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Unmet needs

* Neoadjuvant chemoimmunotherapy is an option for resectable NSCLC

* More effective neoadjuvant treatment is required to complete
surgery and derive survival benefit in resectable, EGFR-mutant NSCLC

* The Phase 3 NeoADAURA study explored whether neoadjuvant osi +/-
chemotherapy can further improve pathological, surgical, and long-
term outcomes in resectable, EGFR-mutant stage II-11IB NSCLC
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ABSTRACT

BACKGROUND
Osimertinib is standard-of-care therapy for previously untreated epidermal growth
factor receptor (EGFR) mutation—positive advanced non—small-cell lung cancer
(NSCLC). The efficacy and safety of osimertinib as adjuvant therapy are unknown.

METHODS
In this double-blind, phase 3 trial, we randomly assigned patients with complete-
ly resected EGFR mutation—positive NSCLC in a 1:1 ratio to receive either osimer-
b (80 mg once daily) or placebo for 3 years. The primary end point was disease-
ival among patients with stage Il to [IIA disease (according to investigator
assessment). The secondary end points included disease-free survival in the overall
population of patients with stage IB to IIIA disease, overall survival, and safery.

free surviv;

RESULTS
A total of 682 patients underwent randomization (339 to the osimertinib group
and 343 to the placebo group). At 24 moenths, 90% of the patients with stage 11 to
IIIA disease in the osimertinib group (95% confidence interval [CI], 84 to 93) and
44% of those in the placebo group (95% CI, 37 to 51) were alive and disease-free
(overall hazard ratio for disease recurrence or death, 0.17; 99.06% CI, 0.11 to 0.26;
P<0.001). In the overall population, 89% of the patients in the osimertinib group
(95% CI, 85 to 92) and 52% of those in the placebo group (95% CI, 46 to 58) were
alive and disease-free at 24 months (overall hazard ratio for disease recurrence or
death, 0.20; 99.12% CI, 0.14 to 0.30; P<0.001). At 24 months, 98% of the patients
in the osimertinib group (95% CI, 95 to 99) and 85% of those in the placebo group
[95% CI, 80 to 89) were alive and did not have central nervous system disease
(overall hazard ratio for disease recurrence or death, 0.18; 95% CI, 0.10 to 0.33).
Overall survival dara were immarure; 29 patients died (9 in the osimertinib group
and 20 in the placebo group). No new safety concerns were noted.

CONCLUSIONS
In patients with stage 1B to IIlA EGFR mutation—positive NSCLC, disease-free sur-
vival was significantly longer among those who received osimertinib than among
those who received placebo. (Funded by AstraZeneca; ADAURA ClinicalTrials.gov
number, NCT02511106.)
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ABSTRACT

BACKGROUND
Among patients with resected, epidermal growth factor recepror (EGFR)—mutated,
stage IB to IIIA non—small-cell lung cancer (NSCLC), adjuvant osimertinib therapy,
with or without previous adjuvant chemotherapy, resulted in significantly longer
disease-free survival than placebo in the ADAURA trial. We report the results of
the planned final analysis of overall survival.

METHODS
In this phase 3, double-blind trial, we randomly assigned eligible patients in a 1:1
ratio to receive osimertinib (80 mg once daily) or placebo until disease recurrence
was observed, the trial regimen was completed (3 years), or a discontinuation crite-
rion was met. The primary end point was investigator-assessed disease-free survival
among patients with stage II to IIIA disease. Secondary end points included dis-
ease-free survival among patients with stage IB to IIIA disease, overall survival,
and safety.

RESULTS
Of 682 patients who underwent randomization, 339 received osimertinib and 343
received placebo. Among patients with stage II to IIIA disease, the S-year overall
survival was 85% in the osimertinib group and 73% in the placebo group (overall
hazard ratio for death, 0.49; 95.03% confidence interval [CI], 0.33 to 0.73; P<0.001).
In the overall population (patients with stage IB to IIIA disease), the 5-year overall
survival was 88% in the osimertinib group and 78% in the placebo group (overall
hazard ratio for death, 0.49; 95.03% CI, 0.34 to 0.70; P<0.001). One new serious
adverse event, pneumonia related to coronavirus disease 2019, was reported after
the previously published data-cutoff date (the event was not considered by the in-
vestigator to be related to the trial regimen, and the patient fully recovered). Ad-
juvant osimertinib had a safety profile consistent with that in the primary analysis.

