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Rationale for Neoadjuvant Therapy in EGFR-Mutant NSCLC

* Adjuvant Osimertinib is the current standard of care after the ADAURA trial.

e NEW ENGLAND
JOURNAL of MEDICINE

ESTABLISHED IN 1812 OCTOBER 29, 2020 VOL. 383 NO. 18

Osimertinib in Resected EGFR-Mutated Non—Small-Cell Lung Cancer

Yi-Long Wu, M.D., Masahiro Tsuboi, M.D., Jie He, M.D., Thomas John, Ph.D., Christian Grohe, M.D.,
Margarita Majem, M.D., Jonathan W. Goldman, M.D., Konstantin Laktionov, Ph.D., Sang-We Kim, M.D., Ph.D.,
Terufumi Kato, M.D., Huu-Vinh Vu, M.D., Ph.D., Shun Lu, M.D., Kye-Young Lee, M.D., Ph.D.,
Charuwan Akewanlop, M.D., Chong-Jen Yu, M.D., Ph.D., Filippo de Marinis, M.D., Laura Bonanno, M.D.,
Manuel Domine, M.D., Ph.D., Frances A. Shepherd, M.D., Lingmin Zeng, Ph.D., Rachel Hodge, M.Sc,,

Ajlan Atasoy, M.D., Yuri Rukazenkov, M.D., Ph.D., and Roy S. Herbst, M.D., Ph.D., for the ADAURA Investigators*

(2)) YONSEI AHztA

NIVERSITY SEVERANCE



Rationale for Neoadjuvant Therapy in EGFR-Mutant NSCLC

* Adjuvant Osimertinib is the current standard of care after the ADAURA trial.
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Rationale for Neoadjuvant Therapy in EGFR-Mutant NSCLC

* Adjuvant Osimertinib is the current standard of care after the ADAURA trial.
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Rationale for Neoadjuvant Therapy in EGFR-Mutant NSCLC

* Adjuvant Osimertinib is the current standard of care after the ADAURA trial.
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Rationale for Neoadjuvant Therapy in EGFR-Mutant NSCLC

* Adjuvant Osimertinib is the current standard of care after the ADAURA trial.

B Patients with Stage IB to |lIA Disease
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Rationale for Neoadjuvant Therapy in EGFR-Mutant NSCLC

* Adjuvant Osimertinib is the current standard of care after the ADAURA trial.
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The NEW ENGLAND JOURNAL
A Patients with Stage IB Disease
B Patients with Stage || Disease
1.0-— :
nl .l = I I_H"' —
ORIGINAL ARTIC e e . Osimeartinib
£ 084 %
g
2 07-
. " ?3 0.6 Placebo
Overall Survival with ( 5 os 5YeOveral Sumiva
5% CI
. % o4l (95% C1)
in Resected EGFR-Mut; § o paren
- Osimertinib 85 (77-51)
S 024 Placebo 78 (69-85)
Masahiro Tsuboi, M.D., Roy S. Her % 014 Hazard ratio for death, 0.63 (95% Cl, 0.34-1.12)
' | ' l._'l l:l'u T T T I ] ] ] ] ] ] | | T T 1
Thomas John, M.B., B.S., Ph.D., Tery Y Y T
Margarita Majem, M.D., Ph.D., Christian Grohé, Months since Randomization
Jonathan W. Goldman, M.D., Shun Lu, M.]  Ne.atRisk
T WIS S o R Osirmertinib 118 116 112 112 112 109 104 104 100 & 61 36 19 4 0O
Filippo de Marinis, M.D., Frances A. Shepherd, M.} p.cebo 118 118 117 114 110 107 104 103 94 79 56 32 16 7 2 0

MNhieu Thi Le, M.D., Arunee Dechaphunkul, M.D., Damusz ROWarskT, WD, PIT.O,
Lynne Poole, M.Sc., Ana Bolanos, M.D., Yuri Rukazenkov, M.D., Ph.D.,
and Yi-Long Wu, M.D., for the ADAURA Investigators™®

P»YONSEI MH2tA

NIVERSITY SEVERANCE



Rationale for Neoadjuvant Therapy in EGFR-Mutant NSCLC

* Adjuvant Osimertinib is the current standard of care after the ADAURA trial.

