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Drug name: asciminib (Scemblix)

Date of approval: October 29, 2021

Initial indication:  
a. Accelerated approval in 
adult patients with Philadelphia 
chromosome–positive chronic 
myeloid leukemia (CML) in chronic 
phase (CP) that has previously 
been treated with 2 or more 
tyrosine kinase inhibitors (TKIs) 

b. Approval in adult patients 
with Philadelphia chromosome–
positive CML in CP harboring 
T315I mutations1

Dosage and administration:  
80 mg orally once daily or  
40 mg twice daily orally for those 
with Philadelphia chromosome–
positive CML in CP; and 200 mg 
orally twice daily for those with 
T315I mutations. Must avoid food 
2 hours before and 1 hour after 
treatment and tablets must be 
swallowed whole. 

How supplied: orally 

Pivotal clinical trial: phase 3 
ASCEMBL trial (NCT03106779) 
and phase 1 CABL001X2101 trial 
(NCT02081378)2,3

EXPERT COMMENTARY ON THE PRODUCT PROFILE OF

Asciminib

CML, chronic myeloid leukemia; CP, chronic phase; MMR, major molecular response; TKI, 
tyrosine kinase inhibitor. 

Design of the Pivotal ASCEMBL Trial 

ELIGIBLE PATIENTS
• Adults with CML in CP

• Presence of the following 
laboratory values: <15% 
blasts in peripheral blood 
and bone marrow, <30% 
blasts plus promyelocytes 
in peripheral blood and 
marrow, <20% basophils 
in the peripheral blood, 
platelets ! 50 ! 109/L

• Transient prior therapy-
related thrombocytopenia 
is acceptable

• No extramedullary 
leukemic involvement

• BRC-ABL ratio >0.1%

• Prior treatment with  
2 ATP-binding site TKIs 

• Failure or intolerance to 
TKI therapy

Oral asciminib 
as 40-mg 

tablets twice 
daily 

PRIMARY  
END POINT
Rate of MMR  
at 24 weeks

SECONDARY  
END POINTS

Complete cytogenic 
response rate, time to 

MMR, duration of MMR 

Oral bosutinib 
as 500-mg 

tablets once 
daily 

Design of the Pivotal CABL001X2101 
Trial for Patients With CML

ELIGIBLE PATIENTS
• Adult patients  
with Ph+ AML in 
CP or AP after 2 
prior TKIs or CML 
in CP/AP with 
mutant T315I  
after 1 prior TKI

Oral asciminib 
as 200-mg 

tablets twice 
daily 

PRIMARY  
END POINT

Incidence of dose- 
limiting toxicities

SECONDARY  
END POINTS

Hematologic response, 
cytogenic response, 

and BCR-ABL  
transcript level 

AP, accelerated phase; CML, chronic myeloid leukemia; CP, chronic phase; Ph, Philadelphia 
chromosome; TKI, tyrosine kinase inhibitor. 
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Q:!What is the mechanism of 
action of asciminib?

TRAVERS: TKIs are effective drugs for 
the treatment of CML. In general, they 
work by inhibiting the transphosphor-
ylation of BCR-ABL oncoproteins by 
binding to the ATP [adenosine triphos-
phate] binding site of the protein kinas-
es, [which help to] prevent the protein 
fusion that causes CML. Resistance to 
TKIs is driven by point mutations in the 
ABL kinase domain. 

Asciminib has a unique mechanism 
of action and is a !rst-in-class STAMP 
inhibitor. STAMP stands for Speci!cal-
ly Targeting the ABL Myristoyl Pocket. 
[Asciminib] is able to potently inhibit 
ABL kinase activity on that BCR-ABL 
fusion protein by allosterically 
binding to the ABL myristoyl 
pocket. It doesn’t compete with 
ATP and binds to a completely 
different pocket on that BCR-
ABL, which gives it a few ad-
vantages over other TKIs. It’s 
less susceptible to mutations 
that drive resistance to TKIs. 
It also has less toxicity because 
it’s not targeting other kinas-
es. In clinical trials, asciminib demon-
strated activity against both wild-type 
BCR-ABL and several mutant forms, 
including T315I, and it even [showed] 
activity in heavily pretreated patients.

Q:!What are the biggest 
concerns with the toxicity 

profile of asciminib? Have any new 
safety concerns become more 
apparent in the real-world setting?
TRAVERS: Asciminib appears to be well 

tolerated, especially compared with 
other TKIs. Between the 2 major trials 
that led to the FDA approval, the most 
common adverse [effects; AEs] seen 
were upper respiratory tract infections, 
musculoskeletal pain, fatigue, nausea, 
rash, and diarrhea.4 Those occurred 
in more than 20% of patients. They 
also saw some common laboratory 
abnormalities such as decreased blood 
counts, including platelets, neutrophils, 
and hemoglobin. They also saw increas-
es in triglycerides, creatinine kinase, 
liver enzymes, and pancreatic enzymes. 
Asciminib does contain warnings for 
myelosuppression, pancreatic toxicity, 
hypertension, hypersensitivity, and car-
diovascular toxicity. 

It’s important to note that the 
dosing of asciminib does vary 
based on indication. Patients 
who have mutated forms and 
T315I receive higher doses of 
asciminib than those with just 
CP-CML. The toxicity pro!le 
does vary a bit between those 
2 dose levels. 

