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Abstract

Introduction: Nazartinib, a novel third-generation EGFR-tyrosine kinase inhibitor, previously
demonstrated antitumor activity and manageable safety in patients with EGFR-mutant
advanced non—small cell lung cancer (NSCLC) who received < 3 prior lines of systemic ther-
apy. Herein, we report phase 2 efficacy and safety of first-line nazartinib.

Methods: This single-arm, open-label, global study enrolled treatment-naive adult patients
with stage IIIB/IV NSCLC harboring EGFR-activating mutations (eg, L858R and/or ex19del).
Patients with neurologically stable and controlled brain metastases were also eligible. Patients
received oral nazartinib 150 mg once daily. The primary endpoint was Blinded Independent
Review Committee (BIRC)-assessed overall response rate (ORR) per RECIST vl1.1.

Results: Forty-five patients received > 1 dose of nazartinib. The median follow-up time from
enrollment to data cutoff (November 1, 2019) was 30 months (range: 25—34). The BIRC-
assessed ORR was 69% (95% CI, 53—82). The median progression-free survival (PFS) was
18 months (95% CI, 15-not estimable [NE]). The median overall survival was NE. In patients
with baseline brain metastases (n = 18), the ORR and median PFS (95% ClIs) were 67% (41
—87) and 17 months (11—-21). Seventeen of 18 patients had brain metastases as non-target le-
sions; the CNS lesions were absent/normalized in 9 of 17 (53%). Only 2 of 27 patients without
baseline brain metastases developed new brain metastases postbaseline. Most frequent adverse
events (> 25%, any grade, all-causality) were diarrhea (47%), maculopapular rash (38%), py-
rexia (29%), cough, and stomatitis (27% each).

Conclusions: First-line nazartinib demonstrated promising efficacy, including clinically mean-
ingful antitumor activity in the brain, and manageable safety in patients with EGFR-mutant

NSCLC.

Trial registration: ClinicalTrials.gov https:/clinicaltrials.gov/ct2/show/NCT02108964.
© 2022 Published by Elsevier Ltd.

1. Introduction

First- and second-generation epidermal growth factor
receptor (EGFR)-tyrosine kinase inhibitors (TKIs) are
effective first-line treatments for advanced non—small
cell lung cancer (NSCLC) with EGFR-activating muta-
tions. However, ~ 50%—60% of patients develop resis-
tance due to secondary EGFR gatekeeper Thr790Met
(T790M) mutations [1—7]. Third-generation EGFR-
TKIs were designed as irreversible inhibitors with
selectivity for both EGFR-activating and T790M-
resistance mutations. These drugs selectively inhibit
mutated EGFR while sparing wild-type, thereby poten-
tially reducing off-target toxicities [3,8—10]. In 2018, the
third-generation EGFR-TKI osimertinib received FDA
approval in the first-line setting for patients with meta-
static EGFR-mutant (Leu858Arg [L858R] or exon 19
deletions [ex19del] ) NSCLC, based on the findings from
the phase 3 FLAURA trial [11,12].

Nazartinib is a novel, third-generation EGFR-TKI
[9]. In phase 1 of this study, nazartinib demonstrated
antitumor activity and manageable safety in patients
with EGFR-mutant (varying EGFR alterations, with or
without the T790M mutation) advanced NSCLC who
received < 3 prior lines of systemic therapy
(NCT02108964) [13]. In phase 1, 7 dose-limiting toxic-
ities (DLTs) were observed in 6 (3%) patients who
received 150 mg, 225 mg, or 350 mg nazartinib once

daily [13]; 2 of 73 patients receiving the 150-mg dose
experienced DLTs (1 maculopapular rash and 1 pneu-
monitis) [13]. The maximum tolerated dose was not met,
and the recommended phase 2 dose (RP2D) was
declared as 150 mg once daily tablets [13]. The RP2D for
nazartinib capsules was also selected as 150 mg once
daily based on the available safety, pharmacokinetics
(PK), efficacy data, and Bayesian logistic regression
model recommendation. Herein, we report the phase 2
results of first-line nazartinib.

