
ASC4OPT Study: High 
Efficacy and Favorable 
Tolerability of Asciminib 
Once or Twice Daily in CML 
Patients with Suboptimal 
Response, Resistance or 
Intolerance of 2 or More 
Tyrosine Kinase Inhibitors

Andreas Hochhaus1, Philipp le Coutre2, Dragana Milojkovic3,4, 
Dennis Kim5, Soo Min Lim6, Carolina Pavlovsky7, 
Thanh Nguyen8, Franck Emmanuel Nicolini9, Elena Moiraghi10, 
Sebastian Grosicki11, Chi Dung Phu12, Gabriel Etienne13, 
Fernando Marco de Lucas14, Rosa María Ayala Díaz15,16, 
Massimo Breccia17, Charles Chuah18, Roberto Abi Rached19, 
Braja Gopal Sahoo20, Peter Schuld19, Virginia Pilipovic19, 
Carla Boquimpani21

1Klinik für Innere Medizin II, Hematology/Oncology, Universitätsklinikum Jena and 
Comprehensive Cancer Center Central Germany, Campus Jena, Jena, Germany; 2Department 
of Oncology and Hematology, Charité-Universitätsmedizin Berlin, Berlin, Germany; 3Centre for 
Haematology, Department of Immunology and Inflammation, Imperial College London, London, 
UK; 4Department of Clinical Haematology, Imperial College Healthcare NHS Trust, London, UK; 
5Princess Margaret Cancer Centre, University Health Network, University of Toronto, Toronto, 
Canada; 6Sultanah Aminah Hospital, Johor Bahru, Malaysia; 7FUNDALEU, Buenos Aires, 
Argentina; 8National Institute of Hematology and Blood Transfusion, Hanoi, Vietnam; 
9Department of Hematology & INSERM U1052, Centre Léon Bérard and CRCL, Lyon, France; 
10Hospital Jose Maria Ramos Mejia, Buenos Aires, Argentina; 11Department of Hematology and 
Cancer Prevention, Faculty of Health Sciences in Bytom, Medical University of Silesia, 
Katowice, Poland; 12Blood Transfusion Hematology Hospital, Ho Chi Minh City, Vietnam; 
13Hematology Department, Institut Bergonié, Bordeaux, France; 14Servicio de Hematología, 
Hospital Universitario Basurto, Osakidetza, Bilbao, Spain; 15Haematological Malignancies 
Clinical Research Unit, Hospital 12 de Octubre Universidad Complutense, CNIO, CIBERONC, 
Madrid, Spain; 16Spanish National Cancer Research Center (CNIO), Madrid, Spain; 
17Hematology, Department of Translational and Precision Medicine, Sapienza University of 
Rome, Rome, Italy; 18Singapore General Hospital, Duke-NUS Medical School, Singapore, 
Singapore; 19Novartis Pharma AG, Basel, Switzerland; 20Novartis Healthcare Pvt. Ltd., 
Salarpuria-Sattva Knowledge City, Hyderabad, India; 21HEMORIO, State Institute of Hematology 
Arthur de Siqueira Cavalcanti, Rio de Janeiro, Brazil

Andreas Hochhaus     Andreas.Hochhaus@med.uni-jena.de

Poster PS1593

KEY FINDINGS & CONCLUSIONS
• Asciminib at both 40 mg BID and 80 mg QD doses is highly 

efficacious and shows favorable safety and tolerability 
profiles in patients with CML-CP previously treated with ≥2 
TKIs

• The safety profile of asciminib at 80 mg QD was similar to 
that of 40 mg BID, with no new or unexpected safety signals 
observed. Treatment discontinuation due to AEs was 
infrequent 

• Patients in the exploratory cohort, who had discontinued 
previous TKIs due to intolerance, were able to maintain or 
deepen responses on asciminib regardless of dosing 
schedule

• The more convenient 80 mg QD regimen may enhance 
treatment adherence and ultimately improve patient 
outcomes 

• These findings strengthen those of the ASCEMBL study,6,7 
supporting asciminib as a standard of care for patients with 
CML-CP pretreated with ≥2 TKIs.

