
ESMO Young Oncologists Forum ESMO Young Oncologists Forum 
15 September 200815 September 2008

Collaborative Groups and Collaborative Groups and 
Academic Scientific Research Academic Scientific Research 

Organizations: an Example from Organizations: an Example from 
Breast CancerBreast Cancer

Carolyn A. Straehle, PhD
Managing Director
Breast International Group 



Why Collaborative Groups?Why Collaborative Groups?

Their core business is randomized clinical trials! Their core business is randomized clinical trials! 

“… [provide] the recognized highest standard of “… [provide] the recognized highest standard of 
evidence for treatment efficacy…[and] a evidence for treatment efficacy…[and] a 
cornerstone of the evidence required for other cornerstone of the evidence required for other 
research concerning treatment policies” research concerning treatment policies” 

J. J. Dignam, Cancer Control
Jan/Feb 2004, Vol.11, No.1



Why Collaborative Groups?Why Collaborative Groups?

Provide framework within which toProvide framework within which to
•• Develop your own research ideasDevelop your own research ideas
•• Seize fellowship, mentorship and Seize fellowship, mentorship and 

networking opportunitiesnetworking opportunities
•• Enrich your horizons with contacts Enrich your horizons with contacts 

across disciplines and culturesacross disciplines and cultures
•• Develop leadership opportunitiesDevelop leadership opportunities



Why Collaborative Groups?Why Collaborative Groups?

From an earlyFrom an early--career oncologist:  career oncologist:  “Hands“Hands--
on experience in developing clinical trials on experience in developing clinical trials 
can help you become a better clinician”can help you become a better clinician”
–– FineFine--tune your scientific questionstune your scientific questions
–– Learn Good Clinical PracticeLearn Good Clinical Practice
–– Understand statistics inUnderstand statistics in--depth (interpreting depth (interpreting 

results)results)
–– Work with new drugs soonerWork with new drugs sooner



An Example from Breast CancerAn Example from Breast Cancer

The story of the The story of the 
Breast International Group (BIG) …Breast International Group (BIG) …



Beginnings …Beginnings …

•• Reduce the wasteful duplication of effort / resourcesReduce the wasteful duplication of effort / resources
•• Respond to the exponential �  in new drugsRespond to the exponential �  in new drugs

•• 20+ research groups20+ research groups
in Europein Europe

•• Groups working Groups working together together and and 
establishing research establishing research 
prioritiespriorities

•• 83 open adjuvant trials83 open adjuvant trials
with >25 scheduleswith >25 schedules

•• Combining resources and Combining resources and 
expertise to conduct high expertise to conduct high 
quality trialsquality trials

•• Common themesCommon themes
-- 5 anthracyclines vs other5 anthracyclines vs other
-- 17 taxanes17 taxanes
-- 19 dose19 dose--intensity/high doseintensity/high dose

•• Fast accrual into trials of new Fast accrual into trials of new 
agents targeting a small agents targeting a small 
subset of the breast cancer subset of the breast cancer 
population (ex: Her2 +)population (ex: Her2 +)

PAST PAST PRESENT / FUTUREPRESENT / FUTURE



The Network The Network 

FoundedFounded -- 1996 (Martine Piccart, Aron Goldhirsch)1996 (Martine Piccart, Aron Goldhirsch)
-- 1999 international academic non1999 international academic non--profit, Belgiumprofit, Belgium

OrganizationOrganization -- Members: 44 Research GroupsMembers: 44 Research Groups
-- Board of DirectorsBoard of Directors
-- Headquarters (Jules Bordet Institute, Brussels)Headquarters (Jules Bordet Institute, Brussels)
-- Rotating Data Centers (1 Coordinating Group/Trial)Rotating Data Centers (1 Coordinating Group/Trial)
-- BordetBordet--based BrEAST Data Center for large based BrEAST Data Center for large 

registration trials in collaboration with the Frontier registration trials in collaboration with the Frontier 
Science Foundation  Science Foundation  

ActivitiesActivities ~ 40~ 40 countries, 30+ clinical trialscountries, 30+ clinical trials



