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Agenda

Code Break 200 ODAC Discussion- Introduction, Background and Key issues

Lessons Learned - Panel Discussion

The study design, results and analysis slides are borrowed from the ODAC briefing 
documents and presentations by FDA and Amgen.



Introduction and background
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Study background, Issues raised by FDA: Investigator 
Bias, COP procedure, Global BICR re-read
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Sotorasib demonstrated PFS, ORR and QoL improvement, 
but not OS









FDA Concerns regarding multiple signals of potential 
systemic bias and its effect on interpretation of Study result

• Asymmetric dropout leading to potential loss of randomization

• Investigator bias, imaging assessments favoring sotorasib arm

• Applicant triggered radiologic re-reads changing PFS interim results (based on 12 additional PFS events)

• Perceived loss of equipoise in CodeBreak 200 may have led to potential systemic bias and study conduct issues

• Systemic biases are difficult to prove, but data may signal their presence
• Asymmetric early dropout
• Investigator imaging assessments favoring sotorasib arm 

•  Such biases can also permeate to other aspects of trial conduct
• E.g., patient selection, adverse evet reporting, PROs



Did not reconcile, even 
though both are BICR read









FDA Analysis to Investigate PFS and OS in 
Crossover Patients



➢ Blinded reads with better application of assessment 
criteria

➢ Radiologists are better trained on criteria and how to 
review images in clinical trials

➢ Radiologists select and follow the disease burden 
more carefully

➢ Fewer radiologist readers leads to less variability in 
reads

➢ The same radiologist usually reviews the case for a 
given subject

➢ Better quality control and monitoring at CROs

➢ Not influenced by patient/ PI- No Bias;

Central reads - Advantages
➢ Site reads are biased by investigator

➢ Chance of variability as several readers may read the 

same case and multiple sites have multiple readers

➢ Radiologist training may vary across sites

➢ No dedicated software to do the reads in majority of 

sites

Site reads - Disadvantages

Site Vs Central Reads







Voting Question and results
• Given multiple regulatory pathways and the evolving therapeutic landscape, FDA did not seek the advice of the 

committee as to whether CodeBReak 200 should be used to convert the accel. approval to full approval. Rather, they 
asked the committee to disuccs the findings of CodeBreak 200, the multiple signals of potential bias, and if the PFS per 
BICR could be reliably interpreted

2

No

10

YES



Comments from ODAC Advisory Committee

Dr. Nieva (USC): “I voted yes because the study met its 
primary endpoint based on the intent-to-treat analysis, 
and ultimately we have to take the statistical plan as it is 
written and analyze things according to what was 
planned.”

Dr. Shaw (Kaiser Permanente): “I feel strongly that there 
was a robust look at the data from both the FDA and also 
the sponsor. … I think for a rare disease setting, cancer 
setting, there was a large number of events for 
progression-free survival… even with many what-if 
scenarios for changing the results or imputing results for 
patients, we saw remarkably consistent effect.”

Dr. Conaway (U of Virginia): “no one expects a perfect RCT. 
But what we hope for is a small number of issues in trial 

conduct, and an effect large enough to withstand the 
uncertainties caused by those issues. For this trial, we seem 

to have the opposite: a large number of issues that cloud 
the interpretation of a small observed effect.”

Dr. Madan (NIH): “The factors that contribute to this are 
lack of certainty really come from again the small size 

investigator conduct and the small five-week PFS 
benefit. I do think if the PFS benefit was much greater, 
this would have been a much shorter conversation.”

Dr. Rasko (OSU): “The process to me by which the 
radiologic re-read was performed and triggered a 

subsequent reanalysis impacted the integrity of the 
data of the study to me, and this opened up other 

questions about that immediate dropout, the 
crossover without bigger confirmed progression.” 

“Yes” “No”



Key takeaways/lessons learned

• Imaging assessments are key in oncology trials and could make or break the trial if not 
managed properly. 

• Manage biases in trial. 
• Study design
• Open label vs blinded
• Investigator assessments may be biased towards experimental drug – various reasons: BICR review

• It is important to be very careful with re-read reasons with BICR. Maintain integrity of 
the BICR read. Should not by any means appear as data manipulation.

• Crossover eligibility and design considerations (Crossover should have been based on 
BICR read?)



Panel Discussion

Thank you!!
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➢How to design a trial with PFS as primary endpoint to avoid censoring bias (patient off 
study by PI decision versus central review)
➢ Not to have 2 different BICR streams for confirmation of progression

➢ Some key best practices in managing a BICR read- Do’s for BICRs and Don'ts for Sponsor

➢What would have you done different for this trial

➢ Site central discordance- When to worry, how to reduce it?

➢BICR versus Investigator read in registrational trials especially open label.

Questions for Panel discussion
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