CONCLUSIONS
Adjuvant osimertinib provided a significant overall survival benefit among parients
with completely resected, EGFR-mutared, stage IB to IIIA NSCLC. (Funded by Astra-
Zeneca; ADAURA ClinicalTrials.gov number, NCT02511106.)
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Adjuvant osimertinib improves DFS and OS
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Neoadjuvant osimertinib

* To determine the major pathological response (MPR) for
neoadjuvant osimertinib for stage IA-IIIA EGFR-mutated NSCLC

Neoadjuvant Osimertinib for the Treatment of Stage I-1lIA
Epidermal Growth Factor Receptor—Mutated Non—Small Cell
Lung Cancer: A Phase Il Multicenter Study
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PURPOSE To assess the safety and efficacy of the third-generation epidermal growth (2 Appendix
factor receptor (EGFR) tyrosine kinase inhibitor osimertinib as neoadjuvant [} Data Sharing
therapy in patients with surgically resectable stage I-IIIA EGFR-mutated non— Staternent
small cell lung cancer (NSCLC). [/} Protocol

PATIENTS AND This was a multi-institutional phase II trial of neoadjuvant osimertinib for
METHODS patients with surgically resectable stage I-IIIA (American Joint Committee on
Cancer [AJCC] V7) EGFR-mutated (L858R or exon 19 deletion) NSCLC (Clin-
icalTrials.gov identifier: NCT03433469). Patients received osimertinib 80 mg
orally once daily for up to two 28-day cycles before surgical resection. The
primary end point was major pathological response (MPR) rate. Secondary
safety and efficacy end points were also assessed. Exploratory end points in-

cluded pretreatment and post -treatment tumor mutation profiling.

RESULTS Atotalof 27 patients were enrolled and treated with neocadjuvant osimert inib for
a median 56 days before surgical resection. Twenty-four (89%) patients un-
derwent subsequent surgery; three (11%) patients were converted to definitive
chemoradiotherapy. The MPR rate was 14.8% (95% CI, 4.2 to 33.7). No path-
ological complete responses were observed. The ORR was 52%, and the median
DFS was 40.9 months. One treatment-related serious adverse event (AE) oc-
curred (3.7%). No patients were unable to undergo surgical resection or had
surgery delayed because of an AE. The most common co-occurning tumor
genomic alterations were in TP53 (42%) and RBMio (21%).

CONCLUSION Treatment with neoadjuvant osimertinib in surgically resectable (stage IA-TIIA,
AJCCV7) EGFR-mutated NSCLC did not meet its primary end point for MPR rate.
However, neoadjuvant osimertinib did not lead to unanticipated AEs, surgical
delays, nor result in a significant unresectability rate.

Accepted April 28, 2024
Published July 19, 2024
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INTRODUCTION improved both disease-free survival (DFS) and OS for pa-

tients with stage IB-IIIA EGFR-mutated (p.L858R or exon 19

The epidermal growth factor receptor (EGFR) tyrosine ki-
nase inhibitor (TKI) osimertinib is the current standard
first-line therapy for patients with metastatic non-small
celllung cancer (NSCLC) harboring an EGFR exon 21 p.L858R
mutation orexon 19 deletion on the basis of the FLAURA trial
showing superiority of osimertinib compared with earlier
generation EGFR TKIs both in terms of progression-free
survival (PFS) and overall survival (0S).** More recently,
the ADUARA trial demonstrated that adjuvant treatment
with osimertinib for up to 3 years after surgical resection

ASCO  Journal of Clinical Oncology*

deletion) NSCLC when compared with placebo. Whether
treatment with osimertinib before surgery (necadjuvant) in
patients with early-stage, surgically resectable EGFR-
mutated NSCLC is safe or effective is unknown.

The potential benefits of neoadjuvant therapy for the
treatment of NSCLC are (1) eady exposure to systemic
therapy to treat micrometastatic disease and (2) potential for
shorter duration of treatment compared with adjuvant
therapy.* Potential risks of neoadjuvant therapy include (1)
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NeoADAURA: global, randomized, phase 3
controlled study

Patients with completely
resectable EGFRm

stage |I-lIB NSCLC

Key inclusion criteria:
- Aged =18 years

Osi 80 mg QD (=9 weeks)5Y +
carboplatin AUCS or cisplatin 75 mg/m? +
pemetrexed 500 mg/m?

