN) FOR PROTOCOL DEVELOPMENT, DATA
EXTRACTION, RISK OF BIAS ASSESSMENT, AND PARTICULARLY FOR CONDUCTING META-ANALYSES AND GENERATING FOREST
PLOTS. ADDITIONALLY, REFERENCE MANAGEMENT SOFTWARE (E.G., ENDNOTE, ZOTERO) IS ESSENTIAL FOR MANAGING CITATIONS,
AND SCREENING SOFTWARE (E.G., COVIDENCE, RAYYAN) CAN GREATLY FACILITATE THE TITLE/ ABSTRACT AND FULL-TEXT
SCREENING PROCESSES. ACCESS TO COMPREHENSIVE LITERATURE DATABASES IS ALSO CRITICAL.

Q: WHAT 1s THE GRADE APPROACH, AND WHY IS IT IMPORTANT IN A COCHRANE
REVIEW?

A: GRADE sTANDS FOR GRADING OF RECOMMENDATIONS ASSESSMENT, DEVELOPMENT AND EVALUATION. T IS A SYSTEMATIC
AND TRANSPARENT FRAMEWORK USED TO RATE THE CERTAINTY (OR QUALITY) OF EVIDENCE FOR EACH CRITICAL OUTCOME IN A
SYSTEMATIC REVIEW. GRADE ASSESSES FIVE DOMAINS: RISK OF BIAS, INCONSISTENCY, INDIRECTNESS, IMPRECISION, AND
PUBLICATION BIAS. |TS IMPORTANCE IN A COCHRANE REVIEW LIES IN PROVIDING USERS WITH A CLEAR UNDERSTANDING OF HOW
MUCH CONFIDENCE THEY CAN PLACE IN THE EFFECT ESTIMATES, ENABLING INFORMED DECISION-MAKING FOR CLINICIANS, PATIENTS,
AND POLICYMAKERS BASED ON THE STRENGTH OF THE EVIDENCE.

Q: CAN ANYONE CONTRIBUTE TO A COCHRANE SYSTEMATIC REVIEW, OR DO | NEED
SPECIFIC QUALIFICATIONS?

A: \X/HILE A STRONG BACKGROUND IN RESEARCH METHODOLOGY, EPIDEMIOLOGY, STATISTICS, AND EXPERTISE IN THE CLINICAL
AREA OF THE REVIEW TOPIC IS HIGHLY BENEFICIAL, COCHRANE ENCOURAGES COLLABORATION AND PROVIDES EXTENSIVE TRAINING
RESOURCES. MANY REVIEWS ARE CONDUCTED BY TEAMS COMPRISING INDIVIDUALS WITH DIVERSE QUALIFICATIONS, INCLUDING
CLINICIANS, METHODOLOGISTS, STATISTICIANS, AND INFORMATION SPECIALISTS. IF YOU ARE NEW TO SYSTEMATIC REVIE\X/S,

IT'S OFTEN BEST TO JOIN AN EXISTING REVIEW TEAM OR UNDERGO COCHRANE TRAINING TO GAIN THE NECESSARY SKILLS AND
EXPERIENCE. ENTHUSIASM AND COMMITMENT ARE ALSO CRUCIAL.
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