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Overview: Cyclin Dependent Kinases
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Preclinical Overview (Key targets: MCL1, MYC, cyclin E, MLL)
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Chart1

		0		0		0		0		7.0421133192		7.0421133192		7.0421133192		7.0421133192		7.0421133192		7.0421133192		7.0421133192		7.0421133192

		3		3		3		3		3.9465225199		3.9465225199		3.12		3.12		7.0421133192		7.0421133192		3.9465225199		3.9465225199

		5		5		5		5		14.572633408		14.572633408		3.9465225199		3.9465225199		13.4975925425		13.4975925425		10.4522299588		10.4522299588

		8		8		8		8		39.0474452145		39.0474452145		3.9465225199		3.9465225199		16.3193126217		16.3193126217		12.045357243		12.045357243

		12		12		12		12		117.8999075676		117.8999075676		9.822358169		9.822358169		18.5325678499		18.5325678499		54.9836174389		54.9836174389

		14		14		14		14		211.2421376315		211.2421376315		10.8304902936		10.8304902936		18.5325678499		18.5325678499		75.9186940527		75.9186940527

		16		16		16		16		318.5216765413		318.5216765413		10.8304902936		10.8304902936		19.5073556497		19.5073556497		130.7156762511		130.7156762511

		19		19		19		19		474.6815410404		474.6815410404		20.0954566452		20.0954566452		50.847149423		50.847149423		176.5059895238		176.5059895238

		23		23		23		23		NaN		NaN		79.4591932168		79.4591932168		179.8427682666		179.8427682666		NaN		NaN

		26		26		26		26		NaN		NaN		213.3661238966		213.3661238966		355.4791148108		355.4791148108		NaN		NaN
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9-21

				Study Ref#:						CYC0901 EOL-1  Study														Raw Data																Study Type:						TGI								Study Initiation:								8/20/09								Day 0 Dosing:								8/26/09

				Protocol:						A

												Date:				9/9/09								Date:				9/11/09								Date:				9/14/09								Date:				9/18/09								Date:				9/21/09								Date:				12/17/07

												Study Day:				14								Study Day:				16								Study Day:				19								Study Day:				23								Study Day:				26								Study Day:				-618

				Group				1				M#		We		Wi		L		Nc				M#		We		Wi		L		Nc				M#		We		Wi		L		Nc				M#		We		Wi		L		Nc				M#		We		Wi		L		Nc				M#		We		Wi		L		Nc

				Vehicle Control						1		1		21.3		13		14		1				1		21.7		15		16		2				1		22.2		18		20		3		NF(20)		1								0		3.5364		1								0				1								0

				--; po; qdx5x2						2		2		23.1		14		15		1				2		22.6		15		17		2				2		21.8		18		20		3		NF(20)		2								0		2.9222		2								0				2								0

										3		5		22.2		14		15		1				5		22.3		16		17		2				5		21.4		18		21		0		NF(20)		5								0		3.4866		5								0				5								0

										4		36		19.8		8		8		0				36		20.3		8		9		0				36		20.8		10		11		0		E(20)		36								0		0.7259		36								0				36								0

										5		38		20.6		14		16		1				38		20.8		16		19		2				38		21.9		18		21		3		E(20)		38								0		3.9868		38								0				38								0

										6		39		20.9		14		15		1				39		20.9		15		16		1				39		21.3		18		19		3		E(20)		39								0		3.3132		39								0				39								0

				Group				2				M#		We		Wi		L		Nc				M#		We		Wi		L		Nc				M#		We		Wi		L		Nc				M#		We		Wi		L		Nc				M#		We		Wi		L		Nc				M#		We		Wi		L		Nc

				CYC065 - L-tartrate salt						1		6		20.7		5		6		0				6		21.3		5		6		0				6		21.1		5		6		0				6		20.8		5		6		KEEP				6		21.9		6		6		0				6								0

				55 mg/kg; po; qdx5x2						2		7		22.1		6		7		0				7		22.0		6		7		0				7		22.2		7		7		0				7		22.3		7		7		KEEP				7		23.3		8		8		0				7								0

										3		8		20.5		6		6		0				8		20.6		6		6		0				8		20.2		6		6		0				8		20.5		6		6		KEEP				8		20.8		6		6		0				8								0

										4		9		19.4		6		7		0				9		20.1		6		7		0				9		20.7		7		7		0				9		21.6		10		11		KEEP				9		21.9		13		16		0				9								0

										5		10		16.4		5		6		0				10		18.6		5		6		0				10		18.9		5		6		0				10		18.5		5		6		KEEP				10		19.7		6		6		0				10								0

										6		51		22.6		5		6		0				51		22.4		5		6		0				51		22.6		5		6		0				51		22.3		5		6		KEEP				51		22.3		5		6		0				51								0

				Group				3				M#		We		Wi		L		Nc				M#		We		Wi		L		Nc				M#		We		Wi		L		Nc				M#		We		Wi		L		Nc				M#		We		Wi		L		Nc				M#		We		Wi		L		Nc

				CYC065 - L-tartrate salt						1		11		20.4		5		6		0				11		20.6		6		6		0				11		20.7		6		7		0				11		19.6		6		7		KEEP				11		21.0		6		7		0				11								0

				40 mg/kg; po; qdx5x2						2		12		21.8		7		7		0				12		22.6		7		7		0				12		22.4		7		8		0				12		22.0		10		10		KEEP				12		23.6		12		13		0				12								0

										3		13		21.3		6		7		0				13		21.4		6		7		0				13		21.6		6		7		0				13		21.1		6		7		KEEP				13		22.6		7		7		0				13								0

										4		14		22.2		7		7		0				14		22.5		7		8		0				14		22.5		9		10		0				14		18.9		13		14		1				14		22.3		16		17		0				14								0

										5		56		17.8		5		6		0				56		17.5		5		6		0				56		18.3		5		6		0				56		17.8		5		6		KEEP				56		18.7		5		6		0				56								0

										6		57		21.5		6		6		0				57		22.0		7		7		0				57		22.4		8		8		0				57		22.1		10		11		KEEP				57		23.8		13		15		0				57								0

				Group				4				M#		We		Wi		L		Nc				M#		We		Wi		L		Nc				M#		We		Wi		L		Nc				M#		We		Wi		L		Nc				M#		We		Wi		L		Nc				M#		We		Wi		L		Nc

				CYC202						1		17		19.6		10		12		1				17		19.8		12		14		1				17		21.2		16		16		3		E(20)		17								0		2.7424		17								0				17								0

				250 mg/kg; po; bidx5x2						2		21		19.8		9		10		0				21		20.3		11		13		1				21		21.5		14		16		3		E(20)		21								0		2.3029		21								0				21								0

										3		22		20.7		13		16		1				22		21.2		15		19		2				22		21.5		19		22		3		E(20)		22								0		3.9610		22								0				22								0

										4		23		20.7		14		16		1				23		21.2		15		18		2				23		22.2		18		22		3		E(20)		23								0		4.0949		23								0				23								0

										5		24		22.1		9		9		0				24		22.5		10		12		1				24		23.8		13		14		2		E(20)		24								0		2.1015		24								0				24								0

										6		25		19.9		11		12		1				25		20.3		14		15		2				25		21.1		17		19		3		E(20)		25								0		3.0015		25								0				25								0

				M#		Subject # Designation

				We		Subject Weight (g)

				Wi		Tumor Width (mm)

				L		Tumor Length (mm)

				Nc		Tumor Necrosis Value

				Study Ref#:						CYC0901 EOL-1  Study														Raw Data																Study Type:						TGI								Study Initiation:								8/20/09								Day 0 Dosing:								8/26/09

				Protocol:						A

												Date:				9/9/09								Date:				9/11/09								Date:				9/14/09								Date:				9/18/09								Date:				9/21/09								Date:				12/17/07

