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Pharmacology/Usage:  Asciminib, the active ingredient of Scemblix®, is a kinase inhibitor. It is an ABL/BCR-ABL1 
tyrosine kinase inhibitor. Asciminib inhibits the ABL1 kinase activity of the BCR-ABL1 fusion protein, by binding to 
the ABL myristoyl pocket.  

Indication:  For the treatment of adult patients with: 

• Philadelphia chromosome-positive chronic myeloid leukemia (Ph+ CML) in chronic phase (CP), previously 
treated with two or more tyrosine kinase inhibitors (TKIs). 

This indication is approved under accelerated approval based on major molecular response (MMR). Continued 
approval for this indication may be contingent upon verification and description of clinical benefit in a confirmatory 
trial(s). 

• Ph+ CML in CP with the T315I mutation. 

There is no pregnancy category for this medication; however, the risk summary indicates that based on findings 
from animal studies and the mechanism of action, Scemblix® can cause embryo-fetal harm when administered to a 
pregnant woman. There are no available data on use in pregnant women to assess a drug associated risk. Advise 
pregnant women and females of reproductive potential of the potential risk to a fetus. Verify the pregnancy status 
of females of reproductive potential prior to starting treatment with Scemblix®. Females of reproductive potential 
should use effective contraception during treatment with Scemblix® and for 1 week after the last dose. The safety 
and efficacy of use in the pediatric population have not been established. 

Dosage Form:  Film-Coated Tablets: 20mg, 40mg. Swallow tablets whole; do not break, crush, or chew.     

Recommended Dosage:   In patients with Ph+ CML-CP, previously treated with ≥2 TKIs, the recommended dose is 
80mg PO QD at about the same time each day or 40mg BID at about 12-hour intervals. Take without food; avoid 
food consumption for at least 2 hours before and 1 hour after taking Scemblix®. Continue treatment as long as 
clinical benefit is observed or until acceptable toxicity occurs. 

In patients with Ph+ CML-CP with the T315I mutation, the recommended dose is 200mg PO BID at about 12-hour 
intervals. Take without food; avoid food consumption for at least 2 hours before and 1 hour after taking Scemblix®. 

For once daily dosage regimens, if a dose is missed by more than about 12 hours, skip the dose and take the next 
dose as scheduled. For BID dosage regimens, if a dose is missed by more than about 6 hours, skip the dose and take 
the next dose as scheduled. 
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For recommendations on dose modifications for adverse reactions, such as thrombocytopenia and/or neutropenia, 
asymptomatic amylase and/or lipase elevations, or non-hematologic adverse reactions, refer to the prescribing 
information. 

Dose adjustment is not required for patients with mild to severe renal impairment and not requiring dialysis. Dose 
adjustment is not required with hepatic impairment. 

Drug Interactions:   Asciminib is a CYP3A4 substrate. Concomitant use of Scemblix® with a strong CYP3A4 inhibitor 
increases the Cmax and AUC of asciminib. Closely monitor for adverse reactions in patients treated with Scemblix® 
at 200mg BID with concomitant use of strong CYP3A4 inhibitors. 

Concomitant use of Scemblix® with itraconazole oral solution containing hydroxypropyl-β-cyclodextrin decreases 
asciminib Cmax and AUC, which may reduce Scemblix® efficacy. Avoid coadministration of Scemblix® at all 
recommended doses with itraconazole oral solution containing hydroxypropyl-β-cyclodextrin. 

Asciminib is a CYP3A4 inhibitor. Concomitant use of Scemblix® increases the Cmax and AUC of CYP3A4 substrates, 
which may increase the risk of adverse reactions of these substrates. Closely monitor for adverse reactions in 
patients treated with Scemblix® at 80mg total daily dose with concomitant use of certain CYP3A4 substrates, where 
minimal concentration changes may lead to serious adverse reactions. Avoid coadministration of Scemblix® at 
200mg BID with certain CYP3A4 substrates, where minimal concentration changes may lead to serious adverse 
reactions. 

Asciminib is a CYP2C9 inhibitor. Concomitant use of Scemblix® increases the Cmax and AUC of CYP2C9 substrates, 
which may increase the risk of adverse reactions of these substrates. Avoid the coadministration of Scemblix® at 
80mg total daily dose with certain CYP2C9 substrates, where minimal concentration changes may lead to serious 
adverse reactions. If coadministration is unavoidable, reduce the CYP2C9 substrate dosage per its prescribing 
information. Avoid coadministration of Scemblix® at 200mg BID with sensitive CYP2C9 substrates and certain 
CYP2C9 substrates, where minimal concentration changes may lead to serious adverse reactions. If coadministration 
is unavoidable, consider alternative therapy with non-CYP2C9 substrate. 

