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ASCO	2018 Annual	Meeting	Heme Abstracts

• Abstract	7000:	Ivosidenib in	mutant	IDH1	relapsed/refractory	acute	myeloid	leukemia:	
Results	of	a	Phase	1	study.

• Abstract	7010:	Durable	response	with	venetoclax in	combination	with	decitabine or	
azacitidine in	elderly	patients	with	acute	myeloid	leukemia.

• Abstract	7502:	Phase	2	CAPTIVATE	results	of	ibrutinib plus	venetoclax in	first-line	CLL.
• Abstract	8000:	Once-weekly	vs	twice-weekly	carfilzomib	dosing	plus	dexamethasone	in	

patients	with	relapsed	and	refractory	multiple	myeloma:	Results	of	the	randomized	
phase	3	study	A.R.R.O.W.

• Abstract	8007:	bb2121	anti-BCMA	CAR	T-cell	therapy	in	patients	with	
relapsed/refractory	multiple	myeloma:	Updated	results	from	a	multicenter	phase	I	
study.

Devel Thera	n=255 Leuk,	MDS,	Allo n=83 Plasma	Cell	n=60 Lymphoma	and	CLL	n=89

Abstracts	Covered	n=5

Ivosidenib (IVO; AG-120) in mutant IDH1 relapsed/refractory acute myeloid leukemia (R/R AML): Results of a phase 1 study

Presented By Daniel Pollyea at 2018 ASCO Annual Meeting

Abstract	7000
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Isocitrate Dehydrogenase (IDH) Mutations as a Target in AML

Presented By Daniel Pollyea at 2018 ASCO Annual Meeting

IDH1	R132

Study Design and Objectives

Presented By Daniel Pollyea at 2018 ASCO Annual Meeting

Data	reported	on	R/R	AML	500mg	(n=179)	from	escalation	and	Arm	1
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AEs of Interest: R/R AML 500 mg (n=179)

Presented By Daniel Pollyea at 2018 ASCO Annual Meeting

Other	G3+	TEAE	in	>1	patient	– febrile	neutropenia	(29.1%),	anemia	(20.1%),	diarrhea	
(2.2%),	fatigue	(1.7%),	dyspnea	(3.9%),	pyrexia	1.1%)	

Response in R/R AML 500 mg (n=179)

Presented By Daniel Pollyea at 2018 ASCO Annual Meeting
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Overall Survival by Best Response in R/R AML 500 mg (n=179) 

Presented By Daniel Pollyea at 2018 ASCO Annual Meeting

Overall	transfusion	independence:	Platelet	38.5%,	RBC	42.3%

Abstract	7000 Conclusions

• Ivosidenib is	an	oral	IDH1	inhibitor	that	is	well	
tolerated	and	induces	durable	responses	in	
patients	with	R/R	IDH1-mutated	AML
– Non-CR/CRh responders	also	had	favorable	OS
– 23%	of	CR/CRh responders	cleared	IDH1	mutation

• Need	to	be	aware	of	IDH-DS
• Study	impact:

– Results	published	in	NEJM	2018;	378(25):	2386-98
– Ivosidenib (Tibsovo)	FDA	approved	on	7/20/18
– New	standard	of	care	for	R/R	mIDH1	AML
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Durable Response with Venetoclax in Combination with Decitabine or Azacitidine in Elderly Patients with Acute Myeloid Leukemia

Presented By Courtney Dinardo at 2018 ASCO Annual Meeting

Abstract	7010

Venetoclax and	AML

• AML	– median	age	at	diagnosis	68	and	pts	are	often	
ineligible	for	or	refractory	to	intense	chemotherapy

• BCL-2	is	highly	expressed	in	AML	and	is	associated	with	
poor	outcomes

• Ven is	an	oral	BCL-2	inhibitor	with	activity	in	AML
Pratz et	al,	BSH,	#BSH18-OR-007.
Mihalyova et	al,	Exp Hematol 2018.
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Study Design and Objectives

Presented By Courtney Dinardo at 2018 ASCO Annual Meeting

*Venetoclax dose	ramped	up	from	100mg	to	400mg	or	800mg	over	3-4	days

Treatment Emergent Adverse Events (AE)

Presented By Courtney Dinardo at 2018 ASCO Annual Meeting
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Response Rates by Treatment

Presented By Courtney Dinardo at 2018 ASCO Annual Meeting

CR/CRi and	
MRD	Negative:
29%	overall
45%	Aza	400

Duration of Response after CR/CRi

Presented By Courtney Dinardo at 2018 ASCO Annual Meeting
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Overall Survival

