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Supplemental methods
Independent ethics committees (IECs) or institutional review boards (IRBs)
The IECs or IRBs are listed as follows: center 1001: Central Adelaide Local Health Network, Royal Adelaid Hospital, Port Road Adelaid SA, 5000, Australia; centers 2001 and 2002: Comite de Protection des Personnes ile de France IV, Hopital Saint-Louis, Paris, 75465, France; centers 8001, 8002, and 8003: Ethik-Kommission des Fachbereichs Medizin der Johann Wolfgang Goethe- Universität, Frankfurt am, Main Hessen 60590 Germany; center 7001: Comitato Etico Università Sapienza, Policlinico Umberto I, Roma, 00168, Italy; center 6001: IRB of Kobe University Hospital, Kobe Hyogo, 650-0017, Japan; center 4001: Medisch Ethische Toetsingscommissie VUmc, Locatie VUmc | MF H-435, Amsterdam, Noord Holland, 1081 BT, Netherlands; center 3001: Catholic medical center office for human research protection, Seoul, 06591, Republic of Korea; center 3002 (added due to the move of the PI from site 3001 to this new site; on-treatment patients were therefore transferred to site 3002): Uijeongbu Eulji Medical Center IRB, Uijeongbu-si, 11759, Republic of Korea; center 9001: SingHealth Centralised IRB, 150168, Singapore; center 2501: CEIM Hospital Universitario de La Princesa, CEIM, Madrid, 28006, Spain; center 5001: Memorial Sloan Kettering Cancer Center IRB/Privacy Board. New York, 10065, USA; center 5002: OHSU IRB, Research Integrity Office, 3181 SW Sam Jackson Park Road – L10RI, Portland, Oregon, 97239-3098, USA; center 5003: Dana Farber Cancer Institute, Office for Human Research Studies, Boston, Massachusetts 02215, USA; center 5004: University of Michigan Medical School IRB, Ann Arbor, Michican, 48109, USA; center 5005: The University of Texas, MD Anderson Cancer Center, IRB FWA-363, Houston Texas, 77030, USA; center 5006: University of Utah IRB, Salt Lake City, Utah, 84112, USA.
Study design
A total of 26, 25, and 32 patients received asciminib plus nilotinib (ASC+NIL), asciminib plus imatinib (ASC+IMA), and asciminib plus dasatinib (ASC+DAS) (Supplemental Figure S1). In the ASC+NIL arm, 12 patients received asciminib 20 mg twice daily (BID) and 14 patients received asciminib 40 mg BID. All patients received nilotinib 300 mg BID. In the ASC+IMA arm, 6 patients received asciminib 40 mg BID, 9 patients received asciminib 40 mg once daily (QD), 6 patients received asciminib 60 mg QD, and 4 patients received asciminib 80 mg QD. All patients received imatinib 400 mg QD. In the ASC+DAS arm, 11 patients received asciminib 40 mg BID, 15 patients received asciminib 80 mg QD, and 6 patients received asciminib 160 mg QD. All patients received dasatinib 100 mg QD.
Study assessments
AEs were coded using the Medical Dictionary for Regulatory Activities version 25.1 and graded according to the Common Terminology Criteria for Adverse Events version 4.03. Molecular responses were assessed using real-time, quantitative, reverse-transcriptase polymerase chain reaction. Results were reported as the ratio of BCR::ABL1 to ABL1 on the International Scale (IS).27 Mutational analyses were performed using Sanger sequencing. Molecular and mutational assessments were performed centrally by ICON (Portland, OR, USA).28
PK methods
Pharmacokinetics (PK) data were analyzed as previously described.1 Data for this report were based on an end-of-study cutoff date of March 14, 2023, and all patients who received ≥1 study drug dose were included. The PK analysis set consisted of all patients who had at least 1 blood sample providing an evaluable full PK profile (Cycle 1 Day 1, Cycle 1 Day 15, or Cycle 2 Day 1).The PK profile was considered non-evaluable if the patient had not received the dose of the study drug, or the patient had vomited within 4 hours after asciminib dose administration, or the patient had insufficient concentration data.
Supplemental Results
In the ASC+NIL arm, 1 dose-limiting toxicity (DLT) was reported in 1 patient during the first cycle of treatment (Day 14) enrolled in the asciminib 20 mg BID plus nilotinib 300 mg BID cohort. The grade 3 rash maculopapular required a study treatment interruption until improvement to grade 1 on Day 26. In the ASC+IMA arm, DLTs were reported in 6 patients during the first cycle of treatment. In the asciminib 40 mg BID plus imatinib 400 mg QD cohort, 1 patient reported a DLT of grade 3 pancreatitis, requiring study treatment interruption and resolving on Day 12. In the asciminib 40 mg QD plus imatinib 400 mg QD cohort, 1 patient reported a DLT of grade 2 decreased neutrophil count on Day 13, worsening to grade 4 on Day 22. The DLT required study treatment interruption until improvement to grade 3 on Day 29 and grade 1 on Day 33, fully resolving on Day 41. In the asciminib 80 mg QD plus imatinib 400 mg QD cohort, 1 patient reported a DLT of grade 2 pancreatitis on Day 8, requiring study treatment interruption, resolving on Day 14. In the asciminib 80 mg QD plus imatinib 400 mg QD cohort, 1 patient reported a DLT of grade 3 increased lipase on Day 15, requiring study treatment interruption until improvement to grade 1 on Day 26. In the asciminib 60 mg QD plus imatinib 400 mg QD cohort, 1 patient reported a DLT of grade 3 abdominal pain on Day 7, requiring study treatment interruption until resolving on Day 13. In the asciminib 60 mg QD plus imatinib 400 mg QD cohort, 1 patient reported a DLT of grade 3 nausea on Day 15, requiring interruption of imatinib only until resolving on Day 22; imatinib was never restarted and was discontinued on Day 28 due to patient’s decision.
In the ASC+DAS arm, 2 patients reported DLTs during the first cycle of treatment. In the asciminib 40 mg BID plus dasatinib 100 mg QD cohort, 1 patient reported a DLT of grade 3 lipase increase on Day 22, requiring study treatment interruption until resolving on Day 27. In the asciminib 160 mg QD plus dasatinib 100 mg QD cohort, 1 patient reported a DLT of grade 4 thrombocytopenia, requiring study treatment interruption until improvement to grade 3 on Day 22 and resolving on Day 31. Subsequent events of febrile neutropenia and pneumonia, both grade 3, required a prolongation of study treatment interruption until Day 43.
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Supplemental Tables
Supplemental Table S1. Baseline patient demographics and clinical characteristics
	Variable
	ASC 20 mg BID +
NIL 300 BID
(n=12)
	ASC 40 mg BID +
NIL 300 BID
(n=14)
	ASC 40 mg BID + IMA 400 mg QD
(n=6)
	ASC 40 mg QD + IMA 400 mg QD
(n=9)
	ASC 60 mg QD + IMA 400 mg QD
(n=6)
	ASC 80 mg QD + IMA 400 mg QD
(n=4)
	ASC 40 mg BID +
DAS 100 mg QD
(n=11)
	ASC 80 mg QD + DAS 100 mg QD
(n=15)
	ASC 160 mg QD + DAS 100 mg QD
(n=6)

	Median age (range), years
	57.5 (41-78)
	53.5 (23-76)
	50 (44-75)
	51 (22-79)
	71 (40-76)
	65 (38-72)
	53 (27-76)
	53 (19-70)
	51 (29-76)

	Male, n (%)
	7 (58.3)
	9 (64.3)
	5 (83.3)
	3 (33.3)
	2 (33.3)
	2 (50.0)
	8 (72.7)
	12 (80.0)
	4 (66.7)

	Race, n (%)
	
	
	
	
	
	
	
	
	

	Black or African American
	1 (8.3)
	1 (7.1)
	1 (16.7)
	0 (0)
	0 (0)
	0 (0)
	1 (9.1)
	0 (0)
	0 (0)

