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Why papers? 

•  Visibility of the DCRC 

•  Academic advancement on the topic 

•  Guidance on study design & analysis (avoid the 
‘sins’ of the past) 

•  Measureable output (metric) for future EASD (+/- 
ECCO funding) 
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Principles of process 

•  Ideas (currently limited to 4  - deliverable in next 12 mo.) 

•  Establish a writing group (typically 4 to 6) 

•  Draft documents 

•  Revisions among writing group 

•  Circulation to wider DCRC (minor ratifications) 

•  Submission 
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4 concept papers 

 1.    A framework to evaluate the impact of diabetes on mortality in patients with cancer  
Andrew Renehan, Jessica Hsin-Chieh (at John Hopkins), Johnson, Wild, Gale, Moller 
Status – advanced draft circulated 
  
2. Timing of Cancer Incidence and diabetes onset - including sections 
covered in Bendix's tabulation document, Copenhagen, June 2010   
Bendix Carstensen, Jeff Johnson, Samantha Bowker, Daniel Witte  
Status – work in progress 
 
3.    Diabetes, smoking and colorectal cancer: a meta-analysis 
Andrew Renehan, Peter Campbell (at ACS) Edwin Gale. Sarah Wild, Iain Buchan 
Status – advanced draft by 1st April 
  
4.    A common analytic framework for glucose-lowering therapies and cancer risk - 
including sections covered in Bendix's tabulation document, 
Copenhagen, June 2010   
Bendix Carstensen, Jeff Johnson, Samantha Bowker, Daniel Witte  
Status – work in progress 
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Where are these papers going 

 1.    A framework to evaluate the impact of diabetes on mortality in 
patients with cancer  
Target  submission – Diabetologia 
  
2. Timing of Cancer Incidence and diabetes onset - including 
sections 
covered in Bendix's tabulation document, Copenhagen, June 2010   
Target  submission – Diabetologia 
 
 
3.    Diabetes, smoking and colorectal cancer: a meta-analysis 
Target  submission – Diabetologia (stand alone ‘Original 
manuscript’) 
  
 
4.    A common analytic framework for glucose-lowering therapies 
and cancer risk - including sections covered in Bendix's tabulation 
document, Copenhagen, June 2010   
Post as a report on website 
 
 
 

Plan: to submit  
simultaneously 
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Paper 1 

 The impact of pre-existing diabetes on mortality in 
patients with cancer: a framework for evaluation 

 
Andrew G Renehan,1 Hsin-Chieh Yeh,2 Jeff Johnson,3 

Sarah H Wild,4 Edwin Gale,5 Henrik Møller,6 on behalf of the 
Diabetes and Cancer Research Consortium* 
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Research questions for DCRC 

The following research questions are central to the work of 
this consortium: 
1. What is the temporal relationship between cancer 
incidence and onset of diabetes?  
2. Why does cancer have a worse prognosis in people with 
diabetes?  
3. To what extent is cancer risk (incidence and prognosis) 
modified by diabetes treatments?  

Prognostic versus predictive ‘biomarker’ 
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Paper 1: framework 
1. Differential utilization of cancer screening 

2. Advanced stage at diagnosis 

3. Selection bias for initial and adjuvant cancer treatment 

4. Complications of initial treatment/treatment failures 

5. Peri-treatment mortality (short-term mortality) 

6. Completing risks for death for long-term mortality 

7. Interactions with therapies 

8. Effects of anti-diabetes treatments 

9. Differences in tumour biology 
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Paper 1: framework (graphical) 

Insulin  
resistance 

Obesity 

Diabetes 

Poor disease  
control 

Good disease  
control 

Cancer Death Treatment 

Screening 

Staging 
Competing 

risk 
Peri-operative 

mortality 
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Anti-diabetes 
Treatments? 

Work in progress 
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Paper 2 & 4 

 Jeff – do you want to verbally update? 
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Paper 3 

 Diabetes, smoking and incident colorectal cancer risk: 
a meta-analysis 

Andrew G Renehan,1 Peter Campbell,2 Susanna Larsson,3 
Sarah Wild,4 Edwin Gale,5 on behalf of the Diabetes and 

Cancer Research Consortium* 
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We have updated Larsson meta-analysis  
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BMI & cancer: sex-specific associations 

Renehan et al. Lancet 371: 569-578, 2008 
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Demographics: sex – colon cancer 

Meta-regression for gender difference: p =  0.801 

Renehan et al.  Update of Larsson Meta-analysis 

Overall  (I2 = 24.4%, p = 0.227) 