2. Methods
2.1. Study design, patients, and treatment

The design of this phase 1/2 trial has been described
previously [13]. In phase 2, treatment-naive patients
(aged > 18 years) with stage IIIB/IV EGFR-mutant
NSCLC and an Eastern Cooperative Oncology Group
performance status of < 1 were enrolled from 12 centers
in Asia, USA, Canada, and Europe. They were required
to have locally documented EGFR L858R and/or
ex19del mutations, or other rare activating mutations
(eg, L861Q, G719A/S/C, S7681), which confer sensitivity
to first- and second-generation EGFR-TKIs. Patients
with neurologically stable and controlled brain metas-
tases were also permitted. Other key eligibility criteria
are presented in Supplemental Methods. Nazartinib
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(tablet and/or capsule) was administered orally at the
RP2D of 150 mg once daily [13] on a continuous 28-day
dosing schedule.

The study was undertaken in accordance with the
Declaration of Helsinki revised edition, the Interna-
tional Council for Harmonization (ICH) Harmonized
Tripartite Guidelines for Good Clinical Practice, and
local ethical and legal requirements. Study approval was
obtained from ethics committees of all centers according
to national laws. All patients provided written informed
consent.

2.2. Outcomes

The primary endpoint was Blinded Independent Review
Committee (BIRC)-assessed overall response rate
(ORR) per the Response Evaluation Criteria in Solid
Tumors version 1.1 (RECIST vl.1). Secondary end-
points included: safety; tolerability (dose interruptions
and reductions); investigator-assessed ORR per
RECIST vl.1; BIRC- and investigator-assessed dura-
tion of response (DOR), disease control rate (DCR),
progression-free survival (PFS), and time to response
(TTR) per RECIST vl1.1; overall survival (OS); and the
PK of nazartinib and its metabolite LMI258. Explor-
atory endpoints included: outcome correlated with tar-
geted sequencing of a cancer-associated gene panel in
archival/newly acquired biopsy or plasma sample and
subsequent paired newly acquired biopsy or plasma
sample, where available, on treatment and at end of
treatment (EOT); and the relationship between naza-
rtinib plasma concentration and the corrected QT in-
terval by Fridericia (QTcF).

2.3. Study assessments

Imaging data were centrally collected and read by the
BIRC based on RECIST vl.l. Tumor response was
assessed locally and centrally based on RECIST vl.1.
Baseline imaging assessments were performed within 28
days prior to the first dose of nazartinib, following
which imaging assessments for response evaluation were
performed every 8 weeks (+ 7 days) by computed to-
mography/magnetic resonance imaging (CT/MRI) until
disease progression, death, loss to follow-up, or with-
drawal of consent. Brain CT/MRI was mandated at
baseline and every 8 weeks (+ 7 days) for patients with
baseline brain lesions. Other study assessments are
presented in Supplemental Methods.

2.4. Statistical analyses

Efficacy and safety were assessed in the full analysis set
and safety set, respectively, which comprised all patients
who received > 1 dose of nazartinib. The primary
analysis was conducted when all enrolled patients had
completed > 6 cycles of treatment or had discontinued

prior to that time for any reason. The ORR and DCR
were estimated based on the exact binomial distribution.
The DOR, TTR, PFS, and OS were described using
Kaplan—Meier methods. The Clopper-Pearson method
and the log—log transformation approach were used to
calculate confidence intervals (Cls) for binary outcomes
(ORR, DCR) and CIs for Kaplan-Meier-estimated
medians, respectively [13]. The statistical methods for
the PK analyses are presented in Supplemental
Methods.

