oY U.S. FOOD & DRUG

ADMINISTRATION

Oncology Center of Excellence

Project Pragmatica:

Exploring Ways to Promote Efficient, Patient-Centric
Drug Development for Patients with Rare Cancers

FDA Rare Disease Day 2024

Martha Donoghue, MD
Associate Director, Pediatric Oncology and Rare Cancers
Oncology Center of Excellence



OCE’s Project Pragmatica

Problem: Traditional clinical trials can sometimes be complex &
burdensome

Solution: Explore appropriate use of pragmatic design elements in
clinical trials for approved oncology medical products

www.fda.gov 2
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Future State

@ More streamlined and
®/_\® generalizable

Targeted
Objective-focused
— ] Approaches

Closer to Routine Care

e Increased Access
e Appropriate Flexibilities




OCE Project
Pragamatica

Objective

Advancing evidence generation for approved
oncology medical products by exploring innovative
trial design approaches that introduce ft‘lctional
efficiencies and patient centricity through

integration with real-world routine clinical practice.
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PRAGMATICA LUNG TRIAL $2302 DESIGN s

Primary study objective: To compare overall survival
(OS) between participants previously treated with PBC

and 1/0O for Stage IV or recurrent NSCLC randomized to . .

) ) Registration
pembrolizumab and ramucirumab versus SOC.
Secondary study objective: To summarize reports of l

serious and unexpected high-grade (2 Grade 3)

Randomization
treatment-related adverse events. AR

1:1
/ N=700 \
ARM A ARM B
Standard oI Care Ramucirumab +
(SoC) Pembrolizumab

*SoC per Investigator.
Recommended to be based on
NCCN guidelines and should not
be an investigational therapy.

Slide modified from Karen Reckamp, MD: LungMAP S1800A Future Directions 6



EXAMPLE: PRAGMATICA LUNG
Pragmatic tRCT Fully PCT
Domain Element —
Eligibility
Use of NCORP Sites, Community

Broadened Eligibility
Criteria

Recruitment: £ d Enh ) y ‘
Patients and Recruitment ngage.ment and Enhanced outreac
Investigators Community, Health
] System, and
Setting Academic US sites
- SWOG Coordination, NCI,
Organization NCTN, and Sponsors

Trial Intervention
and Delivery

Flexibility in Routine Clinical Care;
Delive ry Dosage Per Labeling
Routine
Flexibility in Clinical ‘
Adherence Monitoring
Routine
Practice

Overall Survival

Measurement |Primary Outcome

Primary Analysis

Efficacy Data; .
Limited Required Safety Data



ENHANCING GENERALIZABILITY |jjzé

Clinical Trials Real World US Population




Envision the Future

Clinical Point of Care Clinical
Practice Research
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support development of new treatments for patients with cancer.
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