	White
	10 (83.3)
	11 (78.6)
	2 (33.3)
	5 (55.6)
	6 (100)
	4 (100)
	7 (63.6)
	12 (80.0)
	1 (16.7)

	Asian
	1 (8.3)
	1 (7.1)
	3 (50.0)
	1 (11.1)
	0 (0)
	0 (0)
	2 (18.2)
	2 (13.3)
	3 (50.0)

	Other
	0 (0)
	1 (7.1)
	0 (0)
	3 (33.3)
	0 (0)
	0 (0)
	1 (9.1)
	1 (6.7)
	2 (33.3)

	Ethnicity, n (%)
	
	
	
	
	
	
	
	
	

	Hispanic or Latino
	0 (0)
	1 (7.1)
	0 (0)
	3 (33.3)
	0 (0)
	0 (0)
	0 (0)
	1 (6.7)
	0 (0)

	East Asian
	1 (8.3)
	1 (7.1)
	2 (33.3)
	1 (11.1)
	0 (0)
	0 (0)
	1 (9.1)
	1 (6.7)
	0 (0)

	Southeast Asian
	0 (0)
	0 (0)
	0 (0)
	0 (0)
	0 (0)
	0 (0)
	1 (9.1)
	1 (6.7)
	3 (50.0)

	Other
	9 (75.0)
	10 (71.4)
	3 (50.0)
	3 (33.3)
	4 (66.7)
	2 (50.0)
	4 (36.4)
	8 (53.3)
	1 (16.7)

	Not reported
	2 (16.7)
	2 (14.3)
	1 (16.7)
	1 (11.1)
	1 (16.7)
	1 (25.0)
	5 (45.5)
	3 (20.0)
	2 (33.3)

	Unknown
	0 (0)
	0 (0)
	0 (0)
	1 (11.1)
	1 (16.7)
	1 (25.0)
	0 (0)
	1 (6.7)
	0 (0)

	ECOG performance status, n (%)
	
	
	
	
	
	
	
	
	

	0
	8 (66.7)
	11 (78.6)
	6 (100)
	5 (55.6)
	3 (50.0)
	3 (75.0)
	7 (63.6)
	12 (80.0)
	6 (100.0)

	1
	4 (33.3)
	3 (21.4)
	0 (0)
	4 (44.4)
	3 (50.0)
	1 (25.0)
	4 (36.4)
	3 (20.0)
	0 (0)

	CML-CP/AP
	11 (91.7)/1 (8.3)
	14 (100)/0 (0)
	6 (100)/ 0 (0.00)
	9 (100)/0 (0)
	6 (100)/0 (0)
	4 (100)/0 (0)
	10 (90.9)/1 (9.1)
	15 (100)/0 (0)
	6 (100)/0 (0)

	Prior TKI therapy, n (%)
	
	
	
	
	
	
	
	
	

	2
	3 (25.0)
	7 (50.0)
	2 (33.3)
	4 (44.4)
	3 (50.0)
	1 (25.0)
	8 (72.7)
	7 (46.7)
	2 (33.3)

	3
	2 (16.7)
	4 (28.6)
	2 (33.3)
	2 (22.2)
	1 (16.7)
	0 (0)
	1 (9.1)
	5 (33.3)
	3 (50.0)

	4
	6 (50.0)
	2 (14.3)
	2 (33.3)
	2 (22.2)
	0 (0)
	2 (50.0)
	2 (18.2)
	2 (13.3)
	1 (16.7)

	≥5
	1 (8.3)
	1 (7.1)
	0 (0)
	1 (11.1)
	2 (33.3)
	1 (25.0)
	0 (0)
	1 (6.7)
	0 (0)

	Prior TKIs, n (%)
	
	
	
	
	
	
	
	
	

	Bosutinib
	4 (33.3)
	6 (42.9)
	4 (66.7)
	3 (33.3)
	2 (33.3)
	3 (75.0)
	4 (36.4)
	4 (26.7)
	2 (33.3)

	Dasatinib
	12 (100)
	11 (78.6)
	4 (66.7)
	6 (66.7)
	5 (83.3)
	4 (100)
	7 (63.6)
	9 (60.0)
	2 (33.3)

	Imatinib
	9 (75.0)
	9 (64.3)
	4 (66.7)
	5 (55.6)
	5 (83.3)
	3 (75.0)
	9 (81.8)
	9 (60.0)
	6 (100)

	Nilotinib
	9 (75.0)
	9 (64.3)
	6 (100.0)
	9 (100.0)
	5 (83.3)
	3 (75.0)
	6 (54.5)
	14 (93.3)
	4 (66.7)

	Ponatinib
	5 (41.7)
	3 (21.4)
	0 (0)
	3 (33.3)
	2 (33.3)
	2 (50.0)
	1 (9.1)
	5 (33.3)
	3 (50.0)

	Radotinib
	1 (8.3)
	1 (7.1)
	0 (0)
	1 (11.1)
	0 (0)
	0 (0)
	0 (0)
	1 (6.7)
	0 (0)

	T315I mutation reported at screening, n (%)
	0 (0)
	0 (0)
	0 (0)
	0 (0)
	0 (0)
	0 (0)
	1 (9.1)
	0 (0)
	1 (16.7)

	BCR::ABL1IS at screening, n (%)
	
	
	
	
	
	
	
	
	

	≤0.0032%
	1 (8.3)
	0 (0)
	0 (0)
	0 (0)
	0 (0)
	0 (0)
	0 (0)
	0 (0)
	0 (0)

	>0.0032% to ≤0.01%
	0 (0)
	1 (7.1)
	0 (0)
	0 (0)
	0 (0)
	0 (0)
	0 (0)
	0 (0)
	0 (0)

	>0.01% to ≤0.1%
	1 (8.3)
	1 (7.1)
	2 (33.3)
	0 (0)
	1 (16.7)
	0 (0)
	2 (18.2)
	1 (6.7)
	1 (16.7)

	>0.1% to ≤1%
	0 (0)
	4 (28.6)
	1 (16.7)
	4 (44.4)
	0 (0)
	0 (0)
	3 (27.3)
	3 (20.)
	1 (16.7)

	>1% to ≤10%
	4 (33.3)
	1 (7.1)
	1 (16.7)
	1 (11.1)
	2 (33.3)
	1 (25.0)
	2 (18.7)
	4 (26.7)
	0 (0)

	>10%
	6 (50.0)
	7 (50.0)
	1 (16.7)
	4 (44.4)
	2 (33.3)
	3 (75.0)
	4 (36.4)
	6 (40.0)
	3 (50.0)

	Atypical/p190a/unknown transcripts
	0 (0)
	0 (0)
	1 (16.7)
	0 (0)
	1 (16.7)
	0 (0)
	0 (0)
	1 (6.7)
	1 (16.7)


AP, accelerated phase; ASC, asciminib; BID, twice daily; CML, chronic myeloid leukemia; CP, chronic phase; DAS, dasatinib; ECOG, Eastern Cooperative Oncology Group; IMA, imatinib; IS, International Scale; NIL, nilotinib; QD, once daily; TKI, tyrosine kinase inhibitor.
a Includes e1a2 and e1a3 transcripts.


