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Adjuvant in the immunotherapy era
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Non-Small Cell Lung Cancer

* Lung cancer accounts for the most deaths of any cancer worldwide
* Non—small cell lung cancers (NSCLCs) make up 85%

* Diagnosis is STILL made at a metastatic or locally advanced stage

* 25% to 30% have resectable disease

 Surgical resection alone is not curative in the majority of patients with
resectable NSCLC

* The rate of recurrect disease increases with stage

Matsuyama R et al.J Clin Oncol 2006 / Le Chevalier T. Ann Oncol 2010/ Goldstraw P et al. Thorac Oncol 2016

N/ Wake Forest University &2\ Atrium Health
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20-30% of patient with NSCLC have early-stage disease
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Rendomly assigned

Preoperative chemotherapy
== Adjuvant chemotherapy

== Surgery alone

Preoperative chemotherapy v Surgery alone:
HR = 0.96 (95% CI, 0.84to 1.1); P = .56
Adjuvant chemotherapy v Surgery alone:
HR=0.99(95% Cl,0.75t0 1.3); P = .93

Events: Preoperative chemotherapy 99 (49.7%);
Adjuvant chemotherapy 102 (48.6%)
Surgery 109 {51.9%)
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165 131
161 121
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Time (years)

99 71 45 31
90 65 40 29
105 72 40 27

(M =624}
Allocated to surgeny Allocated to preoperative Allocated to adjuvant 1.0 -
alone chemotherapy chemotherapy
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‘©
o . R . S . > 0.8
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in=2) (n=2) n=1) a—
S =
o =
—= 0.6+
Included in intention-to-treat Included in intention-to-trest Included in intention-to-treat g o
analyses {n=210] analyses [n=198) &nalyses in =210} o @©
Inaligikla® (=48] Ineligiblet (m=2} Ineligiblat [n=8l |-|I— -8
Did not start treatmant  (n= 2] Did nat start treatment  (n=4) Did not start trestment  (n=2] o o 0.4-4
v O
I | | © ~—
Underwent surgery Received preoperative Underwent surgery 8
[n = 200) chemotherapy [n=201) P 0.2 A
(n= 183}
|
Exploratory Undarwent surgeny Exploratony
thoracothomy [n=181} thoracothomy 0
[n=11] in=11)
Tumor resected Exploratory Tumor resected
{n =183} thoracothomy (n= 180} No. at risk
in=7) Preoperative
Adjuvant
Received adjuvant Tumor resactad Received adjuvant Surgery
chemotherapy (n=174} chamotherapy
in=10) (n=134)

No statistically significant differences in disease-free survival with the addition of preoperative or
adjuvantchemotherapyto surgery.

Wake Forest University
School of Medicine

Felip et al. JCO. 2010
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Treatment for resectable NSCLC

e Platinum based CT in the adjuvant and neoadjuvant are
interchangeable and part of SOC for 20 yrs+

* Nuances to Adjuvant v. Neoadjuvant therapy

e A —definitive surgical therapy goes first and prioritized, 30% do not complete
adjuvant therapy

* N —systemic therapy is prioritized and 15% do not have tumor resected

How does this change in the ERA of better systemic therapy?

—

/ —

Targeted Therapy Immunotherapy

N/ Wake Forest University §%) Atrium Health
W School of Medicine SZ  Levine Cancer




Adjuvant in the immunotherapy era
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Impower-010

Adjuvant atezolizumab after adjuvant chemotherapy in resected stage IB—IIIA non-small-cell lung
cancer (IMpower010): a randomised, multicentre, open-label, phase 3 trial

No crossover
Atezolizumab

Completely resected Cisplatin + 1200 mg q21d
stage IB-IIIANSCLC pemetrexed, 16 cycles
per UICC/AJCC v7 %i'::t';i';:":r L7n Survival
« Stage IB tumors 24 cm vinorelbine 14 dalil follow-up
« ECOG 0-1
+ Lobectomy/pneumonectomy 14 cycles
« Tumor tissue for PD-L1 analysis
N=1280
Stratification factors Primary endpoints . 9 _
* Male vs female - Investigator-assessed DFS tested hierarchically: . 66% NO”_Sq“a’;”
- Stage (IB vs Il vs IIIA) 1. PD-L1TC 21% (SP263) stage II-lllA population StagelB=12.2%
+ Histology 2. All-randomized stage II-1lIA population * Stagell=46.7%
» PD-L1 tumor expression status®: 3. ITT (all-randomized stage |B-IlIA) population  Stagelll=41%
TC2/3 and any IC vs TC0/1 and e 55%PDL1>1%(SP263)