3. Results
3.1. Patients

Overall, 45 patients received > 1 dose of nazartinib and
were included in the efficacy and safety analyses. The
median study follow-up time from enrollment to data
cutoff (November 1, 2019) was 30 months (range:
25—34) in all patients and in those with baseline brain
metastases. At data cutoff, treatment was ongoing in 19
patients (42%), and 26 (58%) had discontinued treat-
ment primarily due to progressive disease (PD; n = 19,
42%; Table S1). The baseline characteristics are pre-
sented in Table 1. Of note, 19 patients (42%) had
baseline brain metastases, a known adverse prognostic
factor.

3.2. Overall efficacy

The BIRC-assessed ORR was 69% (95% CI, 53—82)
and the DCR was 91% (95% CI, 79—98; Table 2).
Majority experienced a reduction in the size of target
lesions (Fig. 1). The median TTR was 4 months (95%
CI, 2—6). The median DOR was 25 months (95% CI,
14-not estimable [NE]; Table 2). The median follow-
up time for PFS and OS was 17 months (range:
0—33) and 25 months (range: 0—33) per BIRC. The
median PFS was 18 months (95% CI, 15—NE;
Table 2). Investigator-assessed efficacy was consistent
with that reported by BIRC and is presented in Table
S2 and Fig. S1. The median OS was NE (95% CI,
23—NE). There were 15 (33%) events, and the
33-month OS rate was 56% (95% CI, 33—74; Table 2).
Kaplan—Meier curves for DOR, PFS, and OS are
presented in Fig. S2.

3.3. Patients with brain metastases per RECIST vi.1

Of the 19 patients with brain metastases at baseline, data
from 18 patients with > 1 postbaseline evaluable
assessment were used. Of these, 2 had received prior
brain radiotherapy in a palliative setting; the time be-
tween end of brain radiotherapy and start of nazartinib
treatment was 25 days in one patient and 18 days in the
other patient.
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3.4. Whole-body efficacy by brain metastases at baseline

In patients with baseline brain metastases (n = 18),
BIRC-assessed whole-body ORR was 67% (95% CI,
41—87). The median DOR was 15 months (95% CI,
9—25; Table 2). The median TTR was 4 months (95%
CI, 2—7). The median duration of follow-up for PFS
was 14 months (range: 2—33). The median PFS was 17
months (95% CI, 11-21; Table 2). Investigator-assessed
whole-body efficacy by baseline brain metastases is
presented in Table S2.

3.5. Analysis of brain lesions by brain metastases at
baseline

Per BIRC assessment, 17 of 18 patients had brain me-
tastases as non-target lesions and 1 had brain metastases
as target lesions; lesions were absent/normalized in 9 of
17 patients (53%) with brain non-target lesions, and
none had worsening lesions. Of 27 patients without
baseline brain metastases, only 2 developed new brain
metastases postbaseline (Table S3). Investigator analysis
of brain lesions is presented in Table S3.

3.6. Safety

The median duration of exposure to nazartinib was 24
months (range: 0—34). The median relative dose in-
tensity was 99% (range: 50—100). Table 3 lists the most
frequent adverse events (AEs; all-causality; > 10% of
patients, any grade) as well as the corresponding pro-
portion of patients with grade 1, grade 2, and grade 3/4
AEs. Any grade maculopapular rash (n = 17, 38%) was
more common than dermatitis acneiform (n = 10, 22%).
Any grade dry skin and paronychia were reported in 5
patients (11%) each (Table 3). The most frequent grade
3/4 AEs (all-causality) were maculopapular rash (n = 5,
11%; all were grade 3), increased lipase (n = 5, 11%; 1
was grade 4), and hypokalemia (n = 3, 7%; all were
grade 3). Treatment-related AEs are presented in Sup-
plemental Results.

