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Unresectable Stage III : Curable disease?
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Unresectable Stage III with EGFR m(+)

: Curable disease?



EGFR mutation impact on definitive CCRT
in inoperable stage III adenocarcinoma
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K. Tanaka et al.
Journal of Thoracic Oncology(2015)



EGFR mutation impact on definitive CCRT
in inoperable stage III adenocarcinoma
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EGFR mutation impact on definitive CCRT
in inoperable stage III adenocarcinoma
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EGFR mutation impact on definitive CCRT
in inoperable stage III adenocarcinoma

TABLE 4. Recurrence Patterns According

to EGFR Mutation

First Site of

Recurrence n=29

EGFR Mutant,

Wild Type,

— [ <
n=1/,

Distant, n (%) 22 (76) 30 (40) 0.001
Brain 10 (35) 11(15)
Bone 5(17) 4(5)
Others 13 (45) 22 (29)

Locoregional, n (%) 4(14) 26 (35) 0.027
Primary 3(10) 15(20)
Lymphnodes 2(7) 11(15)

EGFR, epidermal growth factor receptor

K. Tanaka et al.
Journal of Thoracic Oncology(2015)



Resectable Stage III with EGFR m(+)
: Systemic disease?



Stage IB Stage Il Stage IIIA

2 year DFS rate, % (95% ClI)

AD AUR A. — Osimertinib 88 (78, 94) 91 (82, 95) 88 (79, 94)
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* In the osimertinib arm, 2-year DFS rates were consistent across stages IB, Il, and IIIA disease
« Maturity (overall population: stage IB / 1l / 1lIA) 29%: osimertinib events 12%, placebo events 46%

Wu Y-L et al. N Engl J Med 2020; 383:1711-1723



Consolidation or Adjuvant Osimertinib

>

in stage 1B~IIIA

STAGE IB
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ORIGINAL ARTICLE

Postoperative Chemotherapy Use and Qutcomes
From ADAURA: Osimertinib as Adjuvant Therapy
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Resectable Stage III
: Cytotoxic agents is useful?



Risk and Benefit _adjuvant
chemotherapy

« B : who die within 5 years

whether they receive ACT or not

* Gold : those who live without

receiving ACT

» Gray : those who live because of
ACT

. - : those who die because of
ACT

JER.10
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IALT

ANITA

Stage | (IB*} Stage |l Stage Il

Updated ASCO guideline
J Clin Oncol 2014



Resectable Stage III with EGFR m(+)
: Cytotoxic agents is useful?



Optimal Adjuvant Therapy in Resected
Stage IlIA-N2 Non-Small-Cell Lung
Cancer Harboring EGFR Mutations
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M. Wen et al.

Oncology Research and Treatment(2020)



Table 3. Comparison of EGFR-TKIs exposure time

2 EGFRTKLn (6 Adjuvant CTx in
e ey . EGFR mutant NSCLC
o<t<12 5(16.1] 4(12.1)

Table 2. Multivariate analyses for disease-free survival and overall survival in all patients

Variables Disease-free survival Overall survival

HR (95% CI) p value HR (95% CI) p value
Age, years 1.498 (0.922-2.432) 0.102 1.497 (0.861-2.603) 0.153
Sex, male/female 0.549 (0.280-1.075) 0.080 0.691 (0.326-1.464) 0.335
Smoking history (never/current or former) 1.966 (0.927-4.169) 0.078 1.649 (0.714-3.805) 0.241
EGFR mutation type (exon 19-del/exon 21 L858R) 1.200 (0.740-1.945) 0.460 0.889 (0.512-1543) 0.675
Histological type (adenocarcinoma/non-adenocarcinoma) 0.581 (0.315-1.072) 0.082 0.356 (0.185-0.688) 0.002
ECOG score (0-1/2) 0.253 (0.139-0.461) <0.001 0.178 (0.091-0.346) <0.001
Adjuvant therapy (combination regimen/a single agent) 2.117 (1.227-3.651) 0.007 2.420 (1.281-4.572)  0.006

