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STEP 1:
Generate
Hypothesis

* New drug available (paclitaxel)
* New technology (recurrence score)

e New trial results available

The Path




The Path
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STEP 2: Convince someone else that
you have a Great Idea

» Get committee chair to allow presentation
to committee \ ‘

* Get suggestions, represent to committee

STEP 3: Convince even more people your
Idea is Great and feasible

 Statistician

e Other committees

- CCHO for QOL/Economic Components
- PET for PK/Pharmacogenomics
- Advocates

* Industry

» Other Funding Sources




CALGB 80203

n=2200
R
A
N FOLFOX
D
@]
: /
é + Cetuximab
A
T
c') FOLFIRI
N
CALGB 80203
Objectives

Primary Objective:

» To determine if the addition of C225 to
FOLFIRI or FOLFOX chemotherapy prolongs
survival of patients with untreated, advanced or
metastatic colorectal cancer.

Secondary Objective:

» To determine if the FOLFIRI and FOLFOX
regimens are equivalent for survival as front-
line therapy.




CALGB 80203
Secondary Obijectives

To assess whether tumor expression of EGFR is an independent predictor of
treatment outcome

To assess whether markers of EGFR pathway activity are independent
predictors of treatment outcome

To determine whether serum levels of IGF-1, C-peptide, and IGFBP-3 are
independent predictors of treatment outcome

To assess whether specific germline polymorphisms related to
chemotherapy metabolism and resistance correlate with treatment-related
toxicity and treatment outcome

To assess the influence of diet, obesity, physical activity, and other lifestyle
habits on treatment-related toxicity, progression-free survival and overall
survival.

CALGB 80203

Embedded companions

Gl Committee

) -Dietary and Lifestyle Questionnaire
Gl Solid Tumor

Co_rrelative _ l Cancer Control and Health
Sciences Working Group Outcomes Committee
-EGFR pathway studies -Clinical Economics study

-IGF serum studies ——— 80203 — . litv of Life stud
-Prognostic marker Queality of Life study

studies I

Phamacology and Experimental Therapeutics Committee
-Study of pharmacogenomic predictors of toxicity and outcome

Specimens required: Tumor block, serum, blood for DNA




CALGB 80203

Partners
Pharmaceutical Requlatory
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CALGB Disease and Modality Committees
PET ** GI ** Clinical Economics**QOL **STCS

Where Do Protocol Drugs
Come From?

Commercially purchased

NCI supplied (and distributed)

Industry supplied (and distributed)

Home grown

Some drugs are commercially available yet
supplied by study. Investigational drug supply
must be used where appropriate!!




IF Drugs Are

* Not FDA Approved

and

» Made by different companies

The protocol hardly ever happens

CALGB

Weekly Paclitaxel
Metastatic /
Breast Weekly nab Paclitaxel

Cancer ™ Weekly Ixabepilone




STEP 4: Test Idea in Wider World

 Committee chair holds casual conversations
with CTEP representatives

 Committee chair calls in favors from other
cooperative groups

STEP5: Submit Concept to
Executive Committee

» Use concept submission form A007 from
website

 Obtain sign-off from statistician, and all of
relevant committee chairs, forward to
protocol editor

» Committee Chair writes cover letter and
sends to central office (EC review deadlines
are on website)




STEP 5: (Continued)

Executive Committee| Meeting

/ N\

Approve Table Reject
I

If concept approved, study chair signs first
of many Conflict of Interest disclosure forms

CALGB Concept Review

EC Concept Submission
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Process Map for CALGB

Protocol Development
477 days

CTEP Protocol Review
277 days
: ‘ Forms / Database Development ‘ -
434 days

Concept
Review
16 days

oncep P
Development | e Concept |
193 days 126 days

Coneept Vi { Regulatory Agalrs Development
2days

aaaaa

Concept Approval FDA Review |
7days a5daym

Study Team

Teleconference Ac:;:-oatjcn
Dilts, D. M. et al. J Clin Oncol; 24:4553-4557 580 days
2006

STEP 6: NCI LOI Approval

Does A Relevant NCI Steering Committee Exist?
— (I

Yes No
Is protocol phase 111 No Does protocol involve
or >100 subjects CTEP —supplied drug
YeS Yes

v

Submit LOI form to

: : —— - Submit LOI to CTEP
Steering Committee

Disease Task Force v _
l “Consensus Review”
_ _ Write revised LOI with CR
Submit to Steering response - LOI approval!!
Committee