This study is sponsored by Novartis Pharma AG.
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METHODS
• ASC4OPT is an international, multi-center, non-comparative phase 3b study in adults with 

CML-CP not harboring the T315I mutation and previously treated with ≥2 TKIs (i.e., imatinib, 
nilotinib, dasatinib, bosutinib, radotinib, or ponatinib) (Figure 1)

• Eligible patients were in treatment failure or warning categories according to ELN 2020 criteria,5 
or intolerant to their most recent TKI and not in MMR at baseline (main cohort). An exploratory 
cohort of patients intolerant to their most recent TKI and in MMR at baseline was also enrolled 
and analyzed separately 

• Patients were randomized 1:1 to receive asciminib 40 mg BID or 80 mg QD under fasting conditions
• The primary endpoint was MMR rate at week 48 in patients not in MMR at baseline (main cohort); 

MMR rates for patients already in MMR at baseline (exploratory cohort) were analyzed separately
• As the study was not powered to assess differences between arms, the Propensity Scores 

Weighting method was used to compare the difference in MMR rate between the different dosing 
regimens in ASC4OPT

RESULTS
Patients
• At data cutoff (12 March 2024; median follow-up, 17.5 months), 136/169 patients (80.5%) in the 

main cohort remained on treatment (Figure 2)
• Among patients already in MMR at baseline (40 mg BID, n=14; 80 mg QD, n=16), 3/30 patients 

had discontinued treatment (AEs, n=2; patient decision, n=1), all in the 80 mg QD arm 
• Patient demographics and baseline characteristics for both cohorts are presented in Table 1

Efficacy
• For patients in the main cohort, MMR rates are shown in Table 2 and cumulative incidence of 

MMR in Figure 3. Four patients in this cohort had the T315I mutation detected after enrollment 
and were excluded from efficacy analyses 
o A propensity score weighting analysis found no significant differences in MMR rates between 

the two dosing schedules among patients in the main cohort (p=0.763)
• In the exploratory cohort, most patients maintained MMR at 48 weeks (Table 2). Two patients in 

this cohort (both in the 80 mg QD arm) discontinued asciminib before week 48 due to AEs and 
were considered non-responders 
o Among these patients, 3/14 (21.4%) patients on 40 mg BID were in MR4 at baseline and 7/14 

(50.0%) at week 48; the corresponding numbers for patients on 80 mg QD were 5/16 (31.3%) 
and 8/16 (50.0%), respectively

PROs
• MDASI-CML Symptom and Interference Total scores decreased quickly for patients in the main 

cohort at Weeks 4 to 12, denoting improvement in patients’ symptoms and reduced interference 
with their daily life activities; scores then stabilized before decreasing again towards week 96 of 
the study

• Similar results were observed for patients in the exploratory cohort, although the reduction in 
scores appeared larger

Safety
• An overview of AEs reported in the main and exploratory cohorts is shown in Table 3

o In the main cohort, the most frequent any-grade AEs were thrombocytopenia (15.5%), 
arthralgia (13.7%), COVID-19 (11.9%), and pruritus (10.1%)

o In the exploratory cohort, the most common any-grade AEs were pruritus (26.7%), arthralgia 
(23.3%), myalgia, COVID-19, and headache (20.0% each)

• One on-treatment death was reported (main cohort patient on 80 mg QD, due to cerebrovascular 
accident), which was not suspected by investigators to be related to study drug

Table 1. Patient demographics and disease characteristics

Acknowledgements
The authors would like to thank all patients and investigators in the 
study. Editorial assistance was provided by Vanesa Martinez Lopez, 
PhD, of Novartis Ireland Ltd., and was funded by Novartis 
Pharmaceuticals Corporation in accordance with Good Publication 
Practice (GPP 2022) guidelines (https://www.ismpp.org/gpp-2022).

References
1. Scemblix [prescribing information]. East Hanover, NJ: Novartis Pharmaceuticals Corp; 2021. 
2. Scemblix [Summary of Product Characteristics] 2022. 
3. Swiss Public Assessment Report, Scemblix (asciminib). Available at: https://www. 

swissmedic.ch/dam/swissmedic/en/dokumente/zulassung/swisspar/68441-scemblix-20220808.pdf.download.pdf/ 
SwissPAR_Scemblix_final.pdf. Accessed April 16, 2025. 

aBased on ELN 2020 recommendations. bIn addition, there must not be any grade 3 or 4 toxicity while on therapy, or persistent grade 2 toxicity, possibly related to 
asciminib and unresponsive to optimal management.

