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1. [bookmark: _Ref65677252][bookmark: _Ref125087999]What purposes and which designs do you use most often for a oncology Phase I dose-finding design? If algorithm-based designs are often applied, what are the reasons for not using model-based or model-assisted designs?
2. Are there any challenges or difficulties you have noticed in using model-based or model-assisted design? If you have no experience using model-based or model-assisted design, do you have any concerns about using model-based or model-assisted design?
3. How do you think it is appropriate to choose a future dose-finding design in light of the appearance of model-assisted design?
4. What discussions are you having with regulators regarding a oncology Phase I dose-finding design? What discussions do you think are important?
5. For model-based and model-assisted designs, which software was used for the sample size determination and how is the confirmation of the sample size? For the model-based design, how is confirmation of the results of model analysis for dose adjustment?
6. How do you collaborate with clinical personnel and other members of the drug development team when making decisions of dose-adjustment method? What has worked well and what do you feel are the challenges?
7. If an oncology Phase I dose-finding study is conducted overseas and a Japan domestic oncology Phase I dose-finding study is conducted as a "follow-up," how do you collaborate with drug development personnel outside of Japan?
8. How do you respond to changes in the concept of oncology Phase I dose-finding studies in light of the FDA's Project Optimus?
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[Target toxicity level = 30%]
	 
	Dose Level

	
	1
	2
	3
	4
	5

	Scenario 1
	0.002
	0.005
	0.01
	0.02
	0.03

	Scenario 2
	0.06
	0.08
	0.11
	0.19
	0.32

	Scenario 3
	0.08
	0.12
	0.18
	0.30
	0.41

	Scenario 4
	0.10
	0.2
	0.31
	0.50
	0.70

	Scenario 5
	0.15
	0.29
	0.43
	0.50
	0.57

	Scenario 6
	0.28
	0.41
	0.50
	0.60
	0.70


Bold is the correct MTD.

[Target toxicity level = 25%]
	
	Dose Level

	
	1
	2
	3
	4
	5

	Scenario 1
	0.002
	0.005
	0.01
	0.02
	0.03

	Scenario 2
	0.05
	0.07
	0.09
	0.16
	0.27

	Scenario 3
	0.07
	0.10
	0.15
	0.25
	0.34

	Scenario 4
	0.08
	0.17
	0.26
	0.42
	0.58

	Scenario 5
	0.13
	0.24
	0.36
	0.42
	0.48

	Scenario 6
	0.23
	0.34
	0.42
	0.50
	0.58


Bold is the correct MTD. 
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	Pros
	Cons

	Accelerated BOIN
	1. Terminate MTD estimation part early
2. High percentage of correct MTD selection
3. Simple dose-assignment rule
4. Flexible in choosing target toxicity rate
5. Flexible in cohort size
6. Overdose control
	1. Small number of patients treated at MTD

	Standard BOIN
	1. High percentage of correct MTD selection
2. Simple dose-assignment rule
3. Large number of patients treated at MTD
4. Flexible in choosing target toxicity rate
5. Flexible in cohort size
6. Overdose control
	1. Long trial duration
2. Large sample size

	3+3
	1. Terminate MTD estimation part early
2. Simple dose-assignment rule
3. Well understood and widely used
	1. Small number of patients treated at MTD 
2. Low percentage of correct MTD selection
3. Tendency to treat patients at sub-therapeutic doses

	CRM*
	1. High percentage of correct MTD selection
2. Large number of patients treated at MTD
3. Flexible in choosing target toxicity rate
4. Flexible in cohort size
	1. Long trial duration
2. Large sample size
3. Black boxed dose-assignment
4. Set up complex statistical model for dose-assignment


* CRM(Continual reassessment method): Supplemental information
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