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1. INTRODUCTION 3. RESULTS 4. CONCLUSIONS
» Lazertinib, a third-generation tyrosine kinase inhibitor (TKI), has * No notable difference in patient characteristics were observed in » For 13 patients in LASER301 with DR due to paresthesia or ) . : .
shown efficacy as a front-line and later line treatment for locally those with or without paresthesia and related AEs except for race related AEs, AE severity decreased in 8 patients (62%) and 1 In this po?'ed ";‘naIyS'S’ par.estheSIa and rglated AES
advanced or metastatic epidermal growth factor receptor (EGFR)- (Table 2). patient had complete AE resolution after DR (Figure 1). occurred in 48% of the patients who received
mutated non-small cell lung cancer (NSCLC)*2, lazertinib. These AEs were mostly mild or
- Despite a manageable safety profile, paresthesia was reported in Table 2. Patient characteristics Figure 1. Paresthesia & related AEs decreased in severity after DR moderate in severity (grade 1 or 2) rarely leading
33-39% of patients receiving lazertinib in the LASER201 With Without to dose discontinuation and were manageable
(NCT03046992) and LASER301 (NCT04248829) studies!?2. paresthesiaor paresthesiaor Total " @ Grade2 @ Grade3 with pharmacological interventions and/or dose
. We performed an integrated analysis to characterize the clinical re'(ﬁt:efﬁ’g)'zs re'&tffé)'zs (N=332) adjustment.
features of paresthesia and related adverse events (AEs) and . 12 1 :
examined the impact of lazertinib dose reduction (DR) on its Age, years, median (Q1, Q3) 64.5 64.5 64.5 Nature_of paresthe3|a an_d related AEs appeare.d
exposure duration, safety, and clinical efficacy. LR ) B gz, (R D) g 107 reversible, consistent with recent data suggesting
> METHODS Male, n (%) 58 (36.3) 72 (41.9) 130 (39.2) S s that paresthesia induced by EGFR TKI treatment is
: Asian, n (%) - ey ——— E mechanistically dlstlnct3 from chemotherapy-induced
- Patients: 332 patients who received lazertinib (240 mg/day) in . . B peripheral neuropathy.
the LASER201 (N=136) or LASER301 (N=196) studies were WHO performance status, n (%) Sy : :
0 35(21.9) 47 (27.3) 82 (24.7) Prompt dose adjustment upon onset of paresthesia
analyzed. ! 125 (78.1) 125 (72.7) 250(75:3) 2 may improve tolerability of lazertinib treatment
* AE in the scope of analysis: Paresthesia and related AEs tEGFR mutation status — 't)fll f . . y linical eff
(including hypoesthesia, peripheral sensory neuropathy, and TKl-naive, N 118 120 238 0 ‘ ] without compromising clinical efficacy.
polyneuropathy) were included. Exon 19 deletion, n (%) 78 (66.1) 68(56.7) 146 (61.3) Before DR After DR Further studies are required to understand and
. S : : : L858R, n (%) 40 (33.9) 52 (43.3) 92 (38.7) Maximum grade of AE Last grade of AE : .
- Lazertinib exposure duration: Duration from the first dosing TKI 2" or later line, N 41 52 03 manage risk factors for paresthesia induced by
date to the last dosing date was calculated. T790M(+), n (%) 37 (90.2 43 (82.7 80 (86.0 . , . , e .
AE itv: Th J ity of hesi d related AEs bef T790M(-) or unknown, n (%) 429'8)) 9 ((17_3)) 13 E14.0; Figure 2. PFS for patients with and without DR within the first 12 EGFR TKI treatment.
severity: The severity of paresthesia and relate s before months of treatment initiation (LASER301)
DR and after DR was summarized. Brain metastases at baseline, n (%) 63 (39.4) 56 (32.6) 119 (35.8) REFERENCES
+ Efficacy: Progression-free survival (PFS) was calculated for _
patients with and without DR within the first 12 months of CbEE, ), e (51D) GLZ o) CLUZER) Bl s 10 * Geneored 1. Cho, B.C., et al., Lazertinib versus gefitinib as first-line treatment in
treatment initiation. TG719X mutation for one patient. patients with EGFR-mutated advanced non-small cell lung cancer
o5 (NSCLC): Results From LASER301. J Clin Oncaol,
o : ' tNo DR: 2023:101200jc02300515.