												Study Day:				14								Study Day:				16								Study Day:				19								Study Day:				23								Study Day:				26								Study Day:				-618

				Group				5				M#		We		Wi		L		Nc				M#		We		Wi		L		Nc				M#		Column1		Wi		L		Nc				M#		We		Wi		L		Nc				M#		We		Wi		L		Nc				M#		We		Wi		L		Nc

				CYC682						1		15		18.6		5		5		0				15		20.2		5		5		0				15		21.7		5		5		0				15		21.2		6		7		KEEP				15		22.3		7		9		0				15								0

				30 mg/kg; po; qdx5x2						2		26		19.9		6		6		0				26		21.1		6		6		0				26		21.5		7		7		0				26		20.8		7		8		KEEP				26		22.6		9		9		0				26								0

										3		27		17.7		6		7		0				27		19.0		6		7		0				27		21.0		6		7		0				27		21.0		6		8		KEEP				27		21.7		7		9		0				27								0

										4		28		17.8		6		7		0				28		19.1		6		7		0				28		19.7		6		7		0				28		20.6		7		8		KEEP				28		21.6		8		8		0				28								0

										5		29		17.0		6		6		0				29		17.2		6		6		0				29		19.6		6		6		0				29		20.2		6		7		KEEP				29		20.9		7		7		0				29								0

										6		31		18.0		6		6		0				31		19.0		6		6		0				31		19.8		6		6		0				31		19.8		6		6		KEEP				31		21.0		6		6		0				31								0

				Group				6				M#		We		Wi		L		Nc				M#		We		Wi		L		Nc				M#		We		Wi		L		Nc				M#		We		Wi		L		Nc				M#		We		Wi		L		Nc				M#		We		Wi		L		Nc

				CYC44366						1		16								0				16								0				16								0				16								0				16								0				16								0

				7.5 mg/kg; ip; qdx5x2						2		41								0				41								0				41								0				41								0				41								0				41								0

										3		42		19.6		6		6		0				42		19.9		6		6		0				42		20.7		6		6		0		E(20)		42								0		0.0488		42								0				42								0

										4		43		21.3		5		6		0				43		21.6		5		6		0				43		21.6		5		6		0		E(20)		43								0		0.0391		43								0				43								0

										5		44								0				44								0				44								0				44								0				44								0				44								0

										6		45		18.4		5		5		0				45		18.8		5		5		0				45		19.0		5		5		0		E(20)		45								0		0.0527		45								0				45								0

				Group				7				M#		We		Wi		L		Nc				M#		We		Wi		L		Nc				M#		We		Wi		L		Nc				M#		We		Wi		L		Nc				M#		We		Wi		L		Nc				M#		We		Wi		L		Nc

				Cytarabine						1		30		21.4		8		9		0				30		21.3		10		11		1				30		21.8		13		14		2		E(20)		30								0		1.4375		30								0				30								0

				100 mg/kg; ip; qdx5						2		34		21.1		10		13		1				34		21.9		13		16		2				34		21.5		15		20		3		E(20)		34								0		2.5262		34								0				34								0

										3		46		22.0		11		11		1				46		22.0		12		13		1				46		23.0		15		16		2		E(20)		46								0		2.2482		46								0				46								0

										4		47		20.8		9		9		1				47		20.8		10		11		1				47		21.7		14		14		2		E(20)		47								0		1.5218		47								0				47								0

										5		48		22.1		11		12		1				48		22.1		12		14		1				48		22.5		15		18		2		E(20)		48								0		2.3360		48								0				48								0

										6		53		20.6		10		12		1				53		20.9		12		14		2				53		21.6		15		18		2		E(20)		53								0		2.4979		53								0				53								0

				Study Ref#:						CYC0901 EOL-1  Study														Tumor Volume Data																Study Type:						TGI								Study Initiation:								8/20/09								Day 0 Dosing:								8/26/09

				Protocol:						A

										Date:				8/24		8/26						8/29						8/31						9/3						9/7						9/9						9/11						9/14						9/18						9/21						12/17

								Study Day:						-2		0						3						5						8						12						14						16						19						23						26						-618

				Group				1				M#		TV		TV		%		Ratio		TV		%		Ratio		TV		%		Ratio		TV		%		Ratio		TV		%		Ratio		TV		%		Ratio		TV		%		Ratio		TV		%		Ratio		TV		%		Ratio		TV		%		Ratio		TV		%		Ratio

				Vehicle Control						1		1		33		78		0%		1.0		112		44%		1.4		131		68%		1.7		266		241%		3.4		818		949%		10.5		1230		1477%		15.8		1872		2300%		24.0		3370		4220%		43.2

				--; po; qdx5x2						2		2		33		112		0%		1.0		131		17%		1.2		204		81%		1.8		300		167%		2.7		818		628%		7.3		1529		1261%		13.6		1989		1671%		17.7		3370		2900%		30.0

										3		5		33		112		0%		1.0		112		0%		1.0		178		59%		1.6		266		137%		2.4		818		628%		7.3		1529		1261%		13.6		2263		1915%		20.1		3538		3050%		31.5

										4		36		65		131		0%		1.0		131		0%		1.0		131		0%		1.0		150		14%		1.1		204		56%		1.6		266		103%		2.0		300		129%		2.3		572		337%		4.4

										5		38		65		112		0%		1.0		131		17%		1.2		204		81%		1.8		379		238%		3.4		881		684%		7.8		1631		1352%		14.5		2529		2152%		22.5		3538		3050%		31.5

										6		39		65		112		0%		1.0		131		17%		1.2		204		81%		1.8		421		275%		3.8		1048		833%		9.3		1529		1261%		13.6		1872		1567%		16.7		3201		2750%		28.5

										Mean				49		110		0%		1.0		125		16%		1.2		175		62%		1.6		297		179%		2.8		764		630%		7.3		1286		1119%		12.2		1804		1622%		17.2		2931		2718%		28.2		2931						2931						2931

										SEM				7		7		0%		0.0		4		7%		0.1		15		13%		0.1		39		39%		0.4		118		126%		1.3		211		206%		2.1		319		319%		3.2		475		522%		5.2

										Median				49		112		0%		1.0		131		17%		1.2		191		75%		1.7		283		202%		3.0		818		656%		7.6		1529		1261%		13.6		1931		1793%		18.9		3370		2975%		30.8

										SEM/Mean				14%		6%						3%						8%						13%						15%						16%						18%						16%

												-n-		6		6						6						6						6						6						6						6						6

				Group				2				M#		TV		TV		%		Ratio		TV		%		Ratio		TV		%		Ratio		TV		%		Ratio		TV		%		Ratio		TV		%		Ratio		TV		%		Ratio		TV		%		Ratio		TV		%		Ratio		TV		%		Ratio		TV		%		Ratio

				CYC065 - L-tartrate salt						1		6		33		78		0%		1.0		112		44%		1.4		112		44%		1.4		112		44%		1.4		112		44%		1.4		78		0%		1.0		78		0%		1.0		78		0%		1.0		78		0%		1.0		112		44%		1.4		0		-100%		0.0

				55 mg/kg; po; qdx5x2						2		7		33		112		0%		1.0		112		0%		1.0		112		0%		1.0		112		0%		1.0		131		17%		1.2		131		17%		1.2		131		17%		1.2		178		59%		1.6		178		59%		1.6		266		137%		2.4		0		-100%		0.0

										3		8		33		112		0%		1.0		112		0%		1.0		112		0%		1.0		112		0%		1.0		112		0%		1.0		112		0%		1.0		112		0%		1.0		112		0%		1.0		112		0%		1.0		112		0%		1.0		0		-100%		0.0

										4		9		42		112		0%		1.0		112		0%		1.0		131		17%		1.2		131		17%		1.2		131		17%		1.2		131		17%		1.2		131		17%		1.2		178		59%		1.6		572		409%		5.1		1406		1152%		12.5		0		-100%		0.0