Presented By Courtney Dinardo at 2018 ASCO Annual Meeting

Abstract	7010 Conclusions

• The	combination	of	Ven +	HMA	has	significant	
activity	in	elderly	and	high	risk	AML,	including	high	
CR/CRi rates,	MRD	negativity,	DoR and	OS

• Regimen	is	tolerable	but	management	is	very	
different	from	typical	HMA	monotherapy

• Study	impact:
– Results	published	in	Lancet	Oncology	2018;	19:	216-28
– FDA	breakthrough	designation	for	AML	1/2016
– Regimen	is	already	being	used	off-label	by	many	groups
– May	become	the	standard	of	care	for	elderly	AML	- P3	
RDBPC	trial	of	Aza+Ven vs	Aza+Placebo is	ongoing
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Phase 2 CAPTIVATE Results of Ibrutinib Plus Venetoclax in <br />First-line Chronic Lymphocytic Leukemia (CLL)

Presented By William Wierda at 2018 ASCO Annual Meeting

Abstract	7502

Introduction

Presented By William Wierda at 2018 ASCO Annual Meeting
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Phase 2 CAPTIVATE Study Design (NCT02910583)

Presented By William Wierda at 2018 ASCO Annual Meeting

Most Common Adverse Events* by Time of Onset in <br />All Treated Population (N=164)

Presented By William Wierda at 2018 ASCO Annual Meeting
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Deep Responses Achieved With 12 Cycles I+V With Undetectable MRD in PB and BM 

Presented By William Wierda at 2018 ASCO Annual Meeting

Undetectable	MRD	is	<1	CLL	cell	per	10,000	leukocytes	(<10-4)	by	8-color	flow

Early Undetectable MRD Responses Sustained Over Time

Presented By William Wierda at 2018 ASCO Annual Meeting
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Abstract	7502 Conclusions

• The	combination	of	ibrutinib	and	venetoclax
induces	high	rates	of	response	and	MRD	negative	
response	in	untreated	CLL,	including	del(17p).

• Tumor	debulking	with	ibrutinib	lead-in	phase	
decreased	risk	of	TLS	with	venetoclax

• Study	impact:
– Both	ibrutinib	and	venetoclax (after	1	prior	Rx)	are	
approved	in	CLL

– Promising	combination	that	merits	further	study
– P3	trial	evaluating	I+V	fixed	duration	in	1st	line	CLL

Once-weekly Versus Twice-weekly Carfilzomib Dosing in Patients with Relapsed and Refractory Multiple Myeloma: Results of the Randomized Phase 3 Study A.R.R.O.W.

Presented By Maria-Victoria Mateos at 2018 ASCO Annual Meeting

Abstract	8000
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A.R.R.O.W.	Study	Background

• Carfilzomib	approved	for	RRMM
– Single	agent:	20/27mg/m2	days	1,	2,	8,	9,	15	and	
16	on	a	28d	schedule

– Kd:	20/56mg/m2	days	1,	2,	8,	9,	15	and	16	on	a	28d	
schedule	with	Dex (ENDEAVOR)

– KRd:	20/27mg/m2	days	1,	2,	8,	9,	15	and	16	on	a	
28d	schedule	with	Len	and	Dex (ASPIRE)

• CHAMPION-1	study	in	RRMM	established	MTD	
for	weekly	Carfilzomib	at	70mg/m2

A.R.R.O.W. Study Design

Presented By Maria-Victoria Mateos at 2018 ASCO Annual Meeting
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Hematologic and Nonhematologic Adverse Events <br />

Presented By Maria-Victoria Mateos at 2018 ASCO Annual Meeting

Safety	findings	consistent	with	known	safety	profile	of	carfilzomib,	including	risks	of	
neuropathy,	renal	failure,	cardiac	failure,	ischemic	heart	disease	and	pulm HTN.