IC2/3 vs TCO/1 and 1C0/1

Felip E et al. Lancet. 2021

Wake Forest University 3%\ Atrium Health
School of Medicine 2 Levine Cancer




Impower-010

Adjuvant atezolizumab after adjuvant chemotherapy in resected stage IB—IIIA non-small-cell lung
cancer (IMpower010): arandomized, multicenter, open-label, phase 3 trial

100 dxerolizurnab: median ME (95% C1 361 manths to NE)
S Best wpportive care: median 353 months (95% (1 29.0t0 NE)
*"'\.__ Stratified hazard ratio: 066 [95% (1 0.50-0-88), p=0:0039
B0 T4-6%
[ iy
E fO 5
: L WEEJ.-. o
;__ | N TETITTTIN: .. O
H : - —— . DFS benefit across all groups and
g 4 ! LB enrichment for those with Increased
i : | PDL1
07 ' : PD-L1on 1% or more
Atermlizumab : :
— st suppartive care : :
o T | T T T I ' 1 T T
hn ¥ ¥ W BV OB ¥ &£

1] 1 B g b 15 18 45 44 51
PD-L1 status by SP263
TC <1% 181/383 361 (30-2-NE) 202/383 37-0 (28-6-NE) 0.97 (0:72-1.31)
TC =1% 248/476 NE (36:1-NE) 228/476 353 (29-0-NE) 0-66 (0-49-0-87)
TC1-49% 133/247 32.8 (29-4-NE) 114/247 31-4 (24.0-NE) 0.87 (0-60-1-26)
[ TC250% 115/229 NE (42-3-NE) 114/229 357 (297-NE) 043 (027-0-68)

———

Wake Forest University

School of Medicine

Felip E et al. Lancet. 2021
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Keynote 091/PEARLS Study

Pembrolizumab versus placebo as adjuvant therapy for completely resected stage IB—IIIA non-small-
cell lung cancer: randomized, triple-blind, phase 3 trial

Pembrolizumab 200 mg q3w
for up to 1 year
(n=590)

Key patient inclusion criteria
» Stage IB (T 24cm)-lIIANSCLC
« Complete resection

I * Any PD-L1 expression

« ECOG PS 0-1 [=]] b 3
: - acebo q3w
(n=1177) *optional | for up to 1 year
(n=587)

Dual Primary End Points Secondary End Points
* DFS in the overall population * DFS in the PD-L1 TPS =1% population e N=1177
* DFS in the PD-L1 TPS 250% » OSin the overall, PD-L1 TPS =50%, and *  68%Non-Squam
population PD-L1 TPS 21% populations  StagelB=14%
» Lung cancer-specific survivalin the * Stagell=55%
overall population e Stagelll=30%
« Safety e 28%PDL1>50%eacharm

O’Brien M et al. Lancet. 2022

Wake Forest University 3%\ Atrium Health
School of Medicine N2 Levine Cancer




Keynote 091/PEARLS Study

Pembrolizumab versus placebo as adjuvant therapy for completely resected stage IB—IIIA non-small-
cell lung cancer: randomized, triple-blind, phase 3 trial

Overall population PD-L1 TPS > 50%
1004 ; —— Pembrolizumab group . ; . Hazard ratio 0-82
90 67% + ——Placebo group - 68% : (95% Cl 0-57-1-18); p=0-14
~ 804 (63-71): 58% ! Hazard ratio 0-76 _ : 66%
S o ' (95% C1 0-63-0-91); ]
g p=0-0014
2 60_' - 1
2 50— : | . 58%
fg: (55-63) 50% ! | (48-66)!
g 497 | (45-55) ! il : '
g 30+ -
5 20 | | .
10 5 5 .
0 | 1 I ; 1 ; | I | 1 I | 1 1 1 1 1 1 1 1 | 1
0 6 12 18 24 30 36 42 48 54 60 66 0 6 12 18 24 30 36 42 48 54 60 66
Time since randomisation (months) Time since randomisation (months)
PD-L1TPS
<1% 89/233 106/232 —— 0.78 (0.58-1.03)*
1-49% 69/189 91/190 _— 0-67 (0-48-0-92)*
250% 54/168 63/165 . 0.82 (0.57-1:18)*

DFS benefitin overall population, irrespective of PDL1 expression




Adjuvant Immunotherapy CT in NSCLC

Stay Tuned.....