(Q3W for 3 cycles)

Osi mono
80 mg QD (29 weeks)®

Investigator choice of
adjuvant treatment

Post-surgery

- Histologically / cytologically Stratification by: follow-up visits**
confirmed non-squamous NSCLC Stagell /Il Q
) 2 ) o Sponsor-supplied adjuvant
. Ex19del/ L858R? Chinese: / other Asian . PBO Q_[r) & 9~weeks)§'lr+ m el s dviabi for aitaibie
/ non-Asian carboplatin AUCS or cisplatin 75 mg/m? + e s who canbilolan
+ WHOPS0/1 B pemetrexed 500 mg/m? ol e
Ex19del / L858R (Q3W for 3 cycles) surgery 1n all arms?
Endpoints:

« Primary: major pathological response (MPR; by blinded central pathology review)
« Secondary: event-free survival, pathological complete response, nodal downstaging and safety

Presented by Jamie E Chaft at ASCO 2025



Baseline characteristics

Characteristic, %

Osi mono

(n=117)

PBO + CTx
(n=120)

Sex: male / female 40/60 35/65 25175
Age: median (range), years 63 (31-82) 66 (42-83) 65 (36-86)
Smoking history: former or current / never 32/68 34/ 66 22178
Race:* Chinesef / other Asian / non-Asian 24149 /27 23/50/26 26/49/25
WHO PS: 0/1 80/20 79121 83/17
Histology: adenocarcinoma / other 98/2 100/0 100/0
EGFR mutation at randomization:™ Ex19del / L858R 507580 51749 51749
AJCC staging (8th edition) at diagnosis:”* Il / lll 49/ 51 50750 51749
Regional lymph nodes: NO /N1 /N2 26/35/39 26/38/35 29/37 134
Baseline tumor size, mean (SD), cm 4.2 (1.4) 4.0 (1.5) 4.3 (1.6)

Presented by Jamie E Chaft at ASCO 2025



Surgery summary

Underwent surgery: RO resection:

(n=121) -
Osi mono 97% 959+

(n=117) : .
PBO + CTx 0 o

(n=120) 89%)—

0 20 40 60 80 100
Proportion of those patients who underwent surgery (%)

SAEs causally related to surgery occurred in 10%, 5% and 7% of patients

No patients died within 30 days post-surgery

In each arm, 91% of patients who
completed surgery received

sponsor-supplied adjuvant osit

Presented by Jamie E Chaft at ASCO 2025



Reasons for not undergoing or completing
surgery

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

Reasons for not completing definitive surgery
i Other [ AE wesze Progressive disease

2% 2% 8%
6% 1% 3
el t 77
3 \ > s
L \% 7 i
\ . i
\7 7
7
o
G
Completed definitive Completed definitive Completed definitive
surgery: 90% surgery: 95% surgery: 88%
Osi + CTx Osi mono PBO + CTx
(n=121) (n=117) (n=120)
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MPR

The MPR rate was statistically significantly higher with both osi-containing regimens

50 - Difference, 24% (95% Cl 15, 32);
OR, 19.8 (95.002% CI 4.6, 85.3): p<0.0001
I ]
40 4 Difference, 23% (95% CI 15, 32),
OR, 19.3 (99.9% CI1 1.7, 217 4); p<0.0001
= I ]
g 30 - 26% 25%
S 95% Cl 18, 34 95% Cl 17, 34
&
= 20 4
10 4
2%
95% Cl 0, 6

PBO + CTx

Osi + CTx Osi mono
(n=120)

(n=121) (n=117)
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MPR by subgroup

MPR benefit with the osi-containing regimens was consistent across predefined subgroups

Osi + CTx vs PBO + CTx

Osi mono vs PBO + CTx

Subgroup n Difference in MPR rates, % (95% CI) n Difference in MPR rates, % (95% CI)
All patients 241 1 —s 237 | _—
S <65 years 121 ! , - 110 ! L .-
AQUN FmGamizton 265 years 120 : . | 127 : b —e—
Sox Male 79 | 71 1 ' - 4
Female 162 | | * . 166 | ° q
0 197 I ——————i 193 1 o
WHO PS q ad I NA 4t | NA
Chinese Asian 60 : + 58 : ' -
Race Other Asian 118 ) * 4 118 | —e 4

Non-Asian 63 I b . 61 i NA
Yes 65 1 56 1 NA
Smoking No 176 : . 171 : , °

. Ex19del 121 - - 121 * -
Disease stage Stage ll 120 1 — 120 1 F.

