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IMPOWERO010 TRIAL

Patients were randomly assigned to atezolizumab (atezo) vs. best supportive care
(BSC) in resected stage lI-1IIANSCLC following adjuvant platinum-based

chemotherapy
. Atezo significantly improved DFS vs. BSC in PD-L1+

. Although OS was immature, atezo appears to extend OS vs. BSC in PD-L1 tumor
cell =250%
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JOURNAL o MEDICINE
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EV-302 TRIAL

Patients with unresectable locally advanced or metastatic urothelial carcinoma

. The combination of EV + Pembrolizumab dethroned the SOC for 25 years of

platinum-based chemotherapy (gemcitabine + either cisplatin or carboplatin)

Significant improvement in both overall and progression-free survival
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Overall survival with b after ch apy in resected
stage II-IlIA non-small-cell lung cancer (IMpower010): a randomised,
multicentre, open-label, phase I trial

E Felip', N. Altorki*, C. Zhou", E. Valliéres®, A. Martinez-Mart', A. Rittmeyer’, A, Chella, M. Reck’, 0. Goloborodko®,
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Background: IMpower010 (NCTO2486718) demonstrated significantly improved disease-free survival (DFS) with
adjuvant atemlizumab versus best supportive care (BSC) following platinum-based chemotherapy in the
d deathligand 1 (PD-L1)-positive and all stage IIIA non-small-cell lung cancer (NSCLC) populations, at
the DFS interim analysis. Results of the first interim analysis of overall survival (OS) are reported here.
Patient and methods: The design, participants, and primary-endpoint DFS outcomes have been reported for this phase
1il, open-label, 1 - 1 randormised study of atezolizumab (1200 mg q3w; 16 cycles) versus BSC after adjuvant platinum-
based chemotherapy (14 cycies) in adults with completely resected stage 18 (>4 cm}-IIA NSCLC (per the Union
Intemationale Contre le Cancer and American Joint Committee on Cancer staging system, 7th edition). Key
secondary endpoints induded O in the stage IB-IA intent-to-treat (ITT) population and safety in randomised
treated patients. The first pre-specified interim analysis of OS was wndu:ud after 251 deaths in the ITT population.
Exploratory analyses included OS by baseline PD-L1 expression level (SP263 assay).
Results: At a median of 45.3 months’ follow-up on 18 April 2022, 127 of 507 patients (25%) in the atezolizumab arm and
124 0f 498 (24.9%) in the BSC arm had died. The median O in the [T population
ratio (HR) was 0.995 [95% confidence interval (C) 0.78-1.28). The stratified OS HRs {35% ) were 0.95 (0.74-1.24) in the
stage A (n = 882),0.71 (0.49-1.03) in the stage IIIA PD-L1 tumour cel (TC) 1% {n = 476), and 0.43 (35%C1 0.24-0.78)
in the stage H-IIA PD-L1 TC >50% (n = 229) populations. Atezolizumab-related adverse event incidences remained
unchanged since the previous analysis [grade 3/d in 53 (10.7%) and grade 5 in 4 (0.3%) of 495 patients, respectively).
Conclusions: Although OS remains immature for the ITT population, these data indicate a positive trend favouring
aterolizumab in PD-L1 subgroup analyses, primarily driven by the PD-L1 TC >50% stage llIlA subgroup. No new
safety signals were observed after 13 months’ additional follow-up. Together, these findings support the positive
benefit—isk profile of adjuvant atezolizumab in this setting.
Key words: IMpower010, atezolizumab, NSCLC

INTRODUCTION which has been associated with S-year survival rates
ranging from 41% in those with stage lIlA NSCLC to 92% in
those with stage IA1 disease.” To improve these outcomes,
adjuvant therapy is given to treat micrometastatic disease
and prevent recurrence.” Adjuvant cisplatin-based doublet
o s T, ke i of Gy chemotherapy became the standard of care for resected
\.:u dHebron Uatvensity Hospltal, Barceloza 08035, Spata. Tek 43493483 early-stage NSCLC in 2004.° The S-year survival rates with
adjuvant chemotherapy are 4%-5% higher than with
observation,” " leaving an unmet need for improvement.
09237534/ 2023 The Authors. Peblished by Fhevier 11d on behal of -

iepn sy o el Onclogy T2 s cpes s e e he . In patients with EGFR mutations, osimertinib is now the
BY-NCND Beense i 200 standard-of-care adjuvant therapy, as monotherapy or after

The recommended treatment for patients with early-stage
resectable non-small-cell lung cancer (NSCLC) is surgery,

ki vhi st (E. Pl

Felip et al. Ann Oncol (2023)
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Overall survival with adjuvant atezolizumab after chemotherapy in resected
stage II-IlIA non-small-cell lung cancer (IMpower010): a randomised,
multicentre, open-label, phase I trial
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Background: IMpower010 (NCT02486718) demonstrated significantly improved disease-free survival (DFS) with
adjuvant atemlizumab versus best supportive care (BSC) following platinum-based chemotherapy in the
programmed death-ligand 1 (PD-L1)-positive and ail stage IIIA non-smali-cell lung cancer (NSCLC) populations, at
the DFS interim analysis. Results of the first interim analysis of overall survival (OS) are reported here.

Patient and methods: The design, participants, and primary-endpoint DFS outcomes have been reported for this phase
1ll, open-label, 1 - 1 randomised study of atezolizumab (1200 mg q3w; 16 cycles) versus BSC after adjuvant platinum-
based chemotherapy (14 cycles) in adults with completely resected stage 1B (>4 cm-lIA NSCLC (per the Union
Internationale Contre fe Cancer and American Joint Committee on Cancer staging system, 7th edition). Key
secondary endpoints induded S in the stage IB-IIA intent-to-treat (ITT) population and safety in randomised
treated patients. The first pre-specified interim analysis of OS was conducted after 251 deaths in the ITT population.
Exploratory analyses included OS by baseline PD-L1 expression level (SP263 assay).

Results: At a median of 45.3 months’ follow-up on 18 April 2022, 127 of 507 patients (25%) in the atezolizumab arm and
124 of 498 (24.9%) in the BSC arm had died. The median OS in the ITT population was not estimable; the stratified hazard
ratio (HR) was 0.995 [95% confidence interval (Cf) 0.78-128]. The stratified OS HRs (95% CI) were 0.95 (0.74-1.24) in the
stage IIIIA (n = 882), 0.71 (0.49-1.03) in the stage IIIA PD-L1 tumour cell (TC) >1% {n  476), and 0.43 (35% C10.24-0.78)
in the stage H-UIA PD-L1 TC >50% (n = 229) populations. Atezolizumab-related adverse event incidences remained
unchanged since the previous analysis [grade 3/4 in 53 (10.7%) and grade 5 in 4 (0.8%) of 495 patients, respectively].
Conclusions: Aithough 05 remains immature for the ITT population, these data indicate a positive trend favouring
aterolizumab in PD-L1 subgroup analyses, primarily driven by the PD-L1 TC >50% stage llIlA subgroup. No new
safety signals were observed after 13 months’ additional follow-up. Together, these findings support the positive
benefit—risk profile of adjuvant atezolizumab in this setting.