										5		10		33		131		0%		1.0		131		0%		1.0		131		0%		1.0		131		0%		1.0		78		-40%		0.6		78		-40%		0.6		78		-40%		0.6		78		-40%		0.6		78		-40%		0.6		112		-14%		0.9		0		-100%		0.0

										6		51		42		112		0%		1.0		112		0%		1.0		112		0%		1.0		112		0%		1.0		78		-31%		0.7		78		-31%		0.7		78		-31%		0.7		78		-31%		0.7		78		-31%		0.7		78		-31%		0.7		0		-100%		0.0

										Mean				36		110		0%		1.0		115		7%		1.1		119		10%		1.1		119		10%		1.1		107		1%		1.0		101		-6%		0.9		101		-6%		0.9		117		8%		1.1		183		66%		1.7		348		215%		3.1		0		-100%		0.0

										SEM				2		7		0%		0.0		3		7%		0.1		4		7%		0.1		4		7%		0.1		10		13%		0.1		11		10%		0.1		11		10%		0.1		20		17%		0.2		79		70%		0.7		213		189%		1.9		0		0%		0.0

										Median				33		112		0%		1.0		112		0%		1.0		112		0%		1.0		112		0%		1.0		112		8%		1.1		95		0%		1.0		95		0%		1.0		95		0%		1.0		95		0%		1.0		112		22%		1.2		0		-100%		0.0

										%AR						0%						62%						87%						95%						100%						101%						100%						100%						97%						92%						104%

												-n-		6		6						6						6						6						6						6						6						6						6						6						6

				Group				3				M#		TV		TV		%		Ratio		TV		%		Ratio		TV		%		Ratio		TV		%		Ratio		TV		%		Ratio		TV		%		Ratio		TV		%		Ratio		TV		%		Ratio		TV		%		Ratio		TV		%		Ratio		TV		%		Ratio

				CYC065 - L-tartrate salt						1		11		33		78		0%		1.0		78		0%		1.0		78		0%		1.0		78		0%		1.0		78		0%		1.0		78		0%		1.0		112		44%		1.4		131		68%		1.7		131		68%		1.7		131		68%		1.7		0		-100%		0.0

				40 mg/kg; po; qdx5x2						2		12		33		112		0%		1.0		112		0%		1.0		178		59%		1.6		178		59%		1.6		178		59%		1.6		178		59%		1.6		178		59%		1.6		204		81%		1.8		520		363%		4.6		973		767%		8.7		0		-100%		0.0

										3		13		42		131		0%		1.0		131		0%		1.0		131		0%		1.0		131		0%		1.0		131		0%		1.0		131		0%		1.0		131		0%		1.0		131		0%		1.0		131		0%		1.0		178		36%		1.4		0		-100%		0.0

										4		14		65		112		0%		1.0		112		0%		1.0		112		0%		1.0		178		59%		1.6		178		59%		1.6		178		59%		1.6		204		81%		1.8		421		275%		3.8		1230		995%		11.0		2263		1915%		20.1		0		-100%		0.0

										5		56		33		112		0%		1.0		112		0%		1.0		112		0%		1.0		112		0%		1.0		78		-31%		0.7		78		-31%		0.7		78		-31%		0.7		78		-31%		0.7		78		-31%		0.7		78		-31%		0.7		0		-100%		0.0

										6		57		42		112		0%		1.0		112		0%		1.0		112		0%		1.0		112		0%		1.0		112		0%		1.0		112		0%		1.0		178		59%		1.6		266		137%		2.4		572		409%		5.1		1318		1074%		11.7		0		-100%		0.0

										Mean				41		110		0%		1.0		110		0%		1.0		121		10%		1.1		132		20%		1.2		126		15%		1.1		126		15%		1.1		147		35%		1.4		205		88%		1.9		444		301%		4.0		824		638%		7.4		0		-100%		0.0

										SEM				5		7		0%		0.0		7		0%		0.0		13		10%		0.1		16		12%		0.1		19		15%		0.1		19		15%		0.1		20		17%		0.2		51		45%		0.4		180		158%		1.6		355		315%		3.1		0		0%		0.0

										Median				37		112		0%		1.0		112		0%		1.0		112		0%		1.0		122		0%		1.0		122		0%		1.0		122		0%		1.0		155		51%		1.5		167		75%		1.7		326		215%		3.2		576		417%		5.2		0		-100%		0.0

										%AR						0%						100%						83%						88%						98%						99%						98%						97%						88%						75%						104%

												-n-		6		6						6						6						6						6						6						6						6						6						6						6

				Group				4				M#		TV		TV		%		Ratio		TV		%		Ratio		TV		%		Ratio		TV		%		Ratio		TV		%		Ratio		TV		%		Ratio		TV		%		Ratio		TV		%		Ratio		TV		%		Ratio		TV		%		Ratio		TV		%		Ratio

				CYC202						1		17		42		131		0%		1.0		131		0%		1.0		131		0%		1.0		204		56%		1.6		463		254%		3.5		624		376%		4.8		1048		700%		8.0		2130		1525%		16.3

				250 mg/kg; po; bidx5x2						2		21		42		112		0%		1.0		112		0%		1.0		112		0%		1.0		131		17%		1.2		300		167%		2.7		421		275%		3.8		818		628%		7.3		1631		1352%		14.5

										3		22		42		112		0%		1.0		112		0%		1.0		131		17%		1.2		300		167%		2.7		881		684%		7.8		1406		1152%		12.5		2223		1879%		19.8		4130		3577%		36.8

										4		23		65		112		0%		1.0		112		0%		1.0		131		17%		1.2		300		167%		2.7		881		684%		7.8		1631		1352%		14.5		2106		1775%		18.8		3707		3200%		33.0

										5		24		0		78		0%		1.0		112		44%		1.4		112		44%		1.4		131		68%		1.7		204		161%		2.6		379		386%		4.9		624		700%		8.0		1230		1477%		15.8

										6		25		42		112		0%		1.0		112		0%		1.0		112		0%		1.0		178		59%		1.6		421		275%		3.8		755		572%		6.7		1529		1261%		13.6		2855		2442%		25.4

				TV		Tum. Volume (mm3)

				(Day)		Endpoint Reached

				(CDay)		Subject Censored

				(T/D/B/U) (Day)		Tech/Drug/Tumor Burden/Unknown Death				Mean				39		110		0%		1.0		115		7%		1.1		122		13%		1.1		207		89%		1.9		525		371%		4.7		869		686%		7.9		1391		1157%		12.6		2614		2262%		23.6

										SEM				9		7		0%		0.0		3		7%		0.1		4		7%		0.1		31		26%		0.3		119		101%		1.0		215		185%		1.9		274		232%		2.3		471		393%		3.9

				%/Ratio		Tumor Regression				Median				42		112		0%		1.0		112		0%		1.0		122		8%		1.1		191		63%		1.6		442		264%		3.6		690		479%		5.8		1289		981%		10.8		2493		1984%		20.8

						≥50% Tumor Regress				%AR						0%						62%						82%						48%						37%						35%						24%						11%

				%AR		% Activity Rating						-n-		6		6						6						6						6						6						6						6						6

				-n-		# Animals/ Group

				Study Ref#:						CYC0901 EOL-1  Study														Tumor Volume Data																Study Type:						TGI								Study Initiation:								8/20/09								Day 0 Dosing:								8/26/09

				Protocol:						A

										Date:				8/24		8/26						8/29						8/31						9/3						9/7						9/9						9/11						9/14						9/18						9/21						12/17

								Study Day:						-2		0						3						5						8						12						14						16						19						23						26						-618

				Group				5				M#		TV		TV		%		Ratio		TV		%		Ratio		TV		%		Ratio		TV		%		Ratio		TV		%		Ratio		TV		%		Ratio		TV		%		Ratio		TV		%		Ratio		TV		%		Ratio		TV		%		Ratio		TV		%		Ratio