The AEs leading to discontinuation (all grade 3),
reported in 3 patients (7%), were fungal pneumonia
(n = 1; also fatal), pancreatic carcinoma and bile duct
obstruction (n = 1), and maculopapular rash (n = 1;
treatment-related). Any-grade and grade 3/4 serious
AEs (SAEs; all-causality) were reported in 18 (40%) and
14 patients (31%), respectively. Treatment-related SAEs
were grade 1 hepatitis B reactivation and grade 2
pneumonitis (n = 1, 2% each). The patient with hepa-
titis B reactivation was not receiving any antiviral pro-
phylaxis. No cases of hepatitis B reactivation were
reported after the protocol amendment with the intro-
duction of guidelines for HBV, HCV testing, assess-
ment, follow-up, and prophylaxis. There were 6 (13%)
on-treatment deaths, 5 due to the underlying disease
and 1 due to fungal pneumonia (not treatment-related).

Table 1
Demographics and baseline characteristics.

Characteristic All patients
N =45
Median age (range), in years 64 (28—83)
Sex, n (%) Female 27 (60)
Male 18 (40)
Race, n (%) Asian 28 (62)
Caucasian 17 (38)
ECOG PS, n (%) 0 19 (42)
1 26 (58)
Smoking history, n (%) Never smoked 30 (67)
Former smoker 13 (29)
Current smoker 24
Tumor histology/cytology, Adenocarcinoma 43 (96)
n (%) Large-cell carcinoma 12
Other 1(2)
Stage at time of entry, n (%)  IIIB 12
v 44 (98)
Number of metastatic 1 8 (18)
sites, n (%) 2 10 (22)
3 9 (20)
>4 18 (40)
Sites of metastases, n (%) Brain 19 (42)
Bone 20 (44)
Liver 5(11)
EGFR mutation, n (%) EX19DEL only 25 (56)
L858R only 18 (40)
T790M + EXI19DEL 1(2)
+ GT719S/A/IC

EXI19DEL + L858R 1 (2)

Prior therapy, n (%) Non-biopsy surgery 6 (13)
Radiotherapy 9 (20)

Chemotherapy 2(4)

Adjuvant setting 12

Therapeutic setting 12

ECOG PS, Eastern Cooperative Oncology Group performance status;
EGFR, epidermal growth factor receptor.

Maculopapular/macular/papular rash type led to
dose interruptions in 3 patients (7%) and dose adjust-
ments in 4 patients (9%); 16 patients (36%) took medi-
cation/therapy for this rash type. The AEs in this rash
type were recovered/resolved in 14 patients (31%),
recovering/resolving in 5 (11%), and not recovered/
resolved in 9 patients (20%). The median time to first
occurrence of maculopapular/macular/papular rash type
was 5 weeks (range: 1—87).

None of the patients reported an increase in QTcF >
60 ms or new QTcF > 500 ms. Six of 43 patients (14%)
reported new QTcF > 450 to < 480 ms, and 2 of 45 (4%)
reported new QTcF > 480 to < 500 ms (Table S4). Data
on cardiac disorders and eye disorders are presented in
Supplemental Results.

3.7. Pharmacokinetics

The steady state PK parameters of nazartinib are pre-
sented in Table S5. The PK at the RP2D of 150 mg once
daily was consistent with that reported in phase 1 of this
study [13]. Nazartinib reached peak plasma concentra-
tion at 3 h following oral administration. At steady
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Table 2
BIRC-assessed whole-body efficacy and OS.

Efficacy parameter

Brain metastases present Brain metastases absent All patients

N = 18 N =27 N = 45
BOR, n (%)
CR 0 2(7) 24
PR 12 (67) 17 (63) 29 (64)
SD 6 (33) 4 (15) 10 (22)
PD 0 2(7) 2 (4)
Unknown® 0 2(7) 2 (4)

ORR, n (%) (95% CI)
DCR, n (%) (95% CI)

12 (67) (41—87)
18 (100) (82—100)

19 (70) (50—86)
23 (85) (66—96)

31 (69) (53—82)
41 (91) (79-98)