{AJCC 8% edition) Stage lll 121 I pa——— 17 1 .
Positive 67 ! > 62 . .
Civaeme Memtve 1o | — = : .
Unknown 10 L NA 19 i NA
-10 0 10 20 30 40 50 60 =10 0 10 20 30 40 50 60

&

Favors PBO + CTx

Favors osi+ CTx

& -

Favors PBO + CTx

Favors osi mono
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Regression in tumor area with viable tumor cells (%)

Depth of pathological response

Qverall Response: Il Non-MPR I~ MPR %% pCR

26%
- 0
Osi + CTx (n=121) { _4% |
}
A
20 25557
///f,
-40 I/’/I
ey
-60 zinez
G004%
-80 A
4004 T T Tt T T m e m e m e 115245
25% P
Osi mono (n=117) : 9% 1
o YA
Ay,
-20 ffg.;ﬁf;.?ﬁf
-40- A
v
] 47275522552
A AR
-80- ARAN AT
T CLLTILGGZ
PBO + CTx (n=120) s
P}
07
-201
-40
_w-l
- il
-100-

Patients A pes

Depth of pathological response greater with osi+/- chemotherapy
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Nodal downstaging

Osi + CTXx Osi mono PBO + CTx
(n=47) (n=38) (n=34)

& ©

OR, 4.2 (95% Cl 1.4, 12.1)

| OR, 4.8 (95% CI 1.6, 14.0)

In baseline N2 disease, over 50% of patients were downstaged at surgery with osi +/- chemotherapy

Presented by Jamie E Chaft at ASCO 2025



Interim EFS analysis (15% maturity)

100 : 95% EFS HR vs PBO + CTx

Osi +CTx: 0.50
(99.8% C10.17, 1.41); p=0.03821

Osi mono: 0.73

(95% C| 0.40, 1.35)1

Event-free survival (%)
3
1

o -

30
Median follow-up, monthst
204 osi + CTx 14.3, osi mono 18.3,
10 - Planned PBO + CTx 143
surgery
0 I I I I l I I I T I I I 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42
No. at Risk Time since randomization (months)

— Osi+CTx 121 112 110 93 89 58 54 39 38 23 22 14 10 5 0
— Osimono 117 112 10 98 94 59 59 36 34 20 18 i 7 :
— PBO+CTx 120 107 100 85 81 55 52 35 U 20 16 11 5 4 0
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Interim EFS by MPR status

100 : S L +HH— -+ +—+ +—+ ++ ::~ = } MPR+
90 - i
I
s 8= |
2 |
as 70 = '
S :
g 2H !
2 50 |
o |
g 40 - !
£ 30 :
g |
@ 20 |
10 E Planned
I surge
0 H gery
] T | I I T | ] | T T ] | |
0 3 6 9 12 15 18 21 24 27 30 33 38 39 42
No. at Risk Time since randomization (months)
— Os1+CTx 3 3 3 23 2 13 13 8 8 4 4 2 1 0
MPR+ = Osi mono 20 20 24 27 ‘4 1 : 0 4 3 2 } ) 0
— PBO+CTlx 2 2 2 2 2 2 2 ' | 1 ' | 1. 0
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Interim EFS by MPR status

100 B A1 e - +
\::- "‘4-”—"-"%_:.—;.‘_‘___., +HH—+ i+ - ++ ++ MPR
90 5 r T - - ‘t—o“;—-—-’:ﬂ-o— - - &
I o i G bt = = | R i = o A - - - - - e - - - —— e
< 80 — | W = wwm
°\° : .. .9 10--—.——-—4-04—0————#—0-.# ------ - -
- 70 - : J—— MPR-
o Vo e e - —
‘% 60 — i & i v oib o e o e - - - - —— o & o
a 50— |
a |
o 1
c 30 J I
g |
w204 !
10 _ E Planned
3 ‘ surgery
) I 1 | | ¥ I I 1 1 1 I 1 ] 1 |
0 3 6 9 12 16 18 21 24 27 30 33 36 39 42
No. at Risk Time since randomization (months)
— QOsi+ CTx 31 3 31 23 22 13 13 8 8 - 4 2 1 0
MPR+ 4 — Osimono 29 2 % » ¥ : ; ‘ : 2
- PBO +CTx 2 2 2 2 2 2 2 1 | 1 1 1 1 0
[ == Osi+ CTx 90 21 79 70 67 45 41 31 30 19 13 12 9 6 0
MPR- {-— QOsi mone €3 23 81 74 43 4 28 26 15 . - - {
== PBO +CTx 118 105 03 83 79 53 0 34 3 3 15 10 5 4 0