Key words: IMpower010, atezolizumab, NSCLC
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those with stage IA1 disease.” To improve these outcomes,
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WHAT DID WE KNOW PRIOR TO MANUSCRIPT PUBLICATION?
Current publication: Felip et al. Ann Oncol (2023) Oct;34(10):907-919

Articles I

Adjuvant atezolizumab after adjuvant chemotherapy in
resected stage IB-11lA non-small-cell lung cancer
(IMpower010): a randomised, multicentre, open-label,
phase 3 trial

Ennqueta Felip, Nasser Altorki, Caicun Zhow, Tibar Cada, thor Vimnychenko, Olekesandr Golobarodlo, Alexarder Luft, Andrey Akopor,

AlexMartinet Mt g Kermots, Yub Min Chen, Antari Chells ShunichiSugawars,David Voons,Fan W, fing 1 YuDens
‘Mark McClicland, B Gitlitz, Heatt i

Summary
Background Novel adjuvant strategies are needed to optimise oulcomes after complete surgical resection in patients

with early-stage non-smallcell lung cincer (NSCLC). We aimed to evaluate adjuvant atezolizumals versus best

supportive care after adjuvant platinum.based chemotherapy in these patients

methods IMpower010 was a randomised. multicentre. openlabel. phase 3 study done at 227 sites in 22 countries and
regions. Eligible patients were 18 years or older with completely resected stage B (numours 24 cm) to 1114 NSCLC per
the Union Internationale Contre le Cancer and American Joint Committer an Cancer staging sysiem (7t edition).

R ————
o O cemmare
Syt o1 1015

T T——

igned (1:1) bya ted
(1200 g every 21 days for 16 eycles or 1 year) o best supportive care fobscrvation and regular scans for discase
recurtence) afler adjuvant platinum-based chemotherapy (one 1o four cyeles). The primary endpoint. investigatos-

the intention-to-treat (ITT) population {stage [B-111A). Safety was evahmtcd in all patients who were randomly

PP —

[P —

Untracaty Haptal,

Spaan P ok w0

A Mt Mark M Db

[ ——
L.

assigned and received atezolizumab ar best supportive care. is registered with ClinicalTrial
NCTU2456718 factive, not recruiting).

Findings Between Oct 7, 2015, and Sept 19, 2015, 1280 patients were enrolled after complete resection. 1269 received
adjuvant chematherapy, of whom 1005 patients were eligible for randomisation 1o tezolizumal (n=507) or best
supportive care (n-495) 495 in each group received treatment. After 3 median follow-up of 32-2 months
(IQR 27-4-38-3) in the stage II-ITIA popukstion, atezolizumal weatment improved disease-free survival compared
with best supportive care in patients in the stage THTIA population whose tumours expressed PD.L1 an 136 or maore
of tumour cells (HR 0-66; 95% C10-50-0-58; p=0-0039) and in all patients in the stage T1-111A population (0-79;
0-64-0-96; ped-020). In the ITT population. HR for disese.fiee sunival was 051 (0-67-0-99; pa0-040).
Atezolizumalueclated grade 3 and 4 adverse events occurred in 53 [11%) of 495 patients and grade 5 events in
Faur patients (1%}

a disease-free survival benefit with i versus best after o,

adjuvant chemotheragy in patients with resected stage 11-11A NSCLC. with pronounced bencfi in the subgroup
whose tumours expressed PD-L1 on 1% or mare of tumour cells, and no new safety signals. Atezolizamab after
adjirvant chemotherapy offrs 2 promising reatment option for patients with resccied earby-stage NSCLC.

Funding F Hoffmann-La Roche and Genentech.

Copyright (& 2021 Elsevier Lid. Al rights reserved.

Introduction micrametastases in some patients at surgical resection.

Among patients diagnosed with nonsmallcell lung
cancer [NSCLC), approximately 50% have localised
{stages 1 and 11} or locally advanced {stage 111} disease.
Curative surgery is the treamment of far
stages 1 and 11 and select cases of stage 1A NSCLC.
However, S-year survival rates decrease from 92% in
patients with resected stage 141 disease 1o 36% in patients
with stage 1A disease.’ suggesting the presence of

Adjuvant platinum based combination chematherapy,
the current standard of care for completely resected
early.stage NSCLC fstage IB [tumour 24 cm] to T114),
resubts ina modest 4-5% improvement in survival versus
abservation ** The Japan Intergroup Trial of Pemetrened
Adjwant  Chemotherapy for  Comgpletely  Resected
Nonsquamous Non-Small-Cell Lung Cancer trial showed
that pemetrexed plus cisplatin had wility and tlerability

zepe 231

Felip et al. Lancet (2021); Sept 20
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Articles
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Pembrolizumab versus placebo as adjuvant therapy for
completely resected stage IB-IlIA non-small-cell lung cancer
(PEARLS/KEYNOTE-091): an interim analysis of
arandomised, triple-blind, phase 3 trial

Mary 0 Brien”, Luts Paz-Ares”, Sandnne Marreoud, Urania Dafni Kersti Oselin, Libor Havel, Emsiio Esteban, Doloves Isia. Alex Martinez- Marti,

Martin Faching, Masahiro Tsuboi, jong-Seok Lee. fing Ve Stever 4 Keller, Mune Nitish jha.
{ Berjrni Bese!, Solange Petrs, o bebafof th EORTC-1436-LCGIETOP 8-15 - PEARLSXEYNOTE-091 vestigntorst

Summary

is a standard-ofcare for advanced non-smallcell lung cancer (NSCLC). We assessed
prml.nl:mnnl: as adjuvant therapy for completely resected stage IB-IIIA NSCLC.

Methods In this randomised, triple-blind, phase 3 trial (PEARLS/KEYNOTE.091), patients were recruited from
196 medical centres in 29 ‘mm Eligible patients were aged 18 years or older, with completely resected,
pathologically confirmed stage 1B (tumours of 24 cm in diameter), 11, or 1A NSCLC per the American Joint
Committee on Cancer staging system (7th edition) of any histology or PD-LI expression level, and an Eastern

Coope: P status of 0 or 1; adjuvant chemotherapy was to be considered for stage IR
i o wai siesagly voscusmczali So¢ s 1-2iad TTIA Wi, sccmeding o sstial mad local guicafioes.
Using a central interactive voice.response system, eligible participants were randomly assigned (L1), using 3
minimisation technique and stratified by discase stage, previous adjuvant chemotherapy. PD-L expression, and

Complutenss, Macri Spatn
TR ——

region, to 200 mg or placebo, both administered intravenously every 3 weeks for up to
18 cycles. Partcipants, investigators, and amalysts were masked 1o tratment assignment. Dual primary endpoints
in the overall population and in the population with PD-L1 tumour proportion score (TPS)

Timatmant of e, Brunaes,
[——
Mk P80 M o M

Mationst ineKapoatran

of 50% or greater. Efficacy was assessed in the intention-o-treat (ITT) population (ie, all participants randomly
amsigred 103 trestment group. Sa6ty was asessed i all prtcpasts randomly asigaed o tretment who reccived
at least one dose. 3 the second intes 10 occur when

18 d free survival events had occurred in the PD.L1 TPS of m or greater population. This

[ —
e, Comecs

L ——
/5 MO Vol e,

study is registered with ClinicalTriaks.gov, NCT02504372, and is active but not recruiting.

