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TEAM SCIENCE:
Foundation for a Successful LOI

e Allows for multi-dimensional research
e Brings together research expertise

e Enhances the potential for high impact research
from multiple perspectives

e Enhancing the probability of accurate
Interpretation

e \Widens collaborator network
e Building teams for the future

e Due to scientific sophistication that only a team
approach will be successful

e Changing the way we work together!!!



The NCI-CTEP LOI

e Required to conduct clinical trial with CTEP IND
agents

e Solicited - submitted in response to development
plan designed by CTEP Investigational Drug
Steering Committee (IDSC) and industry
collaborator

e Unsolicited - submitted to address novel
hypotheses supported by published or
unpublished preclinical data

e 400-500 LOI's received each year
e Approximately 1/3 are approved

LOI numbers may change with ETCTN structure



Benefits of the CTEP LOI

e Allows for clinical research instead of simply
clinical trials

e Potential impetuous for peer-reviewed funding

e Allows access to exciting novel agents

e Potential for novel-novel combinations

e Drug combinations from different companies

e CTEP holds the IND, less paperwork

e CIRB: significant regulatory work CTEP processed
e Novel trial designs

e Investigator initiated studies important for NCI-
CCSGs



Investigator Minimum Ciriteria for
LOI Submission

Do | have the following?

Strength of scientific rationale

Supporting preliminary data

Appropriate patient population

Adequate study design

Quality and relevant laboratory correlatives
Ability to accrue and complete study in timely manner
Consistency with CTEP development plan
Not duplicative

Agent availability (NCI/CTEP-IND)

Industry sponsor concurrence

Funding

ETCTN will help with several of these bullets



Components of a Successful LOI

e Specific Information about:

e Rationale / Background

e Hypothesis / Specific Aims

e Patient population

e Supportive data

e Trial design

e Treatment plan

e Statistical evaluation / endpoints
e Future directions




Correlative Studies

e Correlative studies provide a better
understanding of the effects of agents on their
tumor targets

e Pharmacokinetics

Pharmacodynamics

Pharmacogenomics

Biomarker analyses

Molecular Profiling

e Each correlate should include hypothesis,
rationale, methods, and statistical analysis



Tips for Writing a Successful LOI

Establish a team to develop the LOI:

e clinicians

e scientists

e statisticians

e budgetary specialists*

Design aims / hypotheses in conjunction with a
statistician — EARLY

Consider funding — if approved, is there $ to actually
carry out the work?

e Start early and allow yourself enough time
e Remember quality is the key — not quantity
e Don't be limited by the forms



The Value of Partnerships

e Collaboration with other institutions allows:
e Better science
e Increased patient recruitment
e Intellectual input
e Momentum

e The NCI is now encouraging TEAM
TRANSLATIONAL SCIENCE

The new ETCTN mechanism will ehance
these values



More tips

e Don’t be afraid to think outside the box!!!
e Be creative

e Schedule meetings far in advance
e Can always cancel if not needed

e Be mindful of the deadline

e Don't be on an island — ask for help!

e From peers, mentors
e FROM THE NCI



What | Hate About Writing an LOI

e |t takes time
e It's many times not part of my “day job”

e You may not always be successful
e Takes a lot of thinking and collaboration
e Funding Is always an issue

e Especially the correlative science

e If you get the protocol, they are much
more labor intensive than typical drug
company studies

e You are responsible for the clinical research



What | LOVE about Writing LOIs

e It helps formulate my thoughts and ideas

e Develops expertise in an area

e Can help when discussing concepts with
peers and pharma

e |dentifies a group of peers and future
collaborators

e Improves myself clinically and
academically

e Takes my research to the next level
e Helps me have a positive impact




The beauty of this process is to allow
you to perform clinical research
instead of simply clinical trials



Thank you!