EFS events were reported in 2% (1/62) of patients with MPR vs. 18% (52/296) of patients without MPR
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Most common AEsS

Nausea

Constipation

Neutrophil
count decreased

Diarrhea
Rash

Decreased appetite
Platelet count decreased
Anemia
Stomatitis
WBC count decreased
Cough
Vomiting

Pyrexia

Fatigue

Procedural pain

50 40 30 20 10 0

Osi+CTx PBO+CTx

E

28 | | 25

| 34

o[ Ji_]1s

s [ 12

10 20

v v T

Proportion of patients with AE (%)

30 40 50

Diarrhea
Constipation

Cough

Rash

Dermatitis acneiform
Paronychia
Procedural pain
Stomatitis

Nausea

Decreased appetite
Anemia

Fatigue
Neutrophil

count decreased
Vomiting

50 40 30 20 10 0

Osimono PBO +CTx

15 | | 24
14 | 16
13| | 8
[ |]s
2]
9| | 12
9 10
7 25

10 20 30 40 50
Proportion of patients with AE (%)

Osi + PBO Osi

AESI, n (%) CTlx +CTx | mono
(n=119) (n=120) ("=117)

Wound

complications ol : M

Cardiac effects 1(1) 2(2) 3(3)

LD/

pneumonitis 0 0 2(2)

[0 osi + CTx, any grage
. Osi + CTx, max. grade =3

[[] PBO + CTx, any grade
[ PBO + CTx. max. grade =3
[[] Osimono, any grade

[ ©Osimono, max. grade 23

Flats cesalt Cowder |
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Conclusions

* Neoadjuvant osimertinib, with or without chemotherapy,
demonstrated significantly improved MPR rates vs. chemotherapy
alone in resectable, EGFRm, stage II-1lIB NSCLC

* Interim EFS favored osi-containing arms

* Over 50% of patients with baseline N2 disease were downstaged at
surgery with osi-containing arms

 Safety findings were consistent with the known profiles

Neoadjuvant osimertinib, with or without chemotherapy, should be considered
when planning treatment for patients with resectable EGFRm, stage II-11IB NSCLC
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PRINCIPLES OF PERIOPERATIVE SYSTEMIC THERAPY

Neoadjuvant Systemic Therapy for Patients Who Are Not Candidates for Immune Checkpoint Inhibitors

Targeted Therapy Options

« After surgical evaluation, consider osimertinib * chemotherapy, with the option of single-agent osimertinib as adjuvant thera 5p:,c' after surgery,
for patients with stage II-IIIA B (T2-T3, N2b; T4, N2) NSCLC that is positive for EGFR exon 19 deletion or L8§58R mutation;” Other Adjuvant
Systemic Therapy
Chemotherapy options with osimertinib include:
» Cisplatin/Pemetrexed (nonsquamous)
» Carboplatin/Pemetrexed (nonsquamous)

Chemotherapy Options

= After surgical evaluation, patients with the following disease stages can be evaluated for the neoadjuvant chemotherapy regimens listed
below if ineligible for immunotherapy or targeted therapy and are likely to receive adjuvant chemotherapy:
» Stage IB, lIA (if high-risk features are present)?®
» Stage IIB, llIA, 1lIB (T2-T3, N2b; T4, N2)

Preferred (nonsquamous)

« Cisplatin/Pemetrexed

Preferred (squamou

. Clsplatlnfﬁemcitablne

« Cisplatin/Docetaxel®

Other Recommended

. (:Isplaliml"m"inu:::rell:-imt:--cjl -11

. CIspIalinfEtoposide

Useful in Certain Circumstances

* Chemotherapy regimens for patients who are not candidates for cisplatin-based therapy
» Carboplatin/Paclitaxel2
rCarbopIatinfGemcltahine (squamous)
rCarbopIatianemetrexed (nonsquamous)

All chemotherapy-only regimens listed above can be used for sequential chemotherapy/RT.
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PRINCIPLES OF PERIOPERATIVE SYSTEMIC THERAPYP

Other Adjuvant Systemic Therapy

Targeted Therzu:r,ir Options for Patients with Resected NSCLC

- Alectinib5 (for patients with 24 cm or node-positive NSCLC stages IB-IIIA, IlIB [T2-T3, N2b; T4, N2], and positive for ALK gene fusions)
(category 1).

