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LORVIQUAZ® is indicated for the treatment of adult patients with metastatic non-small cell lung cancer
(NSCLC) whose tumors are anaplastic lymphoma kinase (ALK)-positive.
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1 INDICATIONS AND USAGE

LORVIQUAZ® is indicated for the treatment of adult patients with anaplastic-hymphomakinase
ALK)-positive metastatic non-small cell lung cancer (NSCLC) whose disease-has-progressed-en-tumors are

anaplastic lymphoma kinase (ALK)-positive.
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2 DOSAGE AND ADMINISTRATION

2.1 Patient Selection

Select patients for the treatment of metastatic NSCLC with LORVIQUA based on the presence of ALK
positivity in tumor specimens [see Indications and Usage (1) and Clinical Studies (14)].

2.3 Dosage Modifications for Adverse Reactions

Table 1 Recommended LORVIQUA Dosage Modifications for Adverse Reactions

Adverse Reaction? Dosage Modifications

Hypertension [see Warnings and Precautions (5.6)]

Withhold LORVIQUA until hypertension has recovered to Grade

Grade 3 (SBP greater than or equal to 160
mmHg or DBP greater than or equal to 100
mmHg; medical intervention indicated:;
more than one antihypertensive drug, or
more intensive therapy than previously used

indicated)

1 or less (SBP less than 140 mmHg and DBP less than 90
mmHaq), then resume LORVIQUA at the same dose.

If Grade 3 hypertension recurs, withhold LORVIQUA until
recovery to Grade 1 or less, and resume at a reduced dose.

If adequate hypertension control cannot be achieved with optimal

medical management, permanently discontinue LORVIQUA.

Withhold LORVIQUA until recovery to Grade 1 or less, and
resume at a reduced dose or permanently discontinue

LORVIQUA.

Grade 4 (life-threatening conseguences,
urgent intervention indicated)

If Grade 4 hypertension recurs, permanently discontinue
LORVIQUA.




Table 1 Recommended LORVIQUA Dosage Modifications for Adverse Reactions

Adverse Reaction? Dosage Modifications

Hyperglycemia [see Warnings and Precautions (5.7)]

Withhold LORVIQUA until hyperglycemia is adequately
controlled, then resume LORVIQUA at the next lower dosage.

Grade 3 ((greater than 250 mg/dL) despite
optimal anti-hyperglycemic therapy OR
Grade 4

If adequate hyperglycemic control cannot be achieved with
optimal medical management, permanently discontinue
LORVIQUA.

Abbreviation: AV=atrioventricular; DBP=diastolic blood pressure; SBP=systolic blood pressure.
2 Grade based on National Cancer Institute (NCI) Common Terminology Criteria for Adverse Events (CTCAE)
version 4.03.

2.6 Dosage Modification for Fluconazole

Avoid concomitant use of LORVIQUA with fluconazole [see Clinical Pharmacology (12.3)]. If concomitant use
is unavoidable, reduce the starting dose of LORVIQUA from 100 mg orally once daily to 75 mg orally once
daily [see Drug Interactions (7.1), Clinical Pharmacology (12.3)].

5 WARNINGS AND PRECAUTIONS
5.6 Hypertension

Hypertension can occur in patients receiving LORVIQUA [see Adverse Reactions (6.1)]. Hypertension occurred
in 13% of patients who received 100 mg LORVIQUA once daily, including Grade 3 or 4 in 6% of patients. The
median time to onset of hypertension was 6.4 months (1 day to 2.8 years), and 2.3% of patients temporarily
discontinued LORVIQUA for hypertension.

Control blood pressure prior to initiation of LORVIQUA. Monitor blood pressure after 2 weeks and at least
monthly thereafter during treatment with LORVIQUA. Withhold and resume at a reduced dose or permanently
discontinue LORVIQUA based on severity [see Dosage and Administration (2.3)].

5.7 Hyperglycemia

Hyperglycemia can occur in patients receiving LORVIQUA [see Adverse Reactions (6.1)]. Hyperglycemia
occurred in 9% of patients who received 100 mg LORVIQUA, including Grade 3 or 4 in 3.2% of patients. The
median time to onset of hyperglycemia was 4.8 months (1 day to 2.9 years), and 0.8% of patients temporarily
discontinued LORVIQUA for hyperglycemia.

Assess fasting serum glucose prior to initiation of LORVIQUA and monitor periodically thereafter. Withhold
and resume at a reduced dose or permanently discontinue LORVIQUA based on severity [see Dosage and
Administration (2.3)].

6 ADVERSE REACTIONS

The following adverse reactions are described elsewhere in the labeling:

® .
e  Hypertension [see Warnings and Precautions (5.6)]
e  Hyperglycemia [see Warnings and Precautions (5.7)]




6.1 Clinical Trials Experience

Because clinical trials are conducted under widely varying conditions, adverse reaction rates observed in the
clinical trials of a drug cannot be directly compared to rates in the clinical trials of another drug and may not
reflect the rates observed in practice.

The pooled safety population described in the Warnings and Precautions section reflects exposure to
LORVIQUA in 476 patients who received 100 mg LORVIQUA once daily in Study B7461001 (N=327) and
Study B7461006 (N=149). Among 476 patients who received LORVIQUA, 75% were exposed for 6 months
or longer and 61% were exposed for greater than 1 year. In this pooled safety population, the most frequent
adverse reactions in > 20% of 476 patients who received LORVIQUA were edema (56%), peripheral
neuropathy (44%), weight gain (31%), cognitive effects (28%), fatigue (27%), dyspnea (27%), arthralgia
(24%), diarrhea (23%), mood effects (21%), and cough (21%). The most frequent Grade 3-4 laboratory
abnormalities in > 20% of 476 patients who received LORVIQUA were hypercholesterolemia (21%) and
hypertriglyceridemia (21%).
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