Findings Between Jan 20, 2016, and May 6, 2020, 1177 (60%) of 1955 screened participants were randomly assigned to
pembrolizumab (=590, including n=168 with PD-L1 TPS of 250%) or placebo (n=387; including n=165 with PD-L1
TPS of 250%) and included in the ITT population. Median follow-up as of data cutoff (Sept 20, 2021) for this interim
analysis was 35-6 months (IQR 27-1~455). In the overall population, median disease-free survival was 53-6 months
(95% C1 39-2 10 ot reached) in the pembrolizumab group versus 42-0 months (31-3 to not reached) in the placebo
group (HR 0-76 [95% C1 0-63-0-91]. p=0-0014). In the PD-L1 TPS of 50% or greater population, median disease.free
survival was not reached in either the pembrolizumab group (95% CI 44-3 to not reached) or the placebo group
(95% C135-8 to not reached; HR 0-52 [95% C10-57-1-18} p=0-14). Grade 3 or worse adverse events occurred in
198 (34%) of 580 iciy who mﬂwd ind ISD (26%) of 581 i who received placebo.
Grade 3 ici iion (35 [6%])

s St
e Mt MO

and ia (12 [2%]) with i and (32 [6%]) with placebo. Serious adverse events
occurred in 142 (24%) participants in the punhmllxum:b roup and 90 (15%) in the placcbo group; serious adverse
events that occurred in more than 19 of 3 [2%). (12[25%]). and diarrhoea
{seven [15]) with pembrolizumab and preumania 4nme [25) with plxew Treatment.related adverse events led to
death i o (%) participants tested with pembrlinimab o due 1o both cardiogenic shock and myocandi, one

due death) and in o participants

treated with paxm

improved disease-free survival compared with plcebo and was not

"™ associated with new safety signals in completely resected. PD-Li-unselected, stage IB-111A NSCLC. Pembrolizumab

Mk 8.Co Batny, 19, USA

is potentially a new treatment option for stage IB-IIIA NSCLC after complete resection and, when recommended,
adjuvant chemotherapy. regardiess of PD-L1 expression.
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Neoadjuvant Nivolumab plus Chemotherapy
in Resectable Lung Cancer

P.M. Forde, J. Spicer, S. Lu, M. Prov
S.J. Swanson, K
T K-N. Chen, M. Li
nge, ). Cai, ). Fiore, A. Jarko JuDEs\

vet, and N. Girard, for the Ch

ABSTRACT

BACKGROUND
Neoadjuvant or adjuvant chemotherapy confers a modest benefit over surgery alone
for rescctable non-small-ccll lung cancer (NSCLC). In carly-phase trials, nivolumab-
based neoadjuvant regimens have shown promising clinical activity; however, data
from phasc 3 trials arc nceded to confirm these findings.

METHODS
In this open-label, phase 3 trial, we rmdomly asslgncd p:mcms vmh sug: IB to
THA resectable NSCLC to receive pl or

platinum-based chemotherapy alone, followed bv resection, The primary end points
were event-free survival and pathological complete response (0% viable tumor in
resected lung and lymph nodes), both evaluated by blinded independent review.
Overall survival was a key secondary end point. Safety was asscssed in all treated
patients.

RESULTS
The median event-free survival was 31.6 months (95% confidence interval [CT],
30.2 to not reached) with nivolumab plus chemotherapy and 20.8 months (95% CI,
14.0 to 26.7) with chemotherapy alone (hazard ratio for discase progression, dis-
case recurrence, or death, 0.63; 97.38% CI, 0.43 to 0.91; P=0.005). The percentage
of patients with a pathological complete response was 24.0% (95% CI, 18.0 to 31.0)
and 2.2% (95% CI, 0.6 to 5.6), respectively (odds ratio, 13.94; 99% CI, 3.49 to
55.75; P<0.001). Results for c\tm—fr« surkul .md p.uhologlcul complete response
across most favored over
alone. At the first prespecified interim :mnlysxs the hazard ratio for death was
0.57 (99.67% CI, 0.30 to 1.07) and did not meet the criterion for significance. Of
the patients who underwent randomization, 83.2% of those in the nivolumab-plus-
chemotherapy group and 75.4% of thosc in the chemotherapy-alone group under-
went surgery. Grade 3 or 4 treatment-related adverse events occurred in 33.5% of
the patients in the nivolumab-plus-chemotherapy group and in 36.9% of those in
the chemotherapy-alone group.

CONCLUSIONS
In paticnts with resectable NSCLC, dj ivolumab plus chx h re-
sulted in significantly longer eventfrec survival and a higher percentage of pa-
tients mrh a pazhologml complete responsc than chemotherapy alone. The addi-
tion of y did not increase the incidence of
adverse events or unpcdc the feasibility of surgcr}. (Funded by Bristol Myers
Squibb; CheckMate 816 ClinicalTrials.gov number, NCT02008528.)
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WHAT DID WE KNOW ABOUT IMP-010 ALREADY?

Prior presentation and publications on IMP-010: DFS results

R ot (o> DFS: PD-L1 TC 21% / DFS: All-randomised/ DFS: ITT (randomised x
DFS in PD-L1 TC 21% stage lI-lIllA population stage II-lIllIA population stage IB-lllA) population