Supplemental Table S2. Patient disposition and duration of exposure
	Variable
	ASC 20 mg BID +
NIL 300 mg BID
(n=12)
	ASC 40 mg BID +
NIL 300 mg BID
(n=14)
	ASC 40 mg BID + IMA 400 mg QD
(n=6)
	ASC 40 mg QD + IMA 400 mg QD
(n=9)
	ASC 60 mg QD + IMA 400 mg QD
(n=6)
	ASC 80 mg QD + IMA 400 mg QD
(n=4)
	ASC 40 mg BID +
DAS 100 mg QD
(n=11)
	ASC 80 mg QD + DAS 100 mg QD
(n=15)
	ASC 160 mg QD + DAS 100 mg QD
(n=6)

	Patients who ended study, n (%)
	12 (100)
	14 (100)
	6 (100)
	9 (100)
	6 (100)
	4 (100)
	11 (100)
	15 (100)
	6 (100)

	Reason for discontinuation, n (%)
	
	
	
	
	
	
	
	
	

	AE
	1 (8.3)
	2 (14.3)
	1 (16.7)
	1 (11.1)
	1 (16.7)
	1 (25.0)
	2 (18.2)
	1 (6.7)
	0 (0)

	Physician decision prior to end of study
	7 (58.3)
	1 (7.1)
	1 (16.7)
	1 (11.1)
	1 (16.7)
	2 (50.0)
	4 (36.4)
	3 (20.0)
	0 (0)

	Lack of efficacy
	7 (58.3)
	0 (0)
	1 (16.7)
	1 (11.1)
	1 (16.7)
	2 (50.0)
	2 (18.2)
	1 (6.7)
	0 (0)

	Other reasonsa
	0 (0)
	1 (7.1)
	0 (0)
	0 (0)
	0 (0)
	0 (0)
	2 (18.2)
	2 (13.3)
	0 (0)

	Progressive disease
	0 (0)
	1 (7.1)
	0 (0)
	1 (11.1)
	0 (0)
	1 (25.0)
	0 (0)
	1 (6.7)
	0 (0)

	Patient/guardian decision
	2 (16.7)
	0 (0)
	1 (16.7)
	0 (0)
	0 (0)
	0 (0)
	0 (0)
	0 (0)
	0 (0)

	Death
	0 (0)
	0 (0)
	0 (0)
	0 (0)
	1 (16.7)
	0 (0)
	0 (0)
	0 (0)
	0 (0)

	Pregnancy
	0 (0)
	0 (0)
	0 (0)
	1 (11.1)
	0 (0)
	0 (0)
	0 (0)
	0 (0)
	0 (0)

	Lost to follow-up
	0 (0)
	0 (0)
	0 (0)
	1 (11.1)
	0 (0)
	0 (0)
	0 (0)
	0 (0)
	0 (0)

	Completed study and continued in PTA, n (%)
	2 (16.7)
	10 (71.4)
	3 (50.0)
	4 (44.4)
	3 (50.0)
	0 (0)
	5 (45.5)
	10 (66.7)
	6 (100)

	Median duration of exposure 
	ASC
n=12
	NIL
n=12
	ASC
n=14
	NIL
n=14
	ASC
n=6
	IMA
n=6
	ASC
n=9
	IMA
n=9
	ASC
n=6
	IMA
n=6
	ASC
n=4
	IMA
n=4
	ASC
n=11
	DAS
n=11
	ASC
n=15
	DAS
n=15
	ASC
n=6
	DAS
n=6

	Median duration of exposure (range), years
	0.9
(0.2-6.5)
	0.8
(0.0b-6.5)
	3.2
(1.0-7.4)
	2.5
(0.1-7.2)
	6.0 
(0.8-6.6)
	6.0 
(0.8-6.6)
	1.6 
(0.5-5.5)
	1.6 
(0.5-5.5)
	3.4 
(0.5-5.4)
	1.1 
(0.0b-5.3)
	3.5 
(0.5-5.6)
	3.4
(0.5-5.6)
	5.3
(0.2-6.3)
	1.6
(0.2-5.5)
	1.9
(0.3-5.8)
	1.7
(0.3-5.8)
	3.1
(2.8-3.5)
	2.2
(0.3-3.2)


AE, adverse event; ASC, asciminib; BID, twice daily; DAS, dasatinib; IMA, imatinib; NIL, nilotinib; QD, once daily; PTA, post-trial access.
a Includes in the ASC+NIL arm, intolerance (n=1); in the ASC+DAS arm, intolerance safety precaution (n=1), planned pregnancy (n=1), unable to comply with study procedures (n=1), and not indicated to continue in the study (n=1). b 0.04 years rounded to 1 decimal place.
Supplemental Table S3. Treatment-emergent AEs (in ≥20% of all patients), regardless of relationship to study treatmenta
A. Asciminib plus nilotinib
	Preferred term, n (%)
	ASC 20 BID + 
NIL 300 BID
(n=12)
	ASC 40 BID + 
NIL 300 BID
(n=14)

	
	All grades
	Grade ≥3
	All grades
	Grade ≥3

	Patients with ≥1 event
	12 (100)
	8 (66.7)
	14 (100)
	12 (85.7)

	Abdominal pain
	4 (33.3)
	0 (0)
	6 (42.9)
	0 (0)

	Lipase increased
	4 (33.3)
	2 (16.7)
	6 (42.9)
	3 (21.4)

	Myalgia
	6 (50.0)
	0 (0)
	3 (21.4)
	0 (0)

	Pruritus
	4 (33.3)
	1 (8.3)
	4 (28.6)
	0 (0)

	Amylase increased
	2 (16.7)
	0 (0)
	5 (35.7)
	3 (21.4)

	COVID-19
	2 (16.7)
	1 (8.3)
	5 (35.7)
	0 (0)

	Diarrhea
	4 (33.3)
	1 (8.3)
	3 (21.4)
	0 (0)

	Dry skin
	3 (25.0)
	0 (0)
	4 (28.6)
	0 (0)

	Thrombocytopenia
	1 (8.3)
	1 (8.3)
	7 (50.0)
	6 (42.9)

	Arthralgia
	1 (8.3)
	1 (8.3)
	5 (35.7)
	1 (7.1)

	Cough
	4 (33.3)
	0 (0)
	2 (14.3)
	0 (0)

	Hypertension
	4 (33.3)
	2 (16.7)
	2 (14.3)
	1 (7.1)

	Nausea
	3 (25.0)
	0 (0)
	3 (21.4)
	0 (0)

	Pain in extremity
	3 (25.0)
	1 (8.3)
	3 (21.4)
	0 (0)



B. Asciminib plus imatinib
	Preferred term, n (%)
	ASC 40 mg BID + IMA 400 mg QD
(n=6)
	ASC 40 mg QD + IMA 400 mg QD
(n=9)
	ASC 60 mg QD + IMA 400 mg QD
(n=6)
	ASC 80 mg QD + IMA 400 mg QD
(n=4)

	
	All grades
	Grade ≥3
	All grades
	Grade ≥3
	All grades
	Grade ≥3
	All grades
	Grade ≥3

	Patients with ≥1 event
	6 (100)
	4 (66.7)
	9 (100)
	7 (77.8)
	6 (100)
	4 (66.7)
	4 (100)
	3 (75.0)

	Nausea
	2 (33.3)
	0 (0)
	5 (55.6)
	1 (11.1)
	2 (33.3)
	1 (16.7)
	3 (75.0)
	0 (0)

	Diarrhea
	1 (16.7)
	0 (0)
	5 (55.6)
	0 (0)
	3 (50.0)
	0 (0)
	1 (25.0)
	0 (0)

	Abdominal pain
	1 (16.7)
	1 (16.7)
	2 (22.2)
	0 (0)
	3 (50.0)
	1 (16.7)
	3 (75.0)
	0 (0)

	Lipase increased
	3 (50.0)
	0 (0)
	1 (11.1)
	1 (11.1)
	2 (33.3)
	0 (0)
	2 (50.0)
	1 (25.0)

	Vomiting
	0 (0)
	0 (0)
	5 (55.6)
	0 (0)
	0 (0)
	0 (0)
	3 (75.0)
	0 (0)

	Headache
	1 (16.7)
	0 (0)
	3 (33.3)
	0 (0)
	2 (33.3)
	2 (33.3)
	1 (25.0)
	0 (0)

	Arthralgia
	2 (33.3)
	0 (0)
	1 (11.1)
	0 (0)
	1 (16.7)
	0 (0)
	2 (50.0)
	0 (0)

