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LORVIQUA® 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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2 DOSAGE AND ADMINISTRATION
2.4 Concomitant Use of Strong er-Mederate CYP3A Inducers

LORVIQUA is contraindicated in patients taking strong CYP3A inducers. Discontinue strong
CYP3A inducers for 3 plasma half-lives of the strong CYP3A inducer pr10r to 1n1t1at1ng
LORVIQUA .-Av anty v 3 yeers-[see
Contraindications (4), Warnmgs and Precautions (5.1), Drug Interactions (7.1), Clinical
Pharmacology (12.3)].

2.5 Concomitant Use of Moderate CYP3A Inducers

Avoid concomitant use of moderate CYP3A inducers with LORVIQUA. If concomitant use with
moderate CYP3A inducers is unavoidable, increase the LORVIQUA dose to 125 mg once daily
[see Drug Interactions (7.1), Clinical Pharmacology (12.3)].

2.8  Dosage Modification for Severe Renal Impairment

Reduce the recommended dosage of LORVIQUA for patients with severe renal impairment
(creatinine clearance [CL] 15 to < 30 mL/min, estimated by Cockcroft-Gault) from 100 mg to 75
me orally once daily [see Use in Specific Populations (8.7) and Clinical Pharmacology (12.3)].

5 WARNINGS AND PRECAUTIONS
5.1 Risk of Serious Hepatotoxicity with Concomitant Use of Strong CYP3A Inducers

Severe hepatotoxicity occurred in 10 of 12 healthy subjects receiving a single dose of LORVIQUA
with multiple daily doses of rifampin, a strong CYP3A inducer. Grade 4 alanine aminotransferase
(ALT) or aspartate aminotransferase (AST) elevations occurred in 50% of subjects, Grade 3 ALT or
AST elevations occurred in 33% and Grade 2 ALT or AST elevations occurred in 8%. ALT or AST
elevations occurred within 3 days and returned to within normal limits after a median of 15 days (7
to 34 days); the median time to recovery was 18 days in subjects with Grade 3 or 4 ALT or AST
elevations and 7 days in subjects with Grade 2 ALT or AST elevations [see Drug Interactions

(7.1)].



LORVIQUA is contraindicated in patients taking strong CYP3A inducers. Discontinue strong
CYP3A inducers for 3 plasma half-lives of the strong CYP3A inducer prior to initiating
LORVIQUA [see Contraindications (4), Drug Interactions (7.1)].

7  DRUG INTERACTIONS

7.1 Effect of Other Drugs on LORVIQUA

Effeetof-Strong CYP3A Inducers
Concomitant use of LORVIQUA with a strong CYP3A inducer decreased lorlatinib plasma

concentrations [see Clinical Pharmacology ( 12.3)], which may decrease the efficacy of
LORVIQUA he-effe ; . vith-a-m o

Severe hepatotoxicity occurred in healthy subjects receiving LORVIQUA with rifampin, a strong
CYP3A inducer. In 12 healthy subjects receiving a single 100 mg dose of LORVIQUA with
multiple daily doses of rifampin, Grade 3 or 4 increases in ALT or AST occurred in 83% of subjects
and Grade 2 increases in ALT or AST occurred in 8%. A possible mechanism for hepatotoxicity is
through activation of the pregnane X receptor (PXR) by LORVIQUA and r1famp1n which are both
PXR agonists. Fhe B t » :
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LORVIQUA is contraindicated in patients taking strong CYP3A inducers [see Contraindication
(4)]. Discontinue strong CYP3A inducers for 3 plasma half-lives of the strong CYP3A inducer prior
to initiating LORVIQUA . [see Dosage and Administration (2.3)].

Moderate CYP3A Inducers

Concomitant use of LORVIQUA with a moderate CYP3A inducer decreased lorlatinib plasma
concentrations, which may decrease the efficacy of LORVIQUA [see Clinical Pharmacology
(12.3)]. Avoid concomitant use of FORVIQUA—with-mederate-CYP3A-inducers-Hconcomitant
wse-ofmoderate CYP3A inducers eannoet-be-avoidedmonitor AT -AST -and bilirubin-as
recommended-with LORVIQUA. If concomitant use is unavoidable, increase the LORVIQUA dose
[see Dosage and Administration (2.3} Wearnings-and-Precantions{>31)—Clinical Pharmacotogy
H23H4)].

8 USE IN SPECIFIC POPULATIONS

8.7 Renal Impairment

Reduce the dose when administering LORVIQUA to patients with severe (CL: 15 to <30 mL/min,
estimated by Cockcroft Gault) renal impairment [see Dosage and Administration (2.8) and Clinical
Pharmacology (12.3)].

No dose adjustment is recommended for patients with mild or moderate renal-impairment
(erea&mme—elea%&&ee{@]:eﬂ—g CL0r 30 to 89 mL/mm—esGHma{ed—byLGeekefeﬁt—Gaﬁl-e—"Phe

+mpa+Pmeﬂt—€GI:el‘—lé—te—2—9—mJ:ﬁmm estlmated by Cockcroft Gault) renal impairment /see Clmzcal
Pharmacology (12.3)].
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