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Overview of Perioperative Immunotherapy Trials

Trial KEYNOTE-671 AEGEAN CheckMate 77T | RATIONALE-315 | CheckMate 816 IMpower010 KEYNOTE-091
Regimen Pembrolizumab Durvalumab Nivolumab Tislelizumab Nivolumab Atezolizumab Pembrolizumab
(ICl) (PD-1) (PD-L1) (PD-1) (PD-1) (PD-1) (PD-L1) (PD-1)
Setting Perioperative Perioperative Perioperative Perioperative Neoadjuvant Adjuvant Adjuvant
Design Double-blind RCT | Double-blind RCT | Double-blind RCT § Double-blind RCT Open-label Open-label RCT | Double-blind RCT
(Masking) (vs. placebo) (vs. placebo) (vs. placebo) (vs. placebo) RCT (vs. BSC) (vs. placebo)
Stage [IB-11IB IA-IIIB [HIA-I11B [-111B IB-IA IB-IA IB—I1A
~ o > (o] ~ (o)
Stage 11% ~28% |1 / ~19% 11 / ~17% 11 / ~20% II / 15% 18/ 23% I8/ 17%18/
1 1% ~72% Il ~81% Il ~83% Il ~80% Il ~21% 11/ ~29% 1/ ~3d% ]
~64% IlIA ~48% IIIA ~49% IlIA
EGFR/ALK Permitted Permitted
Permitted Included Included Excluded Excluded Excluded (~12%) (~14%)
N (ITT) 786 802 461 453 358 1,005 1,177
DFS DFS
Primary EFS & OS pCR & EFS EFS pCR & EFS pCR & EFS (primary; (overall &
Endpoint (co-primary) (co-primary) (primary) (co-primary) (co-primary) P Y PD-L1 TPS=50%;
hierarchical) .
co-primary)
YES: HR 0.72 YES: HR 0.65 YES: HR 0.72
fimmature: HR 0.89 (| No: HR 0.85 (97.63 No: ITT: HR 0.97 (9
OS results (95%Cl1 0.56-0.93), o i o i (95% C1 0.45-0.93) | (95% CI 0.52-1.00) | -, i Immature
0=0.0052 95% CI1 0.70-1.14) | % CI 0.58-1.25) 0=0.009 p=0.048 5% CI1 0.78-1.22)
FDA Approval Yes Yes Yes No Yes Yes Yes
MFDS Approval Yes Yes No Yes Yes Yes Yes
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KEYNOTE-671 (pembrolizumab+chemo): EFS/OS

Event free survival
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£ 30~ — Pembrolizumab group R e

E 20 — Placebo group i
10 HR0-59 (95% CI 0-48-0-72)
0 T |

0 6 12 18 24 30 36 42 48 54

Number at risk Time since randomisation {months)

(number censored)
Pembrolizumabgroup 397 339 282 2350 186 142 102 62 37 10
(0] (8) (13) (18) (54) (95} (129) (164) (187 (213)
Placebogroup 400 308 232 180 128 &7 66 34 18 6

0
(223)
1

© (13) (16) (22) (500 (81) (97) (123) (135) (146) (151)

MEFS 47.2 months vs 18.2 months
HR 0.59 (95% Cl 0.48-0.72)

0
(223)
0
(152)

Overall survival

100+ ~
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< 60 - Ll
@ 50+ w AL 1L 1
T  40- —— Pembrolizumab group
g 30- — Placebogroup

20— HR0-72(95% Cl0-56-0-93)

104 p=0-0052 (one-sided)

0 T T T T T T T T T

0 6 12 18 24 30 36 42 48 54 60 66

Time since randomisation {months)
Number at risk ( )

(number censored)
Pembrolzumabgroup 397 371 347 327 277 205 148 108 69 32 4 0
© (@ @ 4 (38 (95 (145 (182) (218) (255) (283) (287)
Placcbogroup 400 379 347 319 256 176 125 77 39 20 4 0
(0) (2) (4) (3)  (45) (106) (147) (190) (219) (236) (252) (256)