				CYC682						1		15		42		78		0%		1.0		78		0%		1.0		78		0%		1.0		78		0%		1.0		78		0%		1.0		65		-17%		0.8		65		-17%		0.8		65		-17%		0.8		131		68%		1.7		229		194%		2.9		0		-100%		0.0

				30 mg/kg; po; qdx5x2						2		26		33		112		0%		1.0		131		17%		1.2		131		17%		1.2		131		17%		1.2		131		17%		1.2		112		0%		1.0		112		0%		1.0		178		59%		1.6		204		81%		1.8		379		238%		3.4		0		-100%		0.0

										3		27		33		112		0%		1.0		131		17%		1.2		131		17%		1.2		131		17%		1.2		131		17%		1.2		131		17%		1.2		131		17%		1.2		131		17%		1.2		150		33%		1.3		229		104%		2.0		0		-100%		0.0

										4		28		33		112		0%		1.0		112		0%		1.0		112		0%		1.0		112		0%		1.0		131		17%		1.2		131		17%		1.2		131		17%		1.2		131		17%		1.2		204		81%		1.8		266		137%		2.4		0		-100%		0.0

										5		29		33		112		0%		1.0		131		17%		1.2		131		17%		1.2		131		17%		1.2		131		17%		1.2		112		0%		1.0		112		0%		1.0		112		0%		1.0		131		17%		1.2		178		59%		1.6		0		-100%		0.0

										6		31		42		131		0%		1.0		131		0%		1.0		131		0%		1.0		131		0%		1.0		131		0%		1.0		112		-14%		0.9		112		-14%		0.9		112		-14%		0.9		112		-14%		0.9		112		-14%		0.9		0		-100%		0.0

										Mean				36		110		0%		1.0		119		8%		1.1		119		8%		1.1		119		8%		1.1		122		11%		1.1		111		0%		1.0		111		0%		1.0		122		10%		1.1		155		44%		1.4		232		120%		2.2		0		-100%		0.0

										SEM				2		7		0%		0.0		9		4%		0.0		9		4%		0.0		9		4%		0.0		9		4%		0.0		10		6%		0.1		10		6%		0.1		15		11%		0.1		16		16%		0.2		37		37%		0.4		0		0%		0.0

										Median				33		112		0%		1.0		131		8%		1.1		131		8%		1.1		131		8%		1.1		131		17%		1.2		112		0%		1.0		112		0%		1.0		122		8%		1.1		140		51%		1.5		229		121%		2.2		0		-100%		0.0

										%AR						100%						38%						86%						95%						98%						100%						100%						100%						98%						96%						104%

												-n-		6		6						6						6						6						6						6						6						6						6						6						6

				Group				6				M#		TV		TV		%		Ratio		TV		%		Ratio		TV		%		Ratio		TV		%		Ratio		TV		%		Ratio		TV		%		Ratio		TV		%		Ratio		TV		%		Ratio		TV		%		Ratio		TV		%		Ratio		TV		%		Ratio

				CYC44366						1		16		42		131		0%		1.0		131		0%		1.0		131		0%		1.0

				7.5 mg/kg; ip; qdx5x2						2		41		65		112		0%		1.0		112		0%		1.0		112		0%		1.0

										3		42		42		78		0%		1.0		112		44%		1.4		112		44%		1.4		112		44%		1.4		112		44%		1.4		112		44%		1.4		112		44%		1.4		112		44%		1.4

										4		43		42		112		0%		1.0		112		0%		1.0		112		0%		1.0		112		0%		1.0		112		0%		1.0		78		-31%		0.7		78		-31%		0.7		78		-31%		0.7

										5		44		78		112		0%		1.0		112		0%		1.0		112		0%		1.0

										6		45		65		112		0%		1.0		112		0%		1.0		112		0%		1.0		112		0%		1.0		78		-31%		0.7		65		-42%		0.6		65		-42%		0.6		65		-42%		0.6

										Mean				55		110		0%		1.0		115		7%		1.1		115		7%		1.1		112		15%		1.1		101		4%		1.0		85		-10%		0.9		85		-10%		0.9		85		-10%		0.9

										SEM				6		7		0%		0.0		3		7%		0.1		3		7%		0.1		0		15%		0.1		11		22%		0.2		14		27%		0.3		14		27%		0.3		14		27%		0.3

										Median				53		112		0%		1.0		112		0%		1.0		112		0%		1.0		112		0%		1.0		112		0%		1.0		78		-31%		0.7		78		-31%		0.7		78		-31%		0.7

										%AR						0%						62%						91%						99%						101%						102%						101%						101%

												-n-		6		6						6						6						3						3						3						3						3

				Group				7				M#		TV		TV		%		Ratio		TV		%		Ratio		TV		%		Ratio		TV		%		Ratio		TV		%		Ratio		TV		%		Ratio		TV		%		Ratio		TV		%		Ratio		TV		%		Ratio		TV		%		Ratio		TV		%		Ratio

				Cytarabine						1		30		65		112		0%		1.0		112		0%		1.0		131		17%		1.2		131		17%		1.2		229		104%		2.0		300		167%		2.7		572		409%		5.1		1230		995%		11.0

				100 mg/kg; ip; qdx5						2		34		78		131		0%		1.0		131		0%		1.0		178		36%		1.4		204		56%		1.6		505		286%		3.9		676		416%		5.2		1406		973%		10.7		2340		1686%		17.9

										3		46		42		112		0%		1.0		112		0%		1.0		112		0%		1.0		178		59%		1.6		379		238%		3.4		692		516%		6.2		973		767%		8.7		1872		1567%		16.7

										4		47		42		78		0%		1.0		112		44%		1.4		112		44%		1.4		131		68%		1.7		204		161%		2.6		379		386%		4.9		572		633%		7.3		1427		1729%		18.3

										5		48		33		112		0%		1.0		112		0%		1.0		112		0%		1.0		178		59%		1.6		520		363%		4.6		755		572%		6.7		1048		833%		9.3		2106		1775%		18.8

										6		53		42		112		0%		1.0		131		17%		1.2		131		17%		1.2		150		33%		1.3		421		275%		3.8		624		456%		5.6		1048		833%		9.3		2106		1775%		18.8

										Mean				50		110		0%		1.0		119		10%		1.1		130		19%		1.2		162		49%		1.5		376		238%		3.4		571		419%		5.2		937		741%		8.4		1847		1588%		16.9

										SEM				7		7		0%		0.0		4		7%		0.1		10		7%		0.1		12		8%		0.1		55		38%		0.4		76		57%		0.6		131		80%		0.8		177		123%		1.2

										Median				42		112		0%		1.0		112		0%		1.0		122		17%		1.2		164		57%		1.6		400		256%		3.6		650		436%		5.4		1011		800%		9.0		1989		1708%		18.1

										%AR						0%						41%						70%						72%						59%						61%						51%						38%

												-n-		6		6						6						6						6						6						6						6						6





mean tumour volume

														Mean				0		3		5		8		12		14		16		19		23		26		0		0		0		46		51		53		57		60		64		68

																Vehicle		109.7		124.8		175.3		297.0		764.5		1285.6		1804.1		2931.4

																CYC065-L 55 mg/kg; po; qdx5x2		109.7		115.4		118.6		118.6		107.1		101.4		101.4		117.2		182.8		347.9

																CYC065-L 40 mg/kg; po; qdx5x2		109.7		109.7		120.7		131.7		126.0		126.0		147.0		205.2		443.7		823.7

		Implant/Inject Date:														Seliciclib 250 mg/kg; po; bidx5x2		109.7		115.4		121.7		207.2		524.9		869.4		1391.3		2613.8

		# Cells:														CYC682 30 mg/kg; po; qdx5x2		109.7		119.1		119.1		119.1		122.2		110.7		110.7		121.7		155.3		232.4

		Start Date:														Flavo 7.5 mg/kg; ip; qdx5x2		109.7		115.4		115.4

		Completion Date:														AraC 100 mg/kg; ip; qdx5		109.7		118.6		129.6		162.1		376.5		571.0		936.7		1846.9