Member Groups and their CentersMember Groups and their Centers

MEXICOMEXICOMEXICOMEXICO

BRAZILBRAZIL
CHILECHILE
PERUPERU

BRAZILBRAZIL
CHILECHILE
PERUPERU

EU: 25 COUNTRIESEU: 25 COUNTRIES
+ Switzerland, + Switzerland, 

Norway, Iceland,Norway, Iceland,
Macedonia, Turkey

EU: 25 COUNTRIESEU: 25 COUNTRIES
+ Switzerland, + Switzerland, 

Norway, Iceland,Norway, Iceland,
Macedonia, Turkey

ASIAASIA--PACIFICPACIFIC
AUSTRALIAAUSTRALIA

JAPANJAPAN
NEW ZEALANDNEW ZEALAND

TAIWANTAIWAN
China
Korea

Singapore

ASIAASIA--PACIFICPACIFIC
AUSTRALIAAUSTRALIA

JAPANJAPAN
NEW ZEALANDNEW ZEALAND

TAIWANTAIWAN
China
Korea

Singapore

Nigeria
South Africa

Nigeria
South Africa

RussiaRussia

Egypt
Israel
Egypt
Israel

National groups or National groups or 
International groups /International groups / centerscenters

Large multinational trials Large multinational trials 
e.g. HERA, ALTTO, (NEO) ALTTO, MINDACTe.g. HERA, ALTTO, (NEO) ALTTO, MINDACT

CANADACANADACANADACANADA

INDIAINDIAINDIAINDIA



Step 1: Working with IndustryStep 1: Working with Industry

Preserving academic freedom & scientific independencePreserving academic freedom & scientific independence

GovernanceGovernance ••Steering Committee (SC): all major partners, incl. industrySteering Committee (SC): all major partners, incl. industry

••Independent Data Monitoring Committee (IDMC)Independent Data Monitoring Committee (IDMC)

Trial designTrial design •• Questions with scientific merit and clinical relevance, not Questions with scientific merit and clinical relevance, not 
just commercial interestjust commercial interest

••LongLong--term followterm follow--up of patientsup of patients

••Commitment to translational research Commitment to translational research 

Data controlData control ••BIG member groupBIG member group

••Access to some data needed to plan registration file, but not Access to some data needed to plan registration file, but not 
to bc events / randomization codesto bc events / randomization codes

••Release by SC upon recommendation by IDMC Release by SC upon recommendation by IDMC 

StatisticsStatistics ••Leadership in hands of academic statistician, with industry Leadership in hands of academic statistician, with industry 
statisticians part of teamstatisticians part of team

PublicationPublication ••Academic standards, industry review Academic standards, industry review 



Mission Mission 

10 Key Principles of Research Conduct10 Key Principles of Research Conduct

1.1. Advance knowledge  Advance knowledge  �� Serve patientsServe patients
2.2. Retain independenceRetain independence
3.3. Database control / statistical leadershipDatabase control / statistical leadership
4.4. Steering CommitteeSteering Committee
5.5. Independent Data Monitoring CommitteeIndependent Data Monitoring Committee
6.6. Trial monitoringTrial monitoring
7.7. Presentations / publications Presentations / publications –– academic standardsacademic standards
8.8. GCP / regulatory standardsGCP / regulatory standards
9.9. Biological specimen collection for future researchBiological specimen collection for future research
10.10. LongLong--term followterm follow--up of patients up of patients 

Facilitating breast cancer research internationally …Facilitating breast cancer research internationally …



Mission Mission 

M. Piccart, A. Goldhirsch, W. Wood,M. Piccart, A. Goldhirsch, W. Wood,
K. Pritchard, J. Baselga, L. Reaby,K. Pritchard, J. Baselga, L. Reaby,
I. Kössler, S. Kyriakides, L. Norton,I. Kössler, S. Kyriakides, L. Norton,
A. CoatesA. Coates



BIG 1BIG 1--01 HERA: Design01 HERA: Design

Nodal status, adjuvant CT regimen, hormone receptor status and endocrine therapy, Nodal status, adjuvant CT regimen, hormone receptor status and endocrine therapy, 
age, regionage, region

Women with HER2 POSITIVE invasive Women with HER2 POSITIVE invasive 
breast cancer IHC3+ or FISH+ centrally confirmedbreast cancer IHC3+ or FISH+ centrally confirmed

Surgery + (neo)adjuvant chemotherapy (CT) Surgery + (neo)adjuvant chemotherapy (CT) ±±±±±±±± radiotherapyradiotherapy

StratificationStratificationStratificationStratification

RandomizationRandomizationRandomizationRandomization

TrastuzumabTrastuzumab
8 mg/kg 8 mg/kg �� 6 mg/kg6 mg/kg
3 weekly x 2 years3 weekly x 2 years