B Patients with Stage IB to |lIA Disease

The NEW ENGLAND JOURNAL
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Rationale for Neoadjuvant Therapy in EGFR-Mutant NSCLC

* Adjuvant Osimertinib is the current standard of care after the ADAURA trial.
* However, recurrence still occurs after surgery.

* Neoadjuvant therapy may:
» Provide early systemic disease control
» Downstage nodal disecase

» Allow in vivo assessment of treatment response

* Does neoadjuvant EGFR-TKI change surgical outcomes?
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NORA: Pilot Study / single arm / single center (Yonsei)

* 8 weeks of neoadjuvant Osimertinib + 3years of adjuvant Osimertinib
» Clinical response: PR 44% / SD 56%

= No patient lost the opportunity for surgery due to disease progression

* RO resection: 100%

= MPR: 24% / pCR: 0%

* No grade >3 adverse events during neoadjuvant

* Neoadjuvant EGFR-TKI was Feasible / Well tolerated / Did not compromise surgical

candidacy
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NORA: Pilot Study / single arm / single center (Yonsei)
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NORA: Pilot Study / single arm / single center (Yonsei)

Study design (NORA trial, NCT04816838)
"8 w
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NORA: Pilot Study / single arm / single center (Yonsei)

* 8 weeks of neoadjuvant Osimertinib + 3years of adjuvant Osimertinib

» Clinical response: PR 44% / SD 56%

= No patient lost the opportunity for surgery due to disease progression

= RO resection: 100% / VATS: 96% (Conversion to open: 1 patient (during LN dissection))
= MPR: 24% / pCR: 0%

* No grade >3 adverse events during neoadjuvant

* Neoadjuvant EGFR-TKI was Feasible / Well tolerated / Did not compromise surgical

candidacy
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NORA: Pilot Study / sing

= Midterm oncologic outcome
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NORA: Pilot Study / sing

= Midterm oncologic outcome

Recurrence-Free Survival
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NORA: Pilot Study / sing

= Midterm oncologic outcome
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NeoADAURA (Phase lil)

= Resectable stage II-11IB, EGFR-mutant NSCLC

* MPR: ~25% with osimertinib vs 2% with chemotherapy
= Pathologic complete response: low

" 90~95% underwent surgery

= High R0 resection rate: 91~95%

* N2 downstaging observed

* Neoadjuvant osimertinib significantly improves pathologic response without

compromising surgical feasibility.
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NeoADAURA (Phase lil)

Resectable stage II-111B, EGFR-mutant NSCLC

Original Reports | Thoracic Oncology

©®Neoadjuvant Osimertinib for Resectable EGFR-Mutated
Non—Small Cell Lung Cancer
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PURPOSE

RESULTS

CONCLUSION

Adjuvant osimertinib is the standard of care for patients with resected epidermal
growth factor receptor (EGFR)-mutated non-small cell lung cancer (NSCLC).
Nepadjuvant treatment could improve surgical and long-enm outcmes.

In this randomized, controlled, phase O study, patents with resectable, EGFR-
mutated, stage [I-0IB NSCLC were randomly assigned (1:1:1) to receive necadjuvant
osimertinib (80 mg orally once daily for 29 weeks) plus platinum-based chemo-
therapy (once every 3weeks for three cycles), osimertinb monotherapy (for
zoweeks), or placebo plus platinum-based chemotherapy (control), followed
by surgical resection. Adjuvant osimertinib was offered to eligible patients after
completion of surgery. The primary end point was major pathologic response (MPR)
by blinded central pathology review. Event-free survival (EFS) was asecondaryend
point.