		Day # of Study

																Mean starting Volume		109.7

																Median starting Volume		109.7

		Day		0		3		5		8		12		14		16		19		23		26

		Group 1		78		112		131		266		818		1230		1872		3370

				112		131		204		300		818		1529		1989		3370

		Control		112		112		178		266		818		1529		2263		3538

				131		131		131		150		204		266		300		572

				112		131		204		379		881		1631		2529		3538

				112		131		204		421		1048		1529		1872		3201

		Mean		109.7		124.8		175.3		297.0		764.5		1285.6		1804.1		2931.4

		Median		112.3		131.0		191.1		282.9		818.0		1528.8		1930.5		3369.6

		SD		17.2		9.7		35.7		95.6		288.8		517.4		780.2		1162.7

		SEM		7.0		3.9		14.6		39.0		117.9		211.2		318.5		474.7

		Day		0		3		5		8		12		14		16		19		23		26

		Group 2		78		112		112		112		112		78		78		78		78		112

				112		112		112		112		131		131		131		178		178		266

		CYC065 - L-tartrate salt		112		112		112		112		112		112		112		112		112		112

		55 mg/kg; po; qdx5x2		112		112		131		131		131		131		131		178		572		1406

				131		131		131		131		78		78		78		78		78		112

				112		112		112		112		78		78		78		78		78		78

		Mean		109.7		115.4		118.6		118.6		107.1		101.4		101.4		117.2		182.8		347.9

		Median		112.3		112.3		112.3		112.3		112.3		95.2		95.2		95.2		95.2		112.3

		SD		17.2		7.6		9.7		9.7		24.1		26.5		26.5		49.2		194.6		522.6

		SEM		7.0		3.1		3.9		3.9		9.8		10.8		10.8		20.1		79.5		213.4

		Day		0		3		5		8		12		14		16		19

		Group 3		78		78		78		78		78		78		112		131		131		131

				112		112		178		178		178		178		178		204		520		973

		CYC065 - L-tartrate salt		131		131		131		131		131		131		131		131		131		178

		40 mg/kg; po; qdx5x2		112		112		112		178		178		178		204		421		1230		2263

				112		112		112		112		78		78		78		78		78		78

				112		112		112		112		112		112		178		266		572		1318

		Mean		109.7		109.7		120.7		131.7		126.0		126.0		147.0		205.2		443.7		823.7

		Median		112.3		112.3		112.3		121.7		121.7		121.7		154.7		167.4		325.5		575.9

		SD		17.2		17.2		33.1		40.0		45.4		45.4		47.8		124.5		440.5		870.7

		SEM		7.0		7.0		13.5		16.3		18.5		18.5		19.5		50.8		179.8		355.5

		Day		0		3		5		8		12		14		16		19		23		26

		Group 4		131		131		131		204		463		624		1048		2130

				112		112		112		131		300		421		818		1631

		CYC202		112		112		131		300		881		1406		2223		4130

		250 mg/kg; po; bidx5x2		112		112		131		300		881		1631		2106		3707

				78		112		112		131		204		379		624		1230

				112		112		112		178		421		755		1529		2855

		Mean		109.7		115.4		121.7		207.2		524.9		869.4		1391.3		2613.8

		Median		112.3		112.3		121.7		191.1		442.3		689.5		1288.6		2492.6

		SD		17.2		7.6		10.3		76.8		290.5		525.8		671.8		1154.6

		SEM		7.0		3.1		4.2		31.4		118.6		214.6		274.3		471.4

		Day		0		3		5		8		12		14		16		19		23		26

		Group 5		78		78		78		78		78		65		65		65		131		229

				112		131		131		131		131		112		112		178		204		379

		CYC682		112		131		131		131		131		131		131		131		150		229

		30 mg/kg; po; qdx5x2		112		112		112		112		131		131		131		131		204		266

				112		131		131		131		131		112		112		112		131		178

				131		131		131		131		131		112		112		112		112		112

		Mean		109.7		119.1		119.1		119.1		122.2		110.7		110.7		121.7		155.3		232.4

		Median		112.3		131.0		131.0		131.0		131.0		112.3		112.3		121.7		140.4		229.3

		SD		17.2		21.5		21.5		21.5		21.7		24.2		24.2		36.8		39.4		89.5

		SEM		7.0		8.8		8.8		8.8		8.8		9.9		9.9		15.0		16.1		36.5

		Day		0		3		5		8		12		14

		Group 6		131		131		131

				112		112		112

		CYC44366		78		112		112

		7.5 mg/kg; ip; qdx5x2		112		112		112

				112		112		112

				112		112		112

		Mean		109.7		115.4		115.4		0.0		0.0

		Median		112.3		112.3		112.3		0.0		0.0

		SD		17.2		7.6		7.6		0.0		0.0

		SEM		7.0		3.1		3.1		0.0		0.0

		Day		0		3		5		8		12		14

		Group 7		112		112		131		131		229		300		572		1230

				131		131		178		204		505		676		1406		2340

		Cytarabine		112		112		112		178		379		692		973		1872

		100 mg/kg; ip; qdx5		78		112		112		131		204		379		572		1427

				112		112		112		178		520		755		1048		2106

				112		131		131		150		421		624		1048		2106

		Mean		109.7		118.6		129.6		162.1		376.5		571.0		936.7		1846.9

		Median		112.3		112.3		121.7		164.1		400.1		650.0		1010.9		1989.0

		SD		17.2		9.7		25.6		29.5		134.7		186.0		320.2		432.3

		SEM		7.0		3.9		10.5		12.0		55.0		75.9		130.7		176.5





mean tumour volume

										7.0421133192		7.0421133192		7.0421133192		7.0421133192		7.0421133192		7.0421133192		7.0421133192		7.0421133192

										3.9465225199		3.9465225199		3.12		3.12		7.0421133192		7.0421133192		3.9465225199		3.9465225199

										14.572633408		14.572633408		3.9465225199		3.9465225199		13.4975925425		13.4975925425		10.4522299588		10.4522299588

										39.0474452145		39.0474452145		3.9465225199		3.9465225199		16.3193126217		16.3193126217		12.045357243		12.045357243

										117.8999075676		117.8999075676		9.822358169		9.822358169		18.5325678499		18.5325678499		54.9836174389		54.9836174389

										211.2421376315		211.2421376315		10.8304902936		10.8304902936		18.5325678499		18.5325678499		75.9186940527		75.9186940527

										318.5216765413		318.5216765413		10.8304902936		10.8304902936		19.5073556497		19.5073556497		130.7156762511		130.7156762511

										474.6815410404		474.6815410404		20.0954566452		20.0954566452		50.847149423		50.847149423		176.5059895238		176.5059895238

										NaN		NaN		79.4591932168		79.4591932168		179.8427682666		179.8427682666		NaN		NaN

										NaN		NaN		213.3661238966		213.3661238966		355.4791148108		355.4791148108		NaN		NaN



Vehicle

CYC065-L 55 mg/kg; po; qdx5x2

CYC065-L 40 mg/kg; po; qdx5x2

AraC 100 mg/kg; ip; qdx5

Days after start of treatment

Mean tumour volume (mm3)



Day 5

																17.2495843428		17.2495843428		17.2495843428		17.2495843428		17.2495843428		17.2495843428		17.2495843428		17.2495843428		17.2495843428		17.2495843428		17.2495843428		17.2495843428

																9.6669664321		9.6669664321		7.6424079975		7.6424079975		17.2495843428		17.2495843428		7.6424079975		7.6424079975		21.4729150327		21.4729150327		9.6669664321		9.6669664321

																35.6955160583		35.6955160583		9.6669664321		9.6669664321		33.0622144852		33.0622144852		10.2533662765		10.2533662765		21.4729150327		21.4729150327		25.6026300732		25.6026300732