36 months OS 71% vs 64%
mMOS NR vs 52.4 months
HR 0.72 (95% Cl 0.56-0.93), P=0.0052

Pembolizumab+ 2 2 H| EE 2 'H2 meFs 47.270E, os 2 53 f/ulll = OF% F/dX|X| ALt

Wakelee H. ASCO 2023; Wakelee H et al. N Engl J Med 2023; Spicer J ESMO 2023; Spicer JD et al. Lancet 2024



KEYNOTE-671 (pembrolizumab+chemo): mPR/pCR

Major pathological response
(mPR) by BIPR*
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(25.7-35.0)

p<0.00001

11.0%

(8.1-14.5)

pCR, % (95% ClI)
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Pathological complete response
(pCR) by BIPR?

18.1%
(14.5-22.3)

A14.2 (10.1-18.7)

p<0.00001

KEYTRUDA Placebo KEYTRUDA Placebo
(N=397) (N=400) (N=397) (N=400)
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KEYNOTE-671: EGFR mutation status

EGFR mutation status — no. (%)
No 111 (28.0) 127 (31.8)
Yes 14 (3.5) 19 (4.8)
Unknown 272 (68.5) 254 (63.5)
ALK translocation status — no. (%)
No 104 (26.2) 133 (33.2)
Yes 12 (3.0) 9 (2.2)
Unknown 281 (70.8) 258 (64.5)

* The intention-to-treat population included all the participants who had undergone randomization. Percentages may not
total 100 because of rounding. PD-L1 denotes programmed death ligand 1.
T Race and ethnic group were reported by the participant.

i+ Eastern Cooperative Oncology Group (ECOG) performance-status scores range from 0 to 5, with higher scores indicat-
ing greater disability.

KEYNOTE-671 H T A = 2XIE A7 E 7| OfL| AL}
EGFRmt EHX}= pembro = 14 (3.5%), placebo T 19& (4.8%) 2 O] X AL},
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AEGEAN: Durvalumab+Chemo

EFS HR: 0.68 (0.53-0.88; p=0.004)

First planned D arm PBO arm
. . . 1 0,
interim analysis No. events / no. patients (%) 98/366 (26.8) 138/374 (36.9) .
mEFS, months (95% Cl) NR (31.9-NR)  25.9 (18.9-NR) OS immature

5 0t Stratified HR* (95% ClI) 0.68 (0.53-0.88)

0‘9 Stratified log-rank P-value 0.003902
o 0.9 w 734%
g 074 ™ 633%  EGFRmt (n=51/740, 6.9%)
Y :
S e 64.5% !
£ o5 ; - * EFS HR 0.86 (0.35-2.19)
© 04 4 1 1
-8 I I
= 0.3+ ; : Median follow-up (range) in censored
e 0.2 4 : : patients: 11.7 months (0.0-46.1)

[ 1 iy
019 + Censored : | N SR e d pCR rate:
00 1 1 1 : 1 1 1 : I I 1 1 1 I 1 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 EG FR mt 3 8% VS |TT 17 2%
Time from randomization (months)
No. at risk:
D arm 366 336 271 194 140 90 78 50 49 31 30 14 11 3 1 1 0

PBO arm 374 339 257 184 136 82 74 53 50 30 25 16 13 1 1 0 0

EGFR 0| Ext= HATUH 2ut7} STHHo 2 HstH A 5 ALk

He J, Gao S, Reck M, et al. Neoadjuvant durvalumab + chemotherapy followed by adjuvant durvalumab in resectable EGFR-mutated NSCLC (AEGEAN). Presented at: 2023 IASLC World Conference on Lung Cancer; September 9-12, 2023;
Singapore, Republic of Singapore. Abstract 0A012.06.



