
SUPPLEMENTARY MATERIAL 2

Clinical and lifestyle variables
Concerning clinical and lifestyle variables related to colorectal cancer (CRC), age, sex, income level, body mass index (BMI), smok-
ing status, alcohol consumption, physical activity, family history of cancer, Charlson Comorbidity Index (CCI) score, and the pre-
scriptions of metformin, aspirin, or non-steroidal anti-inflammatory drugs were considered.1-5 BMI was calculated by dividing 
weight by height squared and was classified into three groups: <20 kg/m2, 20–24.9 kg/m2, and ≥25 kg/m2. Information on smok-
ing status, alcohol consumption, physical activity, and family history of cancer were collected via questionnaires. Alcohol con-
sumption was classified into five categories depending on the frequency of intake: none, 2–3 times/month, 1–2 times/week, 3–4 
times/week, and almost daily. The latter two were reclassified into one group considering the proportions in these categories. 
Physical activity was also reclassified into three groups due to the category proportions: none, 1–2 times/week, and ≥3 times/
week. The CCI score indicates the individual comorbidity status. It covered 17 categories of diseases that are defined based on the 
International Classification of Diseases codes. Zero indicates that a person is not susceptible to a comorbidity, and a higher value 
indicates the opposite. Detailed descriptions can be found in other studies.6 Those on the CCI spectrum were defined using the 
claimed records for healthcare utilization (at least two visits or one admission) during the baseline period. Regarding medica-
tions, patients with any prescription history during the baseline period were grouped into the “yes” category.

REFERENCES

1. Lee JH, Kim TI, Jeon SM, Hong SP, Cheon JH, Kim WH. The effects of metformin on the survival of colorectal cancer patients with diabetes 
mellitus. Int J Cancer 2012;131:752-9. 

2. Spillane S, Bennett K, Sharp L, Barron TI. A cohort study of metformin exposure and survival in patients with stage I-III colorectal cancer. Can-
cer Epidemiol Biomarkers Prev 2013;22:1364-73.

3. Bains SJ, Mahic M, Myklebust TÅ, Småstuen MC, Yaqub S, Dørum LM, et al. Aspirin as secondary prevention in patients with colorectal can-
cer: an unselected population-based study. J Clin Oncol 2016;34:2501-8. 

4. Cea Soriano L, Soriano-Gabarró M, García Rodríguez LA. Incidence of colorectal cancer in new users and non-users of low-dose aspirin with-
out existing cardiovascular disease: a cohort study using The Health Improvement Network. Int J Cardiol 2017;248:376-81.

5. Dulai PS, Singh S, Marquez E, Khera R, Prokop LJ, Limburg PJ, et al. Chemoprevention of colorectal cancer in individuals with previous colorec-
tal neoplasia: systematic review and network meta-analysis. BMJ 2016;355:i6188.

6. Sundararajan V, Henderson T, Perry C, Muggivan A, Quan H, Ghali WA. New ICD-10 version of the Charlson comorbidity index predicted in-
hospital mortality. J Clin Epidemiol 2004;57:1288-94.