																95.6463165348		95.6463165348		9.6669664321		9.6669664321		39.9739888761		39.9739888761		76.7980322665		76.7980322665		21.4729150327		21.4729150327		29.5049790148		29.5049790148

																288.7946142619		288.7946142619		24.0597655849		24.0597655849		45.3953348558		45.3953348558		290.4702964504		290.4702964504		21.6534893262		21.6534893262		134.6818069377		134.6818069377

																517.4354493719		517.4354493719		26.5291748835		26.5291748835		45.3953348558		45.3953348558		525.7812974485		525.7812974485		24.1817705445		24.1817705445		185.9620623676		185.9620623676

																780.215579542		780.215579542		26.5291748835		26.5291748835		47.7830675728		47.7830675728		671.7932037366		671.7932037366		24.1817705445		24.1817705445		320.186708198		320.186708198

																1162.7275658669		1162.7275658669		49.2236149289		49.2236149289		124.5495709614		124.5495709614		1154.5940116249		1154.5940116249		36.8121805928		36.8121805928		432.3496108784		432.3496108784

																NaN				194.6344787544		194.6344787544		440.5230161827		440.5230161827						39.4140333722		39.4140333722		NaN		NaN

																NaN				522.6381319422		522.6381319422		870.7424455027		870.7424455027						89.4635782875		89.4635782875		NaN		NaN



Control

CYC065 - L-tartrate salt 55 mg/kg; po; qdx5x2

CYC065 - L-tartrate salt 40 mg/kg; po; qdx5x2

CYC202 250 mg/kg; po; bidx5x2

CYC682 30 mg/kg; po; qdx5x2

CYC44366 7.5 mg/kg; ip; qdx5x2

Cytarabine 100 mg/kg; ip; qdx5

Day of the treatment

Median tumor volume (mm3)

Effect on EOL-1 tumor growth



Day 12

		

				Tumour volume by treatment

				Vehicle		CYC065-L 55 mg/kg; po; qdx5x2		CYC065-L 40 mg/kg; po; qdx5x2		Seliciclib 250 mg/kg; po; bidx5x2		CYC682 30 mg/kg; po; qdx5x2		Flavo 7.5 mg/kg; ip; qdx5x2		AraC 100 mg/kg; ip; qdx5

		1		131		112		78		131		78		131		131

		2		204		112		178		112		131		112		178

		3		178		112		131		131		131		112		112																> Veh. Ave.

		4		131		131		112		131		112		112		112

		5		204		131		112		112		131		112		112

		6		204		112		112		112		131		112		131																Dead

		7

		8																														Sacrificed

		9

		10

		Mean		175.33		118.56		120.73		121.68		119.08		115.44		129.57

		Median		191.1		112.3		112.3		121.7		131.0		112.3		121.7

		SD		35.70		9.67		33.06		10.25		21.47		7.64		25.60

		SEM		14.57		3.95		13.50		4.19		8.77		3.12		10.45

																												109.72		Mean starting volume

		T/C		100.00		67.62		68.86		69.40		67.92		65.84		73.90												109.72		Median starting volume

		%TGI		0		87		83		82		86		91		70

		Median %TGI				97		97		85		74		97		85

		median %TGI PPD				41		41		36		31		41		36

				T test		0.0037222384		0.0205203935		0.0053723831		0.0079135856		0.0024445027		0.0287825079

																												ANOVA

																												Anova: Single Factor

																												SUMMARY

																												Groups		Count		Sum		Average		Variance

																												Column 1		6		1051.96		175.3266666667		1274.1698666667

																												Column 2		6		711.36		118.56		93.45024

																												Column 3		6		724.36		120.7266666667		1093.1100266667

																												Column 4		6		730.08		121.68		105.13152

																												Column 5		6		714.48		119.08		461.08608

																												Column 6		6		692.64		115.44		58.4064

																												Column 7		6		777.4		129.5666666667		655.4946666667

																												ANOVA

																												Source of Variation		SS		df		MS		F		P-value		F crit

																												Between Groups		15952.8274285714		6		2658.8045714286		4.9752430518		0.0008904711		2.3717845465

																												Within Groups		18704.244		35		534.4069714286

																												Total		34657.0714285714		41





Day 12

																14.572633408		14.572633408

																3.9465225199		3.9465225199

																13.4975925425		13.4975925425

																4.1859192539		4.1859192539

																8.7662808534		8.7662808534

																3.12		3.12

																10.4522299588		10.4522299588



Day 5

1

2

3

4

5

6

Mean

Tumour Volume (mm3)



Day 14

		

				Tumour volume by treatment

				Vehicle		CYC065-L 55 mg/kg; po; qdx5x2		CYC065-L 40 mg/kg; po; qdx5x2		Seliciclib 250 mg/kg; po; bidx5x2		CYC682 30 mg/kg; po; qdx5x2		Flavo 7.5 mg/kg; ip; qdx5x2		AraC 100 mg/kg; ip; qdx5

		1		818		112		78		463		78				229

		2		818		131		178		300		131				505

		3		818		112		131		881		131		112		379																> Veh. Ave.

		4		204		131		178		881		131		112		204

		5		881		78		78		204		131				520

		6		1048		78		112		421		131		78		421																Dead

		7

		8																														Sacrificed

		9

		10

		Mean		764.49		107.12		126.01		524.94		122.20		100.88		376.48

		Median		818.0		112.3		121.7		442.3		131.0		112.3		400.1

		SD		288.79		24.06		45.40		290.47		21.65		19.81		134.68

		SEM		117.90		9.82		18.53		118.58		8.84		8.09		54.98

																												109.72		Mean starting volume

		T/C		100.00		14.01		16.48		68.67		15.98		13.20		49.25												109.72		Median starting volume

		%TGI		0		100		98		37		98		101		59

		Median %TGI				100		98		53		97		100		59

		median %TGI PPD				86		85		46		84		86		51

				T test		0.0002419365		0.0003237433		0.1825041752		0.0002878856		0.0063627842		0.0137467765

																												ANOVA

																												Anova: Single Factor

																												SUMMARY

																												Groups		Count		Sum		Average		Variance

																												Column 1		6		4586.92		764.4866666667		83402.3292266666

																												Column 2		6		642.72		107.12		578.87232

																												Column 3		6		756.08		126.0133333333		2060.7364266667

																												Column 4		6		3149.64		524.94		84372.99312

																												Column 5		6		733.2		122.2		468.8736

																												Column 6		3		302.64		100.88		392.6208

																												Column 7		6		2258.88		376.48		18139.18912

																												ANOVA

																												Source of Variation		SS		df		MS		F		P-value		F crit

																												Between Groups		2332970.93813333		6		388828.489688889		13.1541483232		0.000000187		2.399076493

																												Within Groups		945900.210666667		32		29559.3815833333

																												Total		3278871.1488		38





Day 14

																117.8999075676		117.8999075676

																9.822358169		9.822358169

																18.5325678499		18.5325678499

																118.5840019564		118.5840019564

																8.84		8.84

																8.0893015768		8.0893015768

																54.9836174389		54.9836174389
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Day 16

		

				Tumour volume by treatment

				Vehicle		CYC065-L 55 mg/kg; po; qdx5x2		CYC065-L 40 mg/kg; po; qdx5x2		Seliciclib 250 mg/kg; po; bidx5x2		CYC682 30 mg/kg; po; qdx5x2		Flavo 7.5 mg/kg; ip; qdx5x2		AraC 100 mg/kg; ip; qdx5

		1		1230		78		78		624		65				300

		2		1529		131		178		421		112				676

		3		1529		112		131		1406		131		112		692																> Veh. Ave.