Overview of Perioperative Immunotherapy Trials

Trial KEYNOTE-671 AEGEAN CheckMate 77T | RATIONALE-315 | CheckMate 816 IMpower010 KEYNOTE-091
Regimen Pembrolizumab Durvalumab Nivolumab Tislelizumab Nivolumab Atezolizumab Pembrolizumab
(ICl) (PD-1) (PD-L1) (PD-1) (PD-1) (PD-1) (PD-L1) (PD-1)
Setting Perioperative Perioperative Perioperative Perioperative Neoadjuvant Adjuvant Adjuvant
Design Double-blind RCT | Double-blind RCT | Double-blind RCT | Double-blind RCT Open-label Open-label RCT | Double-blind RCT
(Masking) (vs. placebo) (vs. placebo) (vs. placebo) (vs. placebo) RCT (vs. BSC) (vs. placebo)
Stage [1B-I11B [IA-I111B [HIA-I11B [-111B IB-IA IB-IA IB—I1A
~ o > (o] ~ (o)
Stage 11% ~28% |1 / ~19% 11 / ~17% 11 / ~20% II / 15% 18/ 23% I8/ 17%18/
/1 M% ~72% Il ~81% Il ~83% Il ~80% Il ~21% 11/ ~29% 1/ ~3d% ]
~64% IlIA ~48% IIIA ~49% I11A
EGFR/ALK o 0 Permitted Permitted
Permitted Included (3-5%) Included (7%) Excluded Excluded Excluded (~12%) (~14%)
N (ITT) 786 802 461 453 358 1,005 1,177
DFS DFS
Primary EFS & OS pCR & EFS EFS pCR & EFS pCR & EFS (primary; (overall &
Endpoint (co-primary) (co-primary) (primary) (co-primary) (co-primary) P Y PD-L1 TPS=50%;
hierarchical) .
co-primary)
YES: HR 0.72 YES: HR 0.65 YES: HR 0.72
Immature: HR 0.89 (| No: HR 0.85 (97.63 No: ITT: HR 0.97 (9
OS results (95%Cl1 0.56-0.93), o i o i (95% CI1 0.45-0.93) | (95% CI 0.52-1.00) | -, i Immature
0=0.0052 95% CI1 0.70-1.14) | % CI 0.58-1.25) 0=0.009 p=0.048 5% CI1 0.78-1.22)
FDA Approval Yes Yes Yes No Yes Yes Yes
MFDS Approval Yes Yes No Yes Yes Yes Yes
o - _— " S — =N=
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Stage Il, EGFR+
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NCCN guidelines

Neoadjuvant Systemic Therapy for Patients Who Are Not Candidates for Inmune Checkpoint Inhibitors
Targeted Therapy Options

» After surgical evaluation, consider osimertinib * chemotherapy, with the option of single-agent osimertinib as adjuvant therapy after surgery,

for patients with stage II-lllA, llIB (T2-T3, N2b; T4, N2) NSCLC that is positive for EGFR exon 19 deletion or L858R mutation;® Other Adjuvant
Systemic Therapy

Chemotherapy options with osimertinib include:
» Cisplatin/Pemetrexed (nonsquamous)
» Carboplatin/Pemetrexed (nonsquamous)

NCCN Guideline: stage II-111B EGFRmt NSCLCO|| A = NeoADAURAE H 11 gt

e =



ESMO guideline for early stage NSCLC (2026)

Resectable stage II-1ll NSCLC with EGFR mutation

or ALK rearrangement

Resectable stage II-1ll NSCLC

Surgery® [lll, A]
N

EGFR, ALK and PD-L1 testing > +
Preoperative evaluation and MDT discussion®

MDT discussion® EGFR exon 19 deletion or ALK rearrangement
( L858R [ESCAT I-A] J ( [ESCAT I-A] ]

I L]

N N .

. . [ ChT ineligible ] [ ChT eligible ] !