Overall, 358 patients were randomly assigned to receive osimertinib plus
chemotherapy (121 patients), osimertinib monotherapy (117 patients), or pla-
cebo plus chemotherapy (120 patients). Osimertinib plus chemotherapy (MPR
rate 26%) and osimertinib monotherapy (25%) demonstrated staristically
significant improvement in the MPR rate versus placebo plus chemotherapy
(2%), with corresponding odds ratios of 19.82 (95.002% CI, 460 to 85.33;
P < .ooo1)and 1928 (99.9% C1, L7110 217.39; P < .000), respectively. With 15%
data maturity, the EFS rates at 12 months were 3%, 95%, and 3% with
osimertinib plus chemotherapy, csimertinib monotherapy, and placebo plus
chemotherapy, respectively. In theneoadjuvant period, grade 23 adverse events
of any cause occurred in 36%, 13%, and 33% of patients with osimertinib plus
chemotherapy, osimertinib monotherapy, and placebo plus chemotherapy,
respectively. No new safety concems were identified.

Neoadjuvant osimertinib with or without chemotherapy demonstrated statis-
tically significant improvement in the MPR rate over chemotherapy alone in
patients with resectable, EGFR-mutated, stage I1-1I1B NSCLC.
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NeoADAURA (Phase lil)

= Resectable stage II-11IB, EGFR-mutant NSCLC

* MPR: ~25% with osimertinib vs 2% with chemotherapy
= Pathologic complete response: low

" 90~95% underwent surgery

= High R0 resection rate: 91~95%

* N2 downstaging observed

* Neoadjuvant osimertinib significantly improves pathologic response without

compromising surgical feasibility.
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NeoADAURA (Phase Ill)

Resectable stage II-111B, EGFR-mutant NSCLC

= NeoADAURA study design*

Osimertinib 80 mg

eloer el Bal Investigator choice
Patients with completely : e adjuvant treatment
- resectable EGFRm -k OSiEdil

stage lI-1lIB NSCLC 80 mg QD Post-surgery
follow-up visits
. Placebo QD + CTx P
Q3W
CTx: carboplatin AUC5 or
u cisplatin 75 mg/m? + pemetrexed 500 mg/m?; 3 cycles
m Primary endpoint: MPR (by blinded central pathology review) sponse without

Secondary endpoints: EFS, pCR, nodal downstaging, safety, DFS and OS
CUOINIPTUIIITSIITE SUT ZITAT ICTASIDIIITY.
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NeoADAURA (Phase Ill)

= Resectable stage II-11IB, EGFR-mutant NSCLC

* MPR: ~25% with osimertinib vs 2% with chemotherapy

= Pathologic complete response: low
" 90~95% underwent surgery

= High R0 resection rate: 91~95%

* N2 downstaging observed

Percentage of Patients

50 -

40 -

30 4

20 A

10 o

Difference, 24% (95% ClI, 15 to 32);
OR, 19.82 (95.002% Cl, 4.60 to 85.33); P < .0001

26%

Difference, 23% (95% Cl, 15 to 32);
OR, 19.28 (99.9% Cl, 1.71 to 217.39); P < .0001

25%

Osimertinib + Chemotherapy
(n=121)

Osimertinib Monotherapy
(n=117)

2%

Placebo + Chemotherapy
(n=120)

* Neoadjuvant osimertinib significantly improves pathologic response without

compromising surgical feasibility.
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NeoADAURA (Phase Ill)

= Resectable stage II-11IB, EGFR-mutant NSCLC

* MPR: ~25% with osimertinib vs 2% with chemotherapy

= Pathologic complete response: low
" 90~95% underwent surgery

= High R0 resection rate: 91~95%

* N2 downstaging observed

Percentage of Patients

50 -

40 -

30 4

20 A

10 o

Difference, 24% (95% ClI, 15 to 32);
OR, 19.82 (95.002% Cl, 4.60 to 85.33); P < .0001