		4		266		131		178		1631		131		112		379

		5		1631		78		78		379		112				755

		6		1529		78		112		755		112		78		624																Dead

		7

		8																														Sacrificed

		9

		10

		Mean		1285.61		101.40		126.01		869.35		110.67		100.88		570.96

		Median		1528.8		95.2		121.7		689.5		112.3		112.3		650.0

		SD		517.44		26.53		45.40		525.78		24.18		19.81		185.96

		SEM		211.24		10.83		18.53		214.65		9.87		8.09		75.92

																												109.72		Mean starting volume

		T/C		100.00		7.89		9.80		67.62		8.61		7.85		44.41												109.72		Median starting volume

		%TGI		0		101		99		35		100		101		61

		Median %TGI				101		99		59		100		100		62

		median %TGI PPD				94		92		55		93		93		57

				T test		0.000228132		0.0002736599		0.1970048288		0.0002420698		0.0064565219		0.0097574043

																												ANOVA

																												Anova: Single Factor

																												SUMMARY

																												Groups		Count		Sum		Average		Variance

																												Column 1		6		7713.68		1285.6133333333		267739.444266666

																												Column 2		6		608.4		101.4		703.79712

																												Column 3		6		756.08		126.0133333333		2060.7364266667

																												Column 4		6		5216.12		869.3533333333		276445.972746667

																												Column 5		6		664.04		110.6733333333		584.7580266667

																												Column 6		3		302.64		100.88		392.6208

																												Column 7		6		3425.76		570.96		34581.8886400001

																												ANOVA

																												Source of Variation		SS		df		MS		F		P-value		F crit

																												Between Groups		7714743.26133334		6		1285790.54355556		14.1326325546		0.000000085		2.399076493

																												Within Groups		2911368.22773333		32		90980.2571166667

																												Total		10626111.4890667		38





Day 16

																211.2421376315		211.2421376315

																10.8304902936		10.8304902936

																18.5325678499		18.5325678499

																214.6493158412		214.6493158412

																9.8721664852		9.8721664852

																8.0893015768		8.0893015768

																75.9186940527		75.9186940527
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Day 19

		

				Tumour volume by treatment

				Vehicle		CYC065-L 55 mg/kg; po; qdx5x2		CYC065-L 40 mg/kg; po; qdx5x2		Seliciclib 250 mg/kg; po; bidx5x2		CYC682 30 mg/kg; po; qdx5x2		AraC 100 mg/kg; ip; qdx5

		1		1872		78		112		1048		65		572

		2		1989		131		178		818		112		1406

		3		2263		112		131		2223		131		973																		> Veh. Ave.

		4		300		131		204		2106		131		572

		5		2529		78		78		624		112		1048

		6		1872		78		178		1529		112		1048																		Dead

		7

		8																														Sacrificed

		9

		10

		Mean		1804.14		101.40		146.99		1391.35		110.67		936.69

		Median		1930.5		95.2		154.7		1288.6		112.3		1010.9

		SD		780.22		26.53		47.78		671.79		24.18		320.19

		SEM		318.52		10.83		19.51		274.26		9.87		130.72

																												109.72		Mean starting volume

		T/C		100.00		5.62		8.15		77.12		6.13		51.92														109.72		Median starting volume

		%TGI		0		100		98		24		100		51

		Median %TGI				101		98		35		100		51

		median %TGI PPD				95		92		33		94		48

				T test		0.0003269994		0.0004054314		0.349223567		0.0003406096		0.0304160782

																												ANOVA

																												Anova: Single Factor

																												SUMMARY

																												Groups		Count		Sum		Average		Variance

																												Column 1		6		10824.84		1804.14		608736.350560001

																												Column 2		6		608.4		101.4		703.79712

																												Column 3		6		881.92		146.9866666667		2283.2215466667

																												Column 4		6		8348.08		1391.3466666667		451306.108586667

																												Column 5		6		664.04		110.6733333333		584.7580266667

																												Column 6		6		5620.16		936.6933333333		102519.528106667

																												ANOVA

																												Source of Variation		SS		df		MS		F		P-value		F crit

																												Between Groups		16502543.5466667		5		3300508.70933333		16.9818016322		0.000000058		2.5335538112

																												Within Groups		5830668.81973333		30		194355.627324445

																												Total		22333212.3664		35





Day 19

																318.5216765413		318.5216765413

																10.8304902936		10.8304902936

																19.5073556497		19.5073556497

																274.2584269707		274.2584269707

																9.8721664852		9.8721664852

																130.7156762511		130.7156762511
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				Tumour volume by treatment

				Vehicle		CYC065-L 55 mg/kg; po; qdx5x2		CYC065-L 40 mg/kg; po; qdx5x2		Seliciclib 250 mg/kg; po; bidx5x2		CYC682 30 mg/kg; po; qdx5x2		AraC 100 mg/kg; ip; qdx5

		1		3370		78		131		2130		65		1230

		2		3370		178		204		1631		178		2340

		3		3538		112		131		4130		131		1872																		> Veh. Ave.

		4		572		178		421		3707		131		1427

		5		3538		78		78		1230		112		2106

		6		3201		78		266		2855		112		2106																		Dead

		7

		8																														Sacrificed

		9

		10

		Mean		2931.41		117.17		205.23		2613.78		121.68		1846.87

		Median		3369.6		95.2		167.4		2492.6		121.7		1989.0

		SD		1162.73		49.22		124.55		1154.59		36.81		432.35

		SEM		474.68		20.10		50.85		471.36		15.03		176.51

																												109.72		Mean starting volume

		T/C		100.00		4.00		7.00		89.16		4.15		63.00														109.72		Median starting volume

		%TGI		0		100		97		11		100		38

		Median %TGI				100		98		27		100		42

		median %TGI PPD				97		95		26		96		41

				T test		0.0001463779		0.0001954615		0.6451158463		0.0001477923		0.0578854993

																												ANOVA

																												Anova: Single Factor

																												SUMMARY

																												Groups		Count		Sum		Average		Variance

																												Column 1		6		17588.48		2931.4133333333		1351935.39242667

																												Column 2		6		703.04		117.1733333333		2422.9642666667

																												Column 3		6		1231.36		205.2266666667		15512.5956266667

																												Column 4		6		15682.68		2613.78		1333087.33168

																												Column 5		6		730.08		121.68		1355.13664

																												Column 6		6		11081.2		1846.8666666667		186926.186026666

																												ANOVA

																												Source of Variation		SS		df		MS		F		P-value		F crit

																												Between Groups		52034510.5054666		5		10406902.1010933		21.5967616321		0.00000000401		2.5335538112

																												Within Groups		14456198.0333333		30		481873.267777778

																												Total		66490708.5388		35





																474.6815410404		474.6815410404

																20.0954566452		20.0954566452

																50.847149423		50.847149423

																471.3610314257		471.3610314257

																15.0285097953		15.0285097953

																176.5059895238		176.5059895238
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Study Objectives and Design

Primary Objective:
 To determine MTD and recommended phase 2 dose (RP2D)

Secondary Objectives:
* To evaluate pharmacokinetics
* To assess pharmacodynamic markers (RNA Pol Il CTD P-Ser2 and MCL1 levels in

PBMCs)

Design:

* Open label, dose escalation study in patients with advanced solid tumors

* Administration schedule of flat fixed dosing schedule of fadraciclib (CYC065) given either
by 1-hour infusion or orally on day 1, 2, 8 and 9 every 3 weeks



Dose Escalation

Intravenous Formulation Oral Formulation
DL4 213mg T
DL4 200mg T
(o)
oour | 33% 7 25% DL3 300mg
DL3 160mg 1 DLT DL3 200mg
0 DLT 40DLT
0 DLT T33% DL3 150mg - 50 mg
DL2 120mg -7 25% DL2 150mg | —-» +3 patients
1 DLT Gr 2 AE
0DLT {339 0 DLT T 100%
DL1 90mg DL1 75mg

Khanh T. Do, 32nd EORTC/AACR/NCI Virtual Symposium 24-25 October 2020



Key Eligibility Criteria and Dose Limiting Toxicity Criteria

Key Inclusion Criteria: Dose Limiting Toxicity:

Advanced solid tumors progressed on standard *  Grade 3 or 4 non-hematological toxicity (except alopecia,
therapies or have no known effective therapy inadequately treated nausea, vomiting and diarrhea)
ECOG PSO—1 *  Grade 3 or 4 AST/ALT with Grade 2 elevation of bilirubin

*  Neutropenic fever or grade 4 neutropenia > 5 days

Evaluable disease _ _
*  Grade 4 thrombocytopenia or Grade 3 thrombocytopenia

Adequate organ function: associated with bleeding
* Absolute neutrophil count > 1.5 x 10%/L, e Grade 4 anemia
platelets > 100 x 10°/L «  Treatment delay > 2 weeks due to drug-related adverse
* Total bilirubin <1.5 x ULN, ALT <1.5x ULN events
* Creatinine < 1.5 x ULN or creatinine
clearance > 60 mL/minute (Cockcroft Maximum Tolerated Dose (MTD): the highest dose level at
formula) which less than 2/6 patients experience DLT in cycle 1

Key Exclusion Criteria:
Untreated CNS metastases or evidence of CNS

progression on MRI within 4 weeks prior to
enrollment for treated CNS metastases

Recommended phase 2 dose (RP2D): the dose level at which
< 33% of at least 6 patients experienced a DLT in cycle 1

Khanh T. Do, 32nd EORTC/AACR/NCI Virtual Symposium 24-25 October 2020



Patient and Disease Characteristics

L.V. 1-hour infusion
(n=24)

Age, median (range) 67 (33 — 84) 57 (52 - 63)
Gender
Male 4 2
Female 20 3
ECOG
0 5 -
1 19 5

Type of tumor

Ovary (serous, clear cell, poorly differentiated) 8 1
Uterine (carcinosarcoma, endometrial, leiomyosarcoma) 3

Breast 2 1
Lung 2 -
Rectal 2 -
Other (anal, fallopian, esophageal, parotid, adenoid cystic carcinoma, 7 3

prostate, urothelial, skin, unknown primary)

Khanh T. Do, 32nd EORTC/AACR/NCI Virtual Symposium 24-25 October 2020



Common Adverse Events

All cycles, maximum qrade, regardless of causalities)

LV. 1 hour infusion (n=24) Oral (n=5)
Grade 1-2 Grade 3-4 Grade 1-2 Grade 3-4

Anemia 4 1 2 -
Leukopenia 2 2 - -
Neutropenia 3 = -
Abdominal distension 4 - 8 -
Constipation 8 - 1 -
Diarrhea 14 1 1 -
Nausea 11 - 2 -
Vomiting 10 - - -
Fatigue 5 1 = -
Hyperglycemia 6 2 1 -
Hypoalbuminemia 5 - = -
Hypophosphatemia 6 - 1 -
Arthralgia 4 - - -
Dyspnea 4 1 1



Dose-Limiting Toxicities

I.V. 1-hour infusion Number of
(free base equivalent) patients treated
90 mg (65.4 mg) 3

120 mg (87.2 mg) 5

160 mg (116.3 mg) 5

213 mg (154.8 mg) 11

75 mg free base equivalent 1
150 mg free base equivalent 4

Grade 2 Neutropenia >2 weeks (n=1)*

*2 additional patients required dose reduction for transient elevations in AST (gr. 3) and serum creatinine (gr. 2)

Khanh T. Do, 32" EORTC/AACR/NCI Virtual Symposium 24-25 October 2020
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Pharmacokinetic Analysis 1h-infusion Day 1 and 2

PK parameters — NCA, WinNonlin 7.0™

Cohort _
(n)

90 (3) 1.3 1770 2.7 2630

120 (5) 2.8 1560 3430 106 34 3.31 1610 6670 74 18
160 (3) 2.99 1720 5010 100 23 3.04 1780 8490 61 14
213 (8) 3.51 2460 8190 115 25 3.07 2190 8320 80 18

Khanh T. Do, 32" EORTC/AACR/NCI Virtual Symposium 24-25 October 2020
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Pharmacokinetic Analysis 1h-infusion Day 1 and 2

Fadraciclib exposure in plasma

10000
: n
€ 1000
N
oo
= .
o 100
o .
>
2 10
@
E ™
L 1
n- n
0

L] L)

Time (h)

Khanh T. Do, 32" EORTC/AACR/NCI Virtual Symposium 24-25 October 2020

Exposure increases with
dose

Half-life: 1.4— 3.5 h

Crhax Up t0 6.2 uM; AUC, ¢ up
to 20 h*uM

No accumulation on Day 2

50 mg/kg mouse (oral): Avg
C.., ~5.5 uM; AUC, ~8
h*uM

12



Fadraciclib has high oral bioavailability

Oral dosing regimen: QD on Days
1, 2, 8 and 9 every 3 weeks; ongoing

Fadraciclib plasma levels after oral and 1h-IV infusion

Day 1 3000
Cohort EENS———— 2500 —e—150 mg (oral)
Half-life Crmax AUC; T 2000 —e—154.8 mg (IV)
> (213mg IV))
(h) (ng/ml)  (h*ng/mi) [
©
> 1000
150 Free Base Q
equivalent (oral) 3.97 2080 6250 g 500
154.8 Free base g
equivalent 3.51 2460 8190 0e
(213mg IV) 0 10 20 30 40 50 60
Time (h)

Fadraciclib has comparable PK profiles after oral or 1h-infusion administration

Khanh T. Do, 32" EORTC/AACR/NCI Virtual Symposium 24-25 October 2020 13



Best Response on Each Dose Level by L.V. 1-h infusion

= 90 mg (n=3)
— 1 SD x 4 cycles (non-small cell lung cancer)
= 120 mg (n=5): No responders
= 160 mg (n=5)
— 1 SD x 9 cycles (adenoid cystic carcinoma)
= 213 mg(n=11):
— 1 PR ongoing at 21 cycles (endometrial adenocarcinoma with MCL1 amplification)

— 1SD x 5 cycles with 29% target lesion shrinkage (ovarian cancer with cyclin E
amplification)

— 1SD x 4 cycles (fallopian tube adenocarcinoma)

Khanh T. Do, 32" EORTC/AACR/NCI Virtual Symposium 24-25 October 2020
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Clinical response in Mcl-1 amplified endometrial patient

Baseline 4 cycles 20 cycles

Khanh T. Do, 32nd EORTC/AACR/NCI Virtual Symposium 24-25 October 2020




Fadraciclib is most efficacious treatment tested for patient 38

(endometrial adenocarcinoma with MCL1 amplification)

Best response

fadraciclib
carboplatin/taxol
AG-270
DKN-01/taxol
everolimus/letrozole
TSR-042

AZD 1775

doxil

PR

SD

SD

PD

PD

PD

PD

PD

I -
I

R

T

-

B -

- PD

0 2 4 6 8 10

Duration on treatment (months)

Khanh T. Do, 32nd EORTC/AACR/NCI Virtual Symposium 24-25 October 2020
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Summary

Fadraciclib 1-hour infusion, day 1, 2, 8, 9 every 3 weeks is well tolerated and active

— 1 PR ongoing at 20 cycles in a patient with refractory endometrial adenocarcinoma
with MCL1 amplification

— Stable disease with target lesion shrinkage (29%) in a patient with refractory ovarian
cancer with cyclin E amplification

Pharmacodynamic analyses in PBMCs are ongoing (RNA Pol Il CTD P-Ser2 and MCL1
levels)

1-hour infusion achieves C__ up to 6.2 uM; AUC._; up to 20 h*uM

Fadraciclib high oral bioavailability, comparable PK as 1-hour infusion
— More frequent dosing schedules are currently planned

Khanh T. Do, 32" EORTC/AACR/NCI Virtual Symposium 24-25 October 2020
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