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Description

Lazertinib (GNS-1480) is an orally active, blood-brain barrier permeable third-generation EGFR tyrosine
kinase inhibitor, as well as an ABCBI/ABCG2 inhibitor and a TRPAI activator. Lazertinib
exhibits IC50 values of 0.4 mM and 0.2 mM against human ABCB1 and ABCG2, respectively. By inhibiting
mutant EGFR signaling, EGFR phosphorylation and the downstream ERK/AKT pathway, as well as
upregulating surface expression of EGFR/MET, Lazertinib induces cell cycle arrest, apoptosis, spontaneous
calcium responses, hyperexcitability of dorsal root ganglion (DRG) neurons, and TRPA1-dependent pain-like
behaviors. Lazertinib competitively binds to the substrate-binding sites of ABCBI/ABCG2, stimulates
their ATPase activity without altering their expression or plasma membrane localization, thereby
enhancing ADCC activity, acting as a chemosensitizer, and reversing ABCB1-mediated multidrug resistance.
It exerts antitumor activity as a single agent or in combination with other drugs. Lazertinib is applicable to

research related to non-small cell lung cancer, multidrug-resistant cancers, and paresthesia[ 1][2][3][4].

IC50 & Target

EGFRT790M | TRPA1

In Vitro

Lazertinib (0.1-1000 nM; 3 d) A1 #15 2 /5 I, EGFR 22481 Ba/F3 49511, 3L 1C50 {Eit R
N 3.5n0M E 108.3 nM[1].

Lazertinib (10 nM (YUO-139 PDOs); 100 nM (YU-1092 PDCs); 72 h) A 7E 4k ¥ 72 /NAJ5 L
i EGFRG719S RAR! YUO-139 ¥ KIEHKAH 5 EGFRL861Q KA YU-1092 B KIFAN N E
T (¥ EGFR Fik[1].

Lazertinib (0.001-10 pM; 72 h) AI/ESF & 72 h J5 0] EGFR KA AL/ NAfufitifE (NSCLC) 4 &)
W AI2]

Lazertinib (0.01-3.0 uM; 7 d, £ 72 h #i 1 R) AILE 7 RPN LK BEAR R0 7 204l PC-9 EGFR R
AR NSCLC 20 KI5, (EAE MR BE R o9 B 56 4 1 AR KA [2]

Lazertinib (100 nM; 4 h; 72 h) il PC-9 f1 HCC4011 EGFR %757 NSCLC 40ffi*f EGFR. ERK
A AKT FIBERRAL, (HE] 72 h B, X ERK A1 AKT R 15E A 2]

Lazertinib (100 nM; 48 h) A[#E PC-9. HCC4011 F1 H1975 EGFR %78 R4l /Ngil i il 4 A rp_E 3 00
o8 4 MCL-1 [3RIA[2].

Lazertinib (100 uM; 72 h) FEZ54EBURMISRAEANL R (HepG2. KB+ S1. HEK293/Vector) K id ik
ABCBI1 #{ ABCG2 £ #jiif#j (MDR) Y& RIS M40 #5473 5 BE AKX Vincristine

Doxorubicin « Mitoxantrone. Topotecan [ IC50, {HX} Cisplatin JG & 3 52M[3].

Lazertinib (0.1-1 uM; 24 h) AR5 EREE R M BAEDNRIE 3. 4. 5 WIRWEY (DRG) W&ETGKE

I IERL4].

Cell Viability Assay[1]

Cell Line: Ba/F3 cells expressing EGFR G719S, S7681, G719A/S7681, L861Q,
G719S/S768I, and S768I/L858R uncommon mutations

Concentration: 0.1-1000 nM

Incubation Time: 3d

Result: Inhibited cell viability with an ICso of 3.5 nM in EGFR G719S Ba/F3

cells. Inhibited cell viability with an ICso of 108.3 nM in EGFR S768I
Ba/F3 cells. Inhibited cell viability with an ICso of 36.8 nM in EGFR
G719A/S7681 Ba/F3 cells. Inhibited cell viability with an ICso of 13.9 nM

in EGFR L861Q Ba/F3 cells. Inhibited cell viability with an ICsoof 21.9
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nM in EGFR G719S/S7681 Ba/F3 cells. Inhibited cell viability with an

ICso0of 7.2 nM in EGFR S768I/L858R Ba/F3 cells.