Overall Response Rates

Presented By Maria-Victoria Mateos at 2018 ASCO Annual Meeting
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Primary Endpoint: PFS<br /> 

Presented By Maria-Victoria Mateos at 2018 ASCO Annual Meeting

No	significant	difference	in	OS	(median	NR	for	both	arms)

Abstract	8000 Conclusions

• Once-weekly	Kd at	70mg/m2	improved	PFS	and	
ORR	compared	to	twice-weekly	Kd at	27mg/m2

• Overall	safety	profile	was	comparable
• Study	impact:

– Results	published	in	Lancet	Oncology	2018;	19(7):	953-
64

– A	new	convenient	treatment	option	in	RRMM	that	
appears	to	be	safe	and	effective

– Overall,	however,	the	optimal	schedule	and	dose	of	
carfilzomib	remains	unclear	(e.g.	1	vs	2	times	weekly,	
27mg/m2	vs	56mg/m2	vs	70	mg/m2)
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ABSTRACT 8007

Presented By Noopur Raje at 2018 ASCO Annual Meeting

Abstract	8007

Slide 2

Presented By Noopur Raje at 2018 ASCO Annual Meeting

BCMA	(B-cell	maturation	antigen)	is	highly	expressed	in	MM	and	is	not	expressed	in	normal	
human	tissues	except	for	plasma	cells.
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Slide 4

Presented By Noopur Raje at 2018 ASCO Annual Meeting

Slide 7

Presented By Noopur Raje at 2018 ASCO Annual Meeting

CRS	– 39%	(no	G3)	at	150	x106 cells	and	82%	(no	G4,	9%	G3)	at	>150	x106 cells
Median	time	to	onset	2d	(1-25)
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Slide 10

Presented By Noopur Raje at 2018 ASCO Annual Meeting

MRD-evaluable	responders	(n=16)	– 100%	were	MRD-neg	(<	1	x	10-4 by	NGS)

Slide 12

Presented By Noopur Raje at 2018 ASCO Annual Meeting
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Abstract	8007 Conclusions

• bb2121	at	active	doses	(≥150	x	106 CAR	T-cells)	
induces	deep	and	durable	responses	in	heavily	
pretreated	RRMM

• Tolerable	safety	profile	with	mostly	G1/2	CRS	and	
infrequent	tocilizumab	and	steroid	use

• Study	impact:
– FDA	breakthrough	designation	for	RRMM	11/2017
– Anti-CD19	CAR	T-cells	are	approved	for	R/R	aggressive	
B-cell	NHL	and	R/R	B-ALL,	and	this	study	shows	that	a	
CAR	T-cell	platform	for	MM	is	also	feasible	and	effective

Summary	and	Take	Home	Points

• Ivosidenib is	an	oral	mIDH1	inhibitor	and	is	a	new	standard	of	care	
for	R/R	IDH1-mutated	AML.	IDH-DS	is	a	possible	dangerous	side	
effect.

• Venetoclax plus	HMA	has	significant	activity	in	elderly	AML	and	may	
ultimately	become	the	standard	of	care	for	older	unfit	AML.	
Management	is	very	different	from	standard	HMA	monotherapy.

• The	combination	of	ibrutinib	plus	venetoclax is	highly	active	and	
induces	a	high	rate	of	MRD	negative	responses	in	1st line	CLL.	The	
regimen	has	potential	to	become	a	standard	regimen	for	CLL.

• Convenient	once	weekly	carfilzomib	70mg/m2	dosing	plus	dex
appears	safe	and	effective	in	RRMM	and	represents	a	new	treatment	
option.	The	optimal	dose	and	schedule	of	carfilzomib	remains	
unclear.

• Anti-BCMA	CAR	T-cell	therapy	has	a	tolerable	safety	profile	and	is	
effective	in	RRMM,	and	may	ultimately	join	the	list	of	approved	CAR	
T-cell	therapies.
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Questions?
bajonas@ucdavis.edu

Other	Abstracts	of	Potential	Interest

• Abstract	7001:	Early	HMA	for	low	
risk	MDS

• Abstract	7002:	Bosutinib vs	
imatinib first	line	for	CML

• Abstract	7003:	Long-term	TFR	after	
second-line	nilotinib
discontinuation

• Abstract	7004:	moxetumomab
pasudotox for	R/R	hairy	cell	
leukemia

• Abstract	8003:	ibrutinib/rituximab	
vs	placebo/rituximab	in	R/R	WM

• Abstracts	8015,	8017,	8022	and	
8032:	carfilzomib	schedule	and	
dosing

• Abstract	8025:	autotransplant in	
MM	feasible	in	ages	75+

• Abstract	7500:	lenaidomide plus	
rituximab	vs	chemo	plus	rituximab	
followed	by	rituximab	maintenance	
for	untreated	follicular	lymphoma

• Abstract	7501:	acalabrutinib for	
untreated	and	R/R	WM

• Abstract	7504:	anti-CD47	plus	
rituximab	for	R/R	NHL

• Abstract	7508:	High	rates	and	
durability	of	MRD- with	venetoclax
plus	rituximab	in	R/R	CLL

• Abstract	7515:	Rituximab	
maintenance	after	BR	in	MZL