Table 2. MMR rates over time

Figure 1. ASC4OPT study design

Main cohort Exploratory cohort

Asciminib
40 mg BID

n=85

Asciminib
80 mg QD

n=84

All patients
N=169

Asciminib 
40 mg BID

n=14

Asciminib
80 mg QD

n=16

All 
patients

N=30

Median age, 
years 
(range)

54.0 
(24‒86)

56.0 
(18‒84)

55.0 
(18‒86)

56.5 
(37‒81)

63.0 
(32‒77)

59.0 
(32‒81)

Male, n (%) 48 (56.5) 57 (67.9) 105 (62.1) 8 (57.1) 10 (62.5) 18 (60.0)

Median time 
since initial 
diagnosis of 
CML, years 
(range)

3.8 
(0.2‒29.6)

3.7 
(0.6‒28.1)

3.7 
(0.2‒29.6)

4.4 
(1.7‒21.2)

5.2 
(1.3‒18.0)

4.5 
(1.3‒21.2)

Number of lines of prior TKI therapy, n (%)

2 45 (52.9) 39 (46.4) 84 (49.7) 6 (42.9) 8 (50.0) 14 (46.7)

3 23 (27.1) 27 (32.1) 50 (29.6) 3 (21.4) 3 (18.8) 6 (20.0)

4 9 (10.6) 17 (20.2) 26 (15.4) 3 (21.4) 3 (18.8) 6 (20.0)

≥5 7 (8.2) 1 (1.2) 8 (4.7) 2 (14.3) 2 (12.5) 4 (13.3)

Cytogenetic response, n (%)

CCyR 27 (31.8) 29 (34.5) 56 (33.1)

PCyR 18 (21.2) 9 (10.7) 27 (16.0)

BCR::ABL1IS 
>10%, n (%) 36 (42.4) 31 (36.9) 67 (39.6)

Figure 2. Patient disposition

Figure 3. Cumulative incidence of MMR

Main Cohort: Patients not in MMR at baseline
Asciminib 40 mg BID

N=83
Asciminib 80 mg QD

N=82
All patients

N=165

n (%) 95% CI n (%) 95% CI n (%) 95% CI

Week 48 36 (43.4) (32.53, 
54.71) 29 (35.4) (25.12, 

46.70) 65 (39.4) (31.89, 
47.29)

Exploratory Cohort: Patients in MMR at baseline

Asciminib 40 mg BID
N=14

Asciminib 80 mg QD
N=16

All patients
N=30

n (%) 95% CI n (%) 95% CI n (%) 95% CI

Week 48a 14 (100) (76.84, 100.0) 14 (87.5) (61.65, 98.45) 28 (93.3) (77.93, 
99.18)

Pearson-Clopper 95% 2-sided CI for response rate. a Before week 12, two patients in the 80 mg QD arm discontinued from the study 
due to AEs and were considered as non-responders. Patients without RT-qPCR assessment at a time point are considered as non-
responders at that time point.

Table 3. Overview of AEs

A patient with multiple severity grades for an AE is only counted under the maximum grade. AEs occurring during treatment or 
within 30 days of last study medication are summarized. MedDRA version 26.1, CTCAE version 5.0. 

Abbreviations
3L+, third line or later; AE, adverse event; BID, twice daily; CCyR, complete 
cytogenetic response; CML, chronic myeloid leukemia; COVID-19, coronavirus 
disease of 2019; CP, chronic phase; ELN, European LeukemiaNet; IS, international 
scale; MMR, major molecular response (BCR::ABL1IS ≤0.1%); PCyR, partial 
cytogenetic response; PK, pharmacokinetics; QD, once daily; RT-qPCR, real-time 
quantitative polymerase chain reaction; TKI, tyrosine kinase inhibitor.

