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Why Collaborative Groups?

Their core business Is randomized clinical trials!

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

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




Why Collaborative Groups?

Provide framework within which to
* Develop your own research ideas

» Seize fellowship, mentorship and
networking opportunities

* Enrich your horizons with contacts
across disciplines and cultures

* Develop leadership opportunities




Why Collaborative Groups?

From an early-career oncologist: “Hands-
on experience in developing clinical trials
can help you become a better clinician”
— Fine-tune your scientific questions

— Learn Good Clinical Practice

— Understand statistics ineyth((meepretinmg
results)

— Work with new drugs sooner




An Example from Breast Cancerx

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

BREASTINTERNATIONALGROUP




Beginnings ...

® Reduce the wasteful duplication of effort / resources
®* Respond to the exponential in new drugs

PAST PRESENT / FUTURE

® 20+ research groups ® Groups working together and
In Europe establishing research
priorities

® 83 open adjuvant trials ®* Combining resources and
with >25 schedules expertise to conduct high
guality trials

* Common themes * Fast accrual into trials of new
- 5 anthracyclines vs other agents targeting a small
- 17 taxanes subset of the breast cancer

- 19 dosenmemssyyigginddese  population (ex: Her2 +)




The Network

Founded 1996 (Martine Piccart, Aron Goldhirsch)
1999 international academic normppobfjtBB&giom

Organization Members: 44 Research Groups
Board of Directors
Headquarters (Jules Bordet Institute, Brussels)
Rotating Data Centers (1 Coordinating Group/Trial)

Bordet-based BrEAST Data Center for large
registration trials in collaboration with the Frontier
Science Foundation

Activities ~ 40 cowmtnes, IO+ dim el tisls




BIG

BREASTINTERNATIONALGROUP

Member Groups and their Centers

EU: 25 COUNTRIES
+ Switzerland,

CANADA Norway, Iceland,
Macedonia, Turkey

Russia

ASIA-PACIFIC
Eqypt AUSTRALIA

MEXICO Israel JAPAN
NEW ZEALAND

TAIWAN
China
Korea

BRAZIL Singapore
CHILE
PERU
Nigeria
South Africa

National groups or Large multinational trials
International groups / e.g. HERA, ALTTO, (NEO) ALTTO, MINDACT




Step 1: Working with Industry

Preserving academic freedom & scientific independae

Governance |*Steering Committee (SC): all major partners, inclindustry
*Independent Data Monitoring Committee (IDMC)

Trial design |* Questions with scientific merit and clinical relevace, not
just commercial interest

sLong-term follow-up of patients
«Commitment to translational research

Data control |*BIG member group

*Access to some data needed to plan registrationdjlbut not
to bc events / randomization codes

*Release by SC upon recommendation by IDMC

Statistics sL_eadership in hands of academic statistician, witimdustry
statisticians part of team

Publication sAcademic standards, industry review




Mission

10 Key Principles of Research Conduct

. Advance knowledge Serve patients
. Retain independence

. Database control / statistical leadership
. Steering Committee

. Trial monitoring
. Presentations / publications -aeaddemucEaddetss
. GCP / regulatory standards
Biological specimen collection for future research
10. Long-term follow-up of patients

1
2
3
4
5. Independent Data Monitoring Committee
6
7
8
9.

Facilitating breast cancer research internationally...
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COMMENTARY

Keeping faith with trial volunteers

How best to serve patients’ interests in large clinical trials? Martine Piccart, Aron Goldhirsch and their
colleagues argue that maintaining academic independence is essential to early breast cancer trials.

[~ M. Piccart, A. Goldhirsch, W. Wood,

K. Pritchard, J. Baselga, L. Reaby,
|. Kbssler, S. Kyriakides, L. Norton,
A. Coates




BIG 1-01 HERA: Design

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

u

Surgery + (neo)adjuvant chemotherapy (CTx radiotherapy

Stratification

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

Randomization
Trastuzumab Trastuzumab

8 mg/kg 6 mg/kg 8 mg/kg 6 mg/kg Observation
3 weekly x 2 years 3 weekly x 1 year




Recruitment exceeding all expectations ...

HERA Owerall recruitment data
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...registration of trastuzumab for early bc within 5 yrs of trial start




BREASTINTERNATIONALGROUP
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Step 2: Translational Research

Large Tailored

trials trials
comparing asking
treatments Successful transition ? b|o|og|ca||y
Avs B I relevant

vs C guestion

* Reinforced dialogue with basic scientists
EMPIRICAL |°* Reinforced dialogue withsurgeons, “TAILORED”

APPROACH pathologists, radiologists ... APPROACH

 New models of collaboration withpharma

l * Independent funding l

Retrospective

: : Prospective specimen
Specimen collection / TR

collection / TR




Breast Cancer Research

Fragmentation Coordination

1996 / 1999

Better
outcomes for
women

® 44 research groups in 38
countries Founding G

*QOver 85,000 patients in
>30 studies




TRANSBIG

European Commission (FP6) Network of Excellence

(40 partners in 21 countries):
— Science &

patient
treatment &
— care

Some BIG groups
Institutions known for laboratory expertise
Small & medium-sized enterprises

EUROPA DONNA — patient advocates Education &
European CanCer Organisation (ECCO) communication