M. Wen et al.
Oncology Research and Treatment(2020)



Phase Il Adjuvant Immunotherapy Trials

IMpower010*-3

Stratified by PD-L1 expression, sex,
stage (IB vs Il vs IlIA), and histology

Adults with stage IB
(T>4 cm)/II/IIA NSCLC %
per AJCC 7th ed
after complete
surgical resection
(N =1280)

Cisplatin +
pemetrexed,
gemcitabine,
docetaxel, or
vinorelbine

1-4 cycles

Atezolizumab
1200 mg IV Q3W x 16

Chemotherapy mandatory

= Primary endpoint: DFS by investigator
(hierarchical design) in PD-L1+ stage II-IlIA
> all stage II-IlIA> ITT (stage IB-IlIA)

1. Wakelee. ASCO 2021. Abstr 8500. 2. Felip. Lancet. 2021;398:1344.
3. Felip. WCLC 2022. Abstr PL03.09 4. Paz-Ares. ESMO Virtual 2022. Abstr VP3-2022.

PEARLS/KEYNOTE-091*

Stratified by disease stage (IB vs Il vs IIA), PD-L1 TPS
(<1% vs 1%-49% vs 250%), and geographic region

Adults with stage IB

(T24 cm)/II/IIA NSCLC per ¥ Pembrolizumab
AJCC 7th ed after complete " BRAURUEVACEN A RY,

surgical resection with

provision of tumor tissue for ~ Placebo

PD-L1 testing IVQ3W x 1 yr
(N=1177)

Chemotherapy not mandatory

Primary endpoint: DFS



Adjuvant 10 Trials: DFS in Overall Population (ITT)
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1. Wakelee. ASCO 2021. Abstr 8500. 2. Felip. Lancet. 2021;398:1344.
3. Felip. WCLC 2022. Abstr PL03.09 4. Paz-Ares. ESMO Virtual 2022. Abstr VP3-2022.



Adjuvant |10 Trials: OS in Overall Population (ITT)

IMpower010!
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80 -
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‘-:-; Events, Median OS,
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Atezo (n =507) 127(25.0) NR
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DFS, PD-L1 TPS 250% Population

Pts w/ Median, mo
_ Event (95% Cl)
100- | 18-mo rate
90- L 71.7% Pembrolizumab  32.1% NR (44.3-NR)
80 170.2% Placebo 38.2% NR (35.8-NR)
g i == [ HR0.82 (95% Cl, 0.57-1.18)
= 60 | M
= : 1Ll LU P=0.14
¢ 50- |
2 40- g
304
20+
10-
0 1 1 :I 1 1 1 | 1 | | |
0 6 12 18 24 30 36 42 48 54 60 66
No. at risk Months
168 45 126 99 69 50 26 22 7 4 0 0
165 140 121 100 75 54 28 2 8 6 1 0

R d per RECIST v1.1 by investi iew.
ESMO VIRTUAL PLENARY  SSZosiss i >



DFS in Key Subgroups, Overall Population

Subgroup

Overall
Age
<65 years
>65 years
Sex
Female
Male
Geographic region
Asia
Eastern Europe
Western Europe
Rest of world
ECOG performance status
0
1
Smoking status
Current
Former
Never

ESMO VIRTUAL PLENARY

No. Events/ Hazard Ratio (95% Cl)
No. Participants ;
47211177 % 0.76 (0.63-0.91)
213/558 + 0.73 (0.56-0.96)
259/619 —- 0.84 (0.66-1.07)
158/373 e 0.73 (0.54-1.00)
314/804 e 0.81 (0.65-1.01)
96/211 —4—~ 0.74 (0.49-1.10)
90/229 —— 0.84 (0.56-1.27)
245/604 e 0.77 (0.60-1.00)
41133 e 0.74 (0.40-1.39)
288/723 + 0.78 (0.62-0.99)
184/454 —— 0.79 (0.59-1.06)
531165 ———— | 0.42 (0.23-0.77)
340/859 . 0.84 (0.68-1.04)
79/153 e— 0.72 (0.47-1.13)
1 1 1 1
0.2 05 1 2 5
- B
Pembrolizumab Placebo
Better Better