Cell Viability Assay[2]

Cell Line: PC-9, HCC4011, H1975, PC-9GXR, KPP-03, HCC827, HCC4006
(EGFR-mutant non-small cell lung cancer cell lines)

Concentration: 0.001-10 uM

Incubation Time: 72h

Result: Inhibited cell viability in all seven cell lines, with IC50 values: PC-9:
0.103 pM; HCC4011: 0.161 uM; H1975: 4.074 uM; PC-9GXR: 1.379
uM; KPP-03: >10.0 uM; HCC827: <0.001 uM; HCC4006: 0.002 pM.
Showed highest sensitivity in HCC827 and HCC4006, and lowest
sensitivity in KPP-03.

Cell Viability Assay[3]

Cell Line: ABCBI1-overexpressing MDR cells (KBv200, HepG2/adr,
HEK293/ABCB1), ABCG2-overexpressing MDR cells (S1-MI-80,
HEK293/ABCG2), and their parental sensitive cells

Concentration: 0.0625-0.25 pM

Incubation Time: 3d

Result: Reduced the ICso of vincristine (HY-N0488A) by up to 25.21-fold,

doxorubicin (HY-15142A) by up to 14.82-fold, and paclitaxel by up to
15.90-fold in ABCB1-overexpressing cells. Reduced the ICso of
mitoxantrone (HY-13502) by up to 8.97-fold and topotecan (HY-13768)
by up to 11.94-fold in ABCG2-overexpressing cells. Did not significantly
alter the ICso values of substrate drugs in parental sensitive cells, or the
ICs0 of non-substrate cisplatin (HY-17394) in either sensitive or MDR

cells.

In Vivo

Lazertinib (10 mg/kgs Hk: & H—k: 27-29 R) 7 HILEE/N40 I 9 Ba/F3 EGFRG719S Fl
YUO-139 EGFRG719S S I st I 26.3%. 141% HfiR AL KAMHI[1].

Lazertinib (10 mg/kg: Hk: & H—&: &L 19 K) TEAH] Gefitinib i 25 (¥ 3k /> 40 i il
Jir EGFRL861Q YU-1092 S A A H A5 A b i) ripg R A< 1]

Lazertinib (10 mg/kg: ks BH—W: FFEEEE 29 K) F4E EGFR-TKI ffif 2 (1 3F /)N 40 i i i
YHIM-1008 EGFRG719C/S7681 5 Fh B AR b ifs S AR W1 4RI IR, (HICVESC IR Ad2HI[1].
Lazertinib (3 mg/kg: & H: 4L 31 K) £ PC-9 CDX MBI Hh Al 7= A= 45 1 (R Rt v vk, BRI FE R 9T
e 3 MARTIHILE R A K2].

Lazertinib (10 mg/kg: FR: & 3 R 1 &k 3% 6 k) TikFEK ABCB1 id3&IEH) HepG2/adr 41
R, H5 Doxorubicin B, WA ABCBI A SMIZ AL, & F MR AL
mE, HARMWERHLB]

Lazertinib (1 mM, 20 uL: RS HK) FITEMEME CSTBL/6) /MRS TRPAL #1288 AT
Ny 15 RPN ICERIRRR R 58.91 seconds[4].

Animal Model: nu/nu mice (6-week-old female)[1]
Dosage: 10 mg/kg
Administration: p-o.; daily; 29 days

Result: Induced a 141% tumor growth inhibition (TGI). Showed less durable
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responses than the lazertinib-amivantamab combination, with tumor

regrowth observed in a subset of treated mice after treatment

discontinuation.

