Takeda is pleased to announce that the US Food and Drug Administration (FDA) has
approved the label expansion for ALUNBRIG" (brigatinib) to include patients with
anaplastic lymphoma kinase-positive (ALK+) metastatic non-small cell lung cancer
(NSCLC) who are tyrosine kinase inhibitor (TKI)-naive.

ALUNBRIG is indicated for the treatment of adult patients with ALK+ metastatic
NSCLC as detected by an FDA-approved test.

Please click here to review more information on ALUNBRIG.

IMPORTANT SAFETY INFORMATION
WARNINGS AND PRECAUTIONS

Interstitial Lung Disease (ILD)/Pneumonitis: Severe, life-threatening, and fatal
pulmonary adverse reactions consistent with interstitial lung disease
(ILD)/pneumonitis have occurred with ALUNBRIG. In the ALUNBRIG arm of trial
ALTA 1L (180 mg once daily), ILD/pneumonitis occurred in 5.1% of patients receiving
ALUNBRIG. ILD/pneumonitis occurred within 8 days of initiation of ALUNBRIG in
2.9% of patients, with Grade 3 to 4 reactions occurring in 2.2% of patients. In Trial
ALTA, ILD/pneumonitis occurred in 3.7% of patients in the 90 mg group (90 mg once
daily) and 9.1% of patients in the 90—180 mg group (180 mg once daily with 7-day
lead-in at 90 mg once daily). Adverse reactions consistent with possible
ILD/pneumonitis occurred early within 9 days of initiation of ALUNBRIG (median
onset was 2 days) in 6.4% of patients, with Grade 3 to 4 reactions occurring in 2.7%.
Monitor for new or worsening respiratory symptoms (e.g., dyspnea, cough, etc.),
particularly during the first week of initiating ALUNBRIG. Withhold ALUNBRIG in any
patient with new or worsening respiratory symptoms, and promptly evaluate for
ILD/pneumonitis or other causes of respiratory symptoms (e.g., pulmonary embolism,
tumor progression, and infectious pneumonia). For Grade 1 or 2 ILD/pneumonitis,
either resume ALUNBRIG with dose reduction after recovery to baseline or
permanently discontinue ALUNBRIG. Permanently discontinue ALUNBRIG for Grade
3 or 4 ILD/pneumonitis or recurrence of Grade 1 or 2 ILD/pneumonitis.

Hypertension: In the ALUNBRIG arm of trial ALTA 1L (180 mg once daily),
hypertension was reported in 32% of patients receiving ALUNBRIG; Grade 3
hypertension occurred in 13% of patients. In ALTA, hypertension was reported in
11% of patients in the 90 mg group who received ALUNBRIG and 21% of patients in
the 90—180 mg group. Grade 3 hypertension occurred in 5.9% of patients overall.
Control blood pressure prior to treatment with ALUNBRIG. Monitor blood pressure
after 2 weeks and at least monthly thereafter during treatment with ALUNBRIG.
Withhold ALUNBRIG for Grade 3 hypertension despite optimal antihypertensive
therapy. Upon resolution or improvement to Grade 1, resume ALUNBRIG at the
same dose. Consider permanent discontinuation of treatment with ALUNBRIG for
Grade 4 hypertension or recurrence of Grade 3 hypertension. Use caution when
administering ALUNBRIG in combination with antihypertensive agents that cause
bradycardia.

Bradycardia: In the ALUNBRIG arm of trial ALTA 1L (180 mg once daily), heart rates
less than 50 beats per minute (bpm) occurred in 8.1% of patients receiving
ALUNBRIG. Grade 3 bradycardia occurred in 1 patient (0.7%). In ALTA, heart rates
less than 50 beats per minute (bpm) occurred in 5.7% of patients in the 90 mg group
and 7.6% of patients in the 90—180 mg group. Grade 2 bradycardia occurred in 1
(0.9%) patient in the 90 mg group. Monitor heart rate and blood pressure during
treatment with ALUNBRIG. Monitor patients more frequently if concomitant use of
drug known to cause bradycardia cannot be avoided. For symptomatic bradycardia,


http://veeva.oncology.takeda.us/c/eJx9UcFq4zAQ_Rr7ZiOPLFs--KBsYgh0C4EtdHtZZGkci9qS15Gdbr9-laYNhS0rxCBm3nszb6RrUJRiF5saCBBSZiTjOctYmqUVI6LKSgGiyaDZlFFOnFVucMc_qZfPqGW6nOK-ho51rSyYzDkr2o7lXOmgUeWaVLxVGD8md7LFoY7KTQQwzU4vyu91eEdUhCgJoRW5nO_9QTwKQS8l-BbijMpMBq2_gZXqZ3PyFucwj8UXf5YrHme3TKlFfyPKKfRZUe9GaYbPvehPdn7rRRa4w53Y3yhBC2crb2i7DMO14ubjJwlCtuVVgXD7AO8S5TYe6t776fSGasK9LinBEWUyLoM3qpfW4pCuiKtcZUilyo0BuZgQPkb-tRo8B3u08e4ZbUS3OWMkqXhXdQzaRIKmSc55kfBCZkmRQ14BdpojiaDAi-HAeYIf2cE-ydcIGGzGnjfnyrYZB_Ngfg-XZPOqD4sLlGDP6ED5ylghpmnr1P5Sl_T-fXcw37-ondjFc_3__4h9_YUqFf9--V8Ch74I