» Osimertinib (for patients with NSCLC positive for EGFR exon 19 deletion or L858R mutation).

» For patients with stage IB-llIA, IlIB (T2-T3, sz T4, N2) NSCLC who received previous adjuvant chemotherapy or are ineligible to receive
platinum-based chemotherapy (category 1)18

» For patients who received previous neoadjuvant Osimertinib * chemotherapy®

Immune Checklmlnt Inhibitor Options for Patients with Resected NSCLC Tumors

« Atezolizumab'? (for patients with 24 cm or node-positive NSCLC stages IB-llIA, llIB [T2-T3, N2b; T4, N2] who received previous adjuvant
chemotherapy with NSCLC PD-L1 21% and no known EGFR mutations or ALK gene fusions) {categury 1).

* Pembrolizumab
» For up to a year for patients with 24 cm or node-positive NSCLC stages IB-llIA, IlIB (T2-T3, N2b; T4, N2) who received previous adjuvant

chemotherapy and no known EGFR mutations or ALK gene fusions (category 1). 18 The benefit for patients with PD-L1 <1% is unclear.

» For up to 39 weeks for patients who received previous neoadjuvant chemotherapy + Pembrolizumab (category 1).3

« Durvalumab?® (for patients who received previous neoadjuvant chemotherapy + Durvalumab and no known EGFR mutations or ALK gene
fusions) {category 1).

» Nivolumab? (for patients who received previous neoadjuvant chemotherapy + Nivolumab and no known EGFR mutations or ALK gene
fusions) (category 1).



Molecular Residual Disease (MRD) analysis
from NeoADAURA

Sample collection

Screening”* Baseline (C1D1) Pre-surgical Adjuvant/Follow-upt Recurrence

= (5 T e
e Whole blood | _: _‘I L i_ i
_________________________________________________________ »!
|

Tissue
@ Samples analysed for MRD by Personalis NeXT Personal® assay
Plasma

Exploratory analysis: determine the association of ultra-sensitive, tumour-informed MRD ctDNA detection
with patient outcomes in NeoADAURA, specifically between:

1. Baseline MRD status and EFS
2. Pre-surgical MRD status and MPR
3. Pre-surgical MRD clearance status and MPR

Personalis NeXT Personal® assay
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Molecular Residual Disease (MRD) analysis
from NeoADAURA

Plasma-based baseline ctDNA detection rate

Plasma-based Cobas® EGFR mutation test Tumour-informed MRD (Personalis NeXT Personal®)

EGFR mutation: 28% MRD detection:
m Detected m Detected
m Not detected m Not detected
Unknown 66% 1% Unknown
4%

n=189 n=189

Presented by Collin M Blakely at WCLC 2025



Baseline MRD

Patients with baseline MRD not detected vs MRD detected

had less extensive disease and longer EFS

Sample tested
Baseline (C1D1)

Stage Il / I* Tumour size*
m Stagell  Stage lll
p<0.0001
100% - 10 - p=0.0263
= L J
= 8 o . .
g 75% e 7
S E
e E 6+
& 50% 1 £
2 N 4
s @
a -
3 2% E -
2
0% A 0
Detected Not Detected Not
(n=135)  detected (n=135) detected
(n=52) (n=52)

Baseline MRD status Baseline MRD status

involvement at baseline*

Number of lymph nodes, mean

Lymph node

e p<0.0001
6 - °
>
4 — .
Ll
2 er -
—== .=
0 e
Detected Not
(n=135) detected
(n=52)

Baseline MRD status

Other patient characteristics (EGFR mutation type, race, age,
sex, smoking, WHO PS, surgery) were similar between the

baseline MRD detected vs not detected groups'

EFS: Baseline MRD detection (all arms)**

1.00 = 8% 96% 96%
. I |
ey ; ; TT i
| 92%
° 0.75 4 :
:f . . ] T ™
w . ,
: 0.50 EFS HR (95% Cl): 0.24 (0.07, 0.80)5
3 I
- MRD detection status  Events Landmark EFS rate % (95% Cl)
& 025 6 months 12 months 18 months
= MRD not detected 3 98 (87,100) 96(84,99) 96(84,99)
wm MRD detected 27 92(85,95) 89(81,93) 82(73,88)
000 L L L) ) L ) 1
0 6 12 13 24 30 36 42
Time (months)
- 52 49 41 31 2 1 3 0
mm 135 116 90 60 2 1 (
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Pre-surgical MRD clearance

