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Abstract dump to
Background

The role of postoperative radiotherapy (PORT) in the treatment of patients with completely resected non-small cell lung cancer (NSCLC) was
not clear. A systematic review and individual participant data meta-analysis was undertaken to evaluate available evidence from randomised
controlled trials (RCTs). These results were first published in Lung Cancer in 2013.

Objectives

To evaluate the effects of PORT on survival and recurrence in patients with completely resected NSCLC. To investigate whether predefined
patient subgroups benefit more or less from PORT.

Search methods

We supplemented MEDLINE and CANCERLIT searches (1965 to 8 July 2016) with information from trial registers, handsearching of relevant
meeting proceedings and discussion with trialists and organisations.

Selection criteria

We included trials of surgery versus surgery plus radiotherapy, provided they randomised participants with NSCLC using a method that
precluded prior knowledge of treatment assignment.

Data collection and analysis

We carried out a quantitative meta-analysis using updated information from individual participants from all randomised trials. We sought data
on all participants from those responsible for the trial. We obtained updated individual participant data (IPD) on survival and date of last
follow-up, as well as details on treatment allocation, date of randomisation, age, sex, histological cell type, stage, nodal status and
performance status. To avoid potential bias, we requested information on all randomised participants, including those excluded from
investigators’ original analyses. We conducted all analyses on intention-to-treat on the endpoint of survival.

Main results

We identified 14 trials evaluating surgery versus surgery plus radiotherapy. Individual participant data were available for 11 of these trials, and
our analyses are based on 2343 participants (1511 deaths). Results show a significant adverse effect of PORT on survival, with a hazard ratio
of 1.18, or an 18% relative increase in risk of death. This is equivalent to an absolute detriment of 5% at two years (95% confidence interval
(Cl) 2% to 9%), reducing overall survival from 58% to 53%. Subgroup analyses showed no differences in effects of PORT by any participant
subgroup covariate.

We did not undertake analysis of the effects of PORT on quality of life and adverse events. Investigators did not routinely collect quality of life
information during these trials, and it was unlikely that any benefit of PORT would offset the observed survival disadvantage. We considered
risk of bias in the included trials to be low.

Authors' conclusicns

Results from 11 trials and 2343 participants show that PORT is detrimental to those with completely resected non-small cell lung cancer and
should not be used in the routine treatment of such patients. Results of ongoing RCTs will clarify the effects of modern radiotherapy in
patients with N2 tumours
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Part 1: About Cochrane Reviews

Introduction
Planning a Cochrane Review
. Reporting the review
. Updating the review
. Overviews of Reviews

Starting a review
Determining the scope and gfesti
Inclusion criteria & groupi

Searching & selecting studies

Part 3: Specific perspectivesin/

16.
17.
18.
19.
20.
. Qualitative evidence
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Equity

Intervention complexity
Patient-reported outcomes
Adverse effects

Economic evidence

(C25: Searching specialist bibliographic databases (Highly desirable)

Search appropriate national,
regional and subject-specific
bibliographic databases.

Searches for studies should be as extensive as
possible in order to reduce the risk of publication
bias and to identify as much relevant evidence as
possible. Databases relevant to the review topic
should be covered (e.g. CINAHL for nursing-
related topics, APA Psycinfo for psychological
interventions), and regional databases (e.g.
LILACS) should be considered.

o~

Collecting data
Effect measures
Bias and conflicts of interest
Risk of bias in randomized trials
Preparing for synthesis
. Meta-analyses
. Network meta-analyses
. Synthesis using other methods
. Bias due to missing results
. ‘Summary of findings’ tables & GRA
. Interpreting results

SICHR: https://training.cochrane.org/handbook/current i H#: 2024.4.6

for synthesis

23. Variants on randomized trials
24. Including non-randomized studies
25. Risk of bias in non-randomized studies

26. Individual participant data

€19: Planning the search (Mandatory)

Plan in advance the methods
to be used for identifying
studies. Design searches to
capture as many studies as
possible that meet the
eligibility criteria, ensuring
that relevant time periods and
sources are covered and not
restricted by language or
publication status.

Searches should be motivated directly by the
eligibility criteria for the review, and it is
important that all types of eligible studies are
considered when planning the search. If searches
are restricted by publication status or by language
of publication, there is a possibility of publication
bias, or language bias (whereby the language of
publication is selected in a way that depends on
the findings of the study), or both. Removing
language restrictions in English language
databases is not a good substitute for searching
non-English language journals and databases.