Clinical 10 agent Primary Accrual Target Adjuvant
Trial endpoints | Status Accruals

ACCIO Recruiting
(Alliance) (Dec 2024)

ANVIL Active IB-IIIA 903 CT and/or
(Alliance) (July 2024) RT

CCTG BR.31 Durva Active
(Jan 2024) permitted

NCT04267848 / Sands et al. Inmunotherapy. 2021 / NCT02595944 / Chaft J et al. ASCO 2018 Abstr
TPS8581/ NCT02273375/ClinicalTrials.gov



Adjuvant in the targeted therapy era
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Lung cancer
histology

SCLC (15%)
s

NSCLC
(85%)

NSCLC histology

Other (4%)
I

Squamous

(18%)

Non-squamous (78%)

Wake Forest University
School of Medicine

Oncogenic mutations in NSCLC
. Non-G12C (17%)

Other or not identified
(32%)

G12C (12%)

NTRK1/2/3 (<1%)

ROS1 (1%)
RET (~2%)
ALK(-3%)

ERBB2 (~4%)

EGFR (17%)
/

MET  prar

(~4%)  (5%)

Thai AA et al. Lung
cancer. Lancet. 2021 Aug
7;398(10299):535-554.

D Atrium Health
Levine Cancer



ASCO
ADAURA Plenary Session

Overall survival analysis of adjuvant osimertinib in patients with resected EGFR-
mutated stage IB—IIIA NSCLC

Stage 1B, II, 1A
NSCLC, Non-squam Planned Tx Duration: 3 years
With or Without Adj CTX * Tx continued until: Disease recurrence,

Ex19del/L858R | N= 339 Tx Completion, Discontinuation
Brain Imaging * Follow up: Until recurrence, week

Complete resection 12/24, then every 24 weeks to 5 yrs,

: Placebo then yearly
Tx by 10 weeks w/o ad;] N = 343 * After recurrence: every 24 weeks for 5
Tx by 26 weeks with ad] -

years, then yearly.

Osimertinib 80mg daily

Primary Endpoint: DFS in stage II-IlIA
Secondary Endpoints: DFS in overall
population (stage IB-IIIA), OS, Safety, QoL

Wake Forest University §2) Atrium Health
School of Medicine N7

Levine Cancer
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Previous Updates

ADAURA primary DFS analysis (stage IB=IlIA)
NEJM October 2020

J  Median DFS, months (95% C1) .
| [ Osimertinb  NR (NC, NC) ‘
d 0 Pucebo 275220 350)
J HR(89.12% €1) 020 (0.14, 0,30) Maturty 29%
p<0.0001 osimedinid, 11%, placedo, 46%
T T T T T T T T 1

12 18 24 30 36 42 48
Time from randomization (months)

0 6

Wake Forest University
School of Medicine

54

DFS probability

ADAURA updated DFS analysis (stage IB=IIIA)
JCO January 2023

1.0

09

0.8

0.7

0.6

0.5 —

04 Median DFS, months (95% CI) ban e 8 -

03 = .Oﬂmmm 658 (61.7.NC) “

0.2 ‘ ' Placebo 281(21, 350)

04 - HR(95%CI)  027(0.21,0.34) abrly: 45
csimertind, 20% placobo, 62%

0.0 T T T T T T T T T T T )

6 12 18 24 30 36 42 48 54 60 66 72
Time from randomization (months)
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Overall survival probability

Osimertinib Improves OS
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i Stage II-IIA disease, OS HR was 0.49 (95% Cl 0.33, 0.73; p=0.0004;

04 = 100/ 470 events, 21% maturity)

|
0.0 '

1 l

| |
| | | I | | | | | | | I I
0 6 12 18 24 30 36 42 48 54 60 66 72 78

. ) Time from randomization (months)
Wake Forest University

School of Medicine

84

ASCO

Plenary Session

Stage IB-lIIA:

OS HR was 0.49
p=0.0001; 124/682
events, 18%
maturity)

5-year OS rate was
88% vs 78%

Median OS was not
reached in either

group

Q‘g Atrium Health
Levine Cancer



Expanding role in molecular profiling in non-
metastatic NSCLC

* Molecular testing allows for clear treatment options in the
neoadjuvant/adjuvant therapies

* |dentify situations where ICI may not be as safe or effective
* Provides prognostic and predictive information

* Provides opportunities for clinical trials

* Provides information which may save time and money at disease
recurrence

Obtain tumor molecular profiling using NGS during the initial work up of
all patients with non-squamous NSCLC.

N)# Wake Forest University &2\ Atrium Health
W School of Medicine N2 Levine Cancer




Background

 EfficacyIClin EGFR NSCLCis no e EGFR mutations were excluded in
better than chemo pivotal 15t line studies with ICI

Study Weight __Hazard Ratio[95% CI] Hazard Ratio
EGFR wild-type
Checkmate 057 26.0% 0.66 [0.51, 0.86] —
Keynata 010 52.0% 0.66 [0.55, 0.80] ——
POPLAR 11.0% 0.70 [0.47, 1.04]
Subtotal (95% CI) 89.0%  0.66 [0.58, 0.76] -l
EGFR mutant
Checkmate 057 6.0% 1.18 [0.69, 2.00]
Keynote 010 3.8% 0.88 [0.45, 1.70] .
POPLAR 1.1% 0.99 [0.29, 3.40] ‘
Subtotal (95% C1) 11.0%  1.05([0.70, 1.55] T — 5
Total (95% Cl) 100.0%  0.70 [0.61, 0.80] E FaiEn
05 07 1 15 2

Fawars PD1/PDL1 inhibitar  Favors docetaxel

CK Lee. JTO. 2017

Wake Forest University &2\ Atrium Health
School of Medicine 2 Levine Cancer




ICls are associated with excess toxicity
if given in proximity to EGFR TKis

Excess risk with Osimertinib + ICI
(TATTON study)

35% rate of ILD/pneumonitis

Frequency of events (n)

| - Osimertinib sequenced in the
months after ICI therapy likely

6 12 18 24 30 36 42 48

Time interval between PD-(L)1 and EGFR-TKI (months) also carries increased risk of
Number at nsk -
41 18 12 6 5 1 1 1 0 IrAES
Ahn et al. J Thorac Oncol. 2022
Schoenfeld et al. Annals of Oncology. 2019;30:839-44
Wake Forest University &2\ Atrium Health

School of Medicine S Levine Cancer



Neoadjuvant therapy in the immunotherapy era

Wake Forest University &2\ AtriumHealth
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Rationale for neoadjuvant therapy

Primary tumor Circulating Tumor Cells Metastatic tumor NeoaduvantTx
(CTCs)
\ / g
U Radiographic/Pathologic Response to
..‘% "‘:... '. ‘ * Treatment
— ' = O Treatmentof micro metastatic disease — CTCs
& ‘\ & : \ / {1 Ny U Application of Biomarkers
> - molecular and surrogate
biomarkers markers that may
influence the choice of
90% of cancer CTCs are a potential Small number of CTCs in Subsequent tx (eg Major
related deaths are ==y source of s the blood limits its pathologic response)
due to metastases. metastases. analysis.

- surveillancestrategies

(1) Tumor downsizing and better RO resection rates
(2) Micro metastatic diseaseimprovementsin DFS and OS

(3) Intact tumor and primary lymphatics allow better T-cell priming
(antigen source for T cell expansion)

Alvarado-Estrada et al. Scientific Reports. 2021 O’Donnell JS et al. Clin Cancer Res. 2019
Betticher DC et al. J Clinic Oncol. 2003
Blumenthal GM et al. JTO. 2018



Proposed rationale for adjuvant immunotherapy
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Activation of mary
diferent T celis e
search for tumor celis
Wake Forest University 2\ Atrium Health