(30% Approval Rate)
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CALGB 80203
Timeline of Development

7/30/03Approval “on hold” Pending
CIRB review sent by CTEP

9/10/02Approval “on-hold” 8/26/03 CIRB
by CTEP 4/8/03 CTEP Response sent
sends 10/7/03 10/14/03
. 1/8/03 CTEP Consensus CIRB FDA
San_ofl Approves Review (CR) approval approval
Review concept ‘ sent ‘ sent
7/29/02 Protocol ' __ __ ___ | __ __ 1 ___ —_—— ———
Approved
by Executive ‘ Imclone/BMS | BMS ‘
Committee 8/7/02 2/27103 Protocol CALGB callto | Review
’ submitted to CTEP  discuss CR 9/18/03 Response
Concept 6/24/03 to CIRB review
submitted Response submitted
to CTEP to
consensus 8/1/03
D - i Review FDA
= Actions by CTEP i Submission
submitted

D = Actions by CIRB

[ ] =Industry

STEP 7a: Write Protocol

Use standard template

Initial review (Co-chair, stats, disease, chairs, data coordinators,
1 executive officers)

Fix

)

Expanded review
}

Fix

}

NCI » Approval!
(Forms get CDE Review)

Fix
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STEP 7b:

Writing Protocol

While Study Chair is

and CRA designees)

IND = Investigational New Drug

Budget issues are addressed

Correlative issues worked out

IND/drug distribution issues are addressed

Educational materials developed (advocates)

Forms are developed (new forms field tested by nursing

CALGB 80203
Timeline of Contract Negotiations with
Bristol Myers Squibb (BMS) /ImClone

May 2003: Negotiations
continue between
BMS and CALGB

June 2003:
Draft of

contract

sent to CALGB

|
April 2003:
Budget

request sent
to BMS

Fall 2002: CALGB
requests budgets of
investigators
involved with 80203

Negotiations
Continue through
September

|_Signed
Contract
Returned

July 2003: Contract
returned to BMS

10/8/03
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STEP 8: CIRB Review

* New Change: Protocol can go to
institutional IRBs without CIRB approval

STEP 9: Institutional Activation

e |nstitution decides to activate

o Institutional IRB approval
(no risk elements to be omitted from consent!)
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STEP 10a: Conduct Protocol

» Accrual (NCI accrual monitoring)

e Monitor —DSMB 2x/year
— CDUS reporting
- (Clinical data update system)
— SAE reporting

o Study chair answer queries and reviews
eligibility issues (CO93 form)

 CRA sends in forms!!!

STEP 10b: Conduct Protocol

« Amendments — may require reconsent!

* Protocol generally goes on hold to accrual
for amendments that require reconsent until

new consent approved

e Don’t use old consent versions!!
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CALGB 80203/80405

Timeline of Development 52305 cALGB
9/20/04 Concept with tocol
redesign of 80203 12/15/04 3/1/05 CALGB protoco
12115/03 submitted to CTEP 80203 Accrual submitted
80203 Suspended 80305_t tpr((j)tocol
Activated 10/04/04 Concept submitte
resubmitted as 1/15/05
CALGB 80405 80203
238 of 2200 Closed

patients accrued

9/22/04 initial ‘ ‘

CTEP concept 1/3/05
review CTEP 3/23/05 CTEP
Consensus
Concept ;
11/3/04 CTEP approval sent Review sent
consensus
[ ] = Actions by CTEP review of  12/18/04 Conference call
concept with study team, CTEP
D = Actions by CIRB and Gl Intergroup

[ ] =Industry

STEP 11: Data Analysis

e Data must mature

 Study Chair does case evaluations
->gr 2-3 AEs
- Stratification factors
- Adherence
- Primary Endpoint
(full review for trials of < 250 pts, if larger 250 + 5-10%)

» Statistician generates report
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STEP 12:  Write Manuscript

Write Manuscript

Gets Reviewed by Co-authors, Pls, NCI, Industry

COl forms from all

— Submit to journal co-authors
(revise) On-line submission
Consort diagram
Proofs

Submit summary , _
on CALGB Website “— Publish — Notify CALGB

Download for public availability
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