He et al. 2010 

Authors 

Atchinson et al. 2010B 

Khan et al. 2006 

Campbell et al. 2010 

Inoue et al. 2010 

Sturmer et al. 2006 

Larsson et al. 2005 

Bowers et al. 2006 

Atchinson et al. 2010W 

USA 

Country 

USA 

Japan 

USA 

Japan 

USA 

Sweden 

Finland 

USA 

1353 

Cases 

838 

165 

963 

491 

343 

284 

227 

3138 

1.22 (1.15, 1.29) 
    1 .8 1 2 

RR 

Diabetes - Yes/No 
Colon Cancer men 

Overall  (I2 = 42.3%, p = 0.109) 

Authors 

Inoue et al. 2010 

Khan et al. 2006 

Campbell et al. 2010 

Limburg et al. 2005 

He et al. 2010 

Nilsen&Vatten 2001 

Hu et al. 1999 

Country 

Japan 

Japan 

USA 

USA 

USA 

Norway 

USA 

Cases 

303 

139 

887 

661 

1275 

277 

607 

1.23 (1.04, 1.47) 
    1 .8 1 2 4 

RR 

Diabetes - Yes/No 
Colon Cancer Women 
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Demographics: sex – rectal cancer 

Renehan et al.  Update of Larsson Meta-analysis 

Meta-regression for gender difference: p =  0.527 

Overall  (I2 = 24.2%, p = 0.228) 

He et al. 2010 

Authors 

Atchinson et al. 2010B 

Khan et al. 2006 

Campbell et al. 2010 

Inoue et al. 2010 

Sturmer et al. 2006 

Larsson et al. 2005 

Bowers et al. 2006 

Atchinson et al. 2010W 

USA 

Country 

USA 

Japan 

USA 

Japan 

USA 

Sweden 

Finland 

USA 

1353 

Cases 

838 

165 

963 

491 

343 

284 

227 

3138 

1.14 (1.04, 1.24) 
    1 .8 1 2 

RR 

Overall  (I2 = 0.0%, p = 0.605) 

Authors 

Inoue et al. 2010 

Khan et al. 2006 

Campbell et al. 2010 

Limburg et al. 2005 

He et al. 2010 

Nilsen&Vatten 2001 

Hu et al. 1999 

Country 

Japan 

Japan 

USA 

USA 

USA 

Norway 

USA 

Cases 

303 

139 

887 

661 

1275 

277 

607 

1.24 (1.02, 1.50) 
    1 .8 1 2 4 

RR 

Diabetes - Yes/No 
Rectal Cancer men 

Diabetes - Yes/No 
Rectal Cancer Women 
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Diabetes, smoking & colorectal cancer  

Slope by meta-regression: p =  0.029 
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Renehan et al.  manuscript in preparation 
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Diabetes, smoking & colorectal cancer  

Current smokers (I2 = 0.0%, p = 0.709) 

Campbell et al. 2010 

Bowers et al. 2006 

He et al. 2010 

Will et al. 1998 

Authors 

USA 

Finland 

USA 

USA 

Country 

1340 

410 

1921 

3218 

Total 
cases Risk Ratio (95% CIs) 

1.32 (1.03, 1.68) 

  1 .8 1 2 4 

Current 
smokers 

Colorectal Cancer men 

Never 
smokers 

Never smokers (I2 = 58.0%, p = 0.027) 

Difference: p =  0.024 

0.77 (0.61, 0.96) 
    

1 .8 1 2 

Renehan et al.  manuscript in preparation 
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Diabetes, smoking & colorectal cancer  

Difference: p =  0.156 

Current smokers  (I2 = 5.3%, p = 0.348) 

Campbell et al. 2010 

He et al. 2010 

Will et al. 1998 

USA 

USA 

USA 

1134 

1628 

4006 

Never smokers (I2 = 62.7%, p = 0.068) 1.36 (1.08, 1.71) 
  1 .8 1 2 

Current 
smokers 

Colorectal Cancer women 

Never 
smokers 

Authors Country Total 
cases Risk Ratio (95% CIs) 

0.97 (0.74, 1.28) 
    

1 .8 1 2 

Renehan et al.  manuscript in preparation 
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Summary 

•  Diabetes associated with risk of colon & rectal cancers 

•  (No gender differences; no population differences) 

•  Patterns differ for diabetes compared with BMI 

•  Smoking is an effect-modifier (in men) 

•  (Modest residual risk for min. v max. adjusted estimates – 
suggesting that ‘confounding’ of treatment likely to be modest) 