TRANSBIG consortium managed by BIG HQ




TRANSBIG

_ Gene-@ymess mm gnafflke

W—O—H“—;"
Good signature

Poor signature

MINDACT -EORTC
sponsored trial evaluating
microarray (Amsterdam
70-gpEme magynusic
sighature, Mammaprint ®)
vs clinical testing to
determine chemotherapy
or not after surgery for
breast cancer

0.0
0 2 4 6 B 10 12

Years

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




_' EORTC 10041 BIG S@MAMINDACT Tmial Desigm
- 6,000 Node 88113 N+ Women

Bl

BREASTINTERNATIONALGROUP

Evaluate Clinical-Pathological risk @@ehene signature ris

Clinical-pathological Clinical-pathological

and 70-gene both Clin-Path HIGH and 70-gc_ane both LO
HIGH risk 70-gene LOW risk

Clin-Path LOW
70-gene HIGH

020 (D)

Use Clin-Path risk to decid{ Use 70-gene risk to decide
Chemo or not Chemo or not

> .
. B Endocrine therap

Potential CT sparing in 10-15%




Potential Impact of MINDACT
on Breast Cancer Management

e wamen (10 4 3%o)ronu nneecsssaryreathaeniwith
chemotherapy

. Comvextt Micn@-array testing into a cheaper, more user-
friendly prognostic tool

. Discover ather gene signatiues (@.g.,, predictimg flor gnester
efficacy of endocrine therapy and/or chemotherapy)
. Disoover mew dnug) tagetis

. Refime pmogmoss / prediiction of thesiment efficacy ttmouwgih
proteomics




BI@ Step 3: Collaboration with other Networks

BREASTINTERNATIONALGROUP

The BreaSt™ N\ BIG NETWORK
f ”hé-_er:-__.,-._ = -_.:l ;} - F: T o f

Intergrouﬂ (‘1‘ BCI) = 1 oo s Communiéation =) T ] 44 non{UJES

SENSPONCE, Bl groups

“~funded - /e B
i RS worldwide
groups /'~ Y LN L w5
' Collaboratlon _' q y P

o ad hoc basis '/ "5 ~u \a A
NSABP 3 W P i
. . L=t . .-_ 2 "-\..\_ _.-.E,:t ,
« Shared researchi priorities
- * /Areas for collaboration - -
Reduced ' ' Focus on translational -~ Reduced
duplication of ~“| research L duplicationt.of ; .
effort R effort ¥

-

More efficient fiiht aiainst the disease!



The ALTTO Trial

8000 women with HER2 positive breast cance

CHEMOTHERAPY

Trastuzumab Lapatinib Trastuzumab Trast_uzuma_b
combined with

X ly xly then lapatinib lapatinib

With a huge translational research effort!

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




The ALTTO Trial for HERZ2 Positive Breast Cancer
(N = 8000)

** Brussels, Jules
Bordet Institute

Central Management**

breast BIG

*lead No. Am. group: :
NCCTG (Mayo) e Start : June 2007

N Gawosmithine * + 1300 hospitals
In 49 countries




Step 4: A gty Dnug &
Biomarker Development

The NeoBIG Program (2009 22013 )

Neoadjuvant studies with novel dnugsfor early
surrogate markers of response

Targeted breast cancer sulmrgnopp@uminal mom-A,
basaliike, HER2+ ...), treatiimg only those mmsttlikely
to benefit

Cutting-edgetestinmbtmgestgenomics, proteomics,
metabolomics, CICs, imsagn..))

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

Adjuvant trials for the most promising agents only!




The NeoBIG Program

Involve the key stakeholders
Academia

Pharmaceutical industry
Biotechnology companies
Patient advocates
Cancer societies
Regulatory authorities

Accelerated drug development coupled with

‘ biomarker discovery to better serve patients
with more targeted, more accessible and less
costly treatments!




Breast Cancer Research

Fragmentation CQuondatadion Integration

1996 / 1999

Active
collaboration
with NoAm

NeoBIG

*44 research groups in

38 countries
Better

.Over 85 OOO patlentS |n 40 PARTNERS, 21 COUNTRIES Outcomes
2ol BlialiEe for patients!




There are Challenges ...

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

Different cultures, priorities,
personalities ...

Collaboration is not always easy and problems arise ...




"Didn't you get my e-mail?"

Adapted from F. Cardoso




“lI do. Have your people contact my people to hammer out
the details.”

w/ permission from www.CartoonStock.com




Compromises

"Hes hot ‘MR
oegmt’.f,(g ' M ﬁa%er:r}m-

~Other - onest!

w/ Permission from www.CartoonStock.com




BIG

i Bu reaucracy

WE NEED TO DO SOMETHING ABOUT
EXCESSIVE ADMIN, I WANT YOU TO
FILL OUT ONE OF THESE REPORT FORMS
EVERY TIME YOU THINK YOU'RE
DOING SOME...

w/ Permission from www.CartoonStock.com




BIG

=Md | 2NSIONS between Individuals ...

w/ Permission from www.CartoonStock.com




Resistance to Change...




For Example ....

Collaborative groups & research networks
must adapt and evolve on ongoing bas s






Why Collaborative Groups & Research Organizations ?

For early-career oncologists:



Why Collaborative Research?

For the Common Goal
e Cure breast cancer
 Well-being of patients

Collaboration iIs
definitely
worthwhile
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BACK-UP



$Special populations -

Optimal endocrine 019 and elderly

thera
v Optimal chemotherapy

Prevention

Biological Radiotherapy

therapies /
-"omics" trial