Animal Model: Athymic nude mice (4-6 weeks old, 16-20 g, subcutaneous inoculation
with ABCB1-overexpressing HepG2/adr cells)[3]

Dosage: 10 mg/kg (monotherapy); 10 mg/kg (combination with doxorubicin)

Administration: p.o.; q3d; 6 doses

Result: Did not reduce tumor volume or weight relative to saline control
(monotherapy). Produced a remarkable decrease in tumor volume and
tumor weight relative to saline group and doxorubicin-alone group
(combination with doxorubicin). Showed no obvious changes in mouse
body weight, indicating good tolerability (monotherapy and combination
groups).

Animal Model: C57BL/6J mice (5- to 6-week-old, male)[4]

Dosage: 1 mM, 20 pL

Administration: intraplantar; single dose

Result: Increased average licking/biting time to 58.91 seconds over 15 minutes,

compared to 6.832 seconds in vehicle-treated mice. Reduced total
licking/biting time to 46.11 seconds when preinjected with TRPA1
antagonist HC-030031, compared to 105.6 seconds in vehicle-preinjected

group.

Solvent&Solubility

41 P S
DMSO H ¥ fRE : 3.33 mg/mL (6.00 mM; & BIE (<60°C); IR DMSO X 7= iy [ 5 il B2 A i
BN, R 1) DMSO)

Solvent Mass
1 mg 5mg 10 mg
Concentration

Preparing 1 mM 1.8030 mL 9.0149 mL 18.0297 mL
Stock Solutions 5 mM 0.3606 mL 1.8030 mL 3.6059 mL
10 mM - -- -

AR 7= AL AN [ R e 0 VAR RE L A A IS (VA R AR A A8 — ELRCRUAI, WA IRAE, B
S5 ST VR R I i R R

it B DR A7 J7 UABIBR : -80°C, 2 years; -20°C, 1 year. -80°C f&7FIN, 5 4E 2 FM AL,  -20°C fif
T, AE 1L ENREA .

YL

TEARE I SIS AILE 255 A R Y R R T %

DU VAR J7 S 80175 645 M8 In Vitro 7 UECHI T (KAE A0, PRI I BV 77«

SNPRUESEI S5 RI T SE0E, B IO A AT DU A7 25 1R, & ORI AR SEBR I TR, 2
WESLHIES, 2R,

AR VAR I 78 ) 43 b B2 R (R 2B P AR AR Ll eI R rh ML IE T
PG, AT LUE R AR S () 7 2B T

VE S

K FA AT 10% DMSO  —  40% PEG300 — 5% Tween-80 —  45% Saline

Solubility: = 0.9 mg/mL (1.62 mM); ¥ %
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MRS = 0.9 mg/mL M RED BB AR
PLImL TAERCNH], B 100 wL9.0 mg/mL [f7%iE DMSO f##&WINE| 400 uL PEG300 #, &
E5); FHim IR RF N 50 nL Tween-80, 1RAIIZ); RIGHALIMA 450 v L AHEHK &

A% 1mL.

AEFERK I E]: K 0.9 g EALEN, WRT ddH. O HUERZE 100 mL, AJ LSS PEH & I 14 20k
Ko

I -

IR IR R: 10% DMSO  —  90% (20% SBE- B -CD in Saline)

Solubility: = 0.9 mg/mL (1.62 mM); ¥#iE¥H

W EATHA = 0.9 mg/mL GRURIERFD AIEHER.

VL 1mL CAEBCAH], B 100 »L9.0 mg/mL [¥¥i% DMSO f###ME 900 uL20% I SBE-B
-CD AFEHAKEW T, BEHA.

2 g SBE-B-CD (F#T Mk B-HWKE) BMAEAET 10mL AEMEKS, SEBMEETEN.
HE =

TR FFAINEEAIAT): 10% DMSO  —  90% Corn Oil

Solubility: = 0.9 mg/mL (1.62 mM); ¥#iE¥H

SRR = 0.9 mg/mL HRIEEARAD HUEIEER, M7 R 950 WILE A H LBz P s 5

IR -
PLImL TAEW A, HL 100 L 9.0 mg/mL [ iE DMSO fE&INE] 900 vl F KM+, BE
¥i51.
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