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Treatment Approvals in Resectable Versus Metastatic
NSCLC with Driver Mutations
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Disease Recurrence in Resectable NSCLC

B

» Majority of resectable Stage
IB-1ll patients will experience
disease recurrence or death
within 5 years

» Approximately 40% of early
stage patients treated with
adjuvant chemotherapy recur
with metastatic NSCLC

» Multiple ongoing trials are
examining neoadjuvant and
adjuvant strategies to lower
disease recurrence rates in
early stage NSCLC

5-Year Rate of Recurrence or Death in
Resectable NSCLC

Stage | (N = 1371)

Stage Il (N =1616)

Stage Ill (N = 1247)




Oncogenic Mutational Status and its Impact on Disease

Recurrence

» Micrometastases may remain
even after successful surgery

» Distinct recurrence patterns are
associated with oncogenic
mutation status and mutational
EGFR subtype

» Approximately 40% of early stage
patients will experience
metastatic recurrence in multiple
sites following surgical resection

Common Sites of Recurrence After Resection?

Micrometastases
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ADUARA: Adjuvant Osimertinib in Resected EGFR mutated -

NSCLC
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ADAURA: Disease-Free Survival

»410/682 (60%) patients in the trial received adjuvant CT

» Median duration: 4 cycles
» PFS with or without adjuvant CT was significant IlIA>[I>IB
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ADAURA: Subgroup Analyses and CNS

OF S & the Oveial Populatien | Stage IH0MA)
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NEOADAURA: Neoadjuvant Osimertinib in Resectable '
EGFR mutant NSCLC

MeoADAURA (NCT0L351555) Phasa I, Randomized, Controlied, Multicantar Study of Neaaduvant Osimarting in
EGFRm Reseciabla NSCLC
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NEOS: Neoadjuvant Osimertinib in EGFR mutated '
NSCLC

Stage |-llla EGFR- Surgical Resection Primary Endpoint:
mutant NSCLC Major Pathological Response Rate

Powered to detect MPR ~ 50%)
: Osimertinib [
Fre-ireaiment [i ' - Secondary Endpoints:

Biopsy

1-2 months
Safety:
Surgical Complications
Unresectability Rate

Efficacy:
Downslaging
ORR
pCR rate
S-year DFS/I0S

Exploratory;
Single call RMA-seq
WES
Immune cell changes

Adapted from Blakely, C; IALSC 2020 Targeted Therapies of Lung Cancer Meeting 12



NEOS: Tumor Response -

Pre-treatment
LA A 1B 1A A, IB [A Stage (AJCC VT)

B

14%

» Neoadjuvant osimertinib
is safe

» MPR to osimertinib of
14% is lower than
predicted

» High TMB (including RB1
and RBM10 mutations)
identified in patient with
minimal response to
osimertinib

B Las:R

exon 19 del

Pathologic Regression (%)
EEEXEEERREX

Duration of Tx (days) 64 58 T4 60 42 69 43
Best Radiographic  -29% -40% -35% -42% -33% -40% -T% ORR:

REpoEa) SO PR PR PR PR PR SD 1%
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EMERGING-CTONG1103: Neoadjuvant Erlotinib Versus -
Chemotherapy in Stage IlIA-N2 EGFR mutated NSCLC
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EMERGING-CTONG1103: Overall Survival and Progression- -
Free Survival

LTI |
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—
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|
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» Median OS was 42.2 months in the erlotinib arm and 36.9 months in the GC arm
» Median PFS was 21.5 months in the erlotinib arm and 11.4 months in the GC arm

» The results demonstrate feasibility of neoadjuvant/adjuvant EGFR TKIs for resected N2
patients
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Treatment Approvals in Resectable Versus Metastatic '
NSCLC without Driver Mutations

Resectable Disease
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IMpower010: Adjuvant Atezolizumab in Completely Resected '
Stage IB-lIIA NSCLC