DOR
Median (95% CI), months 15 (9-25) NE (15—NE) 25 (14—NE)
PFS
Median (95% CI), months 17 (11-21) NE (15—NE) 18 (15-NE)
oS
Median (95% CI), months - - NE (23—NE)
OS rate, % (95% CI) at:
12 months - — 90 (76—96)
24 months - — 65 (49—78)
33 months - — 56 (33—74)
36 months - — NE

BIRC, Blinded Independent Review Committee; BOR, best overall response; CI, confidence interval; CR, complete response; DCR, disease control
rate; DOR, duration of response; NE, not estimable; ORR, overall response rate; OS, overall survival; PD, progressive disease; PFS, progression-
free survival; PR, partial response; SD, stable disease.
ORR: CR + PR
DCR: CR + PR + SD

& Of the 19 patients with brain metastases at baseline, data from 18 patients with > 1 postbaseline evaluable assessment were used.

® No valid postbaseline assessment.

state, the geometric mean accumulation ratio was 1.65.
The exposure of the active metabolite LMI258 was
below 15% of the parent exposure at steady state. A PK
comparison was conducted between the capsule and
tablet formulations at 150 mg and 100 mg at single dose
and steady state using data from phase 1 of this study,
and the exposures of nazartinib were comparable (Table
S6). The relationship between nazartinib plasma con-
centration and QTcF change from baseline was
described with a linear mixed-effect model using time-

matched PK and ECG data from this study. At the
steady-state mean nazartinib C,,,, with the 150-mg dose
(833 ng/mL), the estimated mean QTcF change from
baseline was 6.3 ms (90% CI, 4.71-7.79; Table S7,
Fig. S3).

3.8. Biomarker analyses

Twenty baseline tumor samples underwent next-
generation sequencing (NGS) using a comprehensive

100 4

75 -

50 -

25 +

Best percentage change from
baseline (measurable lesions)

=75 4

-100 4

nIN (%) = 41/45 (91%)

PRPRPR PR PRPRPR pR pR PRER
PR

PRPR

PR

Fig. 1. Best percentage change from baseline in sum of longest lesion diameters per BIRC assessment in all patients. BIRC, Blinded
Independent Review Committee; PD, progressive disease; PR, partial response; RECIST vl.1, Response Evaluation Criteria in Solid
Tumors version 1.1; SD, stable disease. n: number of patients with a baseline and > 1 postbaseline assessment of target lesions based on
BIRC assessment. *Patient discontinued treatment. Percentage changes from baseline > 100% are set to 100%. The dashed line refers to
the RECIST vl.1 criteria for PR defined as > 30% decrease in the sum of diameter of all target lesions, taking as reference the baseline sum
of diameters.
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Table 3

Adverse events regardless of causality in > 10% of patients (any grade).

Preferred terms

All patients (N = 45)

Grade 1 Grade 2 Grade 3/4 Any grade®

n (%) n (%) n (%) n (%)
Number of patients with > 1 event 43 (96) 37 (82) 29 (64) 44 (98)
Diarrhea 21 (47) 409 1(2) 21 (47)
Maculopapular rash 15 (33) 3(7) 5(11) 17 (38)
Pyrexia 11 (24) 2 (4) 1(2) 13 (29)
Cough 8 (18) 409 0 12 (27)
Stomatitis 12 (27) 0 1(2) 12 (27)
Decreased appetite 6 (13) 6 (13) 0 11 (24)
Pruritus 9 (20) 4(9) 0 11 (24)
Dermatitis acneiform 10 (22) 409 0 10 (22)
Hypertension 2 (4) 7 (16) 12 8 (18)
Headache 7 (16) 2(4) 0 7 (16)
Nausea 7 (16) 0 0 7 (16)
Rash 7 (16) 1(2) 0 7 (16)
Constipation 6 (13) 0 0 6 (13)
Increased lipase 24 3(7) S5(11) 6 (13)
Nasopharyngitis 5(11) 3(7) 0 6 (13)
Upper respiratory tract infection 2(4) 49 0 6 (13)
Upper abdominal pain 5(11) 0 0 5(11)
Alopecia 5(11) 0 0 5(11)
Increased amylase 3(7) 1(2) 24 5(11)
Anemia 3(7) 2 (4) 12 5(11)
Back pain 3(7) 1(2) 1(2) 5(11)
Dry skin 5(11) 1(2) 0 5(11)
Fatigue 5(11) 0 12 5(11)
Peripheral edema 5(11) 0 0 S5(11)
Paronychia 3(7) 2(4) 0 5(11)
Urinary tract infection 3(7) 2 (4) 0 5(11)
Vomiting 409 12 0 5(11)