Asciminib is a P-gp inhibitor. Concomitant use of Scemblix® increases the plasma concentrations of P-gp substrates, 
which may increase the risk of adverse reactions of these substrates. Closely monitor for adverse reactions in 
patients treated with Scemblix® at all recommended doses with concomitant use of P-gp substrates, where minimal 
concentration changes may lead to serious toxicities. 

Box Warning:  There is no box warning listed with this product. 

Common Adverse Drug Reactions:  Listed % incidence for adverse drug reactions= reported % incidence for drug 
(Scemblix®) minus reported % incidence for bosutinib for all grades in patients with Ph+ CML-CP, previously treated 
with ≥2 TKIs. Please note that an incidence of 0% means the incidence was the same as or less than comparator. The 
most frequently reported adverse events included upper respiratory tract infection (14%), musculoskeletal pain 
(6%), arthralgia (8.1%), headache (4%), fatigue (6%), rash (0%), hypertension (8%), diarrhea (0%), nausea (0%), and 
abdominal pain (0%). Laboratory abnormalities included decreased platelet count (10%), decreased neutrophil 
count (6%), decreased hemoglobin (0%), decreased lymphocyte count  (0%), increased triglycerides  (15%), 
increased creatine kinase (5%), increased alanine aminotransferase (ALT) (0%), increased aspartate 
aminotransferase (AST) (0%), increased uric acid (2%), decreased phosphate (0%), increased lipase (0%), decreased 
calcium corrected  (0%), increased creatinine (0%), increased amylase (0%), increased bilirubin  (7.8%), increased  
cholesterol  (3%), and decreased potassium  (1%).  

Thrombocytopenia, neutropenia, and anemia have occurred in patients receiving Scemblix®. Perform complete 
blood counts every 2 weeks for the first 3 months of treatment and monthly thereafter or as clinically indicated. 
Monitor patients for signs and symptoms of myelosuppression. Based on the severity of thrombocytopenia and/or 
neutropenia, reduce dose, temporarily withhold, or permanently discontinue Scemblix®. 
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Pancreatitis occurred in patients receiving Scemblix® (2.5%), with grade 3 pancreatitis occurring 4 patients (1.1%). 
All cases of pancreatitis occurred in the Phase 1 study. Assess serum lipase and amylase levels monthly during 
treatment with Scemblix®, or as clinically indicated. Monitor patients for signs and symptoms of pancreatic toxicity. 
Perform more frequent monitoring in patients with a history of pancreatitis. If lipase and amylase elevations are 
accompanied by abdominal symptoms, temporarily withhold Scemblix® and consider appropriate diagnostic tests 
to exclude pancreatitis. Based on the severity of lipase and amylase elevation, reduce dose, temporarily withhold, 
or permanently discontinue Scemblix®.   

Hypertension occurred in 19% of patients receiving Scemblix®, with Grade 3 or 4 hypertension reported in 31 (9%) 
and 1 (0.3%) patients, respectively. Monitor and manage hypertension using standard antihypertensive therapy 
during treatment with Scemblix® as clinically indicated; for Grade 3 or higher hypertension temporarily withhold, 
reduce dose, or permanently discontinue Scemblix® depending on persistence of hypertension. 

Hypersensitivity occurred in patients receiving Scemblix®. Monitor patients for signs and symptoms of 
hypersensitivity and start appropriate treatment as clinically indicated; for Grade 3 or higher hypersensitivity 
temporarily withhold, reduce dose, or permanently discontinue Scemblix® per persistence of hypersensitivity. 

Cardiovascular toxicity (including ischemic cardiac and CNS conditions, arterial thrombotic and embolic conditions) 
and cardiac failure occurred in patients receiving Scemblix®. Arrhythmia, including QTc prolongation, occurred in 7% 
of patients receiving Scemblix®. Monitor patients with history of cardiovascular risk factors for cardiovascular signs 
and symptoms. Start appropriate treatment as clinically indicated; for Grade 3 or higher cardiovascular toxicity 
temporarily withhold, reduce dose, or permanently discontinue Scemblix® depending on persistence of 
cardiovascular toxicity. 