TrastuzumabTrastuzumab
8 mg/kg 8 mg/kg �� 6 mg/kg6 mg/kg
3 weekly x 1 year3 weekly x 1 year

ObservationObservation



Recruitment exceeding all expectations …Recruitment exceeding all expectations …

…registration of trastuzumab for early bc within 5 yrs of trial start …registration of trastuzumab for early bc within 5 yrs of trial start 



BIG 1BIG 1--01 HERA : Status01 HERA : Status

Final Final acrualacrual:: 5,102 5,102 (480 (480 centerscenters, > 20 groups, 39 countries), > 20 groups, 39 countries)

NEJM 2005

LANCET 2007

ANNALS 2008



Step 2: Translational Research Step 2: Translational Research 

LargeLarge
trialstrials

comparingcomparing
treatments treatments 

A vs BA vs B
vs Cvs C

TailoredTailored
trialstrials

askingasking
biologicallybiologically

relevantrelevant
questionsquestions

EMPIRICAL EMPIRICAL 
APPROACHAPPROACH

Successful transition ?Successful transition ?

“TAILORED” “TAILORED” 
APPROACHAPPROACH

•• Reinforced dialogue with Reinforced dialogue with basic scientistsbasic scientists
•• Reinforced dialogue with Reinforced dialogue with surgeons,surgeons,

pathologists, radiologists …pathologists, radiologists …
•• New models of collaboration with New models of collaboration with pharmapharma
•• Independent fundingIndependent funding

Retrospective Retrospective 
Specimen collection / TRSpecimen collection / TR

Prospective specimen Prospective specimen 
collection / TRcollection / TR



Breast Cancer ResearchBreast Cancer Research

FragmentationFragmentation CoordinationCoordination

Founding Founding 
ofof

1996 / 19991996 / 1999

••44 research groups in 38 44 research groups in 38 
countriescountries

••Over 85,000 patients in Over 85,000 patients in 
>30 studies>30 studies

Better Better 
outcomes for outcomes for 

womenwomen

20042004

Founding of



TRANSBIGTRANSBIG

European Commission (FP6) Network of ExcellenceEuropean Commission (FP6) Network of Excellence
(40 partners in 21 countries):(40 partners in 21 countries):

•• Some BIG groupsSome BIG groups
•• Institutions known for laboratory expertiseInstitutions known for laboratory expertise
•• Small & mediumSmall & medium--sized enterprisessized enterprises

•• EUROPA DONNA EUROPA DONNA –– patient advocatespatient advocates
•• European CanCer Organisation (ECCO)European CanCer Organisation (ECCO)

Education & Education & 
communicationcommunication

Science & Science & 
patient patient 
treatment & treatment & 
carecare

TRANSBIG consortium managed by BIG HQTRANSBIG consortium managed by BIG HQ



TRANSBIGTRANSBIG

MINDACT  MINDACT  -- EORTC EORTC 
sponsored trial evaluating sponsored trial evaluating 
microarray (Amsterdam microarray (Amsterdam 
7070--gene prognostic gene prognostic 
signature, Mammaprint ®) signature, Mammaprint ®) 
vs clinical testing to vs clinical testing to 
determine chemotherapy determine chemotherapy 
or not after surgery for or not after surgery for 
breast cancer breast cancer 

microarraymicroarray GeneGene--expression profileexpression profile

Provide level 1 evidence for the Provide level 1 evidence for the 
utility of gene signatures in daily utility of gene signatures in daily 
clinical practiceclinical practice



Evaluate Clinical-Pathological risk and70-gene signature risk

Clinical-pathological 
and 70-gene both 

HIGH risk

Discordant cases
Clin-Path HIGH
70-gene LOW

Clin-Path LOW
70-gene HIGH

Clinical-pathological 
and 70-gene both LOW 

risk

Use Clin-Path risk to decide 
Chemo or not

Use 70-gene risk to decide 
Chemo or not

55% 32% 13%

R-T

Chemotherapy

N=3300 N=780

Endocrine therapy

EORTC 10041 BIG 3EORTC 10041 BIG 3--04 04 MINDACT  Trial DesignMINDACT  Trial Design
6,000 Node 6,000 Node -- & 1& 1--3 N+ Women3 N+ Women

N=1920

Potential CT sparing in 10-15% pts



Potential Impact of MINDACTPotential Impact of MINDACT
on Breast Cancer Managementon Breast Cancer Management