2026 ESMO guideline: I :
7_' ——-— "\tl' ———
. REesgctabIe stage -110| A EGFR Z A} - Cisplafir based Gh: (-
= _I_ﬂ :'I'n_'IJ_'—%I'. [l, A; MCBS A (AT)] 0A \ I

—_—

« Stage II-1ll 0| A RO resection &
. L) L) . E — o = S
adjuvant osimertinib (3v) & # 11 &, " DANCESA () AN A

N
[ Surveillance [I, A] ]

© 2026 ESMO. All rights reserved https://www.esmo.org/guidelines/living-guidelines/esmo-living-guideline-early-and-locally-advanced-nsclc
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Retrospective data (1) Neoadj 10+CTx in AGA+ NSCLC: mPR

e-positive group

Oncogene-negative group B Oncogen
n=115 O % O 150%

. >50% . unknown
IIIIIIIIIIIII o

" N
|||||“ _ .l B EGFR
X -1
z % 0 Bl ALK
o = -20 B MET
g © 30 ROS1
3 &0 B BRAF
£ 2 Bl KRAS
c o
% 2 RET
g, E =70 EGFR subtypes
GJ - —
T - o 2-80 t 19del
0,
< 10% viable tumor cells o0 ) ~ ) ) ) ] - ] 2541 5EER
PCR in primary tumor A < 10% viable tumor cells | exon17-25 ins
MPR: oncogene+ 9% (2/22) vs. oncogene-: 56.5% (p<0.001).
EGFRmt= oncogene+ 2tAt & 50% (11/22), MPR B2 0%

Oncogene+= MPR2| =78 0| 5 QI Xt 2 221 & (0R 0.13, 95% C1 0.03-0.64)

Zhao ZR, et al. Ann Thorac Surg. 2023 Oct;116(4):703-710. PMID: 36521526.



EFS before propensity score matching
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Retrospective data (1) Neoadj 10+CTx in AGA+ NSCLC: EFS

EFS after propensity score matching
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Rl 20- —
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W %0 o5 10 15 20 25

Time from surge ears

No. at risk gery (y )
Oncogene + 21 20 12 5 1
Oncogene - 76 70 42 19 8

1Y EFS= 2|et X}0| 7t 81 2 2 L} (oncogene+ 75.4% vs. oncogene- 85.5%, p=0.23),

27} H0f §.2/5 £40] O HC} (oncogene+ n=22).

Zhao ZR, et al. Ann Thorac Surg. 2023 Oct;116(4):703-710. PMID: 36521526.



Retrospective data (2) Neoadj 10+CTx in EGFR/ALK+ NSCLC: pCR

Response to Neoadjuvant Chemoimmunotherapy in

EGFR or ALK-Mutated Non-Small Cell Lung Cancer

Giorgio Caturegli MD, Ebony Jernigan MD, Maureen Canavan PhD, Abigail Lynch BS, Jayaditya Patil MBBS, Benjamin J. Resio MD, Daniel J. Boffa MD MBA
Division of Thoracic Surgery, Department of Surgery, Yale School of Medicine, New Haven, CT