Main Cohort: Patients not in MMR at baseline

n (%)

Asciminib 
40 mg BID

N=84

Asciminib 
80 mg QD

N=84

All patients
N=164

All 
grades Grade ≥3 All 

grades Grade ≥3 All 
grades Grade ≥3

Adverse events 76 (90.5) 21 (25.0) 74 (88.1) 29 (34.5) 150 (89.3) 50 (29.8)

Treatment-related 46 (54.8) 13 (15.5) 53 (63.1) 16 (19.0) 99 (58.9) 29 (17.3)

AEs leading to 
discontinuation 6 (7.1) 3 (3.6) 4 (4.8) 3 (3.6) 10 (6.0) 6 (3.6)

Treatment-related 4 (4.8) 2 (2.4) 3 (3.6) 2 (2.4) 7 (4.2) 4 (2.4)

AEs leading to dose 
adjustment/interruption 25 (29.8) 17 (20.2) 26 (31.0) 21 (25.0) 51 (30.4) 38 (22.6)

Exploratory Cohort: Patients in MMR at baseline

n (%)

Asciminib 
40 mg BID

N=14

Asciminib 
80 mg QD

N=16

All patients
N=30

All 
grades

Grade 
≥3

All 
grades 

Grade 
≥3

All 
grades Grade ≥3

Adverse events 13 (92.9) 6 (42.9) 16 (100) 6 (37.5) 29 (96.7) 12 (40.0)

Treatment-related 7 (50.0) 4 (28.6) 12 (75.0) 3 (18.8) 19 (63.3) 7 (23.3)

AEs leading to 
discontinuation 0 0 2 (12.5) 2 (12.5) 2 (6.7) 2 (6.7)

Treatment-related 0 0 2 (12.5) 2 (12.5) 2 (6.7) 2 (6.7)

AEs leading to dose 
adjustment/interruption 5 (35.7) 4 (28.6) 4 (25.0) 2 (12.5) 9 (30.0) 6 (20.0)

INTRODUCTION
• Asciminib is approved worldwide for adult patients with CML-CP 

previously treated with ≥2 TKIs at a total dose of 80 mg daily1-3

• Clinical and PK studies have shown that BID and QD asciminib 
regimens had similar and substantial efficacy in patients with 
CML-CP without the T315I mutation4

• Asciminib is given under fasting conditions: therefore, a QD 
schedule may improve quality of life and increase treatment 
adherence, potentially resulting in better outcomes4

• The ASC4OPT study (NCT04948333) aims to optimize asciminib 
usage in 3L+ CML-CP by investigating a BID and a QD dosing 
schedule, re-evaluating efficacy in an expanded population 
(compared to previous 3L+ studies), and exploring outcomes for 
patients already in MMR at study entry 

An exploratory group of patients intolerant to their most recent TKI and in MMR at baseline was also enrolled (N=30); 
these patients were not included in the primary endpoint analysis

Patients with CML-CP 
treated with ≥2 prior 
TKIs, in warning or 

failurea (ELN 2020)5 or 
intolerant and not in 

MMR at baseline 
(N=169)

Asciminib 80 
mg daily 

randomized 1:1 
to 40 mg BID or 

80 mg QD

Primary 
endpoint: MMR 
rate at week 48

If no MMR at week 48 or loss 
of MMR after week 48 up to 
108, escalation of asciminib 

dose to 200 mg QD per 
investigator decisionb

If MMR at week 48, continue 
asciminib as per allocation at 

study entry
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4 weeks

Randomized
N=169

Asciminib 80 mg QD
n=84

Asciminib 40 mg BID
n=85

Asciminib 80 mg QD
n=84

Asciminib 40 mg BID
n=84

Treatment ongoing
n=68 (81.0%)

Treatment ongoing
n=68 (80.0%)

1 patient not treated

Discontinued treatment (n=16, 19.0%)
   Adverse event (4)
   Unsatisfactory therapeutic effect (3)
   Progressive disease (5)
   Physician decision (2)
   Baseline T315I mutation detected
   after enrolment (2)

Discontinued treatment (n=16, 18.8%)
   Adverse event (6)
   Unsatisfactory therapeutic effect (4)
   Progressive disease (1)
   Physician decision (2)
   Patient decision (1)
   Baseline T315I mutation detected after
   enrolment (2)  

0 5 9 10 15 27 27 27 27 27 27

0 2 5 7 18 33 33 33 33 33 33
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