	Back pain
	2 (33.3)
	0 (0)
	0 (0)
	0 (0)
	2 (33.3)
	0 (0)
	2 (50.0)
	0 (0)

	COVID-19
	2 (33.3)
	1 (16.7)
	2 (22.2)
	0 (0)
	1 (16.7)
	0 (0)
	1 (25.0)
	0 (0)

	Hypophosphatemia
	2 (33.3)
	0 (0)
	2 (22.2)
	1 (11.1)
	2 (33.3)
	1 (16.7)
	0 (0)
	0 (0)

	Rash
	2 (33.3)
	0 (0)
	1 (11.1)
	0 (0)
	1 (16.7)
	0 (0)
	2 (50.0)
	0 (0)

	Thrombocytopenia
	1 (16.7)
	0 (0)
	5 (55.6)
	3 (33.3)
	2 (33.3)
	0 (0)
	0 (0)
	0 (0)

	Blood creatinine increased
	2 (33.3)
	0 (0)
	0 (0)
	0 (0)
	1 (16.7)
	0 (0)
	2 (50.0)
	0 (0)

	Edema peripheral
	2 (33.3)
	0 (0)
	0 (0)
	0 (0)
	1 (16.7)
	0 (0)
	2 (50.0)
	0 (0)

	Pyrexia
	3 (50.0)
	0 (0)
	1 (11.1)
	0 (0)
	0 (0)
	0 (0)
	1 (25.0)
	0 (0)



C. Asciminib plus dasatinib
	Preferred term, n (%)
	ASC 40 BID + 
DAS 100 QD
(n=11)
	ASC 80 QD + 
DAS 100 QD
(n=15)
	ASC 160 QD + 
DAS 100 QD
(n=6)

	
	All grades
	Grade ≥3
	All grades
	Grade ≥3
	All grades
	Grade ≥3

	Patients with ≥1 event
	11 (100)
	7 (63.6)
	15 (100)
	10 (66.7)
	6 (100)
	4 (66.7)

	Fatigue
	4 (36.4)
	0 (0)
	6 (40.0)
	0 (0)
	3 (50.0)
	0 (0)

	Thrombocytopenia
	1 (9.1)
	1 (9.1)
	8 (53.3)
	3 (20.0)
	3 (50.0)
	2 (33.3)

	Hypertension
	2 (18.2)
	2 (18.2)
	5 (33.3)
	0 (0)
	2 (33.3)
	1 (16.7)

	Nausea
	5 (45.5)
	0 (0)
	4 (26.7)
	0 (0)
	0 (0)
	0 (0)

	Pleural effusion
	5 (45.5)
	3 (27.3)
	2 (13.3)
	0 (0)
	2 (33.3)
	1 (16.7)

	Cough
	4 (36.4)
	1 (9.1)
	3 (20.0)
	0 (0)
	1 (16.7)
	0 (0)

	Diarrhea
	3 (27.3)
	0 (0)
	5 (33.3)
	0 (0)
	0 (0)
	0 (0)

	Headache
	2 (18.2)
	0 (0)
	4 (26.7)
	1 (6.7)
	2 (33.3)
	0 (0)

	Lipase increased
	3 (27.3)
	2 (18.2)
	4 (26.7)
	3 (20.0)
	1 (16.7)
	0 (0)

	Abdominal pain
	5 (45.5)
	1 (9.1)
	2 (13.3)
	0 (0)
	0 (0)
	0 (0)

	Arthralgia
	5 (45.5)
	0 (0)
	1 (6.7)
	0 (0)
	1 (16.7)
	0 (0)

	COVID-19
	1 (9.1)
	0 (0)
	2 (13.3)
	0 (0)
	4 (66.7)
	0 (0)

	Dizziness
	4 (36.4)
	0 (0)
	3 (20.0)
	0 (0)
	0 (0)
	0 (0)

	Upper respiratory tract infection
	3 (27.3)
	0 (0)
	1 (6.7)
	0 (0)
	3 (50.0)
	0 (0)


AE, adverse event; ASC, asciminib; BID, twice daily; DAS, dasatinib; IMA, imatinib; NIL, nilotinib; QD, once daily.
a AEs were counted if they occurred after treatment initiation through 30 days after the end of treatment.


Supplemental Table S4. AEs leading to discontinuation
A. Asciminib plus nilotinib
	Patients, n (%)
	ASC 20 mg BID + NIL 300 BID
(n=12)
	ASC 40 mg BID + NIL 300 BID
(n=14)
	All patients
(n=26)

	Number of patients with ≥1 AE
	1 (8.3)
	2 (14.3)
	3 (11.5)

	Cardiac dysfunction
	1 (8.3)
	0 (0)
	1 (3.8)

	Arteriosclerosisa
	0 (0)
	1 (7.1)
	1 (3.8)

	Extremity necrosisa
	0 (0)
	1 (7.1)
	1 (3.8)

	Peripheral arterial occlusive diseasea
	0 (0)
	1 (7.1)
	1 (3.8)

	Myelodysplastic syndromesb
	0 (0)
	1 (7.1)
	1 (3.8)

	Neutropeniab
	0 (0)
	1 (7.1)
	1 (3.8)



B. Asciminib plus imatinib
	Patients, n (%)
	ASC 40 mg BID + IMA 400 mg QD
(n=6)
	ASC 40 mg QD + IMA 400 mg QD
(n=9)
	ASC 60 mg QD + IMA 400 mg QD
(n=6)
	ASC 80 mg QD + IMA 400 mg QD
(n=4)
	All patients
(n=25)

	Number of patients with ≥1 AE
	1 (16.7)
	2 (22.2)
	1 (16.7)
	1 (25.0)
	5 (20.0)

	Anemia
	1 (16.7)
	0 (0)
	0 (0)
	0 (0)
	1 (4.0)

	Blast cell crisis, leukocytosisc
	0 (0)
	1 (11.1)
	0 (0)
	0 (0)
	1 (4.0)

	Dysphagia
	0 (0)
	0 (0)
	0 (0)
	1 (25.0)
	1 (4.0)

	Myopathy
	0 (0)
	1 (11.1)
	0 (0)
	0 (0)
	1 (4.0)

	Pruritus
	0 (0)
	0 (0)
	1 (16.7)
	0 (0)
	1 (4.0)



C. Asciminib plus dasatinib
	Patients, n (%)
	ASC 40 mg BID + DAS 100 mg QD
(n=11)
	ASC 80 mg QD + DAS 100 mg QD
(n=15)
	ASC 160 mg QD + DAS 100 mg QD
(n=6)
	All patients
(n=32)

	Number of patients with ≥1 AE
	3 (27.3)
	1 (6.7)
	0 (0)
	4 (12.5)

	Fluid retentiond
	1 (9.1)
	0 (0)
	0 (0)
	1 (3.1)

	Lung adenocarcinoma
	1 (9.1)
	0 (0)
	0 (0)
	1 (3.1)

	Peripheral ischemia
	0 (0)
	1 (6.7)
	0 (0)
	1 (3.1)

	Peripheral sensory neuropathyd
	1 (9.1)
	0 (0)
	0 (0)
	1 (3.1)

	Pregnancy
	1 (9.1)
	0 (0)
	0 (0)
	1 (3.1)


AE, adverse event; ASC, asciminib; BID, twice daily; DAS, dasatinib; IMA, imatinib; NIL, nilotinib; QD, once daily.
a Arteriosclerosis, extremity necrosis, and peripheral arterial occlusive disease occurred in 1 patient. b Neutropenia and myelodysplastic syndromes occurred in 1 patient. c One patient in the asciminib 40 mg QD plus imatinib 400 mg QD experienced blast cell crisis and leukocytosis leading to disease progression. d Fluid retention and peripheral sensory neuropathy occurred in 1 patient. 