Background
- Role for immunotherapy in EGFR or ALK- - Testing rate: 1,284 / 2,966 (43.3%) Logistic Regression of pCR in
mutated non-small cell lung cancer (NSCLC) |- Mutation rate: 132/ 1,284 (10.3%) EGFR or ALK-Mutated Patients
is limited, and such patients are excluded - 105 (77.2%) EGFR & 33 (24.2%) ALK mutations Ao 2 65
from most chemoimmunotherapy trials EGER or ALK Mutation Status 98257 — 1
- Not all mutations are targetable, and some : Femf'e T T
patients may respond to immunotherapy Wild-type Mutated Hom-Whites, ==
Midwest vs. Northeast -| —_———
MethOds Nodal . 482/650 50/87 South vs. Northeast -| i B
- - downstaging i . <0.001 E—|
- Source: National Cancer Database (cN1-3 only) (74.2%) (57.4%) :
- Study Period: 2021-2023 v Acadenic -
- Inclusion: Clinical Stage I-Ill NSCLC, pCR 356/1152 22/132 <0.001 2022 vs. 2021 - —tre
neoadjuvant chemoimmunotherapy followed (30.9%) 6.79 : 2023 vs. 2021 1 —
by definitive surgery Charlson-Deyo 21 - —f
- Exclusions: unknown EGFR or ALK Future Directions Clinical Stage lll vs. Il | S fe—
mutation status or pathologic staging NonAdenosarcinomas-l M| [
- Outcomes ) - Identification of EGFR or ALK-mutated patients High Grade vs. Low/Moderate - e
- Nodal downstaging (pN < cN) benefiting from neoadjuvant immunotherapy Sublobar vs. Lobar { ————=—
- Pathologic complete response (pCR, - Contact: giorgio.caturegli@yale.edu b o '
ypTONo) OR (95% CI)
- Analysis .
v resnna—————— A sizable subset of EGFR or ALK-mutated NSCLC
for: year of diagnosis, age, sex, ihi H H o H
htimiubur-arie eI ¢ X hibits impressive response (57% nodal downstaging
region, facility type, histology, clinical and 17% pCR) to neoadjuvant chemoimmunotherapy.
stage, grade, extent of resection

EGFR/ALK SHO| 2tXIOJA] Ml S UHAZISIR HO| pCRE2 16.7%E,
BHO| S/91(30.9%)01| H|sH S1X{35] = ALF.
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Meta-analyses: 2L 10 vs. docetaxel

E EGFR wild-type and mutated subgroups

Hazard Ratio Favors PD-1/PD-L1 : Favors
Trial (95% ClI) Inhibitor Docetaxel Weight, %
EGFR wild-type
0AK 0.69 (0.57-0.83) - 32.6
CheckMate 057 0.66 (0.51-0.85) —— 16.2
Keynote 010 0.66 (0.55-0.79) - 33.5
POPLAR 0.70 (0.47-1.04) e 7.1
Subtotal 0.67 (0.60-0.75) ® 89.4
Heterogeneity: x3=0.18, P=.98; I>=0%
Test for overall effect: z=6.94 (P <.001)
EGFR mutated
OAK 1.24(0.71-2.18) 3.5
CheckMate 057 1.18 (0.69-2.02) 3.9
Keynote 010 0.88 (0.45-1.72) 2.5
POPLAR 0.99 (0.29-3.40) 0.7

Subtotal 1.11 (0.80-1.53) <> 10.6
Heterogeneity: x3=0.69, P =.88; 12=0%

Test for overall effect: z=0.61 (P=.54) :

Total 0.71(0.64-0.79) < 100
Heterogeneity: x3=8.90, P=.26; I°=21% '
Test for overall effect: z=6.37 (P <.001)

Test for subgroup differences: x2=8.03, P=.005; [2=87.6%

0.2 1.0 4.0
Hazard Ratio (95% ClI)

Lee CK, et al. JAMA Oncol. 2018 Feb 1;4(2):210-216. PMID: 29270615; PMCID: PMC5838598.