N crosgcver
Alprolizumab
ﬂﬂﬂ'ﬂ'ﬂhl'j' m Clsplatin + 1200 g q2id
stage 1B-IIA NSCLC poematrexed, 16 cycles
per UVICCIAJCC v7 A,
—— dootaEsl or =
+ S0 1B oo a4 cm winorelbéng
« ECOG0-1
o LobaCiomy DR MO e ey 1-'-1:'|ll.'.||l-l-
+  Tumor issue for POSLY analysis -
Stratification factors Primary endpodnts Koy sacondary endpolnts
= KMaklamale ¥ lnmligﬂm—amam DFS tagied s DX WmITT FH}IH.I|E1HZH'I-
- Stage (I8 vs Il va IILA) hierarchically . DFSin PD-L1 TC 250% (per SP263)
= Histology « PD-L1 TG 21% (per SP263) stage i-HiA populaticn
= PD-L1 tumor axpression stabus®; stage 1-1A poplabon " 3—:,.' and 5-':.| DFS o all 3 populations
TC2/3 and any IC vs TCOM anrd «  All-randomized stage |-11A poputatesan
IC2'3 vs TV and 1001 e ITT population {stage 1B-11LA&)
Fadls arren i ] sl 2] reppdie s e ke v e e Far e m oy Feehole

BT, s Coppsrgives Decnoeyy eoun. 0. s infiraiieg bvveons cplle. 1T a0 sl TC. fenor il = P 204 ] ey

Adapted from Wakelee, H; ASCO 2021 19



IMpower010: Disease Free Survival
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IMpower010: Overall Survival '
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Impower010: Updated Overall Survival

PD-L1 25% no mutation driven tumors
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IMpower010: Safety Data
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» The safety profile was consistent with prior experience of atezolizumab monotherapy across
indications and lines of therapy

Adapted from Wakelee, H; ASCO 2021
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PEARLS/KEYNOTE-091: Adjuvant Pembrolizumab in
Completely Resected Early-Stage NSCLC
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PEARLS/KEYNOTE-091: Disease free and Overall Survival

OF S, Overall Population DFS, PD-L1 TPS 260% Population 0%, Overall Fopulation
HRE 5,76 ({96% CI 0.83-0.81) HE §.682 (85% Cl 0.87-1.18) HR .87 (05% CI 0.67-1.16)
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= DFS beneft generally consistent across mos! profocod-s uuh-:gr-:u.q:u.lrbmm
PD-L1 TPS <1T% (MR O T8, 85% €1 0.58-1.03) and 1-49% (HR 067, 95% 1 0.48-0.82)

+ Together with the overall efficacy and safety findings, these data support the benefit of adjuvant
pembrolizumab for stage 1B (T 24 cm) to IIIA NSCLC following complate resection and, if
recommended, adjuvant chamotherapy

Presented by O’Brien MER at ASCO 2022
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CheckMate 816: Neoadjuvant Nivo + Platinum-Doublet '
Chemotherapy in Resectable (IB-llIA) NSCLC

* In CheckMate 816" necadjuvant HIVOD + chemo significantly improved the primary endpoints of EFS and pLR vs
chema in patients with resectable NSCLLCY

HIVD = chermd s now indicaled in the Uinitad States a neoadjuvant treatment for adult patients with resectable
[Eumors 4 cm of node positive) HSCLEC?

= Here, we present a post o analysts evaluating the association between pathological regression and EFS from

CheckMate 816
Wy oigitiiity critarin
= Flirefy clapeories, reaecd sbile, iiace W ——r —
{o 4 em Bl RECLE (pey AXCL T= ediiont] | W= 18 MIVLY 20 g AW 4 Snickag
e chema® GIW (3 cycles) —— 'I-'Il""l_"'- Ooiional Pl
—_——m i miljarisd ———ir
- ﬁ;fll-nﬂﬂﬁmmrﬁmmmnmw ,..-.:i-._::.:'.-u —
| %
Frabified by sbage {IB-11 oy NI,
PO=LAT 5 ™% e = TR}, and non
Primary endpoints Lependary endpaints Fay wuploratory snalyse
. EH?“ . ?Hrm + EFS iy pattologic al negreriaon