stage lI-1llA population®

g

100 4, 100

'-“"1-_ T
If positive: ’ o ‘L‘ ) \1‘.:_&\_
cowl S — 2 | A R
DFS in all-randomized £ " - R £ T o = iy, ST
stage lI-1llA population® % TN i E e e B .
50 A R E &0 M s E b hr- ."}w."""{”'w:"
If positive: n LR, ™ 8 BLE X, i P
P - .‘E . _E “-.I - 3 = .
a fry=s 44 Fr R i a0 SR EH
DFS in ITT population (stage IB-IlIA)® i E
roosive: | DFS HR (95% CI)*: 0.66 (0.50,0.88) = *| DFS HR (95% CI)*: 0.79 (0.64,0.96) = | DFS HR (95% CI)®: 0.81 (0.67, 0.99)
. P=0.0033b 5 P=0.0205" . P=0.0395°
i i b 1, 1 " 1 1 T 1 1 1 1 T 1 1 " FE T T T T T R S S A B ' 1 . v ' ] ' '
L OSinITT population | D 3 B & 12 15 1B 21 24 27 30 33 36 3 42 45 48 61 54 0 3 8 % 1215 18 21 24 27 30 53 36 T 42 45 48 51 54 0 5 8 0 12 1518 21 24 27 30 35 58 90 42 45 48 51 54
Months Mamvikis Manths
Endpoint was met at DFS 1A Pz, ai rmk; Fic, ot rk; Mo ak risk
Enpoint was not et 5 DFS W ared folkow g e orguieg peczoilzuman 245 235 225 217 205 W8 00 150 15014 111 78 54 31 32 12 B 3 9 ecoleuman S42 418304 307362 3 MO MO 06 225 185120 B4 48 3 0 11 5 3 Alccoizameh 50T 47B-437 418 403 357 307 353 300257 21213 07 563 38 10 14 B 4
M 228 M2 DS BB IBH 15 142135 147 B7 BO B3 28 2 14 7 6 4 3 BEC 440 £12 366 331 314 JO2TT MG A0 IR A5 02 71 35 22 0 B 4 3 W O AET S1E WY SRS BT 400 00 JBG 2GS 1FL1ER 80 48 B 13 10 5 4

[[] Endpoint was not formally tested

Felip et al WCLC (2022) ESMO WEBINAR SERIES



WHAT DID WE KNOW ABOUT IMP-010 ALREADY?

Prior presentation and publications on IMP-010: OS results

Hierarchical tatistcal testing EXPLORATORY OS analysis
DFS in PD-L1 TC 21% PD-L1 TC 2 1% stage II-llIA All-randomized stage II-llIA ITT

stage lI-1lIA population® o 5 7
100 o on 100 s ST iy
If positive: ’ e :
DFS in all-randomized = T ot et = SUS—- e s s
stage II-IIIA population® = < - <
S 60 g 60 _g 60
If positive: ’ g < 4
o w w
- . T 401 T 404 T 404
DFS in ITT population (stage IB-llIA)® g s
g HR,? 0.77 (95% C1 0.51,1.17) & HR,? 0.99 (95% C1 0.73, 1.33) 8 HR,? 1.07 (95% CI 0.80, 1.42)
e 204 204 204
If positive:
— Atezolzumab ~ Atezokzumab - Atezolizumab
-~ BSC -~ BSC — BSC
L 0S in ITT population® J . iy . e o oo L) T— S —— ——v—
0 3 6 9 1215 18 21 24 27 30 33 36 39 42 45 48 51 54 57 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 0 3 6 9 1215 18 21 24 27 30 33 36 39 42 45 48 51 54 57
Endpoint was met at DFS 1A No. at risk Wonths No. at risk foe No. at risk Mowae
Endpoint was not met at DFS |A and follow up is engaing Atezolizumab 248 241 241 237 234 231 225222218196 164 126 99 62 40 26 13 5 3 NE Alezoizumab 442420428 420 416408 396 386378344 279203152 97 66 32 17 8 4 NE  Alezcizumab 507492488478 472463 450 439430392315227 170108 71 36 20 11 7 2
[] Endpaint was not formally tested BSC 228 220 214 210 205201 196 192185172135110 80 57 32 177 10 7 5 2

BSC 440426 416405 306 389 382 373 361331258204 143100 55 26 16 10 5 2 BSC 408484473462452444437428415384304236169121 71 31 19 12 6 3

Felip et al WCLC (2022); Wakelee et al. ASCO ESMO WEBINAR SERIES
(2021)



DESIGN

Population and endpoints

Completely resected ( Cisplatin+ )

stage IB-llIIA® NSCLC pemetrexed,
gemcitabine,
« Stage IB tumors 24 cm docetaxsl or
. ECOG 0-1 vinorelbine
* Lobectomy 1-4 cycles
» Tumor tissue for
PD-L1 analysis \  N=1280

Stratification factors

« Sex | Stage | Histology | PD-L1 status

Primary endpoint

No crossover

Atezolizumab
1200 mg q21d x 16
cycles or 1 year

« Investigator-assessed DFS tested hierarchically

Key secondary endpoints
« OSinITT| DFS in PD-L1 TC 250% | 3-yr and 5-year DFS

Key exploratory endpoints

« OS biomarker analyses

Survival

Clinical cutoff: 18 April 2022. Both arms included observation and regular scans for disease recurrence on the same
schedule. ECOG, Eastern Cooperative Oncology Group, g21d, every 21 days.

* Per UICC/AJCC staging system, 7th edition. ® Two-sided a=0.05.

Felijp et al WCLC (2022)

follow-up

RP3 trial evaluation 1yr adjuvant atezolizumab
After 1-4# cisplatin-based chemotherapy

s the population appropriate?

When are patients enrolled?

When are patients randomized?

What are the endpoints and when are they triggered?

ESMO WEBINAR SERIES



DESIGN

Population and endpoints

No crossover

Completely resected ( Cisplatin+ ) Aterolwtiah
gemcitabine, I 1 @© 3
« Stage IB tumors 24 cm docetaxel or sl e Z 3
. ECOG 0-1 vinorelbine E g
» Lobectomy 1-4 cycles w8
« Tumor tissue for
PD-L1 analysis \ N=1280 )

Stratification factors
« Sex | Stage | Histology | PD-L1 status

Primary endpoint
« Investigator-assessed DFS tested hierarchically

Key secondary endpoints
« OSinITT| DFS in PD-L1 TC 250% | 3-yr and 5-year DFS

Key exploratory endpoints
« OS biomarker analyses

Clinical cutoff: 18 April 2022. Both arms included observation and regular scans for disease recurrence on the same
schedule. ECOG, Eastern Cooperative Oncology Group, g21d, every 21 days.
* Per UICC/AJCC staging system, 7th edition. ® Two-sided a=0.05.

Felijp et al WCLC (2022)

RP3 trial evaluation 1yr adjuvant atezolizumab
After 1-4# cisplatin-based chemotherapy

s the population appropriate?

Yes, the group you would give adj chemo to; includes
EGFR/ALK+ pts, reasonable at time of study

When are patients enrolled?
After anatomical surgery: typical for this type of trial
When are patients randomized?

AFTER completion of #1-4 chemo, meeting eligibility,
without recurrence; note attrition of pts

What are the endpoints and when are they triggered?