Supplemental Table S5. AEs of special interest
A. Asciminib plus nilotinib
	Category, na (%)
	ASC 20 BID + NIL 300 BID
(n=12)
	ASC 40 BID + NIL 300 BID
(n=14)

	
	All grades
	Grade ≥3
	All grades
	Grade ≥3

	AOEs, total no. of patientsb
	2 (16.7)
	0 (0)
	1 (7.1)
	1 (7.1)

	Cardiac events
	1 (8.3)
	0 (0)
	1 (7.1)
	1 (7.1)

	Angina pectoris
	1 (8.3)
	0 (0)
	1 (7.1)c
	1 (7.1)c

	Cerebrovascular events
	0 (0)
	0 (0)
	1 (7.1)
	1 (7.1)

	Cerebral arteriosclerosis
	0 (0)
	0 (0)
	1 (7.1)c
	1 (7.1)c

	Cerebrovascular accident
	0 (0)
	0 (0)
	1 (7.1)c
	0 (0)

	Peripheral arterial occlusive disease
	1 (8.3)
	0 (0)
	1 (7.1)c
	0 (0)

	Cardiac failure (clinical events)
	1 (8.3)
	0 (0)
	0 (0)
	0 (0)

	Edema and fluid retention
	3 (25.0)
	0 (0)
	4 (28.6)
	2 (14.3)

	GI toxicity
	7 (58.3)
	1 (8.3)
	9 (64.3)
	1 (7.1)

	Hemorrhage
	0 (0)
	0 (0)
	2 (14.3)
	0 (0)

	Hepatotoxicity (clinical events)
	0 (0)
	0 (0)
	1 (7.1)
	0 (0)

	Hepatotoxicity (including laboratory terms)
	3 (25.0)
	0 (0)
	6 (42.9)
	1 (7.1)

	Hypersensitivity
	6 (50.0)
	1 (8.3)
	6 (42.9)
	0 (0)

	Ischemic CNS vascular conditions
	0 (0)
	0 (0)
	1 (7.1)
	0 (0)

	Ischemic heart and CNS conditions
	1 (8.3)
	0 (0)
	1 (7.1)
	1 (7.1)

	Ischemic heart disease
	1 (8.3)
	0 (0)
	1 (7.1)
	1 (7.1)

	Myelosuppressiond
	3 (25.0)
	2 (16.7)
	8 (57.1)
	6 (42.9)

	Anemia
	1 (8.3)
	1 (8.3)
	4 (28.6)
	3 (21.4)

	Leukopenia
	2 (16.7)
	1 (8.3)
	4 (28.6)
	4 (28.6)

	Neutropenia
	2 (16.7)
	1 (8.3)
	3 (21.4)
	3 (21.4)

	Thrombocytopenia
	1 (8.3)
	1 (8.3)
	7 (50.0)
	6 (42.9)

	Pancreatic events (including isolated pancreatic enzyme elevations)
	4 (33.3)
	2 (16.7)
	7 (50.0)
	4 (28.6)

	Pancreatitis (clinical events)
	0 (0)
	0 (0)
	1 (7.1)
	0 (0)



B. Asciminib plus imatinib
	Category, na (%)
	ASC 40 mg BID + IMA 400 mg QD
(n=6)
	ASC 40 mg QD + IMA 400 mg QD
(n=9)
	ASC 60 mg QD + IMA 400 mg QD
(n=6)
	ASC 80 mg QD + IMA 400 mg QD
(n=4)

	
	All grades
	Grade ≥3
	All grades
	Grade ≥3
	All grades
	Grade ≥3
	All grades
	Grade ≥3

	AOEs, total no. of patientsb
	1 (16.7)
	0 (0)
	0 (0)
	0 (0)
	0 (0)
	0 (0)
	0 (0)
	0 (0)

	Peripheral arterial occlusive disease
	1 (16.7)
	0 (0)
	0 (0)
	0 (0)
	0 (0)
	0 (0)
	0 (0)
	0 (0)

	Embolism arterial
	1 (16.7)
	0 (0)
	0 (0)
	0 (0)
	0 (0)
	0 (0)
	0 (0)
	0 (0)

	Cardiac failure (clinical events)
	1 (16.7)
	0 (0)
	0 (0)
	0 (0)
	1 (16.7)
	0 (0)
	0 (0)
	0 (0)

	Edema and fluid retention
	3 (50.0)
	0 (0)
	0 (0)
	0 (0)
	2 (33.3)
	0 (0)
	2 (50.0)
	0 (0)

	GI toxicity
	5 (83.3)
	1 (16.7)
	7 (77.8)
	1 (11.1)
	6 (100)
	2 (33.3)
	3 (75.0)
	0 (0)

	Hemorrhage
	1 (16.7)
	1 (16.7)
	0 (0)
	0 (0)
	1 (16.7)
	1 (16.7)
	1 (25.0)
	1 (25.0)

	Hepatotoxicity (clinical events)
	0 (0)
	0 (0)
	1 (11.1)
	1 (11.1)
	0 (0)
	0 (0)
	0 (0)
	0 (0)

	Hepatotoxicity (including laboratory terms)
	4 (66.7)
	0 (0)
	2 (22.2)
	1 (11.1)
	1 (16.7)
	0 (0)
	2 (50.0)
	1 (25.0)

	Hypersensitivity
	4 (66.7)
	0 (0)
	3 (33.3)
	0 (0)
	3 (50.0)
	0 (0)
	2 (50.0)
	0 (0)

	Ischemic heart and CNS conditions
	2 (33.3)
	1 (16.7)
	1 (11.1)
	0 (0)
	0 (0)
	0 (0)
	0 (0)
	0 (0)

	Ischemic heart disease
	2 (33.3)
	1 (16.7)
	1 (11.1)
	0 (0)
	0 (0)
	0 (0)
	0 (0)
	0 (0)

	Myelosuppressiond
	2 (33.3)
	1 (16.7)
	7 (77.8)
	6 (66.7)
	3 (50.0)
	1 (16.7)
	0 (0)
	0 (0)

	Anemia
	2 (33.3)
	1 (16.7)
	1 (11.1)
	1 (11.1)
	1 (16.7)
	1 (16.7)
	0 (0)
	0 (0)

	Leukopenia
	2 (33.3)
	1 (16.7)
	4 (44.4)
	4 (44.4)
	0
	0 (0)
	0 (0)
	0 (0)

	Neutropenia
	2 (33.3)
	1 (16.7)
	3 (33.3)
	3 (33.3)
	0
	0 (0)
	0 (0)
	0 (0)

	Thrombocytopenia
	1 (16.7)
	0 (0)
	5 (55.6)
	3 (33.3)
	2 (33.3)
	0 (0)
	0 (0)
	0 (0)

	Pancreatic events (including isolated pancreatic enzyme elevations)
	4 (66.7)
	3 (50.0)
	1 (11.1)
	1 (11.1)
	2 (33.3)
	0 (0)
	2 (50.0)
	1 (25.0)

	Pancreatitis (clinical events)
	2 (33.3)
	2 (33.3)
	0 (0)
	0 (0)
	0 (0)
	0 (0)
	1 (25.0)
	0 (0)






C. Asciminib plus dasatinib
	Category, n (%)a
	ASC 40 mg BID + 
DAS 100 mg QD
(n=11)
	ASC 80 mg QD + 
DAS 100 mg QD
(n=15)
	ASC 160 mg QD + 
DAS 100 mg QD
(n=6)

	
	All grades
	Grade ≥3
	All grades
	Grade ≥3
	All grades
	Grade ≥3

	AOEs, total no. of patientsb
	1 (9.1)
	0 (0)
	0 (0)
	0 (0)
	0 (0)
	0 (0)

	Cerebrovascular events
	1 (9.1)
	0 (0)
	0 (0)
	0 (0)
	0 (0)
	0 (0)

	Cerebrovascular accident
	1 (9.1)
	0 (0)
	0 (0)
	0 (0)
	0 (0)
	0 (0)

	Cardiac failure (clinical events)
	1 (9.1)
	0 (0)
	0 (0)
	0 (0)
	0 (0)
	0 (0)