+ Tume {0 Gesarch OoF @ELEM oyl

i ot e
P Presented by Provencio-Pulla M at ASCO 2022 26



CheckMate 816: Event-Free Survival by pCR Status

EFS by pCR status® (primary tumor) in the path-evaluable patient population
HIYQ + chemo Cheme
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=« EFS wad alio improsed in patients with MPR® in the primary tumdr comparéd with those without; HR (95% Cl) was
0,26 {0.14-0,50] for HIVD + chema and 0,48 (0.22-1.05) for chema, respectively

tof s Presented by Provencio-Pulla M at ASCO 2022
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CheckMate 816: Event-Free Survival by pCR Status and

PD-L1 Expression
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» This post hoc analysis from CheckMate 816 provides the first in-depth assessment of pathological regression and EFS in a Phase 3

trial with neoadjuvant immunotherapy

» EFS was improved with neoadjuvant NIVO + chemo and chemo in patients with pCR in the primary tumor relative to those without
* Inthe NIVO + chemo arm, EFS improvement in patients who had a pCR was observed regardless of tumor PD-L1 expression

Presented by Provencio-Pulla M at ASCO 2022
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NADIM: Neoadjuvant Nivolumab Plus Chemotherapy in

Operable Stage llIA NSCLC
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TABLE 1. HR and Corresponding 95% Cl According to Each Biomarker (TMB, PD-L1, and ctDNA levels at baseline)

Biomarker No. Deaths Progressions HR (PFS) 95% CI* P HR (08)* 95% CI* P?
Basal ctDNA < 1% 43 9 12 0.20 0.06 to 0.63 006 0.07 0.01 to 0.39 002
TMB = 10 mut/Mb 29 6 B 167 0.41 to 6.83 474 213 0.37 to 1240 399
PD-L1 = 1% 28 5 8 0.64 0.17 to 2.40 508 0.35 0.06 to 2.12 .252

Provencio M et al. JCO 2022
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NADIM: PFS and OS in the ITT Population '
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NADIM: PFS and OS by ctDNA Levels at Baseline, Using

Cutoff of < 1% MAF
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PACIFIC TRIAL: Schema

[ Patients with

unresectable
Patients who h T
Stage Ill NSCLC AT EY W 5
not progressed B
» Completed concurrent ) N
platinum-based CRT following =2 cycles =
O
— 92% of patients received of CRT =
a total radiation dose of (N=713) o
54 Gy to 66 Gy
» WHO performance status: 0-1
* Patients were enrolled regardless of PD-L1
expression, EGFR/ALK status, or histology

Durvalumab 10 mg/kg Q2W

Treatment initiated
within 6 weeks
(42 days) of CRT
completion

For up to 12 months or until unacceptable
toxicity or confirmed disease progression

UZXIM  pacebo 10 mglkg Q2W

o

Select secondary endpoints
* 12-month PFS

* 18-month PFS

* 24-month OS

Co-primary endpoints
* PFS
*0S

Spigel D et al. J Clin Oncology 2022
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PACIFIC TRIAL: Updated PFS, OS and Time to Distant Metastases
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KEYNOTE-799: Pembrolizumab Plus Concurrent
Chemoradiation Therapy for Unresectable Stage Ill NSCLC
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Table 4. Adverse event summary
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KEYNOTE-799: PFS and OS

Progression-free survival
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BTCRC LUN 16-081: Consolidation Nivo + Ipi or Nivo Alone Following
Concurrent Chemoradiation in Unresectable Stage lll NSCLC
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BTCRC LUN 16-081: PFS and OS

Progression-Free Survival

Overall Survival
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Conclusions

» Adjuvant therapy with EGFR TKIls have
shown efficacy and osimertinib is now
approved as adjuvant therapy after

surgical resection in stage IB-1ll EGFR-
mutated NSCLC.

» More trials are needed to explore the
feasibility of TKls targeting other driver
mutations in early stage NSCLC

» Neoadjuvant and adjuvant therapy with
|ICls for NSCLC are FDA approved.

» Further trials are necessary to discover
biomarkers of response to select for

patients that would benefit from ICI
treatment
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