withhold ALUNBRIG and review concomitant medications for those known to cause
bradycardia. If a concomitant medication known to cause bradycardia is identified
and discontinued or dose adjusted, resume ALUNBRIG at the same dose following
resolution of symptomatic bradycardia; otherwise, reduce the dose of ALUNBRIG
following resolution of symptomatic bradycardia. Discontinue ALUNBRIG for
life-threatening bradycardia if no contributing concomitant medication is identified.

Visual Disturbance: In the ALUNBRIG arm of trial ALTA 1L (180 mg once daily),
Grade 1 or 2 adverse reactions leading to visual disturbance including blurred vision,
photophobia, photopsia, and reduced visual acuity were reported in 7.4% of patients
receiving ALUNBRIG. In ALTA, adverse reactions leading to visual disturbance
including blurred vision, diplopia, and reduced visual acuity, were reported in 7.3% of
patients treated with ALUNBRIG in the 90 mg group and 10% of patients in the
90—180 mg group. Grade 3 macular edema and cataract occurred in one patient
each in the 90—180 mg group. Advise patients to report any visual symptoms.
Withhold ALUNBRIG and obtain an ophthalmologic evaluation in patients with new or
worsening visual symptoms of Grade 2 or greater severity. Upon recovery of Grade 2
or Grade 3 visual disturbances to Grade 1 severity or baseline, resume ALUNBRIG at
a reduced dose. Permanently discontinue treatment with ALUNBRIG for Grade 4
visual disturbances.

Creatine Phosphokinase (CPK) Elevation: In the ALUNBRIG arm of trial ALTA 1L
(180 mg once daily), creatine phosphokinase (CPK) elevation occurred in 81% of
patients who received ALUNBRIG. The incidence of Grade 3 or 4 CPK elevation was
24%. Dose reduction for CPK elevation occurred in 15% of patients. In ALTA, CPK
elevation occurred in 27% of patients receiving ALUNBRIG in the 90 mg group and
48% of patients in the 90 mg—180 mg group. The incidence of Grade 3-4 CPK
elevation was 2.8% in the 90 mg group and 12% in the 90—180 mg group. Dose
reduction for CPK elevation occurred in 1.8% of patients in the 90 mg group and
4.5% in the 90—180 mg group. Advise patients to report any unexplained muscle
pain, tenderness, or weakness. Monitor CPK levels during ALUNBRIG treatment.
Withhold ALUNBRIG for Grade 3 or 4 CPK elevation with Grade 2 or higher muscle
pain or weakness. Upon resolution or recovery to Grade 1 CPK elevation or baseline,
resume ALUNBRIG at the same dose or at a reduced dose.

Pancreatic Enzyme Elevation: In the ALUNBRIG arm of trial ALTA 1L (180 mg
once daily), amylase elevation occurred in 52% of patients and Grade 3 or 4 amylase
elevation occurred in 6.8% of patients. Lipase elevations occurred in 59% of patients
and Grade 3 or 4 lipase elevation occurred in 17% of patients. In ALTA, amylase
elevation occurred in 27% of patients in the 90 mg group and 39% of patients in the
90—180 mg group. Lipase elevations occurred in 21% of patients in the 90 mg group
and 45% of patients in the 90—180 mg group. Grade 3 or 4 amylase elevation
occurred in 3.7% of patients in the 90 mg group and 2.7% of patients in the

90—180 mg group. Grade 3 or 4 lipase elevation occurred in 4.6% of patients in the
90 mg group and 5.5% of patients in the 90—180 mg group. Monitor lipase and
amylase during treatment with ALUNBRIG. Withhold ALUNBRIG for Grade 3 or 4
pancreatic enzyme elevation. Upon resolution or recovery to Grade 1 or baseline,
resume ALUNBRIG at the same dose or at a reduced dose.

Hyperglycemia: In the ALUNBRIG arm of trial ALTA 1L (180 mg once daily), 56% of
patients who received ALUNBRIG experienced new or worsening hyperglycemia.
Grade 3 hyperglycemia, based on laboratory assessment of serum fasting glucose
levels, occurred in 7.5% of patients. In ALTA, 43% of patients who received
ALUNBRIG experienced new or worsening hyperglycemia. Grade 3 hyperglycemia,
based on laboratory assessment of serum fasting glucose levels, occurred in 3.7% of



patients. Two of 20 (10%) patients with diabetes or glucose intolerance at baseline
required initiation of insulin while receiving ALUNBRIG. Assess fasting serum glucose
prior to initiation of ALUNBRIG and monitor periodically thereafter. Initiate or optimize
anti-hyperglycemic medications as needed. If adequate hyperglycemic control cannot
be achieved with optimal medical management, withhold ALUNBRIG until adequate
hyperglycemic control is achieved and consider reducing the dose of ALUNBRIG or
permanently discontinuing ALUNBRIG.

