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Objectives

• Demonstrate range of opportunities available

– Personal experience

– Sample projects 

• Outline processes to answer research question



Phenotype of research trainees I’ve encountered

NCIC CTG

Trainees

Statisticians

DoctorsScientists



Fellowships at NCIC CTG

• Thoracic Oncology Clinical Trials Fellowship

• Drug Development Fellowship

• Astra Zeneca Breast Cancer Fellowship

• OSI Translational Research Fellowship

• Astra Zeneca Clinical Trials Fellowship



Tailored Opportunities

Hematological

• Study development, protocol writing, phase I (LY.15)

• Data review, analysis, manuscript writing, phase III (LY.12)

• Economic analysis (LY.12)

• Collaboration with Germans in Hodgkin Lymphoma (HD.6)

• Editorial & review articles

• Clinical work



Tailored Opportunities

Methodological

• Community Health and Epidemiology MSc

– Controlled clinical trials

– Health economics

– Health policy

• Predictive value of phase II trial designs

• Apprenticeship



Secondary analyses

• Clinical trial enrolment first priority

• Opportunities for secondary analyses

– Comparative 

– Database interrogation

– Correlative science

– Methodological: economics, statistical . . .



An Individual Patient-Data Comparison of 

German Hodgkin Study Group HD10 and 

HD11 Combined Modality Therapy and NCIC 

Clinical Trials Group HD.6 ABVD Alone

Hay AE,  Klimm B,  Chen BE,  Goergen H,  Shepherd LE,    
Fuchs M,  Gospodarowicz M,  Borchmann P,  Connors JM, 

Markova J,  Crump M,  Lohri A,  Winter JN,  Dorken B, Pearcey
RG,  Diehl V,  Horning SJ,  Eich HT,  Engert A, Meyer RM



2 ABVD + 20 Gy IFRT 4 ABVD + 30 Gy IFRT

4 – 6 ABVD alone

Individual Patient Data Comparison

Limited-stage Hodgkin Lymphoma



Very good prognosis B or Bulk

Individual Patient Data Comparison

Limited-stage Hodgkin Lymphoma



Radiation improves disease control . . 

Hay et al, abstract 548, ASH 2012

GHSG HD10/11

NCIC CTG HD.6 HR = 0.44; 95% CI 0.24, 0.78



No difference in survival at 8 years

Hay et al, abstract 548, ASH 2012

HR = 1.09; 95% CI 0.49, 2.40

GHSG HD10/11

NCIC CTG HD.6



Location of colon cancer (right-sided versus 

left-sided) as a predictor of benefit from 

cetuximab in NCIC CTG CO.17

Stephanie Y. Brulé, Derek J. Jonker, Christos Stelios Karapetis, 
Christopher J. O'Callaghan, Malcolm J. Moore, Ralph Wong, Niall 

C. Tebbutt, Craig Underhill, Desmond Yip, John Raymond 
Zalcberg, Dongsheng Tu, Rachel Anne Goodwin
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Database interrogation

NCIC CTG CO.17

• Cetuximab versus best supportive care in pre-
treated metastatic colon cancer, Jonker 2007

Study question

• In this population is primary tumour site (right vs. 
left) prognostic for outcome or predictive of benefit 
from cetuximab therapy?

Brule et al, abstract 3528, ASCO 2013



Tumour site is not prognostic . . 

Brule et al, abstract 3528, ASCO 2013



but is predictive of benefit from cetuximab

Brule et al, abstract 3528, ASCO 2013



Exploratory analysis of angiotensin 

converting enzyme and aldosterone serum 

levels as prognostic and predictive 

biomarkers on the NCIC CTG BR24 trial

Jair Bar, Keyue Ding, Huijin Zhao, Scott Laurie, Lei Han, 
Frances Shepherd, Christina Addison, Glenwood Goss, 

Jim Dimitroulakos, Penelope Bradbury
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Correlative science

Goss et al, JCO 2009

BR.24
Advanced non-small cell lung cancer

296 patients

Carboplatin

& paclitaxel

Carboplatin, 

paclitaxel 

& cediranib

Cediranib: VEGF inhibitor



Correlative science

• Benefit from angiogenesis inhibitors has been linked 
to high blood pressure

• Exploratory analysis of angiotensin converting enzyme 
(ACE) and aldosterone (ALD) serum levels as 
prognostic and predictive biomarkers

• ACE and Ald levels retrospectively tested on 226 
baseline serum samples

Bar et al, abstract 8048, ASCO 2013



High serum ACE level may be prognostic 

High ACE level (≥ 115 ng/ml)

• Associated with better performance status (p=0.03) 

• Longer overall survival (HR 0.52, p=0.025)

Bar et al, abstract 8048, ASCO 2013



High serum ACE level may be prognostic 

High ACE level (≥ 115 ng/ml)

• Associated with better performance status (p=0.03) 

• Longer overall survival (HR 0.52, p=0.025)

Low ACE may predict benefit from cediranib

Low serum ACE level (< 115 ng/ml)

• Improved overall survival with addition of cediranib to 
PC (HR 0.64, p=0.03)

Bar et al, abstract 8048, ASCO 2013



NCIC CTG MAP.3: Symptoms and quality of 

life among racial/ethnic minority women 

taking the aromatase inhibitor exemastane

for breast cancer risk reduction

Beverley Moy, Dongsheng Tu, Harriet 
Richardson, Elizabeth Maunsell, Paul Goss
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Quality of life

Goss et al, NEJM 2011

MAP.3
4563 post-menopausal women 

at risk of breast cancer

Exemestane Placebo

Canada, USA, Spain & France



Racial/ethnic minority women experience 

fewer adverse events on aromatase inhibitors

Ethnic minority compared with white women

• Fewer sweats (12% vs. 22%, p=0.005)

• Less vaginal dryness (8% vs. 16%, p=0.03)

Moy et al, abstract 6557, ASCO 2013



Racial/ethnic minority women experience 

fewer adverse events on aromatase inhibitors

Hispanic women compared with non-Hispanic 
experienced significantly less frequent

Moy et al, abstract 6557, ASCO 2013

• Hot flashes

• Fatigue

• Sweats

• Insomnia

• Heartburn

• Arthritis

• Nausea

• Depression

• Back pain

• Cough

• Vaginal dryness



How to do it too









Investigational New Drug Studies



IND. 209























Process

• Draft brief protocol

– Study question

– Rationale

– Data required to answer

– Proposed methods

• Revise with central office input

• Obtain appropriate approval

• Follow processes



Potential Challenges

Question is not appropriate for CTG databases

– Data not collected

– Data not available in appropriate format

– Timing of analysis not appropriate



Potential Challenges

Question is not appropriate for CTG databases

– Data not collected

– Data not available in appropriate format

– Timing of analysis not appropriate

Resources

– Personnel 

– Funding



Potential Challenges

Approval processes required

– Trial team, study chair, disease site committee

– REBs (Queen’s and host institution)

– Pharma