	Edema and fluid retention
	8 (72.7)
	3 (27.3)
	4 (26.7)
	0 (0)
	2 (33.3)
	1 (16.7)

	GI toxicity
	8 (72.7)
	1 (9.1)
	10 (66.7)
	0 (0)
	3 (50.0)
	0 (0)

	Hemorrhage
	3 (27.3)
	0 (0)
	3 (20.0)
	2 (13.3)
	0 (0)
	0 (0)

	Hypersensitivity
	6 (54.5)
	0 (0)
	4 (26.7)
	0 (0)
	3 (50.0)
	0 (0)

	Hepatotoxicity (including laboratory terms)
	1 (9.1)
	0 (0)
	5 (33.3)
	1 (6.7)
	0 (0)
	0 (0)

	Ischemic CNS vascular conditions
	1 (9.1)
	0 (0)
	0 (0)
	0 (0)
	0 (0)
	0 (0)

	Ischemic heart and CNS conditions
	2 (18.2)
	1 (9.1)
	1 (6.7)
	0 (0)
	0 (0)
	0 (0)

	Ischemic heart disease
	1 (9.1)
	1 (9.1)
	1 (6.7)
	0 (0)
	0 (0)
	0 (0)

	Myelosuppressiond
	2 (18.2)
	1 (9.1)
	9 (60.0)
	4 (26.7)
	3 (50.0)
	2 (33.3)

	Anemia
	1 (9.1)
	0 (0)
	2 (13.3)
	2 (13.3)
	2 (33.3)
	1 (16.7)

	Leukopenia
	0 (0)
	0 (0)
	1 (6.7)
	1 (6.7)
	3 (50.0)
	2 (33.3)

	Neutropenia
	0 (0)
	0 (0)
	1 (6.7)
	1 (6.7)
	3 (50.0)
	2 (33.3)

	Thrombocytopenia
	1 (9.1)
	1 (9.1)
	8 (53.3)
	3 (20.0)
	3 (50.0)
	2 (33.3)

	Phototoxicity
	0 (0)
	0 (0)
	1 (6.7)
	0 (0)
	0 (0)
	0 (0)

	QTc prolongation
	0 (0)
	0 (0)
	1 (6.7)
	0 (0)
	0 (0)
	0 (0)

	Reproductive toxicity
	0 (0)
	0 (0)
	0 (0)
	0 (0)
	0 (0)
	0 (0)

	Pancreatic events (including isolated pancreatic enzyme elevations)e
	3 (27.3)
	2 (18.2)
	6 (40.0)
	3 (20.0)
	2 (33.3)
	1 (16.7)


AE, adverse event; AOE, arterial occlusive event; ASC, asciminib; BID, twice daily; CNS, central nervous system; DAS, dasatinib; GI, gastrointestinal; IMA, imatinib; NIL, nilotinib; QD, once daily.
a A patient with multiple severity grades for an AE is only counted under the maximum grade. b AOEs include the following Medical Dictionary for Regulatory Activities terms: myocardial infarction; embolic and thrombotic events, arterial; ischemic central nervous system vascular conditions; ischemic heart disease. c One patient experienced angina pectoris, cerebral arteriosclerosis, cerebrovascular accident, and peripheral arterial occlusive disease. d Myelosuppression includes anemia, leukopenia, thrombocytopenia, and cytopenias affecting >1 lineage. e There were no reports of pancreatitis (clinical events) in the asciminib plus dasatinib arm.

Supplemental Table S6. Characteristics of patients with AOEs
	Starting dose
	Age, years
	Sex
	Preferred term
	Study day of occurrence
	Baseline CV risk factors and relevant medical history
	Prior TKI

	ASC 20 mg BID + NIL 300 mg BID
	73
	F
	Angina pectoris (grade 1)
	324
	· Prior gastrointestinal stroma tumor
· Active nausea and hypothyroidism
	Nilotinib, dasatinib, and ponatinib

	ASC 20 mg BID + NIL 300 mg BID
	41
	M
	Peripheral arterial occlusive disease (grade 2)
	1906
	· Prior hyperglycemia
· Active Gaucher disease, hypertension, night sweats, diabetes, and dry eye
	Dasatinib and imatinib

	ASC 40 mg BID + NIL 300 mg BID
	76
	M
	Angina pectoris (grade 3)

Peripheral arterial occlusive disease (grade 3)

Cerebral arteriosclerosis (grade 1)

Cerebrovascular accident (grade 1)
	147

619

1706

2085
	· Prior herpes zoster, pre-renal failure, and abdominal discomfort
· Active goiter, thyroidectomy (partial strumectomy) stent placement, coronary artery disease, hypertension, renal cyst, post-herpetic neuralgia, dyspnea, peripheral edema, general physical health deterioration, coronary artery bypass, lymphopenia, decreased blood iron, pleural effusion, anemia, obesity, hyponatremia (grade 3; since July 9, 2015), cardiac failure (grade 2; since July 9, 2015), and decreased ventricular ejection fraction (grade 1; since July 10, 2015)
	Imatinib, nilotinib, dasatinib, and bosutinib

	ASC 40 mg BID + IMA 400 mg QD
	75
	M
	Embolism arterial (grade 1)
	1357
	· Prior colon cancer (in 2014)
· Active myalgia, peripheral sensory neuropathy, scoliosis, hypertension, cough, prostatic obstruction, pruritus, aortic valve disease, mitral valve disease, pulmonary valve disease, chronic kidney disease, increased blood cholesterol, hypoalbuminemia, hypocalcemia, anemia, and allergic conjunctivitis
	Dasatinib, nilotinib, and bosutinib

	ASC 40 mg BID + DAS 100 mg QD
	71
	M
	Cerebrovascular accident (grade 2)
	791
	· Prior vomiting, diarrhea, cerebrovascular accident, and peripheral artery bypass
· Active maculopapular rash, angina pectoris, type 2 diabetes, Basedow disease, hypothyroidism, sinus bradycardia, syncope, hypertension, asthma, nail dystrophy, peripheral edema, coronary artery disease, prostate-specific antigen increased, tinea pedis, nail dermatophytosis, hyperlipidemia, cataract, allergic rhinitis, hypoacusis, intermittent claudication, peripheral vascular disorder, osteoarthritis, prostatomegaly, chronic left ventricular failure, chronic kidney disease, impaired healing, and peripheral neuropathy
	Imatinib, bosutinib, and nilotinib


AOE, arterial occlusive event; ASC, asciminib; BID, twice daily; CV, cardiovascular; DAS, dasatinib; F, female; IMA, imatinib; M, male; NIL, nilotinib; QD, once daily; TKI, tyrosine kinase inhibitor.

Supplemental Table S7. Dose-limiting toxicitiesa,b
	Variable
	ASC 20 mg BID +
NIL 300 BID
(n=11)
	ASC 40 mg BID +
NIL 300 BID
(n=5)
	ASC 40 mg BID + IMA 400 mg QD
(n=6)
	ASC 40 mg QD + IMA 400 mg QD
(n=9)
	ASC 80 mg QD + IMA 400 mg QD
(n=4)
	ASC 60 mg QD + IMA 400 mg QD
(n=6)
	ASC 40 mg BID +
DAS 100 mg QD
(n=10)
	ASC 80 mg QD + DAS 100 mg QD
(n=6)
	ASC 160 mg QD + DAS 100 mg QD
(n=6)

	Any SOC (total)
	1 (9.1)
	0 (0)
	1 (16.7)
	1 (11.1)
	2 (50.0)
	2 (33.3)
	1 (10.0)
	0 (0)
	1 (16.7)

	GI disorders (total)
	0 (0)
	0 (0)
	1 (16.7)
	0 (0)
	1 (25.0)
	2 (33.3)
	0 (0)
	0 (0)
	0 (0)