- . . N2
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Checkmate 816

Neoadjuvant nivolumab plus chemotherapy

Key eligibility criteria
* Newly diagnosed,
resectable, stage IB (> 4 NIVO 360 mg Q3W
cm)-111A NSCLC + Surgery
(per TNM 7t edition) N= 358 d
Radiolog i
« ECOG PS 0-1 cheimos Q3N (3icycles) ,‘:f"fm (within 6 Optional | Foloww
+ No known sensitizing EGFR = WEEKS | adjuvant | b
mutations or ALK alterations post- chemo ¢ RT
treatment)
Stratified by AranEE RS
stage (IB/Il vs 1lIA),
PD-L1° (2 1% vs < 1%°), and sex
Primary Endpoints: e Secondary: EFS, OS, and pCR in
e MPR rate (<10% residualtumor) in PD-L1 PD-L1 expressors (21%)
expressors (21%) at definitive surgery
Wake Forest University Forde PM et al. NEJM. 2022 Sz) Atrium Health

School of Medicine Levine Cancer




Checkmate 816

Neoadjuvant nivolumab plus chemotherapy — 3-year results

. . NNVO ¢+ chemo  Chemo NYO « chema  Chemo
Primary endpoint: ITT (ypTONO) =179)  =19) 0t e
Median EFS, mo NR M o Medlan 05, mo R MR
" 3-yr EFS (¥3% C1) Lo (4eR1) 3 yr 0S (5% Q) MRNR) 4N
40 1 OR =13.94 (99% Cl, 3.49-55.75) HR (995 C)) 0,68 40.49:0.93) 10 KR (39,345 Q) 0,62 10.36-1.85)
P <0.0001 Pralue 00124
&
: 4 78%"
30 - Difference® W _ NIVO + chemo
- 21.6% @ §7%b
g\: 24.0%¢ R ’_s"-‘\.-.L NIVO + chemo &0 e —
- ’ gy TR —
§ 0 N -— g k
= 20 W g (I @
5 ° 0+
e
0
10 4 24
2.2%6 0 ‘ . . ’ 4 . . . $ . - - 4 . . . . .
0 3 6 9 1215 BN WU NN HHWLLH 80N VI~ "_2' -'7
Months from randomization 0 3 6 9 15BN U7 NN HANQHLE8HHTNH
N NNQ;S " d%t;emo e b o ik Moaths froe randomization
n 43 /

EFS benefitin overall population, increased benefit in PDL1 expression and with increased stage

Wake Forest U!‘Ii}fﬂl‘ﬁit)" Spicer J et al. JCO abstract. 2023 s’a Atrium Health
School of Medicine Levine Cancer




AEGEAN

A phase 3 trial of neoadjuvant durvalumab + chemotherapy followed by adjuvant
durvalumab in patients with resectable NSCLC

Q3W x 4 cycles Q4W x 12 cycles

* Resectable NSCLC Durvalumab +

» Stage llA—select 11IB _ Durvalumab
« EGFR wt / ALK wt platinum-based chemotherapy

* Planned for lobectomy,
bilobectomy, or sleeve

resection : Rlacebo 4 Surger Placebo

(N = 800) platinum-based chemotherapy Bery
Primary endpoints ;
: EF':: g 0.7 4 63.3%

S 06 64.5%, ; L
Secondary endpoints % 0.5 1 E |
* mPR s 0.4 1 : :
. g;s 2 gg i : : mEFS: NR (31.9-NR) v 25.9 mo
- 2 ™ 1 |
« ACR, PR, EFS, OFS, 05 (PO-L1 S , : EFS: HR 0.68 , p<0.0039
TC 21% group) 0.0 T T T ; ; T T T T T T T

L) L L
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 4
Heymach JV et al. Clin Lung Cancer. 2021 and AACR 2023 Abstract CT005 Time from randomization (months)



NEOTORCH

Perioperative toripalimab + platinum-doublet chemotherapy vs chemotherapy in resectable stage
11/111 non-small cell lung cancer (NSCLC): Interim event-free survival (EFS) analysis of the phase Il

Neotorch study
Stage II-1ll 202 Jertige el 5 Toripalimab + Toripalimab
age ll- —_— : !
Resfctable Platinum db x 3 : Ui — Platinum db x 1 — (;-r3|pa |||'na
cycles T | cycles
NSCLC — | cycles
| 8!
] e!
EGFR/ALK NEG BN Placebo+Platinum : | = | Placebo+Platinum Placebo
202 db x 3 cycles i y' db x 1 cycles 13 cycles
.