1.1. Spare women (10 Spare women (10 –– 15%) from unnecessary treatment with 15%) from unnecessary treatment with 
chemotherapychemotherapy

2.2. Convert microConvert micro--array testing into a cheaper, more userarray testing into a cheaper, more user--
friendly prognostic toolfriendly prognostic tool

3.3. Discover other gene signatures (e.g., predicting for greater Discover other gene signatures (e.g., predicting for greater 
efficacy of endocrine therapy and/or chemotherapy) efficacy of endocrine therapy and/or chemotherapy) 

4.4. Discover new drug targetsDiscover new drug targets
5.5. Refine prognosis / prediction of treatment efficacy through Refine prognosis / prediction of treatment efficacy through 

proteomicsproteomics



Step 3: Collaboration with other NetworksStep 3: Collaboration with other Networks

6 NCI6 NCI--
funded funded 
groupsgroups

The Breast The Breast 
CancerCancer

Intergroup (TBCI)Intergroup (TBCI)

NSABPNSABP RTOGRTOG

Reduced Reduced 
duplication of duplication of 

efforteffort

BIG  BIG  NETWORKNETWORK

Reduced Reduced 
duplication of duplication of 

efforteffort

•• Shared research priorities Shared research priorities 
•• Areas for collaborationAreas for collaboration
•• Focus on translational Focus on translational 

researchresearch

Communication Communication 

Collaboration Collaboration 
on ad hoc basis on ad hoc basis 

44 non44 non--US US 
groups groups 

worldwideworldwide



The ALTTO TrialThe ALTTO Trial

8000 women with HER2 positive breast cancer8000 women with HER2 positive breast cancer

CHEMOTHERAPYCHEMOTHERAPY

Trastuzumab

x 1y

Lapatinib

x 1y

Trastuzumab 
�

then lapatinib 

Trastuzumab 
combined with 

lapatinib

With a huge translational research effort!With a huge translational research effort!

(e.g. tumor / blood collection �  back to the lab!)(e.g. tumor / blood collection �  back to the lab!)



The ALTTO Trial for HER2 Positive Breast Cancer The ALTTO Trial for HER2 Positive Breast Cancer 
(N = 8000)(N = 8000)

•• Start : June 2007Start : June 2007
•• ++ 1300 hospitals 1300 hospitals 

in 49 countriesin 49 countries

TBCI*TBCI*
Central Management** 

*lead No. Am. group: 
NCCTG (Mayo)

** Brussels, Jules ** Brussels, Jules 
Bordet InstituteBordet Institute



StepStep 4: 4: Accelerating Drug &  Accelerating Drug &  
Biomarker  DevelopmentBiomarker  Development

The The NeoBIGNeoBIG Program (2009 Program (2009 –– 2014)2014)
�� NeoadjuvantNeoadjuvant studies with novel drugs,studies with novel drugs,for early 
surrogate markers of response

�� Targeted breast cancer Targeted breast cancer subsub--groupsgroups ((luminalluminal nonnon--A, A, 
basalbasal--likelike, HER2+ …), , HER2+ …), treatingtreating onlyonly thosethose mostmost likelylikely
to to benefitbenefit

�� CuttingCutting--edgeedge technologiestechnologies((genomics, proteomics, genomics, proteomics, 
metabolomicsmetabolomics, CTCs,  imaging…), CTCs,  imaging…)

�� Biomarker discoveryBiomarker discovery (tailoring the right drug for the 
right individual patient)

�� Adjuvant trials for the most promising agents only!Adjuvant trials for the most promising agents only!



The NeoBIG ProgramThe NeoBIG Program

Involve the key stakeholdersInvolve the key stakeholders
� Academia
� Pharmaceutical industry
� Biotechnology companies
� Patient advocates
� Cancer societies
� Regulatory authorities

Accelerated drug development coupled with Accelerated drug development coupled with 
biomarker discovery to better serve patients biomarker discovery to better serve patients 
with more targeted, more accessible and less with more targeted, more accessible and less 
costly treatments!costly treatments!



Breast Cancer ResearchBreast Cancer Research

FragmentationFragmentation CoordinationCoordination

1996 / 19991996 / 1999

••44 research groups in 44 research groups in 
38 countries38 countries

••Over 85,000 patients in Over 85,000 patients in 
>30 studies>30 studies

Better Better 
outcomes outcomes 

for patients!for patients!