KEYNOTE-789: 10 after TKI

A C

Events, HR P

E\;er(‘:/fi (sst{/? cl vaixe No. 0kl BE%Cl Nk
- ; Pembrolizumab + 214 (87.3) 0.84 .0362
Pembrolizumab + 198 (80.8) 0.80 .0122 3 o
100 - chemotharapy (0.65 to 0.97) 100 - chemotherapy (0.69to 1.02)
90 1 : Placebo + chemotherapy 214 (86.6) 90 - fisoabe+ sRemciemopy. B9800
80 - : 80 -
70 - 61.6%
— Median (95% Cl) 70 4 59.4% Median (95% Cl)
o i : 5.6 (5.5 to 5.8 mo) —_ ; edian o
é 60 : :10. 55 ::g (5.4 tg 5.6 :'Eg) o\c 60 A 15.9 mo (13.7 to 18.8 mo)
o 50 - IR T e freneeenen s — o 14.7 mo (12.7 to 17.1 mo)
[, 40 - i H i n
Q. : o 40 -
| 14.7% 14.6%
= 199% 30 1 11.4%
20 1 : 20 A :
10 1 L : N ! 10 A : : :
0 T t T t T T T ' T T T ' 0 S S SRR -
0 3 6 ® 12 15 18 21 24 27 30 33 36 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51
Time (months) Time (months)
Number at risk Number at risk
Pembrolzumeb: 248 181 90 57 25 17 9 6 5 3 1 1 0 Pembrolizumab 245 234 217 182 151 129 114 99 75 65 50 40 29 23 13 7 3 0
+ chemotherapy + chemotherapy
P'age'” . 47 184 75 3 19 12 7 5 5 9 3 2 0 Placebo 247 237 211 169 146 122 103 76 65 55 42 31 24 19 17 10 3 0
+ chemotherapy + chemotherapy

EGFR TKI & 10+Chemo = Chemo TH=0j| H| 5l pFs, 0s2| X}0| 7} g1 AL},

Yang JC, et al. J Clin Oncol. 2024 Dec;42(34):4029-4039. PMID: 39173098; PMCID: PMC11608596.



Clinical trials of palliative 1L settings

Trial Regimen EGFR 28t O{ & H| 1
rolat
KEYNOTE-189 fﬂe&?[_g;’pemetrexed platinum | 2] JHE QO MOl = J|E
- O
pembro+carbo+paclitaxel/nab-P HIE2 EGFR E=0] A
KEYNOTE-407 (=) A < XX oSt &S
, o EGFR/ROS1 mut &1 & —
ey k=2
IMpower150 atezo+bev+carbo+paclitaxel -1 P Kl 7| K| 2 & AISH
IMpower130 atezo+carbo+nab-P H Ll l
- VEGF 9X|7F TMEE 744310 10
S At2l A OICIT JFX B
POSEIDON durvattreme+chemo H| <l EffHeﬂtE = = ACfal ZhEe
. EfMXNO=Z PFS, OS HR 0.6
. 27201 B Y ==
CheckMate 9LA nivo+ipi+chemo (2cy) X 2] « Osimertinib 7|X| B & 3tXt=
SEAl He| =gt oF &
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Change from Baseline (%)

1O in EGFR+, PD-L1 250%

D
[ )
. JEGFR-WT

*
H | T |

Lisberg et al. Phase Il (JTO 2018)

EGFRmt, PD-L1 &, TKI-naive 2t X}
258 A2l 5 11Ot ESE 2

O L O/ 71

efficacy S M= Z7| S = E| AL}
73%7} PD-L1 >50% % S 0f| =
ORR= 9%

&2 B SAE 32 EGFR

mutation0| L F £ 2kQIE[ AL},
Z, EGFR mutant0i| 4| 2] ORR2 0%.

Lisberg A, et al. ] Thorac Oncol. 2018 Aug;13(8):1138-1145. PMID: 29874546; PMCID: PMC6063769.



EGFRmt NSCLC 0| Al pD-L1 Of| LL}2 1L 10+CTx £ 1}

, SD+PD
100- P>099 2 =
z > 75
@ 751 P=0.29 = P=0.084
o HR=1.370 Z HR=1.747
754 L 50 T 50
s 2
9 ‘B O \
g g 251 < 25
2 50+ 8
x o e . B 01
= = 0 6 12 18 24 30 36 42 0 6 12 18 24 30 36 42
Months Months
25+ Patients at Risk Patients at Risk
29 7 5 0 0 0 0 O 30 2016 15 11 10 7 4
l_-_ —22 2 1. 0 0 0 0 O —21 127 7 5 5§ 3 2
0

<1% >1%
n 28 23

2 ORR, PFS, 0S X}0|Ql .

H

EGFR+ NSCLCO|A{ PD-L1 <1% 2} 1% O| AQl 11

Hastings K, et al. Ann Oncol. 2019 Aug 1;30(8):1311-1320. PMID: 31086949; PMCID: PMC6683857.
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ICI + EGFR TKI?