26%

Osimertinib + Chemotherapy
(n=121)

Difference, 23% (95% Cl, 15 to 32);
OR, 19.28 (99.9% Cl, 1.71 to 217.39); P < .0001

25%

Osimertinib Monotherapy
(n=117)

Placebo + Chemotherapy
(n=120)

* Neoadjuvant osimertinib significantly improves pathologic response without

compromising surgical feasibility.
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NeoADAURA (Phase Ill)

= Resectable stage II-11IB, EGFR-mutant NSCLC

= MPR: ~25%, with osimertinib vs Reasons for not undergoing or completing surgery

Fewer patients had progressive disease precluding definitive surgery with both osi-containing regimens

= Pathologic complete response: 1oy MR Ovc B At 771 P e
2% 2% 8?/0
G%Wf "
" 90~95% underwent surgery ) J % ////
v /é
- High RO reseCtion rate: 91~95% Completed definitive Completed definitive Completed definitive
surgery: 90% suréery: 95% surgery: 88%
* N2 downstaging observed os + T P80+ CTx
(n=121) (n=117) (n=120)

* Neoadjuvant osimertinib significantly improves pathologic response without

compromising surgical feasibility.
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NeoADAURA (Phase lil)

= Resectable stage II-11IB, EGFR-mutant NSCLC

* MPR: ~25% with osimertinib vs 2% with chemotherapy

Over 90% of patients who underwent surgery had RO at surgery

= Pathologic complete response: low

Underwent R status:*
surgery:

osi + CTx h=111Y .
" 90~95% underwent surgery (n=121) O

0S| mono

= High RO resection rate: 91~95% |
0 20 40 pa e =

PBO + CTx
n=107) —*
(n=120)
Proportion of those patients who underwent surgery (%)

* Neoadjuvant osimertinib significantly improves pathologic response without

... RO resection

v R1 resection

[:I D R2 resection

* N2 downstaging observed

compromising surgical feasibility.
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NeoADAURA (Phase lil)

= Resectable stage II-11IB, EGFR-mutant NSCLC

* MPR: ~25% with osimertinib vs 2% with chemotherapy

osi + CTx osi mono PBO + CTx

N, n=16 .y

n=33 % >
Ny 7 .

n=42 P53 :

No

Nodal cle: *4 Surgery Baseline [Nodal clearance 55%] Surgery Baseline [N‘odal cleamncesﬁ%} Surgery
i

= Pathologic complete response: low

" 90~95% underwent surgery

= High R0 resection rate: 91~95%

* N2 downstaging observed

* Neoadjuvant osimertinib significantly improves pathologic response without

compromising surgical feasibility.
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NeoADAURA (Phase lil)

= Resectable stage II-11IB, EGFR-mutant NSCLC

* MPR: ~25% with osimertinib vs 2% with chemotherapy

osi + CTx osi mono PBO + CTx

= Pathologic complete response: low B W5, - @

Red
Nz ﬂ=16' »»;\\\
n=33 o A
Ny
=7 n=08
0
n= _ n= o
0 n=
0 No ne
g n=31
i ) h
Baseline ‘ Downstag ed 60% Surgery Baseline Downstaged 60% Surgery Baseline Downstaged 39% Surgery
e . -

* Neoadjuvant osimertinib significantly improves pathologic response without

" 90~95% underwent surgery

= High R0 resection rate: 91~95%

* N2 downstaging observed

compromising surgical feasibility.
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NeoADAURA (Phase

1),

= Resectable stage II-111B, EG
* MPR: ~25% with osimertinil
= Pathologic complete responsg
" 90~95% underwent surgery
= High RO resection rate: 91~9:

* N2 downstaging observed

EFS (%)

No. at risk:

97%
97%

Osimertinib + Osimertinib Placebo +
Chemotherapy Monotherapy Chemotherapy
(n=121) (n=117) (n=120)
Events, No. (%) 12 (10) 18 (15) 23 (19)
Median EFS, months (95% CI) NR (NC to NC) NR (30.3 to NC) NR (NC to NC)
HR (CI) 0.50 (0.17 to 1.41)* 0.73 (0.40 to 1.35)b -
P .04 - -

93%

Osimertinib + chemotherapy 121

Osimertinib monotherapy

Placebo + chemotherapy

100 -—nt:: 95%
90 =
80 = Yo
70 HHH
60 =
50 =
40 Planned
30 surgery
m— Osimertinib + chemotherapy
20 = m— Osimertinib monotherapy
10 — = Placebo + chemotherapy
0 1 1 1 1 1 I 1 1 1 1 I 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42
Time Since Random Assignment (months)
112 110 93 89 58 54 39 38 23 22 14 10 6 0
117 112 110 93 94 59 59 36 34 20 18 9 7 6 0
120 107 100 85 81 55 52 35 34 20 16 11 6

* Neoadjuvant osimertinib significantly improves pathologic response without

compromising surgical feasibility.
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Neolazer: phase Il / randomized / multi-center

I Study design (NeolLazer trial, NCT06268210) |

1% tissue collection 2" tissue collection
fresh tissue FFPE fresh tissue FFPE
Arm A (n=80) :
I
Lazertinib + Chemotherapy :
- (Neoadjuvant, 3 cycles) :
Resectable NSCLC * Lazertinib 240 mg PO once daily :
(Stage IB-IIIB) * Pemetrexed 500 mg/m? IV v Adjuvant
EGFR mutation g g + Carboplatin AUCS IV Surgesy Lazertinib
creening every 3 weeks —> i .
(Exon 19 del or L858R) . o) (Ciativarrasection) 240 mg I.’O '
ECOG PS 0/1 once daily :
Age 219 years 2 for 3 years :
N Arm B (n=80) :
E Lazertinib Alone : E
: (Neoadjuvant, 3 cycles) : :
' A4
¥ * Lazertinib 240 mg PO once daily b 5
=~ Blood sample Blood sample
Blood sample Blood sample for NGS for NGS
for NGS for NGS 3o fordiyr 240 after
Pre-treatment Op day 6 mo for 2 yr Lazertinib
) cessation
Screening Neoadjuvant treatment (3 cycles) Surgery Adjuvant treatment (3 years) Follow-up

FFPE, formalin-fixed paraffin-embedded; NGS, next-generation sequencing; PO, oral; IV, intravenous; AUC, area under the curve.
Randomization stratified by disease stage (IB-ll vs. Ill) and EGFR mutation type (Exon 19 deletion vs. L858R mutation).
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Neoadjuvant TKI Case 1

* Lung cancer (RLL, ADC, ¢cT3N2bM0) + E19del mutation

* Neoadjuvant Osimertinib (2022-01-21 ~2022-03-16, 8wks)
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Neoadjuvant TKI Case

* Lung cancer (RLL, ADC, ¢cT3N2bM0) + E19del mutation

* Neoadjuvant Osimertinib (2022-01-21 ~2022-03-16, 8wks)
T "
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Neoadjuvant TKI Case

)) + E19del mutation

-21 ~2022-03-16, 8wks)
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Neoadjuvant TKI Case

D)) + E19del m

-21 ~2022-03
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Neoadjuvant TKI Case

* Lung cancer (RLL, ADC, ¢cT3N2bM0) + E19del mutation
* Neoadjuvant Osimertinib (2022-01-21 ~2022-03-16, 8wks)

= VATS RLLobectomy with MLND + En-bloc wedge resection of RML (2022-03-28)
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N1 LN dissection after neoadjuvant Osimertinib
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Neoadjuvant TKI Case

