Supplement 3 Characteristics for post-accelerated approval requirements, post-marketing requirements, and post-marketing commitments issued for oncology


image1.emf
Requirements/Commitments

issued upon accelerated

approval

Post-accelerated

approval
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( % )

Post-marketing

requirement
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Post-marketing

commitment

subject to

reporting

( % )

Post-marketing
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Supplemental randomized

controlled trial

Overall survival 49( 21) 0( 0) 9( 5.6) 1( 0.8)

Time-to-event (excl. overall

survival)

83( 36) 4( 2.1) 3( 1.9) 0( 0)

Response rate 4( 1.7) 1( 0.5) 2( 1.2) 0( 0)

Unspecified 27( 12) 2( 1.1) 1( 0.6) 0( 0)

Supplemental clinical trial

with no statement for

randomization

9( 3.9) 2( 1.1) 2( 1.2) 0( 0)

Follow-up of pre-accelerated

approval trial

38( 16) 14( 7.4) 34( 21) 2( 1.6)

Integrated efficacy/safety 8( 3.4) 21( 11) 7( 4.3) 0( 0)

Efficacy/safety in special

population

Pediatrics 1( 0.4) 11( 5.8) 3( 1.9) 1( 0.8)

Hepatic impairment 0( 0) 32( 17) 3( 1.9) 2( 1.6)

Renal impairment 0( 0) 11( 5.8) 2( 1.2) 0( 0)

Biomarker-negative 2( 0.9) 0( 0) 4( 2.5) 0( 0)

Other Drug-drug interaction 3( 1.3) 41( 22) 25( 15) 2( 1.6)

Immunogenicity 0( 0) 4( 2.1) 7( 4.3) 0( 0)

Cardiac safety 0( 0) 13( 6.9) 0( 0) 1( 0.8)

Pulmonary safety 0( 0) 1( 0.5) 0( 0) 1( 0.8)

Thyroid safety 0( 0) 1( 0.5) 0( 0) 0( 0)

Dosing variation 3( 1.3) 6( 3.2) 1( 0.6) 0( 0)

Clinical pharmacology 3( 1.3) 8( 4.2) 9( 5.6) 2( 1.6)

Nonclinical 1( 0.4) 12( 6.3) 9( 5.6) 2( 1.6)

CMC 0( 0) 3( 1.6) 12( 7.4) 107( 88)

Device 1( 0.4) 2( 1.1) 25( 15) 0( 0)

Appropriate use 0( 0) 0( 0) 4( 2.5) 1( 0.8)

Total 232(100) 189(100) 162(100) 122(100)

CMC, chemistry

manufacturing and control
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		Requirements/Commitments issued upon accelerated approval				Post-accelerated approval requirement		(		%		)		Post-marketing requirement		(		%		)		Post-marketing commitment subject to reporting		(		%		)		Post-marketing commitment		(		%		)

		Supplemental randomized controlled trial		Overall survival		49		(		21		)		0		(		0		)		9		(		5.6		)		1		(		0.8		)

				Time-to-event (excl. overall survival)		83		(		36		)		4		(		2.1		)		3		(		1.9		)		0		(		0		)

				Response rate		4		(		1.7		)		1		(		0.5		)		2		(		1.2		)		0		(		0		)

				Unspecified		27		(		12		)		2		(		1.1		)		1		(		0.6		)		0		(		0		)

		Supplemental clinical trial with no statement for randomization				9		(		3.9		)		2		(		1.1		)		2		(		1.2		)		0		(		0		)

		Follow-up of pre-accelerated approval trial				38		(		16		)		14		(		7.4		)		34		(		21		)		2		(		1.6		)

		Integrated efficacy/safety				8		(		3.4		)		21		(		11		)		7		(		4.3		)		0		(		0		)

		Efficacy/safety in special population		Pediatrics		1		(		0.4		)		11		(		5.8		)		3		(		1.9		)		1		(		0.8		)

				Hepatic impairment		0		(		0		)		32		(		17		)		3		(		1.9		)		2		(		1.6		)

				Renal impairment		0		(		0		)		11		(		5.8		)		2		(		1.2		)		0		(		0		)

				Biomarker-negative		2		(		0.9		)		0		(		0		)		4		(		2.5		)		0		(		0		)

		Other		Drug-drug interaction		3		(		1.3		)		41		(		22		)		25		(		15		)		2		(		1.6		)

				Immunogenicity		0		(		0		)		4		(		2.1		)		7		(		4.3		)		0		(		0		)

				Cardiac safety		0		(		0		)		13		(		6.9		)		0		(		0		)		1		(		0.8		)

				Pulmonary safety		0		(		0		)		1		(		0.5		)		0		(		0		)		1		(		0.8		)

				Thyroid safety		0		(		0		)		1		(		0.5		)		0		(		0		)		0		(		0		)

				Dosing variation		3		(		1.3		)		6		(		3.2		)		1		(		0.6		)		0		(		0		)

				Clinical pharmacology		3		(		1.3		)		8		(		4.2		)		9		(		5.6		)		2		(		1.6		)

				Nonclinical		1		(		0.4		)		12		(		6.3		)		9		(		5.6		)		2		(		1.6		)

				CMC		0		(		0		)		3		(		1.6		)		12		(		7.4		)		107		(		88		)

				Device		1		(		0.4		)		2		(		1.1		)		25		(		15		)		0		(		0		)

				Appropriate use		0		(		0		)		0		(		0		)		4		(		2.5		)		1		(		0.8		)

		Total				232		(		100		)		189		(		100		)		162		(		100		)		122		(		100		)

		CMC, chemistry manufacturing and control






