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 Comparable Products   Preferred Drug List Status 
Alecensa     Non-Recommended with Conditions     
                               
      
 

Pharmacology/Usage:   Brigatinib, the active ingredient of Alunbrig®, is a tyrosine kinase inhibitor with in vitro 
activity at clinically achievable levels against multiple kinases, including ALK, ROS1, insulin-like growth factor-1 
receptor (IGF-1R), and FLT-3 as well as EGFR deletion and point mutations, among others. Brigitanib also reduced 
tumor burden and prolonged survival in animal studies. 

Indications:   For the treatment of anaplastic lymphoma kinase (ALK)-positive metastatic non-small cell lung cancer 
(NSCLC) who have progressed on or are intolerant to crizotinib. This indication is approved under accelerated 
approval based on tumor response rate and duration of response. Continued approval for this indication may be 
contingent upon verification and description of clinical benefit in a confirmatory trial. 

There is no pregnancy category with this medication; however, the risk summary indicates that based on its 
mechanism of action and findings in animal studies, Alunbrig® can cause fetal harm when administered to a 
pregnant woman. There are no available data on use in pregnant women. Advise pregnant women of the potential 
risk to a fetus. It is recommended for females of reproductive potential to use effective non-hormonal 
contraception during treatment with Alunbrig® and for 4 months after the last dose. The safety and efficacy of use 
in the pediatric population have not been established.  

Dosage Forms:   Film-coated Tablets: 30mg, 90mg   

Recommended Dosage:    Take 90mg PO QD for the first 7 days; if 90mg is tolerated, then increase to 180mg PO 
QD and continue until disease progression or unacceptable toxicity. Refer to the prescribing information for 
recommended dose modifications for adverse reactions, such as interstitial lung disease/pneumonitis, 
hypertension, bradycardia, visual disturbance, creatine phosphokinase elevation, lipase/amylase elevations, 
hyperglycemia, or other. 

Dose adjustments are not required for mild hepatic or mild to moderate renal impairment. The safety of use in 
severe renal impairment or in moderate to severe hepatic impairment has not been studied. 

Drug Interactions:   Concomitant use with itraconazole, a strong CYP3A4 inhibitor, increased brigatinib levels. It is 
recommended to avoid the concomitant use of strong CYP3A inhibitors with Alunbrig®, including but not limited to 
certain antivirals (e.g. boceprevir, cobicistat, indinavir, lopinavir, nelfinavir, ritonavir, saquinavir), macrolide 
antibiotics (e.g. clarithromycin), antifungals (e.g. itraconazole, ketoconazole, posaconazole, voriconazole), and 
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conivaptan. In addition, avoid grapefruit or grapefruit juice.  If these cannot be avoided, it is recommended to 
reduce the Alunbrig® dose by about 50%. It is also recommended to avoid the concomitant use of strong CYP3A 
inducers with Alunbrig®, including but not limited to rifampin, carbamazepine, phenytoin, and St. John’s wort. 

Brigatinib induces CYP3A and may decrease levels of CYP3A substrates. Concomitant use of Alunbrig® with CYP3A 
substrates, including hormonal contraceptives, can result in decreased levels and loss of efficacy of CYP3A 
substrate. 

Common Adverse Drug Reactions:  There was no placebo data to compare with Alunbrig®. The reported incidence 
are those that occurred with all grades taking 90→180mg QD. The most frequently reported adverse events 
included nausea (40%), diarrhea (38%), vomiting (23%), constipation (15%), abdominal pain (10%), fatigue (36%), 
pyrexia (6.4%), cough (34%), dyspnea (21%), interstitial lung disease/pneumonitis (9.1%), hypoxia (2.7%), 
headache (27%), peripheral neuropathy (13%), rash (24%), hypertension (21%), muscle spasm (17%), back pain 
(15%), myalgia (15%), arthralgia (14%), pain in extremity (3.6%), decreased appetite (15%), visual disturbance 
(10%), pneumonia (10%), and insomnia (7.3%). Laboratory abnormalities included increased AST (65%), 
hyperglycemia (49%), increased creatine phosphokinase (48%), increased lipase (45%), increased ALT (40%), 
increased amylase (39%), increased alkaline phosphatase (29%), decreased phosphorus (23%), prolonged activated 
partial thromboplastin time (20%), anemia (40%), and lymphopenia (27%). 