* Lung cancer (RLL, ADC, ¢cT3N2bM0) + E19del mutation
* Neoadjuvant Osimertinib (2022-01-21 ~2022-03-16, 8wks)
= VATS RLLobectomy with MLND + En-bloc wedge resection of RML (2022-03-28)

* ¢cT3N2bMO > ypT3N1a(2mm)
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Neoadjuvant TKI Case 2

* Lung cancer (RLL, ADC, ¢T2aN2a2MJ0) + L858R mutation

* Neoadjuvant Lazertinib + chemoTx (2026-03-11 ~ 2026-05-17, 10wks + A/C #3/3)
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Neoadjuvant TKI Case 2

* Lung cancer (RLL, ADC, ¢T2aN2a2MJ0) + L858R mutation

* Neoadjuvant Lazertinib + chemoTx (2026-03-11 ~ 2026-05-17, 10wks + A/C #3/3)
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Neoadjuvant TKI Case 2

0) + L858R mutation

(2026-03-11 ~ 2026-05-17, 10wks + A/C #3/3)
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Neoadjuvant TKI Case 2

0) + L858R

(2026-03-11

-
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Neoadjuvant TKI Case 2
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Neoadjuvant TKI Case 2

* Lung cancer (RLL, ADC, ¢T2aN2a2MJ0) + L858R mutation
* Neoadjuvant Lazertinib + chemoTx (2026-03-11 ~ 2026-05-17, 10wks + A/C #3/3)

= RATS RULobectomy with MLND (2026-05-21)

42)) YONSEL AHz2tA
X/ UNIVERSITY SEV

ERANCE



Rt. paratracheal LN dissection after neoadjuvant Lazertinib
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Neoadjuvant TKI Case 2

* Lung cancer (RLL, ADC, ¢T2aN2a2MJ0) + L858R mutation
* Neoadjuvant Lazertinib + chemoTx (2026-03-11 ~ 2026-05-17, 10wks + A/C #3/3)
= RATS RULobectomy with MLND (2026-05-21)

» ¢cT2aN2a2M0 -> ypT2aN0
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Surgical Considerations After EGFR-TKI

* Limited inflammatory reaction

" Preserved tissue planes

= Hilar dissection 1s generally feasible

* Anatomy often remains recognizable.

* No clear increase in perioperative morbidity reported
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Surgical Considerations After EGFR-TKI

* Limited inflammatory reaction

" Preserved tissue planes

Comparable to

= Hilar dissection 1s generally feasible

* Anatomy often remains recognizable.

upfront surgery

* No clear increase in perioperative morbidity reported

[without compromising

surgical feasibility
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Neoadjuvant TKI vs 10 vs CCRT: A Surgical Perspective

_ EGFR-TKI Immunotherapy CCRT

Dominant Effect

Fibrosis

Identification of previously
metastatic LN

LN dissection

Preservation of surgical
planes

Overall technical feasibility

Targeted tumor apoptosis

Usually mild

Mild capsular thickening

Comparable to upfront
surgery in most cases

Usually preserved

Comparable to upfront
surgery in most cases

Immune-mediated
inflammation

Variable, sometimes dense

Diffuse nodal enlargement
d/t reactive hyperplasia

May require wider clearance

Variable, inflammatory
changes

Generally feasible, but less
predictable

Radiation-induced fibrosis +
cytotoxic necrosis

Often significant

Frequently embedded in
fibrotic tissue

Technically demanding due
to fibrosis

Frequently distorted

Technically demanding, esp
ecially in minimally invasive
approaches
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Take home message

* Neoadjuvant Osimertinib improves pathologic response while preserving surgical
feasibility.

* Neoadjuvant Osimertinib significantly improves MPR

* Neoadjuvant Osimertinib shows favorable early event-free survival signals, pending

longer-term follow-up.

* Given the low risk of preoperative progression and recent availability in Korea,

neoadjuvant EGFR-TKI is becoming an increasingly important treatment option.
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