Let’'s check the stats section
ESMO WEBINAR SERIES



METHODS

Procedures

Enrolment: chemotherapy within 28-84 days after surgery: note on patient selection, biasing for fitter patients
cis 75+ (vin 30 IV d1 d8) or (doce 75 d1) or (gemcitabine 1250 d1 d8) or (pemetrexed 500 d1) g21: note on
cisplatin eligibility, biasing for fitter patients
Randomization: 1:1, without blinding to BSC or atezolizumab: note on interpreting AEs and DFS endpoints (more
subjectivity bias potential, underestimates AEs and over-estimates HRs)
Imaging: CT-TA, 4 monthly (1st year), 6 monthly (2" year); alternating CXR or CT-Thorax every 6 months (years 3-
5); CXRs thereafter: appropriate schedule: no CNS imaging protocolized
Tissue: central PDL1 (SP263): appropriate

Data lock: 18 April 2022

ESMO WEBINAR SERIES



METHODS

Endpoints and Statistics

Primary endpoints: INV-reported DFS, already reported: POSITIVE (INV reported, potential biases)
Key secondary endpoints: incl OS in ITT population of stage IB-IIIA (all randomized patients, ITT population)
SAP specified 4 interim and 1 final OS analyses: specified powered analyses, accounting for multiple testing

Exploratory OS performed at time of 15t interim DFS & reported: unpowered, not planned, and exploratory, a quick
look-and-see, meaningless p value

This is now the first prespecified interim analysis (of four) of OS, at DB lock 18 April 22 (last lock 18" Jan 2021)

DFS are not updated as protocol mandated one interim analysis: hey, but they could (and would) have done an
exploratory DFS analysis if they had wanted to! Always think about what is presented and why and what is not

presented and Why! With these assumptions, the DFS final analysis will be conducted when approximately
237 DFS events in the PD-L1 subpopulation (defined by SP263 TC=1%) within the
Stage lI-1lIA population have been observed. This is expected to occur approximately
68 months after the first patient is randomized. This number of events corresponds to a
minimum detectable difference in HR of approximately 0.758 in the PD-L1 subpopulation
within the Stage [I-IlIlA population.

Felip et al. Ann Oncol (2023) & Protocol
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METHODS

Endpoints and Statistics

DFS was analysed by PDL1+ subpopulations
Initially in the protocol this was by TC/IC+ status (SP142); protocol later amended to SP263 testing allowing PDL1

TPS scoring

Hierarchical statistical testing
of endpoints

DFS in PD-L1 TC 21%
stage lI-1IlA populationt

If positive: *
DFS in all-randomized
stage lI-IlIA population®
If positive: *

DFS in ITT population (stage IB-lllA)®

If positive: ;

OS in ITT population®

Endpoint was met at DFS 1A

Endpoint was not met at DFS |1A and follow up i ongoing

[[] Endpoint was not formally tested

Felip et al. Ann Oncol (2023) & Protocol

OS was not formally tested previously (just exploratory look-see)

This is the first prespecified interim OS interim analysis: planned at around 254 deaths

in ITT population

The first pre-specified interim
analysis of OS was planned when
around 254 deaths had occurred in
the ITT population, based on the a
spending function with a one-sided
aof 0.001

ESMO WEBINAR SERIES



METHODS

Endpoints and Statistics

DFS was analysed by PDL1+ subpopulations
Initially in the protocol this was by TC/IC+ status (SP142); protocol later amended to SP263 testing allowing PDL1

TPS scoring

Hierarchical statistical testing
of endpoints

DFS in PD-L1 TC 21%
stage lI-1IlA populationt

If positive: *

DFS in all-randomized
stage lI-IlIA population®

If positive: *

DFS in ITT population (stage IB-lllA)®

If positive: ;

OS in ITT population®

Endpoint was met at DFS 1A
Endpoint was not met at DFS |1A and follow up i ongoing

[[] Endpoint was not formally tested

Felip et al. Ann Oncol (2023) & Protocol

OS was not formally tested previously (just exploratory look-see)
This is the first prespecified interim OS interim analysis: planned at around 254 deaths

in ITT population

The first pre-specified interim
analysis of OS was planned when
around 254 deaths had occurred in
the ITT population, based on the a
spending function with a one-sided

a of 0.001 (25% deaths)

The estimates of the number of events required to demonstrate efficacy with regard to
OS are based on the following assumptions:

¢ 1:1 randomization ratio

One-sided significance level of 0.025 in the ITT population (i.e., Stage IB-IlIA)

77% power to detect an HR of 0.78, carresponding to an improvement in median
OS from 66 months to 84.6 months in the ITT population

Four interim OS analyses to be performed, one at the time of the DFS interim
analysis, the second one at the time of DFS final analysis, and the other two when
approximately 73% and 88% of the total OS events required for the final analysis
have occurred, respectively. The stopping boundaries for OS interim and final
analyses will be determined based on the alpha spending function with the
cumulative one-sided alpha of 0.001, 0.012, 0.022, 0.024, and 0.025 in the order of
analyses (DeMets and Lan 1994; refer to Section 6.8.2 for details of the planned OS
interim analyses).

e Dropout rate of 5% per 36 months

ESMO WEBINAR SERIES



METHODS

Endpoints and Statistics: OS, what analyses are planned, what are exploratory

Pre-specified exploratory analyses of OS:
|I-l1IA population (all)
|I-11A population (PDL1 =1%)
3yr landmark (from randomization)

Post hoc exploratory analyses of OS:
|I-111A population (PDL1 250%)
|I-I1IA population (PDL1 1-49%)
|I-l1IA population (PDL1 <1%)

“P values are shown for descriptive purposes only.”
Felip et al. Ann Oncol (2023)
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RESULTS

Patients and flows

Table S1. Patient disposition in the ITT population at the clinical cutoff date of 18 April 2022

Atezolizumab (n = 507) Best supportive care (n = 495)
F.ecelved treatment® 495 (97.6) 105 (00 4)
On studyv statms
Ongomg 346 (68.2) 320 (66.1)
Dizconfinued 161 (31.8) 169 (33.9)
Death 127 (241) 122 24.5) |
= T2
[ ostto follow-ap 3 (0.6) 5 (1.0)
Fhysician decision 0 3 (0.6}
Protocol deviation 2({04) I
Withdrawal by patient 32{(6.3) 39 (7.8)
Oither 1{0.2) 0

Data are n (%o).

