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COI statement

Dr. Mir is an employee and shareholder of Amgen, Inc.

The opinions and ideas exposed in the present presentation are mine, 
not those of the company



Background

 Early dose optimization
 Randomized design
 Useful for single arm trials aiming for an AA
 AEs beyond the DLT window



https://www.fda.gov/about-fda/oncology-center-
excellence/project-optimus



Recent data from AMG 757 (tarlatamab)

=> « Less is more »



Open questions…

• Small molecules vs. biologics ?
• Less PK variability with biologics

• More delayed AEs with IO agents

• Therapeutic window, dose-effect curves ?

• Combinations ?





2nd annual workshop on Getting the dosage right : Optimizing
Dosage Selection in Combination Anticancer Therapies

• Clearly defined and documented MoA to support the combination

• Support IND for combo with nonclinical studies

• Lean heavily on findings from monotherapy

• Investigating mono and combo in parallel
• Short combo cycle within mono, or sequential

• Additive vs. synergistic combinations
• If additive, dose selection is safety-driven only

• Get as much as possible out of the dose escalation phase
• Explore dose and schedule
• Utilize back-fill and flexible protocol
• Exposure-response analysis
• Overlapping toxicities ?

• Personalized combination strategies

• Emphasis on learnings from HIV drug development



Anticipated consequences ?

Patients Investigators

Sponsor / Industry HA / Regulatory

DRUG CANDIDATE

Dose optimized before P2/3

More slots in the FIH
Data entry (safety) will be critical

Higher cost for early dev
Longer timelines for late dev Decision making if dose was not optimized ?



https://www.fda.gov/about-fda/oncology-center-excellence/oncology-dosing-tool-kit

Additional info needed ?
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