Real-time analysis of anti‐tumor activity and toxicity outcomes during phase I dose escalation trials could improve dose selection: a PARP inhibitors case study
Supplementary

Table S.1
Observed and PAVA estimated values of dose limiting toxicities for the agent olaparib
	Dose
	Dose level
	Total daily dose (mg)
	Standardized dose/ dose intensity (mg/day)5
	Patients (n)
	DLTs in first cycle (n)
	DLTs in first cycle (prop.)
	PAVA-adjusted DLT rate (prop.)

	
	
	
	
	
	
	
	
	

	1
	10 mg OD
	10
	6.67
	3
	0
	0.000
	0.000
	

	2
	20 mg OD
	20
	13.33
	3
	0
	0.000
	0.000
	

	3
	40 mg OD
	40
	26.67
	5
	0
	0.000
	0.000
	

	4
	80 mg OD
	80
	53.33
	3
	0
	0.000
	0.000
	

	5
	60 mg BD
	120
	80
	4
	0
	0.000
	0.000
	

	61
	100 mg BD 14 days 
	200
	133.33
	4
	0
	0.000
	0.000
	

	72
	100 mg BD 28 day 
	200
	200
	5
	0
	0.000
	0.000
	

	83
	200 mg BD
	400
	400
	20
	0
	0.000
	0.000
	

	94
	400 mg BD
	800
	800
	8
	1
	0.125
	0.125
	

	10
	600 mg BD
	1200
	1200
	5
	2
	0.400
	0.400
	

	1. Doses 1 to 6 were administered as a once or twice daily oral dose for 14 consecutive days (days 1-14) followed by a 7-day rest period. This 21-day schedule will constitute one cycle of dosing.
2. Doses 7 to 10 were administered twice daily as an oral dose to patients for 28 consecutive days of a 28-day treatment cycle
3. Recommended phase 2 dose
4. Maximum tolerated dose
5. Dose intensity = total dose administered over cycle/ cycle length in days
	


DLT, dose limiting toxicities; OD, once daily; BD, bidaily. 

Table S.2
Observed and PAVA estimated values of dose limiting toxicities for the agent rucaparib

	Dose
	Dose level
	Total daily dose (mg)
	Standardized dose/ dose intensity (mg/day)2
	Patients (n)
	DLTs in first cycle (n)
	DLTs in first cycle (prop.)
	PAVA-adjusted DLT rate (prop.)

	
	
	
	
	
	
	
	

	1
	40 mg OD
	40
	40
	6
	0
	0.000
	0.000

	2
	80 mg OD
	80
	80
	3
	0
	0.000
	0.000

	3
	160 mg OD
	160
	160
	4
	0
	0.000
	0.000

	4
	300 mg OD
	300
	300
	9
	0
	0.000
	0.000

	5
	500 mg OD
	500
	500
	4
	0
	0.000
	0.000

	6
	240 mg BD
	480
	480
	3
	0
	0.000
	0.031

	7
	360 mg BD
	720
	720
	8
	1
	0.125
	0.031

	8
	480 mg BD
	960
	960
	9
	0
	0.000
	0.031

	91
	600 mg BD
	1200
	1200
	7
	0
	0.000
	0.031

	10
	840 mg BD
	1680
	1680
	3
	0
	0.000
	0.031

	1. Recommended phase 2 dose
2. Dose intensity = total dose administered over cycle/ cycle length in days















DLT, dose limiting toxicities; OD, once daily; BD, bidaily. 



Table S.3
Observed and PAVA estimated values of dose limiting toxicities for the agent niraparib
	Dose
	Dose level
	Total daily dose (mg)
	Standardized dose/ dose intensity (mg/day)3
	Patients (n)
	DLTs in first cycle (n)
	DLTs in first cycle (prop.)
	PAVA-adjusted DLT rate (prop.)

	
	
	
	
	
	
	
	

	1
	30 mg OD
	30
	30
	6
	1
	0.167
	0.034

	2
	40 mg OD
	40
	40
	3
	0
	0.000
	0.034

	3
	60 mg OD
	60
	60
	7
	1
	0.143
	0.034

	4
	80 mg OD
	80
	80
	6
	0
	0.000
	0.034

	5
	110 mg OD
	110
	110
	5
	0
	0.000
	0.034

	6
	150 mg OD
	150
	150
	6
	0
	0.000
	0.034

	7
	210 mg OD
	210
	210
	6
	0
	0.000
	0.034

	8
	290 mg OD
	290
	290
	5
	0
	0.000
	0.034

	91,2
	300 mg OD
	300
	300
	10
	0
	0.000
	0.034

	10
	400 mg OD
	400
	400
	6
	2
	0.333
	0.333

	1. Recommended phase 2 dose
2. Maximum tolerated dose
3. Dose intensity = total dose administered over cycle/ cycle length in days













DLT, dose limiting toxicities; OD, once daily. 





Table S.4
Observed and PAVA estimated values of dose limiting toxicities for the agent talazoparib
	Dose
	Dose level
	Total daily dose (mg)
	Standardized dose/ dose intensity (mg/day)3
	Patients (n)
	DLTs in first cycle
	DLTs in first cycle (prop.)
	PAVA-adjusted response rate (prop.)

	
	
	
	
	
	
	
	

	1
	0.025 mg OD
	0.025
	0.025
	3
	0
	0.000
	0.000

	2
	0.05 mg OD
	0.05
	0.05
	3
	0
	0.000
	0.000

	3
	0.10 mg OD
	0.1
	0.1
	3
	0
	0.000
	0.000

	4
	0.20 mg OD
	0.2
	0.2
	3
	0
	0.000
	0.000

	5
	0.40 mg OD
	0.4
	0.4
	3
	0
	0.000
	0.000

	6
	0.60 mg OD
	0.6
	0.6
	6
	0
	0.000
	0.000

	7
	0.90 mg OD
	0.9
	0.9
	6
	1
	0.167
	0.083

	81,2
	1.00 mg OD
	1
	1
	6
	0
	0.000
	0.083

	9
	1.10 mg OD
	1.1
	1.1
	6
	2
	0.333
	0.333

	1. Recommended phase 2 dose
2. Maximum tolerated dose
3. Dose intensity = total dose administered over cycle/ cycle length in days













DLT, dose limiting toxicities; OD, once daily. 