As bradycardia can occur with Alunbrig® use, it is recommended to monitor heart rate and blood pressure during 
treatment. It is also recommended to monitor lipase and amylase, as well as creatine phosphokinase, during 
treatment as elevations have occurred with use. Due to reports of hyperglycemia with use, it is recommended to 
assess fasting glucose before starting treatment and to monitor periodically thereafter. 

Visual disturbance, including blurred vision, diplopia, and reduced visual acuity, were reported in clinical trials in 
patients treated with Alunbrig®. It is recommended to withhold treatment and obtain an ophthalmologic 
evaluation if new or worsening visual symptoms of Grade 2 or greater are reported. 

Contraindications:  There are currently no contraindications listed with this product.   

Manufacturer:  Ariad Pharmaceuticals 

Analysis: The safety and efficacy of Alunbrig® were assessed in a two-arm, open-label study that included 
adults with locally advanced or metastatic ALK-positive non-small cell lung cancer (NSCLC) who had progressed 
on crizotinib (N=222). Patients with a history of interstitial lung disease or drug-related pneumonitis or who 
had received crizotinib within 3 days of the first dose of brigatinib were excluded. The main efficacy outcome 
assessed was confirmed overall response rate (ORR) per Response Evaluation Criteria in Solid Tumors (RESCIST 
v1.1) as evaluated by an Independent Review Committee (IRC). Other outcomes assessed included 
investigator-assessed ORR, duration of response (DOR), intracranial ORR, and intracranial DOR.  

The median duration of follow-up was 8 months. Efficacy results can be found in the table below, which was 
adapted from the prescribing information. 

Efficacy outcome 
IRC Assessment Investigator Assessment 

90mg QD 
(N=112) 

90→180mg QD 
(N=110) 

90mg QD 
(N=112) 

90→180mg QD 
(N=110) 

Overall Response Rate 48% 53% 45% 54% 

Complete Response, N (%) 4 (3.6%) 5 (4.5%) 1 (0.9%) 4 (3.6%) 

Partial Response, N (%) 50 (45%) 53 (48%) 49 (44%) 55 (50%) 

Duration of response, median in months 13.8 13.8 13.8 11.1 
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IRC assessment of intracranial ORR and intracranial DOR per RECIST in the subgroup of 44 patients with 
measurable brain metastases at baseline can be seen in the table below, which was adapted from the prescribing 
information. Duration of intracranial response was measured from the date of the first intracranial response until 
intracranial disease progression or death. 

Efficacy outcome 
IRC Assessment 

90mg QD 
(N=26) 

90→180mg QD 
(N=18) 

Intracranial Overall response rate 42% 67% 

Complete Response, N (%) 2 (7.7%) 0 

Partial Response, N (%) 9 (35%) 12 (67%) 

Duration of Intracranial response, 
median (months) 

Not estimable 5.6 

Of the 23 who had an intracranial response, 78% of patients in the 90mg group and 68% of patients in the 
90→180mg group maintained a response for at least 4 months. 

Place in Therapy:   Alunbrig® is a tyrosine kinase inhibitor indicated for the treatment of anaplastic lymphoma 
kinase (ALK)-positive metastatic non-small cell lung cancer (NSCLC) who have progressed on or are intolerant to 
crizotinib. This indication is approved under accelerated approval based on tumor response rate and duration of 
response. Continued approval for this indication may be contingent upon verification and description of clinical 
benefit in a confirmatory trial. 

It is recommended that Alunbrig® be added to the Recommended Drug List as non-recommended and require 
clinical prior authorization to verify diagnosis and failed trial or demonstrated intolerance to crizotinib.    

PDL Placement:        Recommended 
    Non-Recommended with Conditions 
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1 Alunbrig [package insert]. Cambridge, MA: Ariad Pharmaceuticals, Inc, a wholly owned subsidiary of Takeda; 2017. 