Pre-surgical MRD clearance was enriched with Samples tested
- = - = - - - - Baseline (C1D1)* Pre-surgical
osimertinib-containing regimens and in patients with MPR ﬁ @g
Treatment with osimertinib-containing regimens led to MRD clearance was associated
higher rates of MRD clearance* vs placebo + CTx with MPRE across arms
il - Osfmenfn‘ib+CTx _ 30-
+ - Osimertinib o p=00378
CTx Placebo + CTx 3 >
(n=42) 3
X 204
MRD o
clearance %
(n=96) = 24%
Osimertinib !
(In=45;‘ E 10 (17, 33)
-
K
- :
.l
58%
Placebo MRD MRD
% MRD clearance non-clearance
CTx non- (n=96) (n=31)
(n=40) |42% clearance
(n=31) Pre-surgical MRD clearance
across arms
Arm Pre-surgical sample

MRD clearance: 10-fold decrease in ctDNA or MRD not detected in the presurgical sample after baseline MRD detected
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Conclusions

* Baseline MRD status was prognostic for EFS

* Pre-surgical MRD clearance and MRD not detected were associated
with MPR

* These findings highlight the utility of MRD to complement MPR



NORA trial (NCT04816838)

Key eligibility criteria Screening —» Henadjur;r;; :IsaI:'l’esr:T:kg]D mg, QD L ri:;gl;i::rl‘ L. Adjuvant mi{?::::;b 80 mg, QD
Surgically resectable NSCLC Tissue L Tissue Adjuvant chemotherapy
Stage I-I1IA (AJCC 8th) samping Ly [ wes (N=22) | sampling (1A, optional)
ﬁfg—? mutation (E19del, L858R) RNA-seq (N=25) WES (N=25)

scRNA-seq (N=18) scRNA-seq (N=24)

[ASLC
ORIGINAL ARTICLE <l

Neoadjuvant and Adjuvant Osimertinib in Stage IA
to IlIA, EGFR-Mutant NSCLC (NORA)

Jii Bum Lee, MD, PhD,? Su-Jin Choi, MS,? Hyo Sup Shim, MD, PhD,"

Byung Jo Park, MD, PhD,“ Chang Young Lee, MD,“ Sumedha Sudhaman, PhD,“
Sharlene Velichko, PhD,“ Min Hee Hong, MD,? Byoung Chul Cho, MD, PhD,?
Sun Min Lim, MD, PhD"*

“Division of Medical Oncology, Yonsei Cancer Center, Yonsei University College of Medicine, Seoul, Republic of Korea
“Deparrment of Pathology, Yonsei University College of Medicine, Seoul, Republic of Korea

‘Department of Thoracic and Cardiovascular Surgery, Yonsel University College of Medicine, Severance Hospital, Seoul,
Republic of Korea

“Natera, Inc., Austin, Texas
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NORA trial

PatientID 23 22 11 128 20 10 1% 06 24 12 07 417 01 03 08 14 15 04 05 02 25 16 03 21 13
Tumor [Ti][Tic][tic) 74 |[tzal[v1c][72o][v2a][72a][ T20] 72a][72a|[T10] 72a][v2n] 73 |[Tic][72a][Tin][T1c][Tza][T1c] T2n] T3 | 72 ]

Nodal [wo |[no | no | w2 || na | no || ne | wa || we [ wo [ no || mo || ma | wo [[ o [ w2 || o || wo || bo |[no | w1 || w1 [n1 [ wo | wo |

Clinical stage [ [ [ [[we] s [ 1a|[na s | s. |[nals |1 | 1a] s |[na]ms] s e ][ w] . ][] ] ne]e]s]
Pathologic stage [1az][ 18 |[1az] s |[ 18 [1a1] ne |[1a1][1az]| ez [[iaz][ 1B [[ras ][] e [lme [ras] vz |t et ] ma [mal s |1 ] 5]

- N=25 patients (IA— IIIA) |

« EGFR activating mutations E;E

* ORR 44% E jz

« MPR 24% 2 ool Wosr
. POR o1 - ] E19dsl

* Major pathologic response (MPR) 24%
. TP53 N N N [ [ ) [ [ o ) [y o il P
° D FS N Ot reaCh ed I T O~ ) O ) O | I Py st

O Mutated WT
Pathologic response

75
a0
25

[ viable tumor [ Necrosis [l Stroma (fibrosis+inflammation)
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Patient ID
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+ Surgery
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Case #1.