TKI Erlotinib Erlotinib Gefitinib Erlotinib/Gefitinib Osimertinib
ICI Atezolizumab Nivolumab Durvalumab Pembrolizumab Durvalumab
Trial phase Ib | [ /11 Ib
Line of First or second First or second First First First or second

treatment
No. of 28 20 56 19 44

patients
ORR 75% Second line: 15% 63% 41.7% First line: 70%

Second line: T790M-
positive: 67%
Second line: T790M-
negative: 21%

PFS, months 15.4 10.1
Halted No No No No Yes
Grade 3-5 43% 25% 70% 71.4% (gefitinib  38%

toxicity arm)
Main toxicity ~ALT increase, pyrexia, Liver enzyme, ALT/AST increase; > 50% treatment- Liver toxicity, rash Interstitial lung

rash, diarrhea diarrhea, weight emergent adverse events leading to disease
loss discontinuation

Reference 8 2 = L =

Abbreviations: ALT, alanine aminotransferase; AST, aspartate transaminase; ICI, immune checkpoint inhibitor; ORR, objective response rate; PFS,
progression-free survival; TKI, tyrosine kinase inhibitor.

ICI 2} EGFR TKI B -2 2 '™ 2 pneumonitis, hepatotoxicity = | 2t* O| C}.




TATTO N (Ib) Table 4. Most common all-causality adverse events, reported in 220% of

patients in the osimertinib plus durvalumab arm

Durvalumab
3 mg/kg q2w 10 mg/kg q2w
(n = 10) (n = 13)

Any grade Grade >3 Any grade Grade >3

Patients with 10 (100.0) 6 (60.0) 13 (100.0) 5 (38.5)
any AE

Rash” 5 (50.0) 1 (10.0) 6 (46.2) 0
Vomiting 7 (70.0) 1 (10.0) 3 (23.1) 0
Diarrhea 3 (30.0) 0 6 (46.2) 0
Nausea 4 (40.0) 0 4 (30.8) 0
Decreased 3 (30.0) 1 (10.0) 4 (30.8) 0
appetite

Dry skin” 3 (30.0) 0 4 (30.8) 0
Anemia 4 (40.0) 0 2 (15.4) 1(7.7)
Constipation 3 (30.0) 0 3 (23.1) 0
Fatigue 3 (30.0) 0 3 (23.1) 0
ILD® 2 (20.0) 1 (10.0) 3 (23.1) 1(7.7)
Pyrexia 2 (20.0) 0 3 (23.1) 1(7.7)

TATTON (phase 1B) trial 3| A| Osimertinib + Durvalumab A] ILD &4 & 0] 38% S LY.
CAURAL (phase )= | safety signal2 7|5 & E|ALC}.

Oxnard GR, et al. Ann Oncol. 2020 Apr;31(4):507-516. PMID: 32139298.
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EGFRmt NSCLCO'"A'I |OE 2“ §_J_I_I'7I' I:él O'l XI E7I'? “cold” tumor microenvironment

EGFR-mutant (N = 62)

