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Appendix 3 (as supplied by the authors): Analytic framework and 
questions 

KEY QUESTIONS 
1. What is the effectiveness of each CRC screening test1 to reduce CRC-specific mortality, all-cause

mortality, or incidence of late stage CRC in asymptomatic adults who are not at high risk for CRC2?
a. What is the optimal age to start and stop screening and the optimal screening interval of

asymptomatic adults not at high risk for CRC?
b. What is the evidence that the clinical benefits of screening differ for the various screening tests,

or by subgroups that may influence the underlying risk of CRC3?
2. What is the sensitivity, specificity, positive and negative predictive values, and positive and negative

likelihood ratios of the CRC screening tests to detect CRC?
3. What is the incidence of harms4 of screening for CRC in adults not at high risk for CRC? What is the

evidence that the harms of screening differ for the various screening tests or by subgroups that may
influence the underlying risk of CRC?

CONTEXTUAL QUESTIONS 
1. What are the patient preferences and values for screening for CRC?
2. What is the evidence for a higher burden of disease, a differential treatment response, differential

performance, or barriers to implementation of CRC screening in the Aboriginal population, other
ethnic populations, rural or remote populations, women, or the elderly?

3. What risk assessment tools are identified in the literature to assess the risk of CRC?
4. What are the cost-effectiveness and resource implications of screening for CRC?

1 Screening tests include colonoscopy, flexible sigmoidoscopy, CT colonography, gFOBT, FIT, fecal DNA testing, and other screening tests 
currently in use identified in the literature search 
2 Populations at high risk of CRC (Table 2) will be excluded, such as those with prior CRC or polyps, signs/symptoms suggesting underlying CRC, 
familial adenomatous polyposis, or hereditary non-polyposis CRC. 

iiiCharacteristics that may increase risk within the population covered by the guideline include older age, obesity, Ashkenazi Jewish ethnicity, 
high alcohol consumption, physical inactivity, smoking, and low fibre diet
ivComplications of the screening test or follow-up test, false positive, false negative, overdiagnosis
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