F/60s

NSCLC, adenocarcinoma, cT2aN2MO, stage IlIA
s/p neoadjuvant osimertinib 2 months (2023.7-9)
s/p RUL lobectomy (2023.9)

on adjuvant osimertinib (2023.9-)




Before neoadjuvant osimertinib

[ Mame Of Operation ]

Lung. right upper lobe, lobectomy

Lymph nodes, mediastinal lymph node dissection
[ Pathological Diagnosis |

[Final report]

Lung, right upper lobe:

1. Status post neoadjuvant therapy (osimertinib)
2. Mo residual carcinoma in the lung tissue

<> Total mass size including stroma: 1.2x1.2cm

< Viable tumeor size: Ocm

¢ Viable tumor volume: 0%

< Necrosis: 0%

< Stroma (fibrosis and inflammation): 100%

< Bronchial involvement: Mot involved

< Pleura, visceral: Not involved (PLO)

< Lymphovascular invasion: Not identified

< Perineural invasion: Not identified

< Spread through air spaces: Not identified

< Mon-neoplastic lung: Not remarkable

< Resection margins, bronchus and vessel: Free of carcinoma (safety margin: 1.5cm)
< Lymph nodes, peribronchial {(0/6): Free of carcinoma

< Lymph nodes, separately sent: #2 upper paratracheal (0/6), #4 lower paratracheal (1/2), #7 subcarinal (0/7) and #12L lower lobar
(0/1); total (1/16): Metastatic carcinoma in 1 out of 16 lymph nodes without perinodal soft tissue extension (size of metastatic
carcinoma: 0.5cm)

< Representative section: N2

< ypTONZaT (AJCC 8th ed.)




Case #2.

F/60s

NSCLC, adenocarcinoma, cTIN1MO, stage Il

s/p neoadjuvant osimertinib 2 months (2021.2-2021.4)
s/p LLL lobectomy (2021.5), ypT1bN2a2

s/p adjuvant osimertinib (2022.5-2025.5)

Recurrence, new fissural nodule in left lingual, left interlobar LN (2026.1)




Before neoadjuvant osimertinib

[ Mame Of Operation ]
Lung, left lower lobe, anterobasal segmentectomy
Lymph nodes, mediastinal lymph node dissection

[ Pathological Diagnosis ]

Lung, left lower lobe:

1. Status-post Tagrisso therapy

2. Residual adenocarcinoma, acinar predominant, IASLC Grade 2

¢ Total mass size including fibrosis: 1.8x1.5cm

< Viable tumor size: 1.2cm

< Viable tumor volume: 25%

& Necrosis: 0%

© Stroma (fibrosis and inflammation): 75%

< Bronchial involvement Not involved

< Pleura, visceral: Not involved (PLO)

<& Mecrosis: Not identified

¢ Lymphovascular invasion: Not identified

< Perineural invasion: Not identified

< Spread through air spaces: Mot identified

¢ Mon-neoplastic lung: Not remarkable

< Resection margin, lung parenchymal: Free of carcinoma (safety margin: 0.5cm)

< Lymph nodes, peribronchial (1/1): Metastatic carcinoma in 1 out of 1 lymph node without perinodal soft tissue extension (size of
metastatic carcinoma: 0.05cm)

<& Lymph nodes, separately sent: #5 subaortic (0/6), #& paraaortic (0/3), #7 subcannal (1/8), #9 IPL (0/5), #10 hilar (0/1). #11 interlobar
(0/2) and #12L lower lobar (1/2): total (2/27): Metastatic carcinoma in 2 out of 27 lymph nodes without perinodal soft tissue extension
(size of metastatic carcinoma: 0.4cm)

¢ Histologic component: acinar 70%, lepidic 30%

< Representative section: A4, A2, A3

< ypT1bN2a2 (AJCC 8th ed.), accerding fo invasive size

[ TNM Stage | v/pT1b/pN2a2




2026 Jan, 8 months after completion of adj osimertinib

2026 March
EBUS Bx of 11L -> adenoca, EGFR Ex19del

03/19/2026 11:24:00
= -0

2026 April
Started palliative Lazertinib 240mg




Take Home Message

* Neoadjuvant osimertinib, with or without chemotherapy, should be

considered when planning treatment for patients with resectable
EGFRm, stage II-1IB NSCLC

e Duration of adjuvant osimertinib beyond 3 years is under
Investigation

* Treatment strategies after relapse on adjuvant osimertinib requires
further study
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