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Review question(s)
In patients undergoing surgery or chemotherapy, what is the comparative safety of serotonin (5-HT3) receptor
antagonists? 

Searches
The databases searched will include MEDLINE (OVID interface, 1970 to September 2012), EMBASE (OVID
interface, 1970 to September 2012), and The Cochrane Library (Wiley interface, Issue 1, 2012). The database search
will be supplemented by searching for grey literature which will include searching of public health, drug regulatory
and trial registry websites (e.g., Public Health Agency of Canada, Health Canada, FDA, Clinical Trials.gov), websites
of organizations that produce guidelines (e.g., Canadian Agency for Drugs and Technologies in Health, Centre for
Disease Control and Prevention, World Health Organization, AHRQ, National Institute for Health and Clinical
Excellence), and conference abstracts (International Pharmaceutical conference). In addition, we will also conduct
general Internet searches in Google.

Types of study to be included
We will include experimental (e.g., randomized clinical trials (RCTs), quasi-RCTs, controlled clinical trials), quasi-
experimental (interrupted time series, controlled before after studies) and observational (cohort) studies.

Condition or domain being studied
Patients undergoing surgery or chemotherapy who received 5-HT3 receptor antagonists.

Participants/ population
We will include studies of adults and children undergoing surgery or chemotherapy. We will analyse these
populations separately.  

Intervention(s), exposure(s)
First generation 5-HT3 receptor antagonists approved for use in many countries internationally will be included.
These include ondansetron, granisetron, and dolasetron. Second generation antagonists, such as palonosetron, will
also be considered for inclusion. We will include studies of monotherapy of any dose, formulation, and duration.  

Comparator(s)/ control
We will explore the safety of each of the 5-HT3 receptor antagonists against each other, against placebo, and/or other
antiemetic agents including benzamides, phenothiazines, butyrophenones, antihistamines, and anticholinergics.

Context
All medical contexts will be included. 

Outcome(s)
Primary outcomes
The primary outcome is arrhythmia.  
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Secondary outcomes
Secondary outcomes include sudden cardiac death, QT prolongation, PR prolongation, all-cause mortality, nausea,
vomiting, and delirium.  

Data extraction, (selection and coding)
After a training exercise, two reviewers will screen all titles and abstracts for inclusion, independently (Level 1
screening). They will then independently review the full-text article of potentially relevant articles to determine
inclusion (Level 2 screening). Another training exercise will be conducted on the data abstraction form and
subsequently, all data will be abstracted in duplicate. The data abstracted will include study characteristics (e.g., study
design, year of conduct), participant characteristics (e.g., number of patients, age mean and standard deviation), and
outcome results (e.g. arrhythmia, QT prolongation). Discrepancies will be resolved by discussion or the involvement
of a third reviewer.

Risk of bias (quality) assessment
We will appraise the methodological quality/risk of bias using standardized quality assessment tools for design-
specific internal validity, as follows: 

•RCTs (Cochrane Risk of Bias Tool). 

•Controlled clinical trials, interrupted time series, and controlled before-after studies (Cochrane Effective Practice and
Organisation of Care Risk of Bias (EPOC) Tool). 

•Cohort studies (Newcastle-Ottawa Scale). 

Publication bias will be assessed using funnel plots. 

Strategy for data synthesis
We will first describe our results narratively and then will conduct meta-analysis (and network meta-analysis), if
deemed appropriate. 

Analysis of subgroups or subsets
We will analyse chemotherapy separate from those undergoing surgery. In addition we will also analyse adults (aged
<=18 years) and children (aged < 18 years) separately.

Dissemination plans
Our results will be disseminated through dissemination meetings, executive summaries for clinicians and policy-
makers, conference presentations, and publications in open access journals. 
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