Felip et al. Ann Oncol (2023)

ESMO WEBINAR SERIES



Table 1. Baseline characteristics in the stage II-IIIA
population
Atezolizumab Best supportive
(n = 115) care (n = 114)

Age, median (IQR), years 62 (55-67) 62 (56-67)
Age group

<65 years 70 (60.9) 68 (59.6)

=65 years 45 (39.1) 46 (40.4)
Sex

Male 89 (77.4) 78 (68.4)

Female 26 (22.6) 36 (31.6)
Race

White 75 (65.2) 86 (75.4)

Asian 36 (31.3) 26 (22.8)

Other 2 (1.7) 0

Unknown 2 (1.7) 2 (1.8)
ECOG performance status

0 71 (61.7) 60 (52.6)

1 44 (38.3) 53 (46.5)

2 0 1 (0.9)
Tobacco use history

Never 16 (13.9) 14 (12.3)

Current or previous 99 (86.1) 100 (87.7)
Histology

Squamous 47 (40.9) 45 (39.5)

Non-squamous 68 (59.1)° 69 (60.5)"
Stage

Il 62 (53.9) 57 (50.0)

A 53 (46.1) 57 (50.0)

Regional lymph node stage (pN)
NO
N1
N2
EGFR mutation status”
Detected
Not detected
Not tested
ALK rearrangement status"
Detected
Not detected
Not tested
EGFR mutation or ALK rearrangement”
Detected
Not detected
Not tested
Chemotherapy regimen
Cisplatin plus docetaxel
Cisplatin plus gemcitabine
Cisplatin plus pemetrexed
Cisplatin plus vinorelbine

30 (26.1)
43 (37.4)
42 (36.5)

6 (5.2)
60 (52.2)
49 (42.6)

3 (2.6)
62 (53.9)
50 (43.5)

9 (7.8)
52 (45.2)
54 (47.0)

13 (11.3)
22 (19.1)
35 (30.4)
45 (39.1)

Completed three or four cisplatin cycles® 108 (93.9)

Type of surgery
Lobectomy*®
Bilobectomy
Pneumonectomy
Other

87 (75.7)
7 (6.1)
20 (17.4)
1(0.9)

21 (18.4)
52 (45.6)
41 (36.0)

8 (7.0)
64 (56.1)
42 (36.8)

3 (2.6)
62 (54.4)
49 (43.0)

11 (9.6)
54 (47.4)
49 (43.0)

20 (17.5)
17 (14.9)
37 (32.5)
40 (35.1)
100 (87.7)

86 (75.4)
7 (6.1)
20 (17.5)
1 (0.9)




RESULTS
OS in the ITT population

A “OS was not formally tested at this
Events, Patients, n Median overall survival, HR (95% Cl)2 . . . .
_ 0% months (95% C1 interim analysis because formal testing
— Atezolizumab group 127 (25.0) 507 NE (NE)

0.995 (0.78-1.28);

— Bestsupportive care group 124 (24.9) 498 NE (NE) p=0.986 cannot be conducted until a statistically
significant difference between arms is

100 81.1% (95% Cl 77.5% to 84.6%) ;
I . . ”
; observed for DFS in the ITT population.
1
80 1 | 74.8% (95% CI 70.9% to 78.8%)
79.3% (95% Cl 75.8% to 82.9%) |
_ i i Hierarchical statistical testing
53 I | S e— of endpoints
= 90+ : 174.8% (95% Cl 70.8% to 78.8%) .
2 i i DFS in PD-L1 TC 21%
@ i i stage II-lllA population®
= | |
5 407 | | If positive: ‘
8 | |
! ! DFS in all-randomized
20 4 ! ! stage lI-lllA population®
| |
| | If positive: ’
1 1
1 1
0 - ! ! DFS in ITT population (stage IB-llIA)® . -
T T T T T T T T T T T T : T T T : T T T T T T T T P p { g } DFSI HR_ Ol81 (Ol67-0l99)
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72 .
) . I If positive: ‘
Number at risk Time since randomisation (months) p
(number censored)
Atezolizumab 507 492 488 478 472 463 450 439 430 419 408 393 381 372 328 262 203 144 96 61 30 17 8 4 1 0S in ITT population®

(0) (10) (12) (13) (14) (14) (15) (18) (19) (19) (22) (24) (25) (27) (64)(129)(185)(242)(289)(321)(352)(364)(372)(376)(379)

Best supportive care 498 484 473 462 452 444 437 428 417 405 391 381 371 357 325 253 207 148 101 57 25 14 11 5 1 Endooint was met at DFS A
(0) (13) (17) (21) (23) (25) (26) (28) (28) (31) (34) (37) (38) (42) (66)(132)(176)(234)(276)(318)(349)(360)(363)(369)(373) ot
Endpeint was not met at DFS 1A and follow up is ongoing

[[] Endpoint was not formally tested

Felip et al. Ann Oncol (2023) ESMO WEBINAR SERIES



RESULTS
OS in the II-1lIA population

B Events, Patients, n Median overall survival, HR (95% CI)®
n (%) months (95% Cl)
= Atezolizumab group 115 (26.0) 442 NE (NE) 0.95 (0.74-1.24),
—— Best supportive care group 116 (26.4) 440 NE (NE) P=0.721
100 ~ 79.7% (95% Cl 75.8% to 83.6%) , Hierarchical statistical testing
! | of endpoints
1 I
: : DFS in PD-L1TC 21%
80 - | 73.9% (95% Cl 69.6% to 78.2%) stage II-llA population®
78.7% (95% Cl 74.8% to 82.6%), .
i If positive: ‘
—_ 1 I
2 | | T———— DFS in all-randomized . =
3 01 i i 73.3% (95% Cl 69.0% to 77.7%) stage II-llIA population® DFS: HR=10.79 (064 096)
: i : e
2 H | If positive:
= 1 1
e 404 ! | DFS in ITT population (stage IB-llIA)®
I
5 i |
! | If positive: ‘
20 - | i . .
1 1 OS in ITT population®
1 I
1 I ,
H | Endpaint was met at DFS 1A
0 5 ! ! Endpoint was not met at DFS |A and follow up is cngoing
I I I 1 1 1 I I 1 1 I I I 1 1 1 I I 1 1 I I 1 1 1 .
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72 L] Endroint wia rot fonnally isslad
Number at risk Time since randomisation (months)

(number censored)
Atezolizumab 442 429 428 420 416 408 396 386 378 367 359 344 332 323 287 228 179 128 85 56 27 15 6 3 NE
0) (9) (9) (10) (11) (11) (12) (14) (15) (15) (16) (18) (19) (21) (50) (108)(155)(204)(246)(272)(301)(313)(321)(324)(NE)

Best supportive care 440 426 416 405 396 389 382 373 362 350 337 328 320 310 279 215 178 125 81 42 20 11 9 4 NE
(0) (13) (16) (20) (22) (24) (25) (27) (27) (30) (33) (35) (36) (38) (61) (120)(155)(207)(246)(283)(304)(313)(315)(320) (NE)

Felip et al. Ann Oncol (2023) ESMO WEBINAR SERIES



RESULTS
OS in the II-IIIAPDL1 21%

C

100 H

80 +

Overall survival (%)

20 +

Number at risk
(number censored)

Atezolizumab

Best supportive care

60 —

40

Median overall survival,

months (95% CI)

HR (95% ClI)®

Events, Patients, n
n (%)

— Atezolizumab group 52 (21.0) 248

— Best supportive care group 64 (28.1) 228

82.1% (95% CI 77.3% to 87.0%)

78.9% (95% CI 73.5% to 84.4%)

NE (NE)
NE (NE)

