Fig. S1 Subgroup analyses of overall survival by (A) EGFR mutation type, (B) brain metastases, and (C) brain radiotherapy (efficacy set)
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Data cut-off: April 8, 2022. CI confidence interval, EGFR epidermal growth factor receptor, met metastases, mOS median overall survival, NR not reached

Fig. S2. Cumulative incidence rate of CNS progression in lazertinib-treated patients in the LASER201 trial
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Fig. S3 Time to (A) first or (B) second subsequent therapy or death in patients with EGFR T790M-positive non-small cell lung cancer (efficacy set). Data cut-off April 8, 2022 (overall survival)
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CI confidence interval, EGFR epidermal growth factor receptor

Fig. S4 Patient disposition for ctDNA analysis. Patients were categorized based on their clearance status as determined by ddPCR
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*Four patients were excluded as a sample for ctDNA analysis was not available. Invalid results are those cases where droplets were not formed or analyzed due to either insufficient ctDNA quantity or inadequate sample quality.
ddPCR droplet digital polymerase chain reaction.
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Fig. S5 Analysis of plasma EGFR mutations at baseline, cycle 3 (week 6), and cycle 5 (week 12) in patients with a valid (detectable or non-detectable) ctDNA sample at baseline and cycle 3 (n = 44) and/or cycle 5 (n = 36). Kaplan–Meier estimates showing OS and independent central review-assessed PFS according to the presence of ctDNA at (A) baseline, (B) cycle 3, and (C) cycle 5
(A)
[image: A screenshot of a graph

Description automatically generated]

(B)
[image: A screenshot of a graph

Description automatically generated]
(C)
[image: A screenshot of a graph

Description automatically generated]
Data cut-off: January 8, 2021 (PFS) and April 8, 2022 (OS). C cycle, ctDNA circulating tumor DNA, OS overall survival, PFS progression-free survival
[bookmark: _Hlk175660756]
Fig. S6 Resistance mechanism with ctDNA clearance
[image: 스크린샷, 사각형, 다채로움, 라인이(가) 표시된 사진

자동 생성된 설명]
The determination of whether EGFR mutations were cleared or not was made using ddPCR testing. Subsequently, the genetic profiles of individuals with either cleared or uncleared mutations were assessed through cell-free DNA sequencing (Gurdant360), as previously reported.[14] This supplementary analysis incorporated ctDNA clearance analysis by ddPCR and genetic profiling by Gurdant360 to investigate the genetic profile of the Cleared or Not Cleared groups.
ctDNA circulating tumor DNA; ddPCR droplet digital polymerase chain reaction
[bookmark: _Hlk175660777]Fig. S7 Summary of baseline genetic alterations at screening by ctDNA clearance at cycle 3 or not
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* One patient in the cleared group did not record in electronic data capture system for tumor shrinkage data. Alteration types included missense mutation, nonsense mutation, insertion/deletion, and splicing, and in case of amplification, ‘amp’ was indicated after the gene name
Patients were categorized based on their clearance status as determined by ddPCR. The baseline genetic alteration status from the Guardant 360 results was incorporated according to ctDNA "Cleared" or "Not Cleared" at cycle 3, and tumor shrinkage. In the right panel, the color gradient of the ‘Tumor Shrinkage’ bars represents the degree of tumor shrinkage in cycle 3, with blue indicating greater shrinkage and red indicating less shrinkage or tumor growth. Additionally, in the second line of the figure, labeled ‘Cycle 3 Shrinkage by ICR’, tumor shrinkage values for each patient are displayed, accompanied by color coding to facilitate identification of trends.
1

image4.png
Cumulative Incidence

Cumulative Incidence of CNS Progression

1049 240mg.

0.8

06

0.4

02

00

T T T T T T T
0 3 6 9 1215 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60

Time from first multiple dosing(months)

Number at risk

24mg |70 e 58 52 s 47 42 36 31 28 24 20 15 10 8 5 2 o





image5.png
1.0 + Censored

0.8 -

0.6 Median (95% Cl), months
21.0 (13.8-32.2)

0.4

Survival Probability

0.2 -

0.0
At Risk 76 68 59 48 48 36 31 25 22 18 14 13 10 7 8 5 2 0

T
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51
Time from multiple dosing (months)




image6.png
1.0

0.8 -

0.6 -

+ Censored

Median (95% Cl), months
29.1(22.0-38.9)

0.4

Survival Probability

0.2 -

0.0 -
At Risk

76 68 82 58 51 486 37 32 27 22 17 14 12 8 8 5 2 0

T T T T T T T T T T T T T T T T T

T
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51
Time from muiltiple dosing (months)





image7.png
Subjects who received
240 mg lazertinib*
(n=78)

Baseline
(n=74)

Mutation detected
(n=46)

No mutation detected

Cycle 3
(n=46)

Not cleared
(n=11)

Invalid results (n=2)

)

Invalid results
(n=10)





image8.png
Survival probability

(6N PFS

1.0 1.0

+ Censored + Censored
Varible
08
o)
wina osonm
—_
030015,059
06 06 os%cn)

of progression-free survival

322 R
[RISNRI [(05-NRI

Hozad atio
= 035 014,050

00 00

N 2z 27 26 25 24 24 22 1 1w 6 W o2 9 7 & 4 1 o N ez 26 20 18 w8 v 13 om 83 2 1 o

Y |46 38 34 31 20 26 23 19 4 14 12 108 4 3 2 1 o Y |46 30 e AL n 8 8 4 4 2 2 2 Al 0
L L T 7 T T T T T T T T T T T y T
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 5i o 3 6 8 12 15 18 21 24 27 30 33 3 39