Subgroup No. Events/ Hazard Ratio (95% Cl)
No. Participants ;
Overall 47211177 ok 0.76 (0.63-0.91)
Pathologic stage :
1B 46/169 — 0.76 (0.43-1.37)
I 246/667 —— 0.70 (0.55-0.91)
1A 178/339 . 0.92 (0.69-1.24)
Received adjuvant chemotherapy :
No 64/167 — 1.25 (0.76-2.05)
Yes 408/1010 Lk 0.73 (0.60-0.89)
Histology g
Nonsquamous 330/761 —— 0.67 (0.54-0.83)
Squamous 142/416 e 1.04 (0.75-1.45)
PD-L1 TPS s
<1% 195/465 —— 0.78 (0.58-1.03)
1-49% 160/379 —— 0.67 (0.48-0.92)
>50% 117/333 — 0.82 (0.57-1.18)
EGFR mutation :
No 186/434 e 0.78 (0.59-1.05)
Yes 4073 ———— 0.4 (0.23-0.84)
Unknown 246/670 + 0.82 (0.63-1.05)
02 05 {1 2 5
< B
Pembrolizumab Placebo
Better Better

Response assessed per RECIST v1.1 by investigator review.
Data cutoff date: September 20, 2021




Unresectable Stage III with EGFR m(+)
: CCRT followed by EGFR-TKI?



PLATINUM trial

m) U.S. National Library of Medicine

ClinicalTrials.gov
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Trial record 1 of 1 for: CCRT, EGFR mutant | NSCLC
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A Study of Lazertinib as Consolidation Therapy in Patients With Locally Advanced, Unresectable, EGFR-Mutant Non-Small Cell Lung Cancer
(Stage Ill) Following Chemoradiation Therapy (PLATINUM)

ClinicalTrials.gov Identifier: NCT05338619

The safety and scientific validity of this study is the responsibility of the

study sponsor and investigators. Listing a study does not mean it has
A been evaluated by the U.S. Federal Government. Know the risksand - ‘strosled®

potential benefits of clinical studies and talk to your health care L e Poa @ Slaneanate a0

provider before participating. Read our disclaimer for details. See Contacts and Locations

Recruitment Status @ : Recruiting




The last button of Non-metastatic

NSCLC

Initial Diagnosis of NSCLC

Early Stage Advanced/Metastatic

Neoadjuvant:
No molecular testing®
or PD-L1 IHC required

Regardless of
PD-L1 status,
tumors 24 cm or N+

Platinum-doublet
chemo +
nivolumab

Stage Il Unresectable:
No molecular testing
or
PD-L1 IHC required

Adjuvant:
Molecular testing (EGFR) and PD-L1
IHC following surgical resection

EGFR (classical) PD-L1 IHC

Regardless of
PD-L1 status
(in US)

mutation PRESENT,
stage IB-lIlIA

21%,
stage II-1lIA

Concurrent
chemoradiation
- durvalumab

* Chemo > Chemo =
osimertinib atezolizumab

*CheckMate 816 trial evaluating neoadjuvant nivolumab + platinum-doublet chemo excluded patients with EGFR mutations a
ALK rearrangements; thus, experts recommend testing for these biomarkers to identify patients who should not receive this t

Stage Il unresectable:
EGFR mutation

Concurrent
chemoradiation
- EGFR-TKI
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First approval for NSCLC in the Republic of Korea
p Preclinical trials initated (Jan) » (Jan)

l fryr— | =
CHYRSALIS (NCT02609776
,
B Prioss/tshutes
Ml Phase 112 studies

 Phase 3 studies

Key milestones in the development of lazertinib for the treatment of non-small cell lung cancer

S. Dhillon
Drugs(2021)



Published Protocol

Unresectable Stage Il NSCLC without progression after definitive CCRT
EGFR mutation positive (Ex19del or L858R)

18 years orolder
ECOGPS score0,1

!