0.71 (0.49-1.03);

P=0.067

79.3% (95% CI 74.2% to 84.5%)

70.8% (95% Cl1 64.7% to 77.1%)

Time since randomisation (months)

L —
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57

60 63 66 69 72

248 241 241 237 234 231 225 222 218 210 208 200 195 190 172 140 116 83 56 37 23

© (5 (6 (B () (6) (M (1) (8) (8 (9) (10) (10) (11) (28) (60) (83) (116)(142)(160)(174)(185)(191)(183)(NE)

228 220 214 210 205 201 198 192 185 180 172 167 166 158 140 110 95 72 49 27
(0) (8) (10) (11) (12) (14) (14) (15) (15) (15) (17) (17) (17) (18) (30) (57) (72) (95) (115)(137)(149)(156)(157)(160) (NE)

Felip et al. Ann Oncol (2023)

15

12 5

8

7

3 NE

4 NE

Hierarchical statistical testing
of endpoints

DFS in PD-L1 TC 21%
stage II-1IlA population®

If positive: ‘

DFS in all-randomized
stage lI-lllA population®

If positive: *

DFS in ITT population (stage IB-llIlA)®

If positive: ‘

O3S in ITT population®

DFS: HR=0.66 (0.50-0.88)

oy
A

Endpoint was met at DFS 1A
Endpoint was not met at DFS |A and follow up is cngoing

[] Endpoint was not formally tested
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RESULTS

OS in the II-IIIA PDL1 =250% (with and
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== Best supportive care group
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RESULTS
OS in the II-IIIA PDL1 21-49%
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RESULTS

Multivariable analyses: figure S3
OS in the lI-IIIAPDL1 <1% population

Felip et al. Ann Oncol (2023)
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RESULTS

Multivariable analyses:
OS in the lI-IIIA PDL1 =50% population

Felip et al. Ann Oncol (2023)

Subgroup N n
All patients 229 115
Age

<65 years 138 70

=65 years a1 45
Sex

Male 167 89

Female 62 26
Race

White 161 75

Asian 62 36
ECOG PS

o 131 71

1 97 44
Tobacco use history

Never 30 16

Previous 161 83

Current 38 16
Histology

Squamous 92 47

Non-squamous 137 68
Stage

] 119 62

1A 110 53
Regional lymph node stage (pN)

NO 51 30

N1 95 43

N2 83 42
Type of surgery

Lobectomy 169 84

Bilobectomy 14 7

Pneumonectomy 40 20
Chemotherapy regimen

Cisplatin + docetaxel 33 13

Cisplatin + gemcitabine 39 22

Cisplatin + pemetrexed 72 35

Cisplatin + vinorelbine 85 45
EGFR mutation status

Yes 14 ]

No 124 60

Not tested teal 49
ALK rearrangement status

Yes 6 3

No 124 62

Not tested 99 50
EGFR mutation or ALK rearangement status

Yes 20 9

No 106 52

Not tested 103 54

Stage lI-llIA PD-L1 TC 250%

Atezolizumab

Median OS (95% CI)
NE (NE)

NE (NE)
NE (NE)

NE (NE)
NE (NE)

NE (NE)
NE (NE)

NE (NE)
NE (NE)
NE (NE)

NE (NE)
NE (NE)

NE (NE)
NE (NE)
NE (NE)

NE (NE)
NE (NE)
NE (38.5-NE)

NE (NE)
NE (NE)
NE (NE)
NE (NE)

NE (NE)
NE (NE)
NE (NE)

NE (NE)
NE (NE)
NE (NE)

NE (NE)
NE (NE)
NE (NE)

n

114

46

78

26

53

14
78

45
69

57
57
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52
41
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20

20

17
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BSC

Median OS (95% CI)

NE (NE)

NE (NE)
NE (52.6-NE)

NE (NE)
NE (NE)

NE (NE)
NE (NE)

NE (NE)
NE (NE)

NE (41.1-NE)
NE (NE)
NE (38.9-NE)

NE (NE)
NE (NE)

NE (NE)
NE (NE)

NE (NE)
NE (NE)
NE (41.1-NE)

NE (NE)
NE (NE)
NE (28.6-NE)

NE (26.2-NE)
NE (43.5-NE)
NE (NE)
NE (NE)

NE (22.3-NE)
NE (NE)
NE (NE)

NE (NE)
NE (NE)
NE (NE)

NE (NE)
NE (NE)
NE (NE)

Favours atezolizumab

Favours BSC

< HR
I—I'—l
——

]
1

—E—

-

»—i:—c

«—a—
1

——

—i—H

v

10.0

HR (95% CI

0.43 (0.24-0.78)

0.44 (0.20-0.97)
0.42 (0.17-1.04)

0.39 (0.19-0.80)
0.58 (0.20-1.68)

0.41(0.20-0.84)
0.39 (0.09-1.63)

0.38 (0.16-0.90)
0.51 (0.22-1.19)

0.58 (0.13-2.62)
0.35 (0.16-0.76)
0.74 (0.22-2.53)

0.58 (0.22-1.51)
0.36(0.17-0.79)

0.63 (0.28-1.44)
0.30 (0.12-0.74)

0.74 (0.21-2.55)
0.38 (0.14-1.07)
0.36 (0.14-0.95)

0.32 (0.15-0.69)
0.78 (0.05-12.55)
0.76 (0.25-2.25)

0.18 (0.02-1.47)
0.64 (0.16-2.54)
0.49 (0.17-1.42)
0.44 (0.16-1.19)

0.65 (0.06-7.15)
0.35 (0.15-0.83)
0.51 (0.21-1.27)

NE (NE)
0.41(0.19-0.90)
0.48 (0.19-1.23)

0.56 (0.05-6.14)
0.37 (0.15-0.89)
0.51 (0.21-1.24)



RESULTS
Safety

Felip et al. Ann Oncol (2023)

Table 2. Safety summary in the safety-assessable population

Atezolizumab

Best supportive

(n = 495) care (n = 495)
Any-grade adverse event 458 (92.5)° 351 (70.9)
Treatment-related adverse event 336 (67.9) 0
Grade 3/4 adverse event 109 (22.0) 57 (11.5)
Treatment-related grade 3/4 adverse 53 (10.7) 0
event
Serious adverse event 88 (17.8) 42 (8.5)
Treatment-related serious adverse 37 (7.5) 0
event
Grade 5 adverse event 9 (1.8)° 3 (0.6)
Treatment-related grade 5 adverse 4 (0.8) 0
event
Adverse event leading to atezolizumab 142 (28.7) 0
dose interruption
Adverse event leading to atezolizumab 90 (18.2) 0
withdrawal
Any-grade AESI 258 (52.1) 47 (9.5)
Grade 3/4 AESI 39 (7.9) 3 (0.6)
Treatment-related grade 3/4 AESI 31 (6.3) 0
Grade 5 AESI 2 (0.4) 0
Treatment-related grade 5 AESI 2 (0.4) 0
Any-grade AESI leading to dose 58 (11.7) 0
interruption of atezolizumab
Any-grade AESI leading to 52 (10.5) 0

atezolizumab discontinuation
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RESULTS: RECAP
OS ITT: HR=0.995 (0.78-1.28), p=0.996