	Pancreatitis
	0 (0)
	0 (0)
	1 (16.7)
	0 (0)
	1 (25.0)
	0 (0)
	0 (0)
	0 (0)
	0 (0)

	Abdominal pain
	0 (0)
	0 (0)
	0 (0)
	0 (0)
	0 (0)
	1 (16.7)
	0 (0)
	0 (0)
	0 (0)

	Nausea
	0 (0)
	0 (0)
	0 (0)
	0 (0)
	0 (0)
	1 (16.7)
	0 (0)
	0 (0)
	0 (0)

	Blood and lymphatic system disorders (total)
	0 (0)
	0 (0)
	0 (0)
	0 (0)
	0 (0)
	0 (0)
	0 (0)
	0 (0)
	1 (16.7)

	Thrombocytopenia
	0 (0)
	0 (0)
	0 (0)
	0 (0)
	0 (0)
	0 (0)
	0 (0)
	0 (0)
	1 (16.7)

	Skin and subcutaneous tissue disorders (total)
	1 (9.1)
	0 (0)
	0 (0)
	0 (0)
	0 (0)
	0 (0)
	0 (0)
	0 (0)
	0 (0)

	Rash maculopapular
	1 (9.1)
	0 (0)
	0 (0)
	0 (0)
	0 (0)
	0 (0)
	0 (0)
	0 (0)
	0 (0)

	Investigations (total)
	0 (0)
	0 (0)
	0 (0)
	1 (11.1)
	1 (25.0)
	0 (0)
	1 (10.0)
	0 (0)
	0 (0)

	Lipase increased 
	0 (0)
	0 (0)
	0 (0)
	0 (0)
	1 (25.0)
	0 (0)
	1 (10.0)
	0 (0)
	0 (0)

	Neutrophil count decreased
	0 (0)
	0 (0)
	0 (0)
	1 (11.1)
	0
	0 (0)
	0 (0)
	0 (0)
	0 (0)


AE, adverse event; ASC, asciminib; BID, twice daily; DAS, dasatinib; DDS, dose-determining set; DLT, dose-limiting toxicity; GI, gastrointestinal; IMA, imatinib; NIL, nilotinib; SOC, systems organ class, QD, once daily.
a DLTs during the first cycle of treatment were considered. b The DDS consisted of all patients from the safety set who either met minimum exposure criterion (e.g., if they received at least 75% of the planned doses of the study treatment in the first 28 days of dosing) and had sufficient safety evaluations, during the first 28 days (Cycle 1) of dosing or discontinued earlier due to DLT.



Supplemental Table S8. Summary of PK parameters for study drug by day
	
	ASC 20 mg BID +
NIL 300 BID
(n=12)
	ASC 40 mg BID +
NIL 300 BID
(n=14)
	ASC 40 mg BID + IMA 400 mg QD
(n=6)
	ASC 40 mg QD + IMA 400 mg QD
(n=9)
	ASC 60 mg QD + IMA 400 mg QD
(n=6)
	ASC 80 mg QD + IMA 400 mg QD
(n=4)
	ASC 40 mg BID +
DAS 100 mg QD
(n=11)
	ASC 80 mg QD + DAS 100 mg QD
(n=15)
	ASC 160 mg QD + DAS 100 mg QD
(n=6)

	Cycle 1 Day 1
	
	
	
	
	
	
	
	
	

	AUC24h, ASC
	
	
	
	
	
	
	
	
	

	Mean (SD)
	1 765.13 (573.67)
	3 458.29 
(1 321.18)
	2 723.65 (912.37)
	6 780.29 
(1 856.43)
	11 397.4 
(3 817.59)
	12 571.4 
(3 256.72)
	2 020.19 (725.25)
	8 907.52 
(4 125.43)
	30 657.6 
(12 538.2)

	Median (range)
	1 525.24
(1 204.35- 
2 697.15)
	3 687.00
(382.04- 
5 122.83)
	2 731.52
(1 323.20- 
4 153.98)
	6 659.30
(4 344.79- 
9 703.38)
	11 907.5
(6 563.73- 15 583.2)
	12 663.6
(9 029.61- 15 928.8)
	2 250.00
(930.03- 
3 085.31)
	8 468.62
(4 643.06- 15 882.5)
	27 282.7
(16 627.9- 50 604.3)

	Cmax, ASC
	
	
	
	
	
	
	
	
	

	Mean (SD)
	395.64 (105.17)
	857.24 (345.86)
	515.33 (140.45)
	713.89 (188.96)
	1 116.50 (251.95)
	1 422.50 (478.01)
	500.73 (182.37)
	1 162.00 (423.07)
	4 356.00 
(1 564.27)

	Median (range)
	379.00
(255.00- 587.00)
	860.00
(88.30- 
1 320.00)
	534.00
(285.00- 690.00)
	707.00
(483.00- 
1 070.00)
	1 070.00
(864.00- 
1 510.00)
	1 365.00
(950.00- 
2 010.00)
	492.00
(244.00- 892.00)
	1145.00
(722.00- 
1 860.00)
	3 830.00
(2 690.00- 
6 820.00)

	[bookmark: _Hlk140656202]Cycle 1 Day 1
	
	
	
	
	
	
	
	
	

	AUC24h, IMA, NIL, or DAS
	
	
	
	
	
	
	
	
	

	Mean (SD)
	2 011.03 (665.77)
	3 148.76 
(1 977.25)
	17 133.1 
(35 44.97)
	15 497.0 
(7 251.14)
	20 543.5 
(9 292.13)
	95 671.6 
(103 755)
	390.40 (190.78)
	321.30 (200.62)
	462.41 (184.62)

	Median (range)
	2 002.53
(1 124.50- 
3 080.83)
	2 799.59
(504.59- 
8 046.50)
	16 089.4
(13 091.5- 22 416.0)
	19 167.1
(4 210.93- 22 356.6)
	18 234.7
(12 460.1- 33 766.0)
	70 399.2
(12 213.2- 229 675)
	399.12
(95.73- 653.15)
	275.60
(98.45- 618.26)
	524.19
(193.85- 607.41)

	Cmax, IMA, NIL, or DAS
	
	
	
	
	
	
	
	
	

	Mean (SD)
	422.36 (161.85)
	621.43 (350.18)
	1 441.67 (197.83)
	1 702.63 (516.47)
	1 701.17 (797.61)
	1 309.25 (537.71)
	106.80 (60.49)
	96.20 (61.60)
	138.98 (33.88)

	Median (range)
	409.00
(226.00- 786.00)
	520.00
(140.00- 
1 290.00)
	1 340.00
(1 290.00- 
1 710.00)
	1 740.00
(831.00- 
2 460.00)
	1 660.00
(833.00- 
2 830.00)
	1 075.00
(977.00- 
2 110.00)
	104.00
(45.50- 269.00)
	85.35
(18.70- 205.00)
	142.50
(95.90- 175.00)

	Cycle 1 Day 15
	
	
	
	
	
	
	
	
	

	AUC24h, ASC
	
	
	
	
	
	
	
	
	

	Mean (SD)
	3 873.63 
(1 088.27)
	9 470.23 
(2 969.76)
	6 271.08 
(2 379.18)
	8 322.29 
(2 451.10)
	15 163.5 
(8 231.78)
	13 156.6 
(2 825.65)
	4 173.79 
(1 985.42)
	12 296.7 
(4 868.40)
	32 510.7 
(2 384.50)

	Median (range)
	3 532.50
(2 348.80- 
5 673.42)
	9 807.67
(5 677.25- 12 588.3)
	6 494.32
(3 268.64- 
8 897.53)
	8 059.67
( 5300.63- 11 866.8)
	18 015.0
(6 278.98- 25 071.0)
	13 156.6
(11 158.6- 15 154.6)
	3 576.73
(1 482.86- 
7 191.87)
	11 248.0
(6 483.00- 18 581.3)
	32 122.0
(30 241.5- 35 720.6)

	Cmax, ASC
	
	
	