Table 3. Lazertinib exposure duration
: E 2. Ahn, M.J., et al., Lazertinib in patients with EGFR mutation-positive
5. RESULTS P mPFS 20.6 months
Table 1. Frequency and severity of paresthesia and related AEs LASER201 § 0.6 (95% CI: 16.7-26.1) advanced non-small-cell lung cancer: results from the dose escalation
. - ; i dd i ts of a first-in-h , -label, lticentre,
Treatment-emergent Received 21 dose of lazertinib 240 mg (332 patients) Lazertinib 240 mg (N=76) "Exposure duration (months), median (Q1, Q3) g. u—I 2?]aseoi?2es)$ggs:?ann52: éfco? 2|legln 20u(r;13r11608p192630€ mitieentre
2%rsesrt]h(§/‘:)'%?;;f::$g Any gradet Grade 1 Grade 2 Grade 3 DR (N=12) 21.7 (136, 26.3) g 0.4 'DR: | 3. Kim, H., et al. EGFR inhibitor lazertinib activates a subset of 1 sensory
' No DR (N=64) 12.6 (5.5, 20.6) 2 ml(’gl;? 1()?'?3';1?\";:;‘3 [ neurons via TRPAL in mice. Poster presented at: The 26th Annual
All AE 160 (48.2 86 (25.9 64 (19.3 10 (3.0 % ClI: 13.7- i - - - :
s (48.2) (25.9) (19.3) (3.0 Mime to dose reduction (months), median (Q1, Q3): 4.8 (1.5, 13.8) n . Meeting of the Korean Society for Brain and Neural Sciences; Sep
Treatment-related AEs 143 (43.1) 77 (23.2) 56 (16.9) 10 (3.0) | ASER301 =7 P=0.9616% 2023; Korea.
Events leading to: o ) ) DR | 36 34 32 30 22 15 12 4 3 0
) Lazertinib 240 mg (N=196) TExposure duration (months), median (Q1, Q3) NoOR | 160 145 131 117 103 85 51 25 12 1 0
Dose adj.ustment. 24 (7.2) 1(0.3) 15 (4.5) 8 (2.4) DR (N=42) 13.7 (10.2, 20.7) 0 3 5 . 9 f 12 ) 15- ) 18( 2t1h ) 24 27 30 DISCLOSURES & CONTACT
Dose interruption 11(3.3) 1(0.3) 4(1.5) 6(1.8) No DR (N=154) 15.2 (10.0, 20.7) ime from randomization tmonths Disclosures for the presenting author (J. S Ahn): received honoraria
Dose reduction 22 (6.6) 6 (1.8) 14 (4.2) 2 (0.6) Mime to d duc " ' d.' ' '1 253 (2 76 — DR —— NoDR from Boryung, BC World, Takeda Phar, Roche Korea, Menarini Korea,
E———— e o myoy ) ime to dose reduction (months), median (Q1, Q3): 5.3 (2.3, 7.6) Hazard ratio or patients with no DR (Ref: DR): 0.99 (95% C1 0.58-1.67) Pfizer, Lilly Korea, Boehringer Ingelheim, Kyowa Kirin, Amgen Korea}:
PFS was evaluated based on investigator assessment in LASER301. Yuhan, AstraZeneca Korea, Bayer Korea, Novartis Korea, Hanmi;
TDuration from the first lazertinib dosing date to the last dosing date. Median PFS (mPFS) and 95% Cl were calculated using the Kaplan-Meier estimate. Consultative role for Therapex, Guardant, Yuhan, Immueoncia, Pharmbio
;AE severity was .graded using CTCAE version 4.3 (LASER201) or 5.0 (.LASER301). The ! Duration from initiation of lazertinib treatment to first DR. TI?R: Patients with DR within the ﬁrst 12 _m(_)nths of lazertinib initiation; No DR: Patients without DR Korea, Bayer Korea, Yooyoung, Vifor Pharma, and Bixink.
ighest AE severity recorded for each category was used for the analysis. L . . . . within the first 12 months of lazertinib initiation. Study funding: Yuhan Corporation, Seoul, Korea
+ 48% had paresthesia or related AEs. Of which, most were grade » Lazertinib exposure duration in patients Wlth DR was not shorter #P-value from log-rank test. yu - Yiha ' , :
- - than those without DR (Table 3), suggesting AEs were well Presenting author: jinseok.ahn@samsung.com [=]
1/2 and none were serious. DR due to paresthesia or related AEs managed in the dose reduced arou + In patients with DR due to any AEs, clinical efficacy was not *Corresponding authors:
was infrequent (7%) (Table 1). . LASgER201 h di 9 p.d i 29 th i compromised by DR of lazertinib to 160 mg. « kihlee@chungbuk.ac.kr
+ Median time to onset of paresthesia was 105 days (Q1: 65; Q3: n forts with DR € rgeléa” ex{’hoswfh ura 'c.’trr‘] W"’:SDR months In - PFS in patients with and without DR within the first 12 months of « CBC1971@yuhs.ac =
188). However, there was a substantial lag time between the onset patients wi and 15 montns in those without Dix. treatment initiation was similar (mPFS 18 vs 21 months; log-rank [®]5 5k [m]

of paresthesia and the first DR (median 164 days, Q1: 85; Q3: * In LASER_30_1, exposure duration in patients with DR and without P=0.9616) (Figure 1).
515). DR was similar (median 14 vs. 15 months).
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