PD-L1 positive

PD-L1% (250%) 7 (11%)
PD-L17 (25%) 10 (16%)
A — P<0.001
I 1 P=0.35 CD8* TILs (IHC)2
T |P<0001
I 1P=0.12
0 17 (35% (A)
k4 0)
100- (pg/mL)
5 s
o 90 1+ 29 (60%) z;gg
iy 600
E 80- 2+ 2 (4.2%) PC-9 50
8 300
&_6 70- 3+ 0 (0%) 204
c 60- . 5 0
% CD8™ TILs (image—based)E per mm
':', 50+ (pg/mL)
o 40 Median 185.1
= - 16000
=]
E 30+ (Range) (6.1-1,161.9) ::x
- 10000
% 204 Concurrent PD-L1 expression & CD8* TILs (IHC) Hely 2g£
o 4000
E 104 PD-L1% (250%) & high CD8™ TILs (grade 2-3) 1/48 (2.1%) 2000
0
0 L] 1 L] L] 1} L] N .
A19 L858R 20Ins G719 L861Q G719+L861Q PD-L1% (25%) & high CD8™ TILs (grade 2-3) 1/48 (2.1%)
n 174 17 21 21 12 1 Concurrent PD-L1 expression & cD8™ TiLs (image-based)
MedianTMB 55 509 214 756 437 637
Percentile PD-L1* (250%) & high CD8™ TILs per mm?2 2/46 (4.3%)
Rank

Low TMB

PD-L1* (25%) & high® CD8* TILs per mm?2

2146 (4.3%)

Low CD8* TlLs

DMSO+
IFNg

DMSO+
IFNg

CXCL9

AZD9291+
IFNg

AZD9291+
IFNg

(pg/mL)
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500
400
300
200
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(pg/mt)
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IFNg

CXcL10

o

AZD9291+
IFNg

AZD9291+
IFNg

(pg/mL)
250
20.0
15.0
10.0

5.0
0.0

(pg/mt)

3500
3000
2500
2000
1500
1000
500
0

CXCL11

*

L.

DMSO+
IFNg

AZD9291+
IFNg

DMSO+
IFNg

AZD9291+
IFNg

CXCL10 S T cell-attracting chemokine < X|

Hastings K, et al. Ann Oncol. 2019 Aug 1;30(8):1311-1320. PMID: 31086949; PMCID: PMC6683857.
Gainor JF, et al. Clin Cancer Res. 2016 Sep 15;22(18):4585-93. PMID: 27225694; PMCID: PMC5026567.
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Qi et al. Ann Surg Oncol 2026

* EGFRmt neoadj |0+Chemo (N=43)

* ORR 44.2%, MPR 41.9%, pCR 18.6%

i% * PD-L121% XL A PRE|E O &S
e (78.9% vs. 59.1%)
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Qi YF, et al. Ann Surg Oncol. 2026 May 27. PMID: 42201492.



Summary

« CHEE 2| perioperative 10 trial2 EGFR mutantE M| 2|3 24,
ESHE| 42 (KEYNOTE-671, AEGEAN)O| £ EGFR mutant 0| A] benefitO] ZHQI | X| QEQULE,
(AEGEAN EGFR subgroup EFS HR 0.86, 95% CI 0.35-2.19).

« Palliative setting2| RCTH| A = L2t A| HI{FHCE — KEYNOTE-789, CheckMate 722 25 TKI L
 EGFR mutantX| Al 10+chemo vs. chemo 7t PFS/0S XO| 8l .

 PD-L1 high®{ & 10= & t==C} — PD-L1 250% 2! TKI-naive EGFR mutant 2FAFOf| A
pembrolizumab TF= ORR= & X| 0% L} (Lisberg 2018, phase I| 7| & =&).

e 10 2t EGFR-TKIC| EHE 2 =M 2X| 2 H|ot=IC} — TATTONO]| A osimertinib+durva|umab x5t

=
Al ILD 38%, CAURALZ O signal 2 &7| S 2 &| ULt Neoadjuvant M{EOA= == M I 7|
2AFO|S 0| 2 AlZHSICF,

« 7|1M™ © 2 EGFR mutation A X|| 7| dominant immunosuppressive driverC| —
ccL22/cxcL10d O 2|2 T cell B Al|, cD47 4, TAM M2 polarization, TGF- P & S & 7|
0| 255, O] = smoking historyLt PD-L1 231 2 £ overridet| X| &=L
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