Lazertinib 240mg daily QD (N=77)
28-day / cycle

Treatment until RECIST v1.1-defined PD, until intolerable toxicity

. Primary end point

i+ PFS

. Secondary end points

.+ OS, ORR, DoR, TTDM, safety profile

Received: 20 July 2022 l Accepted: 5 September 2022

DOL: 10.1111/1759-7714.14663

STUDY PROTOCOL WILEY

A phase II, multicenter study of lazertinib as consolidation
therapy in patients with locally advanced, unresectable, EGFR
mutation-positive non-small cell lung cancer (stage III) who have
not progressed following definitive, platinum-based,
chemoradiation therapy (PLATINUM trial)

Juwhan Choi' | Jeong EunLee’ | Chang-Min Choi’ | In-Jae Oh* |
Kye Young Lee® | Tae Won Jang® | Seung Hyeun Lee’” | Eun YoungKim® |
Dong Won Park’® | Sun Hyo Park'® | Sung Yong Lee'

J. Choi et al.
Thoracic Cancer(2022)



A1gF& (prospective),
A|24f(phase 2),

Unresectable

Stage Il NSCLC without
progression after
definitive platinum-
based CCRT(22 cycles)

+ EGFR mutation positive  [EE—

(Ex139del or L858R) non-
squamous cell

carcinoma

Study Design

S7H(open)

C}ol

oL B

Screening
Visit

-42d~-1d

1-42 days post-
CCRT

|

Lazertinib 240mg QD

Cycle

o

Week

DTN

||

+ 18 years or older

\ ECOG PS score 0,1 /

Tumeor Assessment according to RECIST 1.1

gew1w

Safety
f/u
Visit

28d+7d

(single-arm), Cf7| Z(multi-center),
ALZAFR K (sponsor-investigator) Y AFA| =

0Ss f/u
Visit

g3m=*14d

CCRT=concurrent chemoradiation therapy; ECOG Pi=eastern cooperative oncology group performance stetus; EGFRm=epidermal growth factor receptor mutation;
MSCLC=non-zmall cell Il.ng cancer; O5=overall survival; PD=progressive disease; O0=once 3 day; gdw=avery 4 weeks; g@w=avery 8 wesks; lw=1 wesk; 7d=7 daysz;
14d=14 days, g3m=every 3 months; RECIST=rezponze evaluztion criteria in solid tumeors



Study Duration
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Study Purposes & Endpoints

121 54: TP A
2H 27Is¢t stage Il EGFR m+ NSCLC &4t & S4A|4 o FUMYEZIHPFS)
YL AMI R (CCRT) 0|2 482 2=40| Gle 8RS
[HAFO 2 lazertinibO| ZSHZ LR O 2 QAL Fut7} Ql= 2|
RS FUYYEZ7|THPFS) 2= FIfoth.
22} 54: I 7 A
A Z=7]7H0S), A4 EH-SE(ORR), #F37[7HDoR), E4 |+  HA|HZ7[7HOS)
20| L= A7EZ| Q] 7|ZHTTDM)2. 2 lazertinib®] 84S |¢ X HI2-8(ORR)
o, « HFS7|ZHDoR)

« B4 HO| s AIETRAIL] A ZHTTDM)
AH8 =4: B
Lazertinib®] g & Hiefd= B71oH. © O] gArH|

OFEO|4feHS

ZOH3t Ol A AfRI/2F 20| 4 hS
O A2 2 QIS R FT
YA HAZ AL




Inclusion Criteria

Or 18A| O] A

Z A0 EGFR EUHO| A/ (exon79del EE& L858R)0|1 BN £7ts, B7| 37
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Inclusion Criteria

TAH SHOE 2537] O|¢2] g 7|t SA|H SaetetyArd 2 # X|Z(concurrent

1 | —

chemoradiation therapy, CCRT)ZS 211 OpX|2F HAME X2 S T 1~42¢ O|L{ 2l =X}

|
J[I

H= (platinum) 7|8t 22 ztst 2 H-2 [cisplatin EE= carboplatin] + [etoposide, vinblastine,

vinorelbine, taxane (paclitaxel or docetaxel), 2= pemetrexed & otLHE ZE2tSI0{OF BFCY