AE, adverse event; CTCAE v4.03, Common Terminology Criteria for Adverse Events version 4.03; MedDRA v22.1, Medical Dictionary for

Regulatory Activities version 22.1.
Adverse events by preferred terms are listed.
MedDRA v22.1, CTCAE v4.03.

# A patient with multiple severity grades for an AE is only counted under the maximum grade.

cancer-related gene panel, and EGFR-activating muta-
tion(s) were confirmed in all 20 patients. One sample
was removed due to 0% tumor content in the sequenced
tissue. The most frequently observed concurrent alter-
ations (> 5 patients) were in TP53 (n = 11; 10 single-
nucleotide variants [SNVs] and 1 insertion/deletion
[indel]), AKT3 (n = 5; 1 amplification and 4 indels), and
CSFIR (n = 5; all SN'Vs). In patients with a concurrent
TP53 alteration (n = 11), the best overall responses
(BORs) were 1 complete response (CR), 6 partial re-
sponses (PRs), 2 stable disease (SD), and 2 PD. In those
without a concurrent 7P53 alteration (n = 9), the BORs
were 1 CR, 5 PRs, 2 SD, and | unknown (Fig. 2).

Of 6 patients who had results from both tissue and
plasma NGS at baseline, concordance of EGFR-acti-
vating mutations was observed in 4 patients (the
remaining 2 patients had insufficient circulating tumor
DNA [ctDNA)).

Matched baseline, on-treatment (cycle 3 day 1
[C3D1]), and EOT plasma samples from 12 patients
were assessed by NGS. At baseline, ctDNA was not
detected in 3 of the 12 patients, while ctDNA including
EGFR-activating mutations were detected in the
remaining 9. Five patients with detectable EGFR-acti-

vating mutations at baseline also had samples available
at C3DI1 for analysis. Of these C3D1 samples, none
had detectable ctDNA. Among 10 patients with
available samples at EOT, ctDNA was undetectable in
7; of the remaining 3, the same EGFR-activating mu-
tations from baseline re-emerged in 2, while there was
insufficient ctDNA at baseline compared with EOT in
the other (Table S8, Fig. S4). No variants were iden-
tified at EOT in association with previously reported
mechanisms of acquired resistance to EGFR-TKIs
[14,15] (Table S9).

4. Discussion

First-line nazartinib demonstrated efficacy in patients
with stage IIIB/IV EGFR-mutant NSCLC despite a high
proportion of patients with baseline brain metastases.
Per BIRC assessment, 69% of patients achieved an
overall response and 91% showed disease control. Re-
sponses were durable, with a median DOR of 25
months. The median PFS was 18 months. After a
median follow-up time of 25 months, the median OS
was not reached, with 56% of patients alive at 33
months.
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CNS recurrence is a frequent complication in patients
with EGFR-mutant NSCLC, with a 2-year estimated
risk of CNS progression of ~15%—20% while on
treatment with EGFR-TKIs [16—19]. Since the presence
of brain metastases is associated with a poor prognosis
and impaired quality of life, control of CNS progression
is an important consideration for these patients
[17,20,21]. In this study, nazartinib showed clinically
meaningful antitumor activity in the brain. Brain lesions
were absent/normalized in 53% of patients with brain
non-target lesions. Of the 27 patients without baseline
brain metastases, only 2 developed new brain metastases
postbaseline, which is suggestive of a protective effect of
nazartinib against brain metastases. In the phase 3
FLAURA trial, which evaluated first-line osimertinib in
EGFR-mutant (ex19del or L858R) advanced NSCLC,
CNS progression was reported in 7 of 226 patients (3%)
with no known or treated CNS metastases at study entry
in the osimertinib group [12,22].

The phase 1/2 AURA study evaluated first-line osi-
mertinib 80 mg once daily administered to patients with
locally advanced/metastatic FEGFR-mutant NSCLC
(N = 30) [23]. Noting the limitations of cross-trial
comparisons, the ORR observed with nazartinib was
comparable to that reported for osimertinib (69% versus
67% [95% CI, 47—-83]), with a median DOR of 25
months versus 19.3 months (95% CI, 12.2—24.7),

D.S.W. Tan et al. | European Journal of Cancer 172 (2022) 276—286

respectively [23]. The median PFS was 18 months versus
22.1 months (95% CI, 13.7—30.2) for nazartinib and
osimertinib, respectively [23].

Nazartinib had a manageable safety profile, including
with respect to AEs that are usually associated with
wild-type EGFR inhibition [13]. The most common AEs
were largely similar to those reported previously
[12,13,23,24]. Maculopapular/macular/papular rash was
the most common rash type reported in this study,
which presented during the first 2 months of treatment;
events within this rash type responded to medication
and were resolved or resolving at the time of data cutoff
in a majority. Maculopapular rash, which is character-
istic of nazartinib, is generally different from the known
EGFR-TKI acneiform rash and is usually acute and
self-limiting [13]. Of note, nazartinib did not show po-
tential to cause clinically relevant QTcF prolongation at
the steady-state mean C,,,, with the 150-mg dose; the
upper bounds of the 90% CI for the predicted change at
this concentration level was 7.79 ms, which was below
the 10-ms threshold as indicated as relevant in the ICH
E14 [25]. In the FLAURA trial, ECG QT prolongation
events were reported in 28 patients (10%) in the osi-
mertinib group [24]. In a concentration-QTc analysis
conducted using AURA?2 study data, a linear relation-
ship was observed between osimertinib concentration
and AQTCcF [26]. The predicted mean (upper 90% CI)
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AQTCcF was 14.2 (15.8) ms at the steady-state maximum
osimertinib concentration for an 80-mg once-daily dose
[26]. The results from our study do not reveal nazartinib
to have significant proarrhythmic potential; however,
these observations warrant further investigation.

The TP53 co-alteration frequency reported in this
study was largely consistent with that reported in prior
studies (~ 50%—60%) in EGFR-mutant NSCLC [13,27].
Results from phase 1 of this study suggested a possible
association between 7P53 mutations in tumors and a
lower response rate to nazartinib [13]. However, in this
preliminary analysis from phase 2, there was no
observable correlation between any concurrent genetic
alterations and BOR, likely due to a small sample size. A
formal statistical analysis was not conducted to test this
correlation. Among 5 patients with EGFR-activating
mutations detected at baseline who also had samples
analyzed at C3D1, none had persistent ctDNA at this
time point, which suggested successful clearance of
ctDNA.

In conclusion, first-line nazartinib is a promising
third-generation EGFR-TKI for patients with advanced
EGFR-mutant NSCLC, including those with baseline
brain metastases. Furthermore, the results from the
concentration-QTcF analysis suggest that nazartinib did
not impact cardiac rhythm conduction. These findings
support further clinical development of nazartinib as a
single agent and in combination with other anticancer
therapies to circumvent acquired resistance to EGFR-
TKIs.
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