Primary endpoints:

« EFS by Investigator (stage IIl)

« EFS by Investigator (stage 11-1I1)
- MPR by BIPR (stage lil)

- MPR by BIPR (stage II-lIl)

Secondary Endpoints:

« Owerall survival

« pCR by BIPR/site pathologist for stage
Nl and stage [I-lI

Lu S et al.JCO. ASCO Abstract 2023 (425126)

« Toripalimab is an anti-PD-1 monoclonal antibody
« 1/3 Stage IIIB disease

« Median follow-up =18.3 months

« 2yrEFS 64.7 v.38.7

« EFS HR=0.40, 95% CI (0.277-0.565); P<0.0001

« mEFS NRvs 15.1 months

* PCR57% Vs 2%



KEYNOTE

Randomized, double-blind, phase 3 study of pembrolizumab or placebo plus platinum-based
chemotherapy followed by resection and pembrolizumab or placebo for early-stage NSCLC

Event-free Survival (26)

100+
90+
804
70
60+
504
40+
304
204
104

|
Pembro g3w + | Si
Stage_ I-IA/INA Cisplatin/Gem or | U, —p Pembro q3w
No prior therapy | ~786 Cis/Pem for 4 cycles [N 13 cycles
Able to undergo R1:1 ! gi
| L
surgery el
PDL1 evaluation _Place_bo 3w+ o —_— Placebo q3w
ECOG PSO-1 Cisplatin/Gem or [ 13 cvdl
Cis/Pem for 4 cycles | y]! cycles

mEFS: NR (34 — NR) v 17 mos

EFSHR: 0.58, p<0.0001  « 70% stage Ill, 15% stage IlIB (N2)
uw Pembrolizumab * Major pathological response=30.2% v 11%; P<0.0001

Placebo * Pathological complete response= 18.1% v 4.0%,
P<0.0001
6 B w0 % @ & Wakelee H et al. JCO. ASCO Abstract 2023 (LBA100)

Months Wakelee H et al. NEJM. 2023



Operative Immunotherapy

!J | Neoadjuvant

----- N\
23 Checkmate 816 Optional |
@ (1B-111A) Chemo _;
o GEEGLIEEED TGRSR SR CRRRY (" —————

@ Perioperative

(11B-111A) :
AEGEAN &
Durva  Chemo Durva Chemo Durva Chemo Durva  Chemo p

Neotorch
(11A-111B) ' [ Tori x 9 mos ]

Adjuvant

N IMpower010
m
s (IB-111A)

-
[ Atezox 12 mos

pg=——— N
ERN Keynote 091 I Optional
m (IB-11IA) I Chemo Pembrox 12 mos
2 '

LN 8 N N 2 J




Clinical Trial | Primary Stage Treatment MPR (%) Surgery | mEFS, Median

Endpoint | Il (%) Follow up
Neoadjuvant
CheckMate pCR 64/63 Nivo+CT x 3 24 v 36.9v 8.9 83.2v NRv21.1 NRvNR 41.8mo
816 EFS cycles v 2.2 75.4 (0.68) (0.62)
IB-111A CT x3cy
AEGEAN pCR 70/71 Durva+CT x 4 17.2v 333v123 776v NRv 25 NE 11.7 mo
[IA-11IB EFS cycles+Durva 4.3 76.7 (0.68)
12 cycles v CT
x4 cycles
Neo-Torch EFS 100 Tori+CTx3 24.8v 48v38 82v73 NRv155 NRv 18.25
111A/B MPR cycles +1 CT, 1 (0.40) 30.4 mo
Tori 13 cycles (0.62)
VCTx3+1CT
Keynote671 EFS 70 Pembro+CT x4 18.1v 30.2v 11 92v84 NRv17 809 v 25.2 mo
oS + Pembro 13 4.0 (0.58) 77.6
cycles v CTx4 (p=0.02)



In Conclusion

Advances have been made in resectable NSCLC
| | |

Selection and sequencing of multimodality therapy for early-stage lung cancer will require multidisciplinary review

I | I

v Tailored approach v

Immunotherapy Needed Precision Oncology
Adjuvant and Neoadjuvant * PDL1 score
chemo-lO have changed the ° Stage Upfr.o.nt tumor molecular
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Targeted Therapies for Biomarker—Positive NSCLC
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