20042004

IntegrationIntegration

2009 2009 ��

40 PARTNERS, 21 COUNTRIES40 PARTNERS, 21 COUNTRIES

Active Active 
collaboration collaboration 
with NoAmwith NoAm

20052005

NeoBIGNeoBIG



�� Collaborative research involves Collaborative research involves 
academics from related but different academics from related but different 
disciplines as well as commercial disciplines as well as commercial 
partners partners 

�� Different cultures, priorities, Different cultures, priorities, 
personalities … personalities … 

There are Challenges …There are Challenges …

Collaboration is Collaboration is notnot always easy and problems arise …always easy and problems arise …



Miscommunication

Adapted from F. Cardoso



Difficult Negotiations

w/ permission from www.CartoonStock.com



Compromises

w/ Permission from www.CartoonStock.com



Bureaucracy

w/ Permission from www.CartoonStock.com



Tensions between Individuals ...

w/ Permission from www.CartoonStock.com



Resistance to Change…Resistance to Change…



For Example ….For Example ….

Collaborative groups & research networks Collaborative groups & research networks 
must adapt and evolve on ongoing basis must adapt and evolve on ongoing basis to to 
provide earlyprovide early--career investigators with career investigators with realreal
opportunities for opportunities for 

• Leadership (e.g., Principal Investigator)Leadership (e.g., Principal Investigator)

•• AuthorshipAuthorship



… But There is Progress … But There is Progress 

Fellowship opportunities,Fellowship opportunities,e.g., EORTC, e.g., EORTC, 
TRANSBIG, ….TRANSBIG, ….

TrainingTraining (DNA, RNA, Pathology, biomarkers (DNA, RNA, Pathology, biomarkers 

research methodology)research methodology)for earlyfor early--career career 
breast cancer specialists breast cancer specialists 

New research programsNew research programs–– NeoBIG ... NeoBIG ... 



Why Collaborative Groups  & Research Organizations ?Why Collaborative Groups  & Research Organizations ?

For earlyFor early--career oncologists:career oncologists:
•• Get experience with clinical trialsGet experience with clinical trials
•• Develop your own research ideasDevelop your own research ideas
•• Seize fellowship, mentorship and networking Seize fellowship, mentorship and networking 

opportunitiesopportunities
•• Enrich your horizons with contacts across Enrich your horizons with contacts across 

disciplines and culturesdisciplines and cultures
•• Obtain leadership opportunitiesObtain leadership opportunities



For the Common GoalFor the Common Goal
•• Cure breast cancerCure breast cancer
•• WellWell--being of patientsbeing of patients

Adapted from F. Cardoso

Collaboration is 
definitely
worthwhile

Why Collaborative Research?Why Collaborative Research?
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BACK-UP



Special populations Special populations --
young and elderlyyoung and elderly

········ BIG 3BIG 3--98 Loss of98 Loss of
fertility surveyfertility survey

········ BIG 2BIG 2--02 SOFT02 SOFT
········ BIG 3BIG 3--02 TEXT02 TEXT

········ BIG 4BIG 4--02 PERCHE02 PERCHE
········ BIG 4BIG 4--04 ICE04 ICE

········ BIG 1BIG 1--05 CASA05 CASA
········ BIG 2BIG 2--05 ACTION05 ACTION

Optimal endocrineOptimal endocrine
therapytherapy

········ BIG 1BIG 1--97 MA.1797 MA.17
·· BIG 2BIG 2--97 IES 97 IES 

·· BIG 1BIG 1--98 498 4--armarm
Letrozole Letrozole 

Optimal chemotherapyOptimal chemotherapy
········ BIG 1BIG 1--00 p5300 p53

········ BIG 2BIG 2--98 TAX98 TAX--315315

PreventionPrevention
········ BIG 5BIG 5--02 IBIS II02 IBIS II

BiologicalBiological
therapies /therapies /

--"omics" trial"omics" trial
········ BIG 1BIG 1--01 HERA01 HERA
·· BIG 3BIG 3--05 TBP05 TBP

·· BIG 3BIG 3--04 MINDACT04 MINDACT
·· BIG 1BIG 1--06 NEO06 NEO--ALTTOALTTO

·· BIG 2BIG 2--06 ALTTO06 ALTTO

RadiotherapyRadiotherapy
·· BIG 2BIG 2--04 SUPREMO04 SUPREMO

·· BIG 3BIG 3--07 DCIS07 DCIS

Examples of BIG Clinical TrialsExamples of BIG Clinical Trials

Either with 
or without 
industry 
partners

Focus: Large, phase 
III (neo)adjuvant