	
	
	
	
	
	

	Mean (SD)
	739.10 (180.33)
	1842.50 (683.20)
	960.40 (260.39)
	782.00 (222.67)
	1383.20 (482.20)
	1530.00 (113.14)
	877.50 (403.92)
	1472.17 (515.06)
	4066.00 (583.98)

	Median (range)
	690.00
(455.00- 
1 020.00)
	1 905.00
(1 090.00- 
2 470.00)
	1 030.00
(584.00- 
1 280.00)
	806.00
(467.00- 
1 150.00)
	1 620.00
(686.00- 
1 880.00)
	1 530.00
(1 450.00- 
1 610.00)
	800.00
(339.00- 
1 620.00)
	1 350.00
(863.00- 
2 130.00)
	4 220.00
(3 330.00- 
4 830.00)

	Cycle 1 Day 15
	
	
	
	
	
	
	
	
	

	AUC24h, IMA, NIL, or DAS
	
	
	
	
	
	
	
	
	

	Mean (SD)
	5 938.40 
(1 984.56)
	9 093.02 
(3 037.88)
	34048.6 (9936.20)
	31865.4 (12069.2)
	39291.5 (23070.0)
	18 018.4 
(6 567.93)
	444.69 (198.33)
	442.99 (198.74)
	475.23 (278.41)

	Median (range)
	5 758.37
(3 676.68- 
9 342.92)
	8 128.23
(6 608.38- 13 507.3)
	34 407.9
(18 509.3- 45 268.9)
	32 006.1
(12 912.8- 55 314.9)
	37 594.8
(17 192.7- 63 182.2)
	18 018.4
(13 374.2- 22 662.7)
	406.52
(166.55- 737.83)
	392.59
(235.48- 812.06)
	478.76
(64.71- 821.01)

	Cmax, IMA, NIL, or DAS
	
	
	
	
	
	
	
	
	

	Mean (SD)
	973.11 (351.89)
	1 690.00 (577.18)
	2 336.67 (581.19)
	2 470.00 (682.24)
	2 793.33 (827.16)
	2 190.00 
(1 569.78)
	120.08 (43.23)
	122.08 (43.47)
	137.87 (92.46)

	Median (range)
	811.00
(559.00- 
1 610.00)
	1 725.00 
(1 040.00-
2 270.00)
	2 210.00
(1 560.00- 
3 130.00)
	2 560.00
(1 410.00- 
3 390.00)
	2 965.00
(1 610.00- 
3 650.00)
	2 190.00
(1 080.00- 
3 300.00)
	122.00
(66.40- 174.00)
	113.00
(82.90- 201.00)
	136.00
(4.37- 252.00)

	Cycle 2 Day 1
	
	
	
	
	
	
	
	
	

	AUC24h, ASC
	
	
	
	
	
	
	
	
	

	Mean (SD)
	3 464.44 
(1 518.69)
	6 840.63 
(3 382.93)
	6301.42 
(3 000.74)
	7 703.18 
(3 721.67)
	12 999.2 
(7 100.30)
	10 351.8 
(4 122.31)
	4 155.85 
(1 556.59)
	10 569.1 
(3 771.49)
	34 571.3 
(8 154.36)

	Median (range)
	3 541.65
(12.62- 
5 376.50)
	7 152.73
(765.62- 
11 128.0)
	7051.28
(2 839.98- 
9 754.75)
	7 079.10
(3 538.99- 13 460.3)
	11 575.3
(6 277.08- 22 093.0)
	10 351.8
(7 436.83- 13 266.7)
	41 15.29
(2 521.75- 
6 989.17)
	11 038.9
(5 019.30- 15 305.8)
	33 880.6
(25 697.9- 45 930.7)

	Cmax, ASC
	
	
	
	
	
	
	
	
	

	Mean (SD)
	823.28 (573.48)
	1 386.75 (666.99)
	1 078.20 (533.50)
	766.00 (274.97)
	1 313.20 (582.63)
	1 550.00 (395.98)
	891.00 (392.68)
	1 263.83 (398.83)
	3 838.00 (780.04)

	Median (range)
	701.00
(1.82- 
2 220.00)
	1 340.00
(155.00- 
2 310.00)
	1 090.00
(594.00- 
1 910.00)
	777.00
(350.00- 
1 080.00)
	1610.00
(540.00- 
1 850.00)
	1 550.00
(1 270.00- 
1 830.00)
	825.00
(483.00- 
1 710.00)
	1 205.00
(733.00- 
1 940.00)
	3 690.00
(3 160.00- 
5 120.00)

	Cycle 2 Day 1
	
	
	
	
	
	
	
	
	

	AUC24h, IMA, NIL, or DAS
	
	
	
	
	
	
	
	
	

	Mean (SD)
	6 224.69 
(2 046.89)
	7 762.97 
(4 460.22)
	32 882.7 
(8 722.72)
	33 461.3 
(12 404.3)
	42 335.7 
(21 835.4)
	23 819.8 (NE)
	407.15 (198.02)
	355.11 (173.27)
	532.88 (231.42)

	Median (range)
	6 432.02
(3 273.75- 
9 569.92)
	7 781.83
(853.30- 
16 786.2)
	32 779.2
(20 935.7- 44 882.4)
	33 733.5
(14 091.8- 52 302.5)
	48 405.0
(16 047.3- 63 003.4)
	23 819.8
(23 819.8- 23 819.8)
	400.14
(206.23- 765.18)
	379.97
(152.79- 589.63)
	477.64
(338.70- 902.29)

	Cmax, IMA, NIL, or DAS
	
	
	
	
	
	
	
	
	

	Mean (SD)
	1 068.90 (397.38)
	1 381.25 (820.68)
	2 128.00 (385.84)
	2 583.33 (391.65)
	2 604.00 (972.08)
	1 700.00 (NE)
	115.15 (35.88)
	107.98 (63.31)
	154.36 (71.74)

	Median (range)
	AUC24h
(541.00- 
1 780.00)
	1 325.00
(289.00- 
3 150.00)
	2 060.00
(1 710.00- 
2 620.00)
	2 620.00
(1 940.00- 
3 020.00)
	2 890.00
(1 580.00- 
3 780.00)
	1 700.00
(1 700.00- 
1 700.00)
	108.05
(76.30- 173.00)
	73.95
(55.20- 212.00)
	146.00
(95.60- 271.00)


AE, adverse event; ASC, asciminib; AUC24h, area under the curve for 0-24 hours; BID, twice daily; Cmax, maximum serum concentration; DAS, dasatinib; IMA, imatinib; NE, not estimable; NIL, nilotinib; PK, pharmacokinetic; QD, once daily.



Supplemental Figures

Supplemental Figure S1. Study design
[image: ]
ALL, acute lymphoblastic leukemia; AP, accelerated phase; ASC, asciminib; BID, twice daily; BP, blast phase; CP, chronic phase; CML, chronic myeloid leukemia; DAS, dasatinib; IMA, imatinib; IS, International Scale; MR4.5, BCR::ABL1IS ≤0.0032%; MTD, maximum tolerated dose; NIL, nilotinib; Ph+, Philadelphia chromosome-positive; RDE, recommended dose for expansion; TKI, tyrosine kinase inhibitor; QD, once daily.
[bookmark: _Hlk179537521]a Those with a T315I mutation are eligible after ≥1 prior TKI if no other effective therapy was available. b Arm 5 included patients with CML-BP or Ph+ ALL who had a cytopathologically confirmed diagnosis and were relapsed or refractory to ≥1 prior TKI or intolerant of TKIs. TKI failure in Ph+ ALL was defined as at least the loss of MR4.5.  c RDE has not been determined and no dose-expansion cohort has been opened. d Dose expansion of asciminib + imatinib is being assessed in a separate phase 2 study (NCT03578367). e Nine additional patients in the dasatinib arm were enrolled between September 2020 and May 2021, after the primary analysis.
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