Pre-specified exploratory analyses of OS:
|I-[IA population (all) HR=0.995 (0.78-1.28), p=0.996
|I-11lA population (PDL1 =1%) HR=0.95 (0.74-1.24), p=0.721

Post hoc exploratory analyses of OS:
|I-I1lA population (PDL1 250%) + EGFR/ALK, HR=0.43

( 0.24-0.78
II-IA population (PDL1 250%) - EGFR/ALK, HR=0.42

(

(

0.23-0.78
0.59-1.54
0.93-1.99

p=0.0045
'p=0.005
 p=0.845
'p=0.109

|I-I1IA population (PDL1 1-49%) HR=0.95
|I-[IA population (PDL1 <1%) HR=1.36

~— ~—r — ~——

“P values are shown for descriptive purposes only.”

Felip et al. Ann Oncol (2023)
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DISCUSSION

OS not formally tested
Benefit strongest in PDL1 50%+

Removal of EGFR/ALK+ NSCLC made no impact to the HR

No OS benefit in the PDL1 negatives (? evidence of harm) “However, due to the exploratory nature of the
subgroup analyses and lack of formal testing, these data should be interpreted with caution.”

No OS benefit in PDL1 1-49%: “a numerically improved DFS with atezolizumab versus BSC was observed in this
subgroup [HR for disease recurrence or death was 0.87 (95% CI 0.60-1.26)]. In a potentially curative setting,
preventing early lung cancer recurrence or progression to metastatic disease could significantly reduce cost and
resource utilisation and thereby benefit patients and payers” (Hmmm.....really? Depends on the effect size)

No new safety issues
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HOW DO THESE RESULTS COMPARE WITH PEARLS/KN-091

When making adjuvant immunotherapy decisions

IMP-01012 PEARLS/KN0-913

DFS lI-11A 1%+ 0.66 (0.50-0.88)
DES [I-lIA all 0.79 (0.64-0.96)
DFS IB-IllAal 0.81 (0.67-0.99) 0.76 (0.63-0.91)
DFS IB-1l1A=50% Not presented 0.82(0.57-1.18)
OS events 25% 18%
0S IB-lIAl 0.995 (0.78-1.28) 0.87 (0.67-1.15)
0S IHIIA 0.95 (0.74-1.24)
OS IFIAPDL1 <1%  1.36 (0.93-1.99)
OS II-IIAPDL1 1-49%  0.95 (0.59-1.54)
OS II-IIAPDL1 250%  0.42 (0.23-0.78)
(EGFRIALK)

1, Felip et al Lancet Oncol (2021); 2, Felip et al. Ann Oncol (2023); ; Felip et al Lancet Oncol (2021); 3, ESMO WEBINAR SERIES

O’Brien et al Lancet Oncol (2022)



OPERABLE NSCLC: CHANGES IN DRUG THERAPY

Approval chanaes over time

@ European Medicines Agency Advances in the adjuvant and neoadjuvant systemic treatment in resectable NSCLC
% U.S. Food and Drug Administration

D Chemotherapy

IS mandatory
D Targeted therapy + chemotherapy

D Immunotherapy + chemotherapy

Genotyping at diagnosis

PEARLS/KEYNOTE-091%°

- CALGB 96335 E®
BLTS LACE Meta-analysis* JBR-105° IMpower010%°

ADJUVANT :
ADAURAS

IALT=®

Adjuvant chemotherapy
ANITAS? broadly established

ALINAZ2

ALPI>#

Neoadjuvant chemotherapy

X CheckMate 8163%%
accepted as alternative

%Q AEGEAN*"

KEYNOTE-671%" ‘ Neotorch?”

NEOADJUVANT
AND
PERIOPERATIVE

NATCHS?

CHeST®!

CheckMate 777%7"

Houda et al. Lancet Regional Health Europe (2024)
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TREATMENT STRATEGIES IN RESECTABLE NSCLC

How do we decide?

I I
Adjuvant immunotherapy

IMP-010%; TPS 1%+ 0.66 (0.49-0.87)

IMP-010%; TPS 50%+ 0.43 (0.27-0.68)

Adjuvant
chemotherapy

PEARLS/KM-0912; TPS 0%+ 0.76 (0.63-0.91)

BR.313; TPS 25%+ 0.935 (0.71-1.25)
Chemo-
. CM-816% TPS 0%+ 0.63 (0.43-0.91) L = ==
Immunotherapy = =
CM-816% TPS 1%+ 0.41 (0.24-0.70) B ==

Neoadjuvant ) _
Chemo- Adjuvant immunotherapy

Immunotherapy

KN-6715; TPS 0%+ 0.58 (0.46-0.72)

AGEANS TPS 0%-+ 0.68 (0.53-0.88)
CM-77T7; TPS 0%+ 0.58 (0.42-0.81)

1, Felip et al. Lancet Oncol (2021);2, O’Brien et al. Lancet Oncol (2022); 3, Goss et al. ESMO (2024); 4, Forde et al. NEJM (2022); 5, Wakelee et al. NEJM 2023; 6, Heymach et al. NEJM 2023; 7, Cascone et al. NEJM (2024)



CONCLUSION
Felip et al. Ann Oncol (2023) Oct;34(10):907-919

At the first prespecified EXPLORATORY OS analysis, 25% of events;
OS improvements (formally untested) in II-IlIA TPS =50%; approved by FDA and EMA
No obvious IS improvement in [I-IlIIA TPS 1-49%; approved by FDA not EMA
Concern for OS deterioration with atezo in II-IlIATPS <1%

Additional follow up will be required to gain maturity and review role in other PDL1 subests
Data for PEARLS/KN-091; significant DFS benefit across 1b-llIIAITT population, hence FDA and EMA approval
OS at 18% events, no significant improvement in ITT population, similar to IMP-010

DFS TPS 250%, no significant improvement: no good explanation, makes other subsets more difficult to interpret

Pre operative #3 chemo-nivo or peri-operative chemo-pembro/nivo/durva all have supporting data: optimal choice of strategy is
currently uncertain, but HRs favour starting with chemo-immunotherapy
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REVIEWING ... A GAME CHANGING TRIAL
Powles T et al. N Engl J Med. 2024 Mar 7;390(10):875-888.

The NEW ENGLAND
JOURNAL of MEDICINE

ESTABLISHED IN 1812 MARCH 7, 2024 VOL, 390 NO. 10

Enfortumab Vedotin and Pembrolizumab in Untreated
Advanced Urothelial Cancer

T. