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Archie Cochrane
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MAVERICK STREAK

If you describe someone as a maverick, you
mean that they are unconventional and
independent, and do not think or behave in
the same way as other people

s Rmiimidpi v mihomibmiio b il

VIGNETTE

The Remarkable Archie
Origins of the Cochrane Collaboration
Warren Winkelstein, Jr

ost epidemiologists arc familiar with the Cochrane
Collaboration, which provides critical and systematic

reviews of randomized trials relevant to medical p e and

health policy. The Cochrane Collaboration has so far enlisted

15,000 volunteers worldwide in the preparation of these

reviews." Today, more people are familiar with the Cochrane

Collaboration than with Cochrane himself. But the man is

worth remembering—Archibald Leman Cochrane was one of

the most colorful medical scientists of the 20th century
Archie, as he was known, came from a wealthy family,

thereby enjoying lifelong fina

he suffered from a sexual dysfunction for which he could not

find treatment in the United Kingdom.* He underwent psy-

choanalysis nany. While there, he became fluent in

German—and infuriated by the Nazis. When his Jewish ‘

analyst fled to Vienna and subsequently to Holland, Archie Archibald Leman Cochrane

followed. On retuming to England, he enlisted in the Inter-

national Brigade to fight fascism in Spain. During World War ) . )

1L, he was held prisoner for 4 years. el | date the real beginnings of my love of whiskey o this
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Effectiveness
| & Efficiency §

G this seminal book, first published in 1972 by\
the Nuffield Provincial Hospitals Trust and issued
in this imprint in 1999, he called for an
international register of randomised controlled
trials, and for explicit quality criteria for
appraising published research, but neither goal

Qas achieved in his lifetime. j

Cochrane was pilloried by colleagues for
appearing on television to promote abortion
and to claim (rightly, at the time) that there was
no evidence of benefit from routine cervical
smears
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All effective treatments
must be free.

PLACARD

On returning to England, he enlisted in the
International Brigade to fight fascism in
Spain. During World War Il, he was held
prisoner for 4 years

After the war, Archie studied the chest diseases of mining
populations in Wales, launching a series of remarkable
surveys that reached more than 90% of their target
populations. His studies of lung diseases and his papers
on quality of health and medical care services are
characterized by innovation and even audacity.
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Cochrane retired to his home, Rhoose Farm House, in the
Vale of Glamorgan, Wales, where he created a
prizewinning garden, hung an impressive art collection,
and entertained epidemiologists from around the world.

\He died in 1988 at the age of 79
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Cochrane's raw moral courage, his indefatigable pursuit of the
truth, and his irreverence towards the scientific establishment
remain an inspiration to those of us whose research time is
increasingly spent in petty correspondence with ethical
committees, grant giving bodies, and journal editors

WHAT IS METAANALYSIS?

Conceptually, a meta-analysis uses a statistical
approach to combine the results from multiple
studies in an effort to increase power (over individual
studies), improve estimates of the size of the effect
and/or to resolve uncertainty when reports disagree
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THE PYRAMID OF EVIDENCE

Meta-
Analyses

Cohort Studies

Case-Controlled Studies

Background Information/Expert Opinion
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What is the difference between a
systematic review and meta analysis?

1. systematic review answers a defined research
question by collecting and summarizing all
empirical evidence that fits pre-specified
eligibility criteria.

2. A meta-analysis is the use of statistical
methods to summarize the results of these
studies.

Meta-analysis is a statistical technique for combining
data from multiple studies on a particular topic.
Compared to other study designs (such as randomized
controlled trials or cohort studies), the meta-
analysis comes in at the top of the 'levels of evidence'
pyramid in evidence-based healthcare
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THE COCHRANE LOGO
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1972 First RCT

Prevention of prenatal
death by antenatal
corticosteroid therapy
for fetal maturation

Meta-analysis:
THE COCHRANE Steroids lower death risk

COLLABORATION® with 30-50%!!

‘ ‘ Cochrane evidence is produced and

disseminated by an amazing global network of
volunteer collaborators bound together by a
shared vision. Whether you’re a health
practitioner or policy maker, researcher, patient,
or you're just interested in health; we invite you to
join us today, and help us improve health
decisions worldwide!

Cochrane CEO, Mark Wilson

\

Qur vision is a world of improved health where decisions about health and health care are informed by high-
quality, relevant and up-to-date synthesized research evidence.

&

Our mission is to promote evidence-informed health decision-making by producing high-quality, relevant,

Qur vision

Qur mission

accessible systematic reviews and other synthesized research evidence.

Our work is internationally recognized as the benchmark for high-quality information about the effectiveness of
health care.
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1. Collaboration
by fostering global co-operation, teamwork, and open and transparent communication and decision-
making.
. Building on the enthusiasm of individuals
by invelving, supporting and training people of different skills and backgrounds.
3. Avoiding duplication of effort
by good management, co-ordination and effective internal communications to maximize economy of effort.
. Minimizing bias
through a variety of approaches such as scientific rigour, ensuring broad participation, and avoiding
conflicts of interest.
. Keeping up-to-date
by a commitment to ensure that Cochrane Reviews are maintained through identification and incorporation
of new evidence.

~

&

w

”

. Striving for relevance
by promoting the assessment of health questions using cutcomes that matter to people making choices in
health and health care.

. Promoting access
by wide dissemination of our outputs, taking advantage of strategic alliances, and by promoting appropriate
access models and delivery solutions to meet the needs of users worldwide.

. Ensuring quality
by applying advances in methodology, developing systems for quality improvement, and being open and
responsive to criticism.

. Continuity
by ensuring that responsi
renewed.

. Enabling wide participation
in our work by reducing barriers to contributing and by encouraging diversity.

~

o

3

ility for reviews, editorial processes, and key functions is maintained and

e
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COCHRANE AND WIKI

a7

THE COCHRANE WIKIPEDIA

COLLABORATION® The Free Encyclopedia

COCHRANE AND WHO

O

THE COCHRANE
COLLABORATION®
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HEADQUARTER

Cochrane Collaboration

group >28,000 volunteers
>100 countries

Review health care interventions tested in biomedical
randomized controlled trials.2!

+ more non-randomized, observational studies.
systematic reviews published as "Cochrane Reviews"

in the Cochrane Library.

Goals and Prinicples

The goal of the collaboration is to help people make well informed
decisions about health care by preparing, maintaining and ensuring the
accessibility of systematic reviews of the effects of health care
interventions. The principles of the Cochrane Collaboration are:

collaboration

building on the enthusiasm of individuals
avoiding duplication

minimizing bias

keeping up to date

striving for relevance

promoting access

ensuring quality

continuity

enabling wide participation
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Meta Analysis

combines the results of several studies
that address a set of related research hypotheses

In its simplest form, this is normally by identification of a common measure of
effect size,

for which a weighted average might be the output of a meta-analyses.
Here the weighting might be related to sample sizes within the individual studies.

More generally there are other differences between the studies that need to be
allowed for, but the general aim of a meta-analysis is to more powerfully estimate
the true "effect size" as opposed to a smaller "effect size" derived in a single study
under a given single set of assumptions and conditions.
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Advantages of Meta Analysis

Shows if the results are more varied than expected from sample diversity

Derivation and statistical testing of overall factors / effect size parameters in related studies
Generalization to the population of studies

Ability to control for between-study variation

Including moderators to explain variation

Higher statistical power to detect an effect than in ‘n=1sized study sample’

Deal with information overload: the high number of articles published each year.

combines several studies ¥ less influenced by local findings than single studies will be

May show if a publication bias exists.

1.

2.

3.

Steps in Meta Analysis

Formulation of the problem

Search of literature

Selection of studies (‘incorporation criteria’)
— Basedon quality criteria, e.g. the requirement of randomization and blinding in a clinical trial
~  Selection of specific studies on a well-specified subject, e.g. the treatment of breast cancer.
~ Decide whether unpublished studies are included to avoid publication bias
Decide which dependent variables or summary measures are allowed.
~ Differences (discrete data)

— Means (continuous data)
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Funding Cochrane

* £100 million over last 7 years

tiecochrane  * >£150million — $250 billion US Dollars over 20 years of its
COLLABORATION existence

Core and group income and expenditure 2010/11

INCOME

Want to get involved?

Visit: www.cochrane.org!

Whilst unique, Cochrane is no longer

alone
| UpToDate NICE

| ()!

THE COCHRANE

COLLABORATION"

r—‘ SYSTEMATIC

B9 REVIEWS
Annals
I

“Anyone who produces, or who finds a way to make Systematic
Reviews more digestible and more relevant to the audience, is in
competition with Cochrane”
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Cochrane base of Sy i iews: all issues
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Cochrane Controlled Register of Trials (CENTRAL)

The Cochrane Central Register of Controlled Trials (CENTRAL) is a highly concentrated source of reports of randomized and quasi-
randomized controlled trials. Most CENTRAL records are taken from bibliographic databases (mainly PubMed G2 and Embase &,
but records are also derived from other published and ished sources, including Clini . gov(Z. CENTRAL first began
publication in 1996, but its composite nature means that it does not have an inception (start) date, in the way that other traditional

biomedical databses do.

In addition to bibliographic details (author, source, year, etc.) CENTRAL records will often include an abstract (a summary of the

article). They do not contain the full text of the article. Records are included irrespective of language or date of publication.

Is relevant to its own areal

All Cochrane Review Groups, and a few Cochrane Fields, m a collection of reports of controlled
of interest; these are called Specialized Registers. Unique content (i.¢. records not already identified in PubMed, etc.) from these

ems that are not relevant to the individual fields of

Specialized Registers is published in CENTRAL. Groups may also colle
interest, and these ‘handsearch results' are also added to CENTRAL. Some Cochrane Centres search the general healthcare

literature of their countries or regions and also contribute records to CENTRAL.

For infc ion about how i databs searched and how CENTRAL is compiled, see How CENTRA

is created.

The Publisher, John Wiley & Sons Ltd, acknowledges the contribution made by Elsevier to CENTRAL by the provision of Embase
records (Copyright © 2008 Elsevier B., Amsterdam. All Rights Reserved). Embase records can be identified by searching “Embase”

in the Accession Number field.

For more:

« Search CENTRAL
« How CENTRAL is created

Trusted evigence.
Informed decisions.
Better heaith.

Cochrane Reviews || Cochrane Protocols
e 2483

Filter your results
2453 Cochrane Protocols matching on ** in All Text

Date ‘Cochrane Database of Systematic Reviews.

Pubbcaton date oo 17, Ao

LT ET e — 116 | O sucsuesy stow

The last § monihs...

The last $ months ...

The last year ...

The st 2years...—..

Cntom ange:
B o Ut Lar, 5 O ensan, e
Shape K Waliman,Abon e, d
Show Preview ™ . oo ol
Status o

Majorchange.
2440 San, an Nescleman, D R ol M

o Previews

Language 0

Espafiol
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Cochrane  Trusted evidence.
Informed decisions.

Library Better healtn

Cochrane Revi Trials » cal Answers About ¥ Help v

Filter your results

1738 Clinical Answers matching on ** in Al Text!
Date O | cochrane Clinical nswers
Pubscation dae

Selectall (1738

The last 3 monhs,

Thelast 6 months
inpeoplewith

The last months

The lastyear...

The last2 years ... o1
 Custom Range: ‘ faceb
] LAl ]
3 i P . toinsul
Topics. ] in people with inadequately controlled type 2 diabetes?
+ Child heatth...
+ Heart & Greulation s 2
+ wm | 4 ity ith or without HIV i it [
och Trusted evidence.
Cochrane Informed decisions. arch Q
o # LungCancer eenerhestin
Aboutus Available titles Join Cochrane News Our reviews Resources for authors
Our reviews

Topics ranging from screening to chemotherapy and palliative radiotherapy

Full list By Subtopic ated

(tage filter not available for Subtopic view,

By subtopic:
& b

About Cochrane Publications Community Contactus

Disclimer Privacy Cookiepolicy

Large number of studies — need to synthesise & summarise

Exampses
Sl?"" ‘Computersed decson support
-
A e

Systermatec reviews.

Original journal artickes

Randomized Controlied Trisls ource: Banzi et al. J of Med Internet Res;

010,12 (3) adapted from Haynes RB. Evid

E
2
Studies Based Med 2006;11(6):162-164.

CaseLontrol Studies

Case Series, Case Reports:

Edtarials, Expert Opinion

Source: Evidence-based Nursing
http://ebp.ib.uic.edu/nursing/node/12
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Different types of reviews

¢ Narrative (overview)

* Systematic review

— Meta-analysis

40

Narrative reviews (NR)

*  Provide an overview of a particular topic

*  Often cover a wide range of issues within a given topic

*  Can be useful for understanding new concepts

*  But there are problems associated with NR:
— they are rarely comprehensive
— they do not reveal many details about their methodology
— they are highly susceptible to reviewers’ bias
— they seldom take into account differences in the quality of studies
— they can often come to the wrong conclusion — careful interpretation
needed

a1

Example of NR

JX TrRIALS = —

TRIALS
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Systematic reviews (SR)

SR is a scientific investigation that focuses on a
specific question and uses explicit, prespecified
scientific methods to identify, select, assess, and
summarise the findings of similar but separate
studies.

It may include a quantitative synthesis (meta-
analysis), depending on the available data

[Eden et al. Finding what works in health care: Standards for
systematic reviews, Institute of Medicine, 2011]

43
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Systematic reviews (2)

The importance of SR is increasingly appreciated
— Clinical practice guideline development
— Clinical and policy decisions

BUT

The quality of published SR is variable and often
inadequate

— In many cases we are unable to judge the quality of SR
because the methodology is poorly reported or the SR
is poorly conducted

a4

Key characteristics of SR

Focused well defined research question
Clearly stated title and objectives

Comprehensive strategy for identification of all relevant studies
(published & unpublished)

Explicit (and justified) predefined inclusion & exclusion criteria
Critical appraisal of studies

Clear analysis of the results of eligible studies
— Quantitative (meta-analysis)
— Qualitative

Structured report

45
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Cochrane SR

¢ Development of Cochrane SR is coordinated by the
Cochrane Collaboration
C) Jhe Cochrane Gollaboration
— Established in 1993

— International network of 28,000 from 100 countries
— About 4,600 Cochrane reviews published

— They are internationally recognised as a benchmark for
high quality information about the effectiveness of
healthcare

http://www.cochrane.org

46
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Cochrane Library (CLIB)

* All Cochrane reviews published in CLIB
* Published by Wiley-Blackwell (indexed by PubMed, impact factor 6.1)

* Free access in the UK and many other countries
|

() COCHRANE LIBRARY

http://www.thecochranelibrary.com/ 47

Methodology of Cochrane reviews

* Methodology robustly
developed (continuous
improvements)

Cochrane Handbook for
Systematic Reviews of
Interventions

* Handbook - free online access:
http://www.cochrane.org/traini
ng/cochrane-handbook

e cocnmsne
O AmaRaTo

Version 5.1.0
* Good to follow even if doing !
“non-Cochrane” SR Eoton

* UK Cochrane Centre - training

48
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Process of conducting Cochrane SR
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* PROTOCOL —important

— Minimise potential bias in the

Aasthors’

Contact person®

o Dates
review conduct: -;.T.us"e..
Reviews are retrospective, fad-sossli

need to establish the methods
in advance

— Planning
— Review team

— Cochrane protocols are peer
reviewed and published Tabesand s

al tables

sions of this review

49

Cochrane review conduct — key points

* Protocol

* Objectives
— Focused well defined research question
— Primary outcome (one)
— Minimum number of secondary outcomes
— Include adverse events (harms) if relevant

* Literature search

— Comprehensive (electronic databases, grey literature, reference lists,
personal communication, ..)

— Useful to involve an information specialist in developing search
strategies (consider ss peer review)

— Keep detailed record of search methods and search results!

50

Cochrane review conduct — key points (2)

¢ Data collection and analysis

— Selection of studies using predefined selection criteria
— Independently done by more than one reviewer

— Important to determine how to solve disagreements
between reviewers

¢ Data extraction
— Data extraction form (pilot —items, format, ..)

— Independently done by more than one reviewer

51
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Cochrane review conduct — key points (3)
¢ Assessment of risk of bias
— Problems with the design and execution of individual studies of healthcare
interventions raise questions about the validity of their findings

— In clinical trials, biases can be broadly categorized as selection bias, performance
bias, detection bias, attrition bias, reporting bias and other biases that do not fit

into these categories

— Cochrane Collaboration developed the ‘Risk of bias tool”
7 specific domains:

* sequence generation (selection bias)

allocation concealment (selection bias)

blinding of participants and personnel (performance bias)
blinding of outcome assessment (detection bias)
incomplete outcome data (attrition bias)

selective outcome reporting (reporting bias)

other potential sources of bias

52
Cochrane review conduct — key points (4)
* Data synthesis
— Qualitative: descriptive summary
— Quantitative - meta-analysis: pooling data from a
number of studies when there are
* Minimal differences between studies
* Outcome measured in the same way
+ Data are availabl
Study weight
Different statistical
methods for pooling "
Subgroup analysis bkt 2 - N e
Sensitivity analysis
53

Interpretation of results
* Clear statement of findings

* Authors conclusions should reflect findings
* Clear presentation is important

* Summary of findings tables
— Key information in a quick and accessible format
— Relating the quality of evidence to the outcomes

SUMMARY OF FINDINGS FOR THI WAIN COMPARISON fmimr
[y —
[oT—
=
[ ——
— e one e R T
—a - -
G
——
e e s 50 - o
-r A bt e =
T
T
e e ey - - S0 an ans
s 0 v Vae - =
i
= . "
Jra— G e g o s
=t o e Pt A T e
T it T e o s -
ot em e o
e e
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Publishing SR

* Differences between publishing SR in the Cochrane Library and in a
journal:

— Cochrane has some specific rules (e.g. titles structure: a title cannot
start with ‘A’ or ‘“The’; should not not include ‘a systematic review of’)

* Publishing in a journal: PRISMA Statement

— Preferred Reporting Items for Systematic Reviews and Meta-Analyses
(2009)

— 27-item checklist, flow diagram

— PRISMA authors are also heavily involved in the Cochrane work, high
compatibility of both guides

http://www.prisma-statement.org/

55
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Poor reporting of systematic reviews

¢ Good reporting of primary studies is crucial for SR
development

BUT

¢ Reviews are not immune to the problems of poor

reporting

— Moher et al. assessed epidemiological and reporting
characteristics and bias-related aspects of 300
systematic reviews (of which 125 were Cochrane
reviews). The overall quality of reporting of key
aspects of methodology was very inconsistent with
particularly discouraging findings for non-Cochrane
reviews.

[Moher; PLoS Medicine 2007]

56

Example of bad reporting

Curr Atheroscler Rep (2011) 13:447-452
DO 1010075 11883.0110203.

NUTRITION (WILLIAM S. HARRIS, SECTION EDITOR)

Chocolate and Coronary Heart Disease:
A Systematic Review

Owais Khawaja + J. Michacl Gaziano « Luc Djoussé

* Nowhere in the paper any mention of the review
methodology!

Overview of cochrane metaanalysis and prisma: Dr. K C Patro



29t ICRO, GKNM, Coimbatore

Example of good reporting
(onec wedicine —

Open Access]

Does chacolate reduce blood pressure?
A meta-analysis

s

PR

B\ TRANSPARENT RERORTING
o SYSTEHATIC REVIEWS
and META-ANALYSES

PROTOCOLS

Welcome to the Preferred Reporting Items for Systematic Reviews and ke l
MetarAnalyses (PRISA) website! Y LTS

Who should use PRISMA? 0 lnosso
. e |

News Feed

Qequatar

PRISMA Wb

Tweels ¢ [
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\Wha shouie use PRISHA?

o AU PRISHA S 0 e 4o mprove e et of el ek nd melanelyss
v Joumal P reviners énd edios: PRISHIA may b be et forcrkal appraselof ublshed sy slemal. e
AU 1§k ualy asssment stument o gauge e qallyof a syt e

Cynthia Mulrow

-

Cynthia Mulrow, 2011

Born 23 May 1953
Edinburg. Texas

Residence San Antonio. Texas

Nationality American

Alma mater Baylor College of Medicine (MD)
Duke University School of
rMedicine
London School of Hygiene &
Tropic al Medicine

Occupation Physician. professor. researcher

Known for Research on systematic reviews,
research methodology. and
chronic conditions

THE PRISMA DEVELOPMENT

1. In 1987, Cynthia Mulrow examined for the first time the methodological quality of a
sample of 50 review articles published in four leading medical journals between 1985
and 1986 She found that none met a set of eight explicit scientific criteria, and that the
lack of quality assessment of primary studies was a major pitfall in these reviews

2. IN 1996, an international group of 30 clinical epidemiologists, clinicians, statisticians,
editors, and researchers convened The Quality of Reporting of Meta-analyses
(QUOROM) conference to address standards for improving the quality of reporting of
meta-analyses of clinical randomized controlled trials

3. The conference resulted in the QUOROM, a checklist, and a flow diagram that
described the preferred way to present the abstract, introduction, methods, results,
and discussion sections of a report of a systematic review or a meta-analysis.

4. Eight of the original 18 items formed the basis of the QUOROM reporting. Evaluation of
reporting was organized into headings and subheadings regarding searches, selection,
validity assessment, data abstraction, study characteristics, and quantitative data
synthesis.

5. In 2009, the QUOROM was updated to address several conceptual and practical
advances in the science of systematic reviews, and was renamed PRISMA (Preferred
Reporting Items of Systematic reviews and Meta-Analyses)

6. A three-day meeting was held in Ottawa, Canada, in June 2005 with 29 participants,
including review authors, methodologists, clinicians, medical editors, and a consumer.
The objective of the Ottawa meeting was to revise and expand the QUOROM checklist

and flow diagram, as needed
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THE PRISMA IMPCAT

[N

. The use of checklists like PRISMA is likely to improve the reporting quality of
a systematic review and provides substantial transparency in the selection
process of papers in a systematic review.

2. The PRISMA Statement has been published in several journals:

3. Many journal's publishing health research refer to PRISMA in their
Instructions to Authors and some require authors to adhere to them. The
PRISMA Group advised that PRISMA should replace QUOROM for those
journals that endorsed QUOROM in the past.

4. Recent surveys of leading medical journals evaluated the extent to which the
PRISMA Statement has been incorporated into their Instructions to Authors.

5. In a sample of 146 journals publishing systematic reviews, the PRISMA
Statement was referred to in the instructions to authors for 27% of journals;
more often in general and internal medicine journals (50%) than in specialty
medicine journals (25%).

6. These results showed that the uptake of PRISMA guidelines by journals is still

inadequate although there has been some improvement over time.

PRISMA CHECKLIST

The checklist includes 27 items pertaining to the
content of a systematic review and meta-analysis,
which include the title, abstract, methods, results,

discussion and funding.

# Records identified through # Records identified through
database searching other sources
# Records after duplicates
removed
# Records screened for —p{ # Records excluded
relevance
# Full-text articles I # Full-text articles excluded
for eligibility with reasons for exclusion

¥

# Studies included in
qualitative synthesis

¥

# Studies included in
quantitative synthesis (meta-
analysis), f any
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= Electronic Database Search (n=365) 0 new studies retrieved by expert-
S (PubMed=183, CINAHL= 59, Global contact, hand-searching of conference
s Health=61, CENTRAL=62) abstracts and reference search
=
2 ]
=
7
ad
— 93 duplicates removed
oo 272 papers screened
= (title + abstract)
=
g 261 papers excluded as not
v relevant
I 11 full texts I
= 25 records screened from trial registry
=) (clinicaltrials.gov)
w
| 6 records met the inclusion criteria |
£ ! |
=
2 3 Ongoing trials
= SComplatad triaks NCT02054182 , NCTO2185196, NCTO2936895

PRISMA explanation & elaboration paper

— Explanation and rationale for reporting of suggested
information (items)

— Examples of good reporting
— Relevant data about how this information is reported
presently

68

Lets discuss!
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Cochrane Methods
IPD Meta-analysis

Methads Groups

Non-small cell lung cancer

Back to all lung cancer IPD meta-analyses

Hyperfractionated or Accelerated
Radiotherapy in Lung Cancer: An Individual
Patient Data Meta-Analysis

Audrey Mauguen/JCO/2012

1.In lung cancer, randomized trials assessing
hyperfractionated or accelerated radiotherapy seem to
yield conflicting results regarding the effects on overall
(OS) or progression-free survival (PFS).

2.The Meta-Analysis of Radiotherapy in Lung Cancer
Collaborative Group decided to address the role of
modified radiotherapy fractionation.
Material and Methods

¢ We performed an individual patient data meta-analysis in
patients with nonmetastatic lung cancer, which included
trials comparing modified radiotherapy with conventional
radiotherapy.
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relevant RCTs i and for retrieval
(n = 723 references)

RCTs excluded due 1o doublet, no randomization
of

{n=702)

RCTs retdeved for more detailed evaluation
1
RCTs excluded (n=9)
No arm with conventional radiotherapy (n=3)
—— Same fractionation in the two arms (n=3)
Confounded by different chemotherapy in the two arms (n =2)
Randomized phase | (n=1)

iy appropriate RCTs to be included in the meta-analysis
(n = 2 5CLC & 10 NSCLC)

RCTs not included in meta-analysis due to lost data  (n = 2 NSCLC)

Trial with factorial design split into two trials (n =1 NSCLC)
| on

Trial with i (n =1 NSCLC)

RCTs included in the meta-analysis
{n =2 SCLC & 10 NSCLC)

RCTs with usable information by outcome

29t ICRO, GKNM, Coimbatore

Overall survival {n = 2 SCLC & 10 NSCLC)
Progression-free survival {n = 2 SCLC & 10 NSCLC)
Locoregional failure n = 9 NSCLE)
Distant failure {n =9 NSCLC)
Mortality by cause {n =8 NSCLC)
Toxicity {n = 2 SCLC & 4 10 10 NSCLC)
Category No. Deaths / No. Entered
Trial Exp.RT Conv. RT 0-E Variance HR HR (95% CI)
Very accelerated RT i
PMCI 88C091 48/48 52/53 0.8 243
PMCI 88C091 CT 51/51 56/56 8.0 25.6
CHART 316/338 217/225 -29.4 120.7
ECOG 2597 51/80 55/59 7.4 258
CHARTWEL 132150 132150 0.2 65.8
CHARTWEL CT 40/53 47/53 6.4 212
Subtotal 638/700 559/596 -37.8 2834 0.88 {0.78 to 0.98)
Moderately accelerated RT
Gliwice 2001 26/29 27129 1.4 132
Subtotal 26/29 27729 -1.4 13.2 0.90 {(0.52 10 1.54)
Hyperfractionated RT-identical total dose
NCCTG 902451 34739 3535 -7.0 15.7
NCCTG 942452 1111286 108121 2.6 54.6
Subtotal 145164 143156 9.6 70.3 0.87 (0.6910 1.10)
Hyperfractionated RT-increased total dose
RTOG 8808 155/163  156/163 6.4 76.9
Subitotal 166163 156/163 6.4 76.9 0.92{0.74 10 1.15)
Total 964/1,056 885944 -566.2 4437 0.88 (0.80 10 0.97), P=.009

Test for heterogeneity: z*, = 9.74, P= .37, F = 8%

TTTTTTIIO T
Test for interaction: 3!, =0.17, P= .98 0.25 1.00 4,00
Experimental RT Conventional RT
better better
A B
T. 1901 = Momtied T, locoregional taikurs
Comvesans AT, locoregtonsttairs
- F i
£ fw s
H 2 s
5 s © =
3 F-
z s
= nr
° T H R
Time From Random Assignment (years)
Mo. of dess [Po——
e Pomonyean by perea  taty 2ea yanr uavesr
e Tracates 71 Ve fin s
Commrenaeost WY et Y Viasas b 4
.
parsanyesrs by pera
c D
= —
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2
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Time From Random Assignment (years) Time From Random Assignment {years)
porene yosre by parind  tskymar e yaar » Svdyess Porearyeses by paried Vears 03 Veam2a
.. Soaues = i ety Tose T
oot BY et e e Commeraion RY ] ] -
Core deatha by paried
Vit BT ™ ve !v
Comeenionst 1T o i =
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No. Deaths / No. Entered Pof interaction/
Category Exp. RT Conv.RT O-E Variance Hazard Ratio trend test
Age, years
<59 266/295  256/275 -84 1224 o Interaction: P= .64
60-69 409/441  382/407 -30.3 185.5 - Trend: P=.94
270 289/318  245/260 9.3 123.2 -
Sex
Male 738/804  657/698 -28.3 320.8 % Interaction: P=.1
Female 2261250 226/244 -25.7 105.5 -
Histology
Squamous 583/639 528/563 =34.0 260.0 L Interaction: P=.7!
Nonsquamous 380/414  354/378 -18.2 1748 -
Performance status
0 397/447  368/401 -26.5 181.6 Ry Interaction: P= 5§
1 566/606  514/540 -236 255.2 .
Stage
4] 166178 139/150 -8.2 68.8 - Interaction: P=.8¢
1A 420/484  389/393 -28.2 187.8 B Trend: P=.7
s 363/396  360/384 -15.6 169.4 -
T —TT
0.25 1.00 4.00
Experimental RT Conventional RT
better better
1. In non-small-cell lung cancer (NSCLC; 10 trials, 2,000 patients),
hedul

2. modified fractionation improved OS as compared with conventional
(hazard ratio [HR] = 0.88, 95% Cl, 0.80 to 0.97; P = .009), resulting in an absolute

benefit of 2.5% (8.3% to 10.8%) at 5 years.

3. No evidence of heterogeneity between trials was found. There was no evi e
of a benefit on PFS (HR = 0.94; 95% Cl, 0.86 to 1.03; P = .19).

4. Modified radiotherapy reduced deaths resulting from lung cancer (HR = 0.89;
95% Cl, 0.81 to 0.98; P = .02), and there was a nonsignificant reduction of non-
lung cancer deaths (HR = 0.87; 95% Cl, 0.66 to 1.15; P = .33).

5. In small-cell lung cancer (SCLC; two trials, 685 patients), similar results were
found: OS, HR = 0.87, 95% Cl, 0.74 to 1.02, P = .08; PFS, HR = 0.88, 95% Cl, 0.75

to1.03,P=

6. In both NSCLC and SCLC, the use of modified radiotherapy increased the risk of
acute esophageal toxicity (odds ratio [OR] = 2.44 in NSCLC and OR = 2.41 in
SCLC; P < .001) but did not have an impact on the risk of other acute toxicities.

A1,

d

1. Patients with nonmetastatic NSCLC derived a significant OS
benefit from accelerated or hyperfractionated radiotherapy;

2. A similar but nonsignificant trend was observed for SCLC. As
expected, there was increased acute esophageal toxicity.

AUTHOR CONCLUSION
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Meta-Analysis of Concomitant Versus
Sequential Radiochemotherapy in
Locally Advanced Non—Small-Cell Lung
Cancer

Anne Aupe’rin/JCO/2010

Table 1. Trisl Cravas

CALGa ssn ™ 106 1989 O 7 52

A No. Deaths / No. Entered

Trial RT+Conc CT RT+SeqCT O-E Variance Hazard Ratio HR (95% CI)
CALGB 8831 45/46 39445 24 209 1.12(0.7310 1.72)
WJLCG 131/156 142/158  -16.8 673 0.78 (0.61 0 0.99)

RTOG 8410 180/204 1897203 205 .1 0.80 (0.65 t0 0.98)

GMMA 1815 1515 -1.0 7.0 —y—— 0.87 (0.41t0 1.82)
Ankara 95 H
GLOT-GFPC 87102 961103 99 45.0 -' 0.80 (0.60 to 1.07)
NPC |
EORTC 08972 63/80 6678 05 n9 —'.— 0.98 (0.69t0 1.39)
|
Total 521/603 547/602 464 2631 i 0.84 (0.74 to 0.95)
i
e
Test for heterogeneity:
025 1.00 4.00

1= 3.24, P= 66, = 0%
RT + Conc CT Better  RT + Seq CT Better

RT + conc CT effect: Log-rank test = 8.19, P= 004
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No. Events / No. Entered
Trial RT + Conc CT RT+SeqCT O-E Variance Hazard Ratio HR (95% CI)

CALGB 8831 45/46

WJILCG 1281148

RTOG 9410 189/204

GMMA 1315
Ankara 95

GLOT-GFPC 88102
NPC

EORTC 08972 70/80

Total 533/595

Test for heterogeneity:

39/45 17 208 1.08 (0.70 to 1.66)

132145 -11.0 640 0.84 (0.66 to 1.08)
192203 -188 940 0.82 (0.67 to 1.00)

1415 -13 6.6 0.82 (0.38 to 1.76)

97103 -80 449

0.84 (0.63 10 1.12)

6778 84 338 1.28(0.92 to 1.80)

541/589 -29.0 264.2 0.90 (0.79 to 1.01)

0.25 1.00 4.00
RT + Conc CT Better  RT + Seq CT Better

RT + conc CT effect: Log-rank test = 3.18, P= .07

=637, P=.27,1P=22%
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C No. Events / No. Entered

Trial RT + Conc CT RT+SeqCT O-E Variance Hazard Ratio HR (95% CI)
WJLCG 50/148 65145  -106 286 0.69 (0.48 t0 1.00)
RTOG 8410 58/204 61203 -2.6 27 0.92 (0.64 to 1.31)
GMMA s 515 08 22 4——W—— 0.69{0.19 t0 257)
Ankara 95 |

GLOT-GFPC 24101
NPC

EORTCO8972  24/80

Total 160/548

Test for heterogeneity:
1,229, P= 56,1 =0%

wos 85 57— 0.5 (0.35 t0 0.95)
%78 08 125 —— 093 (054 0 163)

197544 234 838 0.77(0.62 t0 0.95)

0.25 1.00 4.00

RT + Conc CT Better  RT + Seq CT Better

RT + conc CT effect: Log-rank test = 6.16, P=.01

D

No. Events / No. Entered

Trial RT +ConcCT RT+SeqCT O-E Variance Hazard Ratio HR (95% CI)

WJLCG 67/148 55/145 70 30.5 1.26 (0.88 to 1.79)

RTOG 9410 85/204 88203 =31 432 0.93 (0.69 to 1.25)

GMMA 814 814 05 40 115 (0.43 to 3.08)

Ankara 95

GLOT-GFPC 3410 361103 -0.5 170 0.97 (0.60 to 1.56)

NPC

EORTC 08972 3280 3278 03 16.0 1.02 (0.63 to 1.67)

Total 226/547 219543 4.2 110.6 E 1.04 (0.86 to 1.25)
L

Test for heterogeneity: 0.25 1.00 4.00

1,=176,P=.78,F=0%

RT + Conc CT Better  RT + Seq CT Better

RT + conc CT effect: Log-rank test = 0.16, P= .69
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RESULTS

. 7 eligible trials, data from six trials were received (1,205 patients, 92% of all
randomly assigned patients).

. Median follow-up was 6 years.

. There was a significant benefit of concomitant radiochemotherapy on
overall survival (HR, 0.84; 95% Cl, 0.74 to 0.95; P .004), with an absolute
benefit of 5.7% (from 18.1% to 23.8%) at 3 years and 4.5% at 5 years.

. For progression-free survival, the HR was 0.90 (95% Cl, 0.79 to 1.01; P=.07).
. Concomitant treatment decreased locoregional progression (HR, 0.77; 95%
Cl, 0.62 to 0.95; P .01); its effect was not different from that of sequential

treatment on distant progression (HR, 1.04; 95% Cl, 0.86 to 1.25; P .69).

. Concomitant radiochemotherapy increased acute esophageal toxicity
(grade 3-4) from 4% to 18% with a relative risk of 4.9 (95% Cl, 3.1 to 7.8; P
.001).

. There was no significant difference regarding acute pulmonary toxicity.

AUTHOR CONCLUSION

Concomitant radiochemotherapy, as compared
with sequential radiochemotherapy, improved
survival of patients with locally advanced
NSCLC, primarily because of a better
locoregional control, but at the cost of
manageable increased acute esophageal
toxicity

Overview of cochrane metaanalysis and prisma: Dr. K C Patro



29t ICRO, GKNM, Coimbatore

4\ Cochrane
wo? Library

Cochrane Database of Systematic Reviews

Temozolomide for high grade glioma (Review)

Hart MG, Garside R, Rogers G, Stein K, Grant R

Authors conclusion

1. Temozolomide when given in both concomitant and
adjuvant phases is an effective primary therapy in GBM
compared to radiotherapy alone.

2. It prolongs survival and delays progression without
impacting on QoL but it does increase early adverse events.

3. In recurrent GBM, temozolomide compared with standard
chemotherapy improves time-to-progression (TTP) and
may have benefits on QoL without increasing adverse
events but it does not improve overall.

4. In the elderly, temozolomide alone appears comparable to

radiotherapy in terms of OS and PFS but with a higher
instance of adverse events

Surgery or radiotherapy for early cervical cancer of the adenocarcinoma
type

3
Early-stage cervical cancer of the common type, squamous cell carcinoma, has
the same prognosis after primary surgery or radiotherapy. For cervical cancer of
the glandular cell type (adenocarcinoma) we recommend surgery. Second best
alternative for patients unfit for surgery is chemoradiation. For patients with

ers  Suspected positive lymph nodes, chemoradiation is probably the first choice.

alking about this article?

Authors' conclusions:

We recommend surgery for early-stage AC of the uterine cervixin carefully
staged patients. Primary chemoradiation remains a second best alternative
for patients unfit for surgery; chemoradiation is probably first choice in
patients with (MR or PET-CT-suspected) positive lymph nodes. Since the
last version of this review no new studies were found.

Read the full abst v

Cochrane evidence in
other languages
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Author conclusion

Analysis of a subgroup of one RCT showed that surgery for early
cervical AC was better than radiotherapy.

However, the majority of operated patients required adjuvant
radiotherapy, which is associated with greater morbidity.
Furthermore, the radiotherapy in this study was not optimal, and
surgery was not compared to chemoradiation, which is currently
recommended in most centres.

Finally, modern imaging techniques (i.e. magnetic resonance
imaging (MRI) and positive emission tomography - computed
tomography (PET-CT) scanning) allow better selection of patients
and node-negative patients can now be more easily identified for
surgery, thereby reducing the risk of 'double trouble' caused by
surgery and adjuvant radiotherapy.

29t ICRO, GKNM, Coimbatore

boutus Join Cochrane News and jobs Cochrane Library  »

o

Hyperfractionated or accelerated radiotherapy for head and neck cancer|

(e

Who is talking about this artic}

Radiotherapy is often used to treat head and neck cancers. The dosage of
radiation is measured in Gray (Gy). When radiotherapy is given alone, the most
commonly used schedule is 2 Gy in a single fraction per day, five days a week, for
seven weeks. However, alternative radiotherapy regimens to reduce the total
treatment time for head and neck cancers have been assessed. 'Acceleration’ of
the treatment (delivering the same total dose in a shorter time) should reduce
the regrowth of the tumour between sessions, resulting in improved local
control of the disease. In 'hyperfractionated’ regimens, two to three fractions are
delivered each day, with a reduced dose per fraction equal to 1.1 to 1.2 Gy. The
reduction of the dose per fraction may reduce the risk of late toxicity, despite an
increased total dose, Acceleration and hyperfractionation can be combined, in
particular for regimens in which overall treatment time is reduced.

Author conclusion

e 15 trials with 6515 patients
* Median follow up was six years
¢ Mostly oropharynx and larynx

* There was a significant survival benefit with
altered fractionation radiotherapy

* Corresponding to an absolute benefit of 3.4%
at five years (hazard ratio (HR) 0.92,
95% Cl 0.86 to 0.97; P = 0.003)
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Author conclusion

¢ The benefit was significantly higher with
hyperfractionated radiotherapy (8% at five years)
than with accelerated radiotherapy (2% with
accelerated fractionation .

¢ The benefit was significantly higher in the
youngest patients (under 50 year old)

¢ There was a benefit in locoregional control in
favour of altered fractionation versus

conventional radiotherapy (6.4% at five years; P <
0.0001),

T%) Cochrane remacon search

Better health.

Chemoradiotherapy for cervical cancer: results of a meta-analysis}

surgery, or has

(&

Published: Women with cervical cancer that is too big to be removed by
20 January 2010 spread to the tissues around the cervix (often called locally
cancer) may be treated with radiotherapy (treatment with x-rays). They might

Primary Review Group: also get chemotherapy (drug treatment) alongside r

chemoradiotherapy (or chemoradiation). This t togethe:

randomised controlled trials (RCTs) th arried out in many cou The

results of the revie

cervical cancer ly to liv

radiotherapy. F

who just had radiotherapy. Wom
of this Review

ho received chemoradiotherapy were alss
less likely o have the cancer com ther parts of the

body. Chemoradiothera
tumours that had spread more. Also, the diff

term side effects v

Doctors can usually help

treatment, Unfortunatel

The review also seemed to show that women who have extra chemotherapy

Author conclusion

* 18 trials were identified and 15 of these were eligible for inclusion in the
main analysis.

* On the basis of 13 trials that compared chemoradiotherapy versus the same
radiotherapy, there was a 6% improvement in 5-year survival with
chemoradiotherapy (hazard ratio (HR) = 0.81, P < 0.001).

* A larger survival benefit was seen for the two further trials in which
chemotherapy was administered after chemoradiotherapy.

* There was a significant survival benefit for both the group of trials that used
platinum-based (HR = 0.83, P = 0.017) and non-platinum based (HR = 0.77, P=
0.009) chemoradiotherapy, but no evidence of a difference in the size of the
benefit by radiotherapy or chemotherapy dose or scheduling was seen.

* Chemoradiotherapy also reduced local and distant recurrence and progression
and improved disease-free survival (DFS).

* There was a suggestion of a difference in the size of the survival benefit
with tumourstage, but not across other patient subgroups.

* Acute haematological and gastro-intestinal toxicity were increased with
chemoradiotherapy, but datawere too sparse for an analysis of late toxicity.
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Surgery versus stereotactic
radiotherapy for people with single or
solitary brain metastasis

20 August 2018

¢ There was no difference in progression-free
survival in the study comparing surgery plus
WBRT versus stereotactic radiosurgery plus
WBRT

¢ there were no differences in quality of life

Interventions for the treatment of brain
radionecrosis after radiotherapy or
radiosurgery
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Author conclusion

1. Bevacizumab showed radiological response which
was associated with minimal improvement in
cognition or symptom severity

2. Edaravone plus corticosteroids versus
corticosteroids alone reported greater reduction
in the surrounding oedema with combination
treatment but no effect on the enhancing
radionecrosis lesion.

