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Participants & Feedback

Academic, 
29%

Industry; 
47%

Non-
commercial 

org., 3%

Patient 
advocate, 3%

Regulator 
(EMA,FDA, 

HTA, National 
agency), 18%

Onsite:   35 attendees

Online: 257 attendees
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Workshop overview
Monday, 3 April 

• 13:00 – 15:20 Session 1: The challenges of dose optimization

• 15:50 – 16:50 Session 2: Project Optimus and other regulatory initiatives

• 16:50 – 18:00 Session 3: Dose optimization - methodological approaches

Tuesday, 4 April 

• 10:30 – 12:15 Session 4: Dose optimization - Options for the path forward

• 12:15 – 13:30 Session 5: Panel discussion
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Why do we need Dose 
Optimization?

• Historical paradigm developed for cytotoxic anticancer agents:
• Determine MTD, reduce dose in individual patients
• Optimize dose intensity, rather than therapeutic index or efficacy

RP2D: Recommend Phase 2 Dose; MTD: Maximal tolerated dose; OBD: optimal biological dose; BED: biological effective dose
Figure modified from Chunze Li: Oncology Dose Optimization – how to optimize the trade-offs, CDDF Workshop Dose Optimization, April 2023 5

• Optimal biological doses for molecular targeted or immunotherapeutic agents are 
often significantly lower than the MTD because of differences in mode of action



Stacy Shord (FDA): Status and Goals of Project Optimus. CDDF Workshop, April 3, 2023 6



Stacy Shord (FDA): Status and Goals of Project Optimus. CDDF Workshop, April 3, 2023 7



Industry Perspective: Challenges & Opportunities

COMPLEXITY of Study Designs
• Randomised dose-response trials
• Model-based systems integrating later data
• Adaptive designs with interim analyses 
• ORR/DoR may not be adequate endpoints

REDUCED SPEED
• Overall duration is likely to increase
• Increased intervals between dose cohorts
• Real-time PK/PD data needed
• Timing of expansion cohorts
• Fast-track program may be delayed

INCREASED COST
• Significant hurdle for smaller biotech
• Funding difficulties in context of other 

developments (e.g. IRA) 

OPPORTUNITIES
• Development of PK/PD models may increase 

early-stage success rates
• New stat methods may reduce study sizes
• Optimised dosing may increase late-stage 

success rates

Harald Weber: The Challenges of Dose-Optimization – Industry Perspective, CDDF Workshop Dose Optimization, April 2023 8



Industry Perspective: The Path Forward

Chunze Li: Oncology Dose Optimization – how to optimize the trade-offs, CDDF Workshop Dose Optimization, April 2023 9



Industry Perspective: The Path Forward

Chunze Li: Oncology Dose Optimization – how to optimize the trade-offs, CDDF Workshop Dose Optimization, April 2023 10



Patient Perspectives: Safety

Toxicities
In >50% patients grade 3-5 toxicities present after the 1st cycle
Dose-reductions for toxicities grade <3 as early as in 1st cycle 
Physicians frequently underestimate certain toxicities in patients 

Recommendations
Dose-escalation: Base timing on cycle 1 only
Dose-increment: Consider all available information, incl. late toxicities
Report all toxicities comprehensively, even if not occurring during the DLT period 
Recommended Dose should 
• incorporate all available information, 
• notably toxicities observed after C1 
• be based on achieving > 75% RDI

Sophie Postel-Vinay: Integrating safety information from beyond the first treatment cycle, CDDF Workshop Dose Optimization, April 2023 11



Patient Perspectives: PROs

Chad Gwaltney: Integrating Patient-reported outcome, CDDF Workshop Dose Optimization, April 2023 12



Conclusions from the Workshop
Consensus

Early dose optimization is necessary for molecular-targeted agents and immunotherapies

One size will not fit all
Need to adapt dose finding strategies to MoA, tumour biology, patient population
PK/PD models can guide clinical trials and dose selections

Data enrichment strategies
To underpin dose selection with data from preclinical tumour biology, in vitro clinical safety and efficacy across 
doses/regimens, and in vivo studies as well as PK/PD modelling and biomarker data of target engagement

New Methodologies
Advanced statistical analyses, Bayesian concepts, Modelling & Simulation,
Early measures of efficacy (e.g. ctDNA)

Regulatory Guidelines
FDA Project Optimus Draft Guidance,
EU Anti-Cancer Guideline, and more

Tolerability and PROs
Late (i.e. > 1st cycle) and lower grade toxicity very relevant for treatment success
Focus on Dose-Limiting Toxicity is no longer adequate
Patient-reported outcomes should be integrated as early as possible.
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Many thanks for your attention!

CDDF Dose Optimization Workshop
in Amsterdam, April 2024
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