Embryo-Fetal Toxicity: Based on its mechanism of action and findings in animals,
ALUNBRIG can cause fetal harm when administered to pregnant women. There are
no clinical data on the use of ALUNBRIG in pregnant women. Advise pregnant
women of the potential risk to a fetus. Advise females of reproductive potential to use
effective non-hormonal contraception during treatment with ALUNBRIG and for at
least 4 months following the final dose. Advise males with female partners of
reproductive potential to use effective contraception during treatment and for at least
3 months after the last dose of ALUNBRIG.

ADVERSE REACTIONS

In ALTA 1L, serious adverse reactions occurred in 33% of patients receiving
ALUNBRIG. The most common serious adverse reactions were pneumonia (4.4%),
ILD/pneumonitis (3.7%), pyrexia (2.9%), dyspnea (2.2%), pulmonary embolism
(2.2%), and asthenia (2.2%). Fatal adverse reactions occurred in 2.9% of patients
and included pneumonia (1.5%), cerebrovascular accident (0.7%), and multiple organ
dysfunction syndrome (0.7%).

In ALTA, serious adverse reactions occurred in 38% of patients in the 90 mg group
and 40% of patients in the 90—180 mg group. The most common serious adverse
reactions were pneumonia (5.5% overall, 3.7% in the 90 mg group, and 7.3% in the
90—180 mg group) and ILD/pneumonitis (4.6% overall, 1.8% in the 90 mg group and
7.3% in the 90—180 mg group). Fatal adverse reactions occurred in 3.7% of patients
and consisted of pneumonia (2 patients), sudden death, dyspnea, respiratory failure,
pulmonary embolism, bacterial meningitis and urosepsis (1 patient each).

The most common adverse reactions (225%) with ALUNBRIG were diarrhea (49%),
fatigue (39%), nausea (39%), rash (38%), cough (37%), myalgia (34%), headache
(31%), hypertension (31%), vomiting (27%), and dyspnea (26%).

DRUG INTERACTIONS

CYP3A Inhibitors: Avoid coadministration of ALUNBRIG with strong or moderate
CYP3A inhibitors. Avoid grapefruit or grapefruit juice as it may also increase plasma
concentrations of brigatinib. If coadministration of a strong or moderate CYP3A
inhibitor cannot be avoided, reduce the dose of ALUNBRIG.

CYP3A Inducers: Avoid coadministration of ALUNBRIG with strong or moderate
CYP3A inducers. If coadministration of moderate CYP3A inducers cannot be
avoided, increase the dose of ALUNBRIG

CYP3A Substrates: Coadministration of ALUNBRIG with sensitive CYP3A substrates,
including hormonal contraceptives, can result in decreased concentrations and loss
of efficacy of sensitive CYP3A substrates.

USE IN SPECIFIC POPULATIONS

Pregnancy: ALUNBRIG can cause fetal harm. Advise females of reproductive
potential of the potential risk to a fetus.




Lactation: There are no data regarding the secretion of brigatinib in human milk or its
effects on the breastfed infant or milk production. Because of the potential adverse
reactions in breastfed infants, advise lactating women not to breastfeed during
treatment with ALUNBRIG.

Females and Males of Reproductive Potential:

Pregnancy Testing: Verify pregnancy status in females of reproductive potential prior
to initiating ALUNBRIG

Contraception: Advise females of reproductive potential to use effective
non-hormonal contraception during treatment with ALUNBRIG and for at least 4
months after the final dose. Advise males with female partners of reproductive
potential to use effective contraception during treatment with ALUNBRIG and for at
least 3 months after the final dose.

Infertility: ALUNBRIG may cause reduced fertility in males.

Pediatric Use: The safety and effectiveness of ALUNBRIG in pediatric patients have
not been established.

Geriatric Use: Of the 359 patients enrolled in the ALTA 1L ALUNBRIG arm and in
ALTA, 26.7% were 65 and older and 7.5% were 75 and older. No clinically relevant
differences in safety or efficacy were observed between patients =65 years and
younger patients.

Hepatic or Renal Impairment: No dose adjustment is recommended for patients
with mild or moderate hepatic impairment or mild or moderate renal impairment.
Reduce the dose of ALUNBRIG for patients with severe hepatic impairment or severe
renal impairment.

Please click the link for ALUNBRIG full Prescribing Information.

To learn more about ALUNBRIG, please visit www.ALUNBRIG.com.
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