C24: Searching general bibliographic databases and CENTRAL (Mandatory)

Search the Cochrane Review
Group’s (CRG’s) Specialized
Register (internally, e.q. via the
Cochrane Register of Studies,
or externaily via CENTRAL).
Ensure that CENTRAL, MEDLINE
and Embase (if Embase is
available to either the CRG or
the review author), have been
searched (either for the review
or for the Review Group's
Specialized Register).

Searches for studies should be as extensive as
possible in order to reduce the risk of publication
bias and to identify as much relevant evidence as.
possible. The minimum databases to be covered
are the CRG's Specialized Register (if it exists and
was designed to support reviews in this way),
CENTRAL, MEDLINE and Embase (if Embase is
available to either the CRG or the review author).
Expertise may be required to avoid unnecessary
duplication of effort. Some, but not all, reports of
eligible studies from MEDLINE, Embase and the
CRGs’ Specialized Registers are already included
in CENTRAL.
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AASLD Guidelines for Treatment of Chronic Hepatitis B

Norah A. Terrault,' Natalie H. Bzowej,” Kyong-Mi Chang,” Jessica P. Hwang,* Maureen M. Jonas,” and
M. Hassan Murad®

See Editorial on Page 31

Objectives and Guiding Principles
Guiding Principles

This document presents official recommendations of
the American Association for the Study of Liver Discases
(AASLD) on the treatment of chronic hepatitis B (CHB)
virus (HBV) infection in adults and children. Unlike pre-
vious AASLD practice guidelines, this guideline was
developed in compliance with the Institute of Medicine

dards for hy practice guidelines and uses the
Grading of Rec dation A Develop
and Evaluation (GRADE) approach} Multiple systematic
reviews of the literature were conducted to support the
recc dations in this practice guideline. An enhanced
und ding of this guideline will be obtained by read-
ing the applicable portions of the systematic reviews.

This guideline focuses on using antiviral therapy in
chronic HBV infection and does not address other related
and important issues, such as screening, prevention, and
surveillance. For broader issues related to diagnosis, sur-
veillance, and prevention as well as treatment in special

populations (e.g., liver transplant recipients) that are not
addressed by this guideline, the previous AASLD guide-
line® and recent World Health Organization (WHO)

PR i
deline” are excellent add | resources.

Objectives

Guideline developers from the AASLD formulated a
list of discrete questions that physicians are faced with
in daily practice. These questions were:

. Should adults with immune active CHB be
treated with antiviral therapy to decrease liver-
related complications?

. Should adults with immune-tolerant infection be
treated with antiviral therapy to decrease liver-
related complications?

. Should antiviral therapy be di inued in hepati-
tis B e antigen (HBeAg)-positive persons who have

d HBeA; ion on th ?

s g

P g apy-

. Should antiviral therapy be di: inued in per-
sons with HBeAg-negative infection with sus-
tained HBV DNA suppression on therapy?

. In HBV-monoinfected persons, does entecavir ther-
apy, when compared to tenofovir therapy, have a
different impact on renal and bone health?

. Is there a benefit to adding a second antiviral agent
in persons with persistent low levels of viremia while
being treated with either tenofovir or entecavir?

. Should persons with compensated cirrhosis and low
levels of viremia be treated with antiviral agents?

8. Should pregnant women who are hepatitis B sur-
face antigen (HBsAg) positive with high viral
load receive antiviral treatment in the third tri-
mester to prevent perinatal transmission of HBV?

. Should children with HBeAg-positive CHB be
treated with antiviral therapy to decrease liver-
related complications?

Target Audience

This guideline is intended primarily for health care
professionals caring for patients with CHB. Addition-
ally, this guideline may assist policy makers in optimiz-
ing the care of individuals living with CHB.

Abbreviations: AASLD, American Asociation for the Study of Liver Diseases ALT, alanine aminotrar ; anti-HBe, antibody to HBeAg; anti-HBj, antibody to

LRAFERAE 202051 BB 2385 1§ J Prac Hepatol, Jan. 2020. Vol. 23 No. 1
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[Abstract] Based on the progression of clinical and basic research in hepatitis B virus (HBV), we
updated the previous HBV guidelines from 2015. The guidelines included the prevention, diagnosis, and antiviral
therapy of chronic hepatitis B, which accelerates ro achieve the goal of "the elimination of viral hepatitis as a
public health threat by 2030" proposed by the World Health Organization.
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