- SA|N UoStHAMM QO = HAIM K| 2O BHAME 2 60 Gy+10% (54-66 Gy)O|O0{OF ot




Inclusion Criteria
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t(drug induced ILD), 2H|

Exclusion Criteria

(interstitial lung disease, ILD),

)

=}
—

1=

I

_I

A
o

PN
=

)

7
L

hill
10

ol
o0
Kio
70

-l

ol
X0
ol
oFl
md

FC}:

—

-
(@)

CtE2 022

ot

Al
=

jolr
70

ol
A[d

<
I

X
Klo

L Xi

CC

®)
O

F

||
T

I
HEo| X Z2&[r 282 &

MM KRE HSME

@

Kio

®



Exclusion Criteria

M E(small cell) Z2&FF NSCLC ZA|SH0| 2XH(ex, adenosquamous cell carcinoma)

O|™ EGFR-TKI X| &&=

=

= A|EO0|A O™ AztatatA 2 - o 2ot =8 2 2CTCAE (Common Terminology
(®) ]

| S ZE[X| 2 =4. B d87|E 7HOM Folet

—

Criteria for Adverse Event) 252 0|4}
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Exclusion Criteria
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Interim & Final Analysis

M (2024-2025)
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—_— © BT, 1UEAY, FUIX), packyear, IU A
e IEEU RE/==H/EEE7(T
*  Tissue or Plasma

EGFR test * Method

o Mutation genes

ALK, ROS1 fusion |° IHC, FISH, RT-PCR

PD-L1 (IHC) * 22C3,5P263,5P142 TC, SP1421C
sub NGS test

¢ Regimen & dose reduction

®
AnaIYSIS CCRT ®* Total radiation dose

o Best response

*  Pathology
* TNM Stage

NSCLC disease

e Related lung Hx: Tuberculosis, interstitial lung disease, Bronchiectasis, Asthma, COPD,
Empyema, Others

7| E} *  Comorbidity: DM, Hepatitis, Alcoholism, CVD, Gl disease, Urinary disease, Others

*  CVD: HTN, Angina/MI, Valve disease, Arrhythmias, Strokes, Pulmonary embolism, DVT,
PAD, Others

* Cancer Hx




Case (72/F)

« Cough
« DN/NTM/Tbc(-/-/-)

« Bronchoscopic biopsy
: Adenocarcinoma

L858R

2022.2.28 2022.3.4
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NSCLC (adeno, T3N1TMO, IlIA, Exon 21 L858R Mutant)
(satellite nodule in LUL)




Chest CT 2022.4.13

NSCLC (adeno, T3N1TMO, IlIA, Exon 21 L858R Mutant)




Treatments

« 2022.4.25~6.7

Curative CCRT (60 Gy/30 fx) with weekly carbo/taxol (70%) (#1~2)

e 2022.5.31 (#5 A=

CCRT 3 & = PLATINUM trial QLY



Chest CT 2022.6.21

Intermittent cough

PLATINUM trial S2[A] 2=



« 2022.4.25~6.7

« 2022.6. 29

PLATINUM trial start

Curative CCRT (60 Gy/30 fx)

with weekly carbo/taxol (70%) (#1~6)

~Lazertinib 240mg start




Chest CT 2022.8.9




RT pneumonitis

2022.8.9 2022.10.4



Blood based biomarker

elRBOIA Z[F =HQISHAIN, wsdol goliE8s RELELICH

»e-IRB HIEZ7t7|: https://www.e-irb.com:3443/index jsp

IRB File No 2022-03-062

1) Protocol V2.2 -> V2.3
- EPAT WIS 2 tDNA, Platelet, PBMC 24 F7t
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Progress

AAWRAFZEN  Lssue No. 9,2023/02/06 PLATINUM Trial (Korea-Lazertinib-CCRT)
_'1.1|Z'| m-qpmrowraurhg_w 0[:1 é&lol 2!0‘(;];(' ?.0: g’ Mzr

A2t 4 ENEGRR) S50 10| HHE/ sk 34 Vasy ) Musfi
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Recruitment Report - Per Site (2023.02.06)
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Thank you
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