Author conclusion

Edaravone, sold as under the brand

names Radicava and Radicut, is an intravenous
medication used to help with recovery following
a stroke and to treat amyotrophic lateral
sclerosis (ALS). :

Edaravone Injection ™"
vone
e

— e

Primary cryotherapy for localised or locally
advanced prostate cancer
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Based on very low quality evidence, primary
whole gland cryotherapy has uncertain effects
on oncologic outcomes, QoL, and major
adverse events compared to external beam
radiotherapy

29t ICRO, GKNM, Coimbatore

Prophylactic vaccination against
human papillomaviruses to prevent
cervical cancer and its precursors

AUTHOR CONCLUSION

. There is high-certainty evidence that HPV vaccines
protect against cervical precancer in adolescent girls
and young women aged 15 to 26.

. The effect is higher for lesions associated with
HPV16/18 than for lesions irrespective of HPV type.

. The effect is greater in those who are negative for
hrHPV or HPV16/18 DNA at enrolment than those
unselected for HPV DNA status.

. There is moderate-certainty evidence that HPV vaccines
reduce CIN2+ in older women who are HPV16/18
negative, but not when they are unselected by HPV
DNA status
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Bisphosphonates in multiple myeloma: an
updated network meta-analysis

Author conclusion

Use of bisphosphonates in participants with MM reduces pathological
vertebral fractures, SREs and pain.

Bisphosphonates were associated with an increased risk of developing
ONJ.

For every 1000 participants treated with bisphosphonates, about one
patient will suffer from the ONJ.

We found no evidence of superiority of any specific
aminobisphosphonate (zoledronate, pamidronate or ibandronate) or
non-aminobisphosphonate (etidronate or clodronate) for any outcome.

zoledronate was found to be better than placebo and first-generation
bisposphonate (etidronate) in pooled direct and indirect analyses for
improving OS and other outcomes such as vertebral fractures.

Direct head-to-head trials of the second-generation bisphosphonates
are needed to settle the issue if zoledronate is truly the most efficacious
bisphosphonate currently used in practice

Flexible sigmoidoscopy versus faecal
occult blood testing for colorectal cancer
L screening in asymptomatic individuals )
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AUTHOR CONCLUSION

1. Nine studies comprising 338,467 individuals randomized
to screening and 405,919 individuals to the control
groups.

2. In the analyses based on indirect comparison of the two
screening methods, the relative risk of dying from
colorectal cancer was 0.85 (95% credibility interval 0.72
to 1.01, low quality evidence) for flexible sigmoidoscopy
screening compared to FOBT.

3. There is high quality evidence that both flexible
sigmoidoscopy and faecal occult blood testing reduce
colorectal cancer mortality when applied as screening
tools

Bisphosphonates and other bone
agents for breast cancer

AUTHOR CONCLUSION

1. Included 44 RCTs involving 37,302 women.

2. For women with EBC, bisphosphonates reduce the risk of bone
metastases and provide an overall survival benefit compared to
placebo or no bisphosphonates

3. There is preliminary evidence suggestive that bisphosphonates
provide an overall survival and disease-free survival benefit in
postmenopausal women only when compared to placebo or no
bisphosphonate

4. In women with ABC without clinically evident bone metastases,

there was no evidence of an effect of bisphosphonates on bone
metastases

. Bisphosphonates did not significantly reduce the incidence of

fractures when compared to placebo/no bisphosphonates

[%2]
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Concomitant chemotherapy and
radiation therapy for cancer of the
uterine cervix

AUTHOR CONCLUSION

. 17 published and two unpublished) including 4580 patients

. Concomitant chemoradiation appears to improve overall survival
and progression-free survival in locally advanced cervical cancer.

. The review strongly suggests chemoradiation improves overall
survival and progression free survival, whether or not platinum
was used with absolute benefits of 10% and 13% respectively.

. There was some evidence that the effect was greater in trials
including a high proportion of stage | and Il patients

. Chemoradiation also showed significant benefit for local
recurrence and a suggestion of a benefit for distant recurrence

Chemotherapy as an adjunct to
radiotherapy in locally advanced
nasopharyngeal carcinoma
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AUTHOR CONCLUSION

1. Eight trials with 1753 patients were included. One trial with a 2 x 2
design was counted twice in the analysis.

2. The median follow up was six years

3. he pooled hazard ratio of death was 0.82 (95% confidence interval
(ClI) 0.71 to 0.95; P = 0.006) corresponding to an absolute survival
benefit of 6% at five years from chemotherapy (from 56% to 62%)

4. Chemotherapy led to a small but significant benefit for overall
survival and event-free survival. This benefit was essentially
observed when chemotherapy was administered concomitantly
with radiotherapy.

5. A significant interaction was observed between chemotherapy
timings and overall survival (P = 0.005), explaining the
heterogeneity observed in the treatment effect (P = 0.03) with the
highest benefit from concomitant chemotherapy.

Early versus delayed postoperative
radiotherapy for treatment of
low-grade gliomas

AUTHOR CONCLUSION

. one large, multi-institutional, prospective RCT, involving 311 participants

. The median OS in the early radiotherapy group was 7.4 years, while the
delayed radiotherapy group experienced a median overall survival of 7.2
years

. People with LGG who undergo early radiotherapy showed an increase in
time to progression compared with people who were observed and had
radiotherapy at the time of progression

. There was no significant difference in overall survival between people
who had early versus delayed radiotherapy

. People who underwent early radiation had better seizure control at one
year than people who underwent delayed radiation

. There were no cases of radiation-induced malignant transformation of
LGG

. However, it remains unclear whether there are differences in memory,
executive function, cognitive function, or quality of life between the two
groups since these measures were not evaluated.
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The role of additional
radiotherapy for primary central
nervous system lymphoma

29t ICRO, GKNM, Coimbatore

AUTHOR CONCLUSION

. 556 potentially relevant studies only two met the inclusion
criteria

. In summary, the currently available evidence (one RCT) is not
sufficient to conclude that WBR plus chemotherapy and
chemotherapy alone have similar effects on overall survival in
people with PCNSL.

. The findings suggest that the addition of radiotherapy (WBR) to
chemotherapy may increase progression-free survival, but may
also increase the incidence of neurotoxicity compared to
chemotherapy only (methotrexate monotherapy).

. As the role of chemoradiotherapy in the treatment of PCNSL
remains unclear, further prospective, randomised trials are
needed before definitive conclusions can be drawn.

Adjuvant chemotherapy for advanced
endometrial cancer
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AUTHOR CONCLUSION

. 4 multicentre RCTs involving 1269 women with primary FIGO
stage 1ll/IV endometrial cancer.

. There is moderate quality evidence that chemotherapy
increases survival time after primary surgery by approximately
25% relative to radiotherapy in stage Ill and IV endometrial
cancer.

. There is limited evidence that it is associated with more adverse
effects.

. There is some uncertainty as to whether triplet regimens offer
similar survival benefits over doublet regimens in the long-term.

. Further research is needed to determine which chemotherapy
regimen(s) are the most effective and least toxic, and whether
the addition of radiotherapy further improves outcomes.

29t ICRO, GKNM, Coimbatore

Primary groin irradiation versus
primary groin surgery for early
vulvar cancer

AUTHOR CONCLUSION

. No new RCTs were identified by the updated search. Out of
twelve identified papers only one met the selection criteria.