Time from first multiple dosing(months) Time from first multiple dosing(months)

CtONA at baseline  ——— N

Ad CtDNA at baseline  ———— N —— Y




image9.png
oS

1.0 + Censored
2
| 06
i
e
Q 4
] 1—»0—0—‘—0—&
0.2 mosmcn 334 [211-NR] 296 [289-NR] 08447
e
= 035 019, 395]
0.0 -
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51

Time from first multiple dosing(months)

Clearance of ctONA at Cycle 3 Cleared

Not cleared

PFS

1o + Censored
:
H
H T E——
5 o6 v
H s o orsasn
g
S o4
S
g
g 02

00|
Clearsd (33 26 17 16 m s s 4 4 oz 2z z 1 o

Notcleared 14 2 1o
o 6 9 12 15 18 21 24 27 30 33 36 39

Clearance of ctDNA at Cycle 3

Time from first multiple dosing(months)
Cleared

Not cleared





image10.png
(ON]

1.0 + Censored

0.8 -
2
3 o06-
3
3
a
: I
2 04
5
@

0.2 Varisdle Cleared Not Clear

mOs (95% Ci)
monthey | 334[R1ENRI NR[88-NR]

0.0 -

Cleared (31 31 30 20 27 25 22 18 1 13 M ¢ 7 4 3 2 1 0
Not cleared | 5 4 Al 1
— T T T T T T T T T T T T T T T T T
[ 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51
Time from first multiple dosing(months)
Clearance of ctDNA at Cycle 5 Cleared Not cleared

PFS

1.0 + Censored
®
2z
e
@« Variable

Cleared Not Cleared

8
T
3 mPFS (95% CI)
S 06 110 [55-136] 40 [13-NR]
>
1
a 0.4
S

0.2

0.0 -
Cleared |31 27 18 16 n 8 8 4 4 2 2 2 Al 0

Not cleared 2
T T T T T T T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 33 36 39

Time from first multiple dosing(months)

Cleared Not cleared

Clearance of ctDNA at Cycle 5





image11.png
EGFR

RTK

MAPK/PI3KICAMP

— Cell cycle

___ DNArrepair/_

chromatin

Cycle 3
Clearance

T790M
loss

C797S

C797G

T854A

MET

ERBB2

FGFR1

PIK3CA| BRAF

KRAS

GNAS

RB1

CCND1

CCNE1

BRCA2

ARID1A

Cleared
Cleared
Cleared
Cleared
Cleared
Cleared
Cleared
Cleared
Cleared
Cleared
Cleared
Cleared
Cleared
Cleared
Cleared
Cleared
Cleared
Cleared
Cleared
Cleared
Cleared

Not Cleared

Not Cleared

Not Cleared

Not Cleared

Not Cleared

Not Cleared

Not Cleared
Not Cleared

Cycle 3 Clearance

Cleared

Not Cleared

Alteration type
Amplification

Mutation




image12.png
Cycle 3 Clearance

Cycle 3 Shrinkage by ICR

58| 54| 52 47 45 44 38 38 38 20 20 27 24 24 6 b

216 *

53 50 -0 13 3 2|56

Amplification

HER2 amp
MET amp

ctDNA clearance

Cleared |Not Cleared

PI3K/MAPK

PIK3CA
BRAF amp
BRAF VB0OOE
MAPK1
GNAS

Cell cycle/
DNA Repair

TP53

MYC amp
RB1

ATM
DDR2
ESR1
CCNE1amp
CDK4 amp
CDK6 amp
CDK12
CDKN2A
BRCA1
BRCA2
ARID1A

RTK

ROS1

KIT
FGFR1amp
FGFR1

ALK

Others

MTOR
TSC1
JAK2
CTNNB1
HER2
GATA3
APC

AR amp

Tumor shrinkage

-76

25




image1.png
1.0+ + Censored
08|
2
5 06
o
o
a
T 0
EBRR R EGFR Mutation 3 2755 8l)
H {months) L
Ex19Del 53 NR[30.5-NR]
02|
1858R 22 29.1[103-NR]
0.0-|
Ex19Del |53 48 44 40 40 39 34 29 24 23 21 5 s 7 5 2 0
L858R |22 19 18 16 13 11 10 8 7 7 2 2 2 1 0
T T T T T T T T T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51

Time from first multiple dosing(month)

EGFR Nutation

Ex19Del

L858R





image2.png
Survival Probability

1.0 4 + Censored
0.8 -
0.6 |
[(Z'EE Brain mOS (95% Ci)
Metastases (months)
02 Yes 25 NR [21.1-NR]
No 51 38.9 [30.1-NR]
0.0 -
N |51 46 43 38 37 35 30 25 22 20 18 14 12 6 5 4 2 O
Y |2 2 20 19 17 16 15 13 10 10 8 8 5 5 4 2 0
T T T T T T T T T T T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51

Time from first multiple dosing(month)

Brain IMet N





image3.png
Survival probability

I

+ Censored

0.8 -
0.6 -
S ———
0.4~
Brain mOS (95% CI)
0.2 radiotherapy (months)
Yes 12 NR [10.2-NR]
No 13 NR [21.1-NR]
0.0
N |13 n n 10 ° 0 o o 6 6 4 4 2 2 0
Y |12 n 8 7 6 4 4 4 4 4 3 2
T T T T T T T T T T T

o
)

o -
©-©

T T T
12 15 18 21 24 27 30 33 36 39
Time from first multiple dosing(months)

Brain RadioTherapy ————— N