Contraindications:  There are no contraindications listed with this product. 

Manufacturer:  Novartis Pharmaceuticals Corp. 

Analysis:    The efficacy of Scemblix® in the treatment of patients with Ph+ CML in chronic phase previously treated 
with 2 or more TKIs was assessed in a multicenter, randomized, active-controlled, and open-label study (ASCEMBL). 
In this study, patients (N=233) were randomized to receive either Scemblix® 40mg BID or bosutinib 500mg QD and 
patients continued treatment until unacceptable toxicity or treatment failure occurred. Patients in this trial had a 
median age of 52 years (range 19 to 83), while 52% were female and 75% were white. Of the patients, 19% were 65 
years or older while 2.6% were 75 years or older. In addition, 81% had Eastern Cooperative Oncology Group (ECOG) 
performance status 0 and 18% had ECOG performance status 1. Patients who had previously received 2, 3, 4, or 5 
or more prior lines of TKIs were 48%, 31%, 15%, and 6%, respectively. The median duration of treatment was 67 
weeks for patients receiving Scemblix® and 30 weeks for patients receiving bosutinib. 

Major molecular response (MMR) and complete cytogenetic response (CCyR) were assessed. These main efficacy 
outcomes from this study are presented in the table below, which was adapted from the prescribing information. 

 Scemblix® 40mg BID Bosutinib 500mg QD  Difference p-value 

MMR rate, %  
at 24 weeks 

N=157 
25% 

N=76 
13% 

12%1 0.0292 

CCyR rate, % 
At 24 weeks 

N=103 
41% 

N=62 
24% 

17%  

      1 Estimated using a common risk difference stratified by baseline major cytogenetic response status   
      2 Estimated using a Cochrane-Mantel-Haenszel two-sided test stratified by baseline major cytogenetic response status 
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The MMR rate at 48 weeks was 29% in patients receiving Scemblix® and 13% in patients receiving bosutinib. With a 
median duration of follow-up of 20 months (range: 1 day to 36 months), the median duration of response had not 
yet been reached for patients with MMR at any time. 

The efficacy of Scemblix® in the treatment of patients with Ph+ CML-CP with the T315I mutation was assessed in a 
multicenter, open-label study. Efficacy was based on 45 patients with Ph+ CML-CP with the T315I mutation who 
received Scemblix® at a dose of 200mg BID. Treatment was continued until unacceptable toxicity or treatment 
failure. Of the included patients, the median age was 54 years, while 80% were male and 47% were white. Of the 
patients, 31% were 65 years or older while 9% were 75 years or older. In addition, 73% had an ECOG performance 
status of 0 and 27% had an ECOG performance status of 1. Patients who had previously received 1, 2, 3, 4, and 5 or 
more TKIs were 18%, 31%, 36%, 13%, and 2.2%, respectively. MMR was achieved by 24 weeks in 42% of the 45 
patients treated with Scemblix®. MMR was achieved by 96 weeks in 49% of the 45 patients treated with Scemblix®. 
The median duration of treatment was 108 weeks. 

Place in Therapy:  Scemblix® is an oral kinase inhibitor indicated for the treatment of adult patients with Philadelphia 
chromosome-positive chronic myeloid leukemia (Ph+ CML) in chronic phase (CP), previously treated with 2 or more 
tyrosine kinase inhibitors. This indication is approved under accelerated approval based on major molecular 
response (MMR). Continued approval for this indication may be contingent upon verification and description of 
clinical benefit in a confirmatory trial(s). Scemblix® is also indicated for the treatment of adult patients with Ph+ CML 
in CP with the T315I mutation. The efficacy of Scemblix® for the treatment of Ph+ CML-CP in patients previously 
treated with 2 or more TKIs was assessed in an active-controlled (bosutinib 500mg), open-label study. The MMR 
rate was significantly greater with Scemblix® as compared with bosutinib (NNT calculated by CHC 9). In a small, open-
label study that included patients with Ph+ CML-CP with the T315I mutation, the MMR was achieved by 24 weeks 
in 42% of the 45 patients treated with Scemblix® and was achieved by 96 weeks in 49% of the 45 patients treated 
with Scemblix®. 

It is recommended that Scemblix® should be non-recommended in order to confirm the appropriate diagnosis and 
clinical parameters for use.  

PDL Placement:        Recommended 
    Non-Recommended with Conditions 
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