In the ASCEMBL trial, 
which [included] patients with 

CP-CML who had received multiple 
TKIs—so, patients on an 80-mg total 
daily dose—they saw dose interrup-
tions due to adverse drug reactions in 
38% of patients and permanent dis-
continuation from drug events in 7%. 
Most of those interactions and discon-
tinuation were due to hematologic tox-
icities. They did !nd in that study that 
the number of patients who discontin-
ued treatment due to AEs was 3 times 
lower in the asciminib arm compared 

with the control arm [taking] bosutinib 
[Bosulif], at 7% vs 25%, showing better 
tolerability compared [with some of the 
currently available] TKIs. 

In the phase 1 study [of patients with 
T315I-mutated CML], they saw dose 
interruptions in 31% of patients and 
permanent discontinuations due to 
drug events in 10% of patients. At the 
higher dose, [clinicians saw] slightly 
more discontinuations, and most of 
those were due to increases in pancre-
atic enzymes vs the hematologic toxic-
ity that they see more commonly in the 
lower doses. 

Q:!Are dosing modifications 
common with this agent?

TRAVERS: The package insert does in-
clude those recommendations for 
modi!cations for both !rst and subse-
quent dose reductions. Those speci!c 
recommendations vary, depending on 
the indication and starting dose. The 
package insert does contain dose reduc-
tions for myelosuppression and asymp-
tomatic amylase and lipase elevations. 
In patients in clinical trials on the 80-
mg daily dose, dose reductions of asci-
minib due to AEs [occurred] in 7% of 
patients. Most of those who required 
dose adjustments [had developed] 
thrombocytopenia and neutropenia. 
Patients on the 400-mg daily dose need-
ed dose reductions for AEs [at a rate of 
23%]. Those were for a wider variety 
of reasons; pancreatic enzyme eleva-
tions were the most common at 10%, 
followed by abdominal pain, anemia, 
increased bilirubin, dizziness, fatigue, 
and increased [liver function enzymes]. 
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We see a wider range of toxicity with 
a higher dose requiring dose modi!ca-
tions. In our experience, we have not 
needed [dose modi!cations], yet. 

Q:!What are the major drug 
interactions clinicians 

should be aware of, if any?
TRAVERS: Asciminib itself is a CYP3A4 
[cytochrome P450 3A4] substrate. 
When you’re using it with a strong 
CYP3A4 inhibitor, it will increase your 
asciminib Cmax and AUC [area under the 
curve], increasing the risk of AEs. The 
package insert does recommend that 
patients on the higher 400-mg total dai-
ly dose and a strong CYP3A4 inhibitor 
to be closely monitored for AEs. 

Asciminib is also a CYP3A4 inhibitor, 
so it can increase AEs when given with 
CYP3A4 substrates. Patients on the 80-
mg total daily dose need to be closely 
monitored, but [the manufacturer does] 
recommend avoiding the 400-mg daily 
dose with certain CYP3A4 substrates. 
In addition to impacting CYP3A4, asci-
minib is also a CYP2C9 inhibitor. It’s rec-
ommended to avoid coadministration of 
asciminib with some CYP2C9 substrates, 
and if administration is unavoidable, you 
need to reduce that CYP2C9 substrate 
dosage as recommended in that drugs 
package insert. I also want to mention 
that the AUC and Cmax of asciminib are 
decreased by 62% and 68%, [respective-
ly], when taken with a high-fat meal, so 
it’s important to counsel patients to take 
this medication on an empty stomach.  
You need to avoid food for 2 hours 
before and 1 hour after asciminib  
administration.

Q:!Have any barriers to 
administration or receipt 

by the patient emerged since this 
agent’s approval?
TRAVERS: With asciminib being so new 
and being a specialty medication, 
it does need to be !lled through a  
specialty pharmacy. Luckily, it doesn’t 

appear to be restricted in distribution 
to any speci!c pharmacy unless your 
patient’s insurance dictates they have to 
!ll it somewhere speci!cally. Our spe-
cialty pharmacy has been able to obtain 
asciminib for several patients. They ha-
ven’t run into any issues with insurance 
authorization, and most plans seem to 
be covering it as long as we’re prescrib-
ing within that FDA-approved labeling. 
We’ve been able to easily !ll the drug 
for patients on Medicare, Medicaid, 
and those with private insurance. For 
the small number of patients we per-
sonally had on it, the co-pay seems to be 
reasonable, but that can greatly vary by 
insurance plan. For patients needing ad-
ditional !nancial assistance, Novartis, 
asciminib’s manufacturer, has several 
patient assistance programs available. 
They have the Novartis [Oncology] 
Universal Co-pay Program, and they 
have a 30-day voucher that can help 
eligible patients start therapy quickly. 
They [also] have a Patient Assistance 
support center, which has insurance 
specialists and case managers who 
can help your patients !nd !nancial 
resources that are available for their 
medications.

Q:!Would you like to add 
anything else?

TRAVERS: Asciminib provides us with 
a great novel mechanism for treating 
CML, and it particularly has a niche 
for patients who are unable to tolerate 

the other TKIs due to AEs or patients 
whose CML progressed due to muta-
tions. However, asciminib is only FDA 
approved for CP-CML. I’ve found that 
many of our patients who have failed 
the other 5 commercially available 
TKIs wind up progressing into accel-
erated phase [AP] or blast phase [BP] 
at some point during their treatment. 
Unfortunately, given that asciminib has 
not been signi!cantly studied outside of 
CP-CML, we don’t have any data for 
safety or ef!cacy in AP or BP. Of the  
150 patients with CML in the phase 1 
study, only 9 had AP disease and none 
were included in the phase 3 ASCEMBL 
trial that led to the FDA approval. Until 
studies are done in the AP and BP pop-
ulation, it can be hard to recommend 
asciminib for these patients. It will be 
even more dif!cult to get someone’s in-
surance to pay for an off-label use of 
such a brand-new medication. 
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