. Although primary radiotherapy for the groin results in less short
term and long term morbidity compared with inguinal and
femoral groin dissection, there is not enough evidence to prove
that it is as effective regarding control of tumours in the groin.

. In the only RCT, tumour recurrence and survival were both
better in the surgery arm overall, although the irradiation dose
may have been inadequate.

. In daily practice this means that surgery is the first choice
treatment for the groin lymph nodes in early vulvar cancer.

. When the condition of the patient is such that the increased risk
of morbidity with the use of surgery outweighs the chances of
cure, then primary radiotherapy is a good alternative treatment
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Hormonal therapy in advanced or
recurrent endometrial cancer

AUTHOR CONCLUSION

. Found six trials (542 participants) that met our inclusion criteria

. From the available RCTs, we found insufficient evidence that hormonal
treatment in any form, dose or as part of combination therapy improves
the survival of patients with advanced or recurrent endometrial cancer.

. However, a large number of patients would be needed to demonstrate
an effect on survival in a RCT and none of the included trials in this
review had a sufficient number of patients to demonstrate a significant
difference.

. In view of the absence of a proven survival advantage and the
heterogeneity of patient populations, the decision to use any type of
hormonal therapy should be individualised and with the intent to palliate
the disease.

. It is debatable whether outcomes such as quality of life, treatment
response or palliative measures such as relieving symptoms should take
preference over overall and progression-free survival as the major
objectives of future trials.
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Green tea (Camellia sinensis) for the
prevention of cancer
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WHAT IS GREEN TEA?

. Tea is one of the most commonly consumed beverages

worldwide.

. Teas from the plant Camellia sinensis can be grouped into

green, black and oolong tea.
Cross-culturally tea drinking habits vary.

. Camellia sinensis contains the active ingredient

polyphenol, which has a subgroup known as catechins.

. Catechins are powerful antioxidants. It has been

suggested that green tea polyphenol may inhibit cell
proliferation

. observational studies have suggested that green tea may

have cancer-preventative effects

AUTHOR CONCLUSION

. 51 studies with more than 1.6 million participants were included.
. 27 of them were case-control studies, 23 cohort studies and one

randomised controlled trial (RCT)

. There is insufficient and conflicting evidence to give any firm

recommendations regarding green tea consumption for cancer
prevention.

. The results of this review, including its trends of associations, need to be

interpreted with caution and their generalisability is questionable, as the
majority of included studies were carried out in Asia (n = 47) where the
tea drinking culture is pronounced.

. Desirable green tea intake is 3 to 5 cups per day (up to 1200 ml/day),

providing a minimum of 250 mg/day catechins.

. If not exceeding the daily recommended allowance, those who enjoy a

cup of green tea should continue its consumption.

. Drinking green tea appears to be safe at moderate, regular and habitual

use.
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Drugs for preventing lung cancer in
healthy people
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AUTHOR CONCLUSION

. In the first version of this review four studies were included; in this
review update, an additional five studies have been included.

. There is no evidence for recommending supplements of vitamins A,
C, E, selenium, either alone or in different combinations,

. for the prevention of lung cancer and lung cancer mortality in
healthy people.

. There is some evidence that the use of beta-carotene supplements
could be associated with a small increase in lung cancer incidence
and mortality in smokers or persons exposed to asbestos.

. single study that included 7627 women and found a higher risk of
lung cancer incidence for those taking vitamin C but not for total
cancer incidence, but that effect was not seen in males or when the
results for males and females were pooled.

Concurrent chemoradiotherapy in
non-small cell lung cancer
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AUTHOR CONCLUSION

. Nineteen randomised studies (2728 participants) of concurrent chemoradiotherapy

versus radiotherapy alone were included.

. Chemoradiotherapy significantly reduced overall risk of death (HR 0.71, 95% CI 0.64 to

0.80; 12 0%; 1607 participants) and overall progression-free survival at any site (HR 0.69,
95% C1 0.58 to 0.81; 12 45%; 1145 participants).

. Incidence of acute oesophagitis, neutropenia and anaemia were significantly increased

with concurrent chemoradiation.

. Six trials (1024 patients) of concurrent versus sequential chemoradiation were

included.

. Asignificant benefit of concurrent treatment was shown in overall survival (HR 0.74,

95% Cl 0.62 to 0.89; 12 0%; 702 participants). This represented a 10% absolute survival
benefit at 2 years.

. More treatment-related deaths (4% vs 2%) were reported in the concurrent arm

without statistical significance (RR 2.02, 95% CI 0.90 to 4.52; 12 0%; 950 participants).

. There was increased severe oesophagitis with concurrent treatment (RR 4.96, 95%CI|

2.17 to 11.37; 12 66%; 947 participants).
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Antiepileptic drugs for preventing
seizures in people with brain tumors

1.

A. There was no difference between the treatment interventions and

AUTHOR CONCLUSION

Main results

the control groups in preventing a first seizure in participants with
brain tumors.

. The risk of an adverse event was higher for those on antiepileptic

drugs than for participants not on antiepileptic drugs (NNH 3; RR
6.10, 95% CI 1.10 to 34.63; P = 0.046).
Authors' conclusions

. The evidence is neutral, neither for nor against seizure prophylaxis,

in people with brain tumors. These conclusions apply only for the
antiepileptic drugs phenytoin, phenobarbital, and divalproex
sodium.

. The decision to start an antiepileptic drug for seizure prophylaxis is

ultimately guided by assessment of individual risk factors and
careful discussion with patients.
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Interventions for treating oral
candidiasis for patients with cancer
receiving treatment
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AUTHOR CONCLUSION

1. Treatment of cancer is increasingly effective but is associated with short and
long term side effects.

2. Oral and gastrointestinal side effects, including oral candidiasis, remain a major
source of illness despite the use of a variety of agents to treat them

3. Ten trials involving 940 patients, satisfied the inclusion criteria and are included
in this review. Drugs absorbed from the gastrointestinal (Gl) tract were
beneficial in eradication of oral candidiasis compared with drugs not absorbed
from the Gl tract (three trials: RR = 1.29, 95% confidence interval (Cl) 1.09 to
1.52), however there was significant heterogeneity.

4. Adrug absorbed from the Gl tract, ketoconazole, was more beneficial than
placebo in eradicating oral candidiasis (one trial: RR = 3.61, 95% CI 1.47 to
8.88).

5. Clotrimazole, at a higher dose of 50 mg was more effective than a lower 10 mg
dose in eradicating oral candidiasis, when assessed mycologically (one trial: RR
=2.00, 95% Cl 1.11 to 3.60).

Cochrane Central Register of Controlled
Trials (CENTRAL)

1. CENTRAL is comprised of these Specialized Registers, relevant
records retrieved from MEDLINE and EMBASE , and records retrieved
through hand searching (planned manual searching of a journal or
conference proceedings  to identify  all reports  of
randomised controlled trials and controlled clinical trials).

2. The Cochrane Central Register of Controlled Trials (CENTRAL) is a
bibliographic database that provides a highly concentrated source of
reports of randomized controlled trials. Records contain the list of
authors, the title of the article, the source, volume, issue, page
numbers, and, in many cases, a summary of the article (abstract).
They do not contain the full text of the article.
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Thank you
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