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•	 ASC4KIDS is a phase 1b/2 multicenter, open-label, single-arm study to determine the appropriate dose 
of asciminib (pediatric formulation) in pediatric patients aged ≥1 to <18 years with Ph+ CML-CP, who are 
resistant to or intolerant of ≥1 prior TKI (Figures 3a and 3b) 

•	 In the adult formulation group, adolescent patients, weighing ≥40kg, will receive asciminib 40 mg BID 
under fasting conditions and can switch to the pediatric formulation once part 1 is complete

•	 In the pediatric formulation group, patients will receive body weight–adjusted pediatric asciminib BID  
(in parts 1 and 2) or QD (in part 3) doses with food

	– In part 1 (dose determination), 4–6 participants will be enrolled to determine the dose of asciminib 
comparable to adults taking asciminib 40 mg BID under fasting conditions. The initial starting dose will 
be based on body weight and administered BID with food

	– In part 2 (cohort-expansion BID), 20 participants will be enrolled including participants from part 1. 
Participants will receive the dose determined in part 1 BID

	– In part 3 (cohort-expansion QD), 10 patients will be enrolled to receive the same total daily asciminib 
dose as in part 2 but given QD

Figure 3a. ASC4KIDS study design
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a Patients must weigh ≥40 kg; b At least 15 participants will be enrolled in each pediatric formulation age group, for a total of at least 30 patients; c Part 1 may be conducted multiple times to refine dose by exposure.

Figure 3b. Decision tree for parts 1, 2, and 3
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a ≤6 patients, depending on the variability of the PK parameters; b Permitted safety does not warrant any dose adjustments; c In part 2 and part 3 the same total daily dose will be administered but may be adjusted 
depending on the results of Interim PK and Safety Analysis 2.
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Introduction
•	 TKIs that inhibit BCR::ABL1 are the standard of care for adult and pediatric patients with CML-CP1-3 

	– 6 TKIs are approved in Europe for adults: imatinib, dasatinib, nilotinib, bosutinib, ponatinib,  
and asciminib4-6

	– 3 TKIs are approved in Europe for pediatric patients: imatinib, dasatinib, and nilotinib7-9

•	 CML accounts for 2% to 3% of leukemias in children <15 years old and 9% in adolescents aged  
15 to 19 years old1

•	 Growth retardation in the pediatric population has been reported with imatinib, dasatinib, and nilotinib10-12  

•	 The longer life expectancy of pediatric patients likely necessitates longer exposure to TKIs, which can 
increase the risk of morbidities and decrease quality of life1,2,10

•	 Here, we present the ongoing ASC4KIDS phase 1b/2 trial (NCT04925479) evaluating the PK and safety 
profile of asciminib in pediatric patients to identify a safe pediatric formulation dose
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•	 Asciminib is approved in the following countries/regions:
	– In the US, for the treatment of adults with Ph+ CML-CP previously treated with ≥2 TKIs (at 40 mg  

BID or 80 mg QD), as well as those with Ph+ CML-CP and the T315I mutation (at 200 mg BID)13

	– In the EU, for the treatment of adults with Ph+ CML-CP previously treated with ≥2 TKIs (at 40 mg BID)5,14

	– In other countries including the United Kingdom and Switzerland (see local prescribing information for 
specific indications)5,15

Novel mechanism of action
•	 Asciminib is a potent and specific allosteric inhibitor of BCR::ABL1 that works by Specifically Targeting the 

ABL Myristoyl Pocket (STAMP) (Figure 1)16-18 
	– Asciminib’s specificity is intended to avoid off-target effects from inhibition of other kinases, potentially 

leading to reduced toxicity
	– Targeting this novel site may help overcome resistance to approved TKIs

Figure 1. Asciminib Specifically Targets the ABL Myristoyl Pocket (STAMP)
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Native ABL1 is tightly regulated by the 
interaction of its N-terminus with the

myristoyl pocket, which helps regulate 
and control cell proliferation in the 

bone marrow16,19-21

In the BCR::ABL1 fusion protein, the ABL1 
N-terminal region is replaced with BCR, and this

loss results in a constitutively open/active 
conformation leading to uncontrolled 

proliferation of immature abnormal blood cells20,21

Unlike ATP-competitive TKIs, by Specifically 
Targeting the ABL Myristoyl Pocket (STAMP), 

asciminib restores inhibition of BCR::ABL1 
preventing unregulated cell proliferation22 

Asciminib efficacy and safety in adults with CML-CP after ≥2 prior TKIs
•	 In the phase 3 ASCEMBL study, asciminib 40 mg BID demonstrated significantly superior efficacy and 

better safety and tolerability compared to bosutinib 500 mg QD in adults with CML-CP after ≥2 prior TKIs 
(Figure 2)23,24

•	 Asciminib was administered in the fasted state (defined as without food for 2 h before and 1 h after  
taking asciminib)13

Figure 2. Efficacy and safety results from the phase 3 ASCEMBL study23,24
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a The treatment difference after adjusting for baseline MCyR status was 12.24% (95% CI, 2.19%-22.30%; 2-sided P=.029) at week 24 and 21.74% (95% CI, 10.53%-32.95%; 2-sided P=.001) at week 96;  
b 1 patient developed cytopenia after randomization and was not treated per investigator’s decision.

•	 Study objectives and endpoints are summarized in Figure 4
•	 Key eligibility criteria are summarized in Table 1

Figure 4. Study objectives and endpoints

Primary objective
• 

1

2 Secondary objectives
•  To assess pharmacodynamic markers of
 asciminib's anti-leukemic activity
• To assess acceptability and palatability of the
 pediatric formulation
• To assess the safety and tolerability 
 of asciminib, including long-term safety

Endpoints to achieve this goal
• Primary PK parameters of asciminib

– AUClast and AUCtau

• Secondary PK parameters of asciminib
– Cmax, Tmax, and Ctrough

Hematologic and molecular responses

To characterize the PK profile of asciminib in 
pediatric patients, with the goal of identifying 
the pediatric formulation dose (in a fed state) 
that leads to asciminib exposure comparable 
to 40 mg BID in adult patients (in a fasted state)

       Number, seriousness, severity, and causality assessments 
       of TEAEs and other safety data as considered appropriate, 
       including growth and sexual maturation assessments

Questionnaire on acceptability and palatability after the first dose 
and after 4 and 52 weeks

 Endpoints to achieve this goal

Table 1. Overview of eligibility criteria

Key inclusion criteria Key exclusion criteria

•	Pediatric formulation group: ≥1 and <18 years of age
•	Adult formulation group: ≥14 and <18 years of age and  

body weight of ≥40 kg at study entry
•	Known presence of the T315I mutation prior to study entry

•	Prior treatment with ≥1 TKI •	Known second CML-CP after previous progression to AP/BC

•	Treatment failure (adapted from the 2020 ELN guidelines)  
or intolerance of the most recent TKI therapy at the time  
of screening4

•	Previous or planned intention to undergo hematopoietic 
stem cell transplantation

•	Evidence of typical BCR::ABL1 transcripts at screening •	Cardiac or cardiac repolarization abnormality

•	Performance status at screening: 
	– Karnofsky ≥50% for patients ≥16 years of age
	– Lansky ≥50 for patients <16 years of age

•	History of acute pancreatitis within 1 year of study entry or 
medical history of chronic pancreatitis

•	Impaired GI function or GI disease that may significantly 
alter the absorption of study drugThe ongoing ASC4KIDS study will support the development of asciminib for 

pediatric patients (≥1 to <18 years old) with Ph+ CML-CP (without T315I) and 
resistant to or intolerant of ≥1 prior TKI 

The PK profile of asciminib in pediatric patients will be characterized with  
the goal of identifying the pediatric formulation dose in a fed state that  
leads to asciminib exposure comparable to 40 mg BID in adult patients  
(in a fasted state)

The results of this study will be used to support extrapolation of asciminib  
data from adults to the pediatric setting

Asciminib, the first BCR::ABL1 inhibitor to work by Specifically Targeting the 
ABL Myristoyl Pocket (STAMP), has the potential to overcome resistance to 
TKIs and minimize AEs as a prospective new treatment option for pediatric 
patients with CML-CP
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Asciminib overview Study design and methods

Current status
•	 Enrollment into ASC4KIDS is ongoing for parts 1-3
•	 As of 22 May 2023, 4 and 6 patients, respectively, have been enrolled in the adult and part 1-pediatric 

formulation groups
•	 The estimated primary completion date is September 14, 2026, and the estimated study completion date is 

October 4, 2030
•	 30 study sites in the 14 countries shown in Figure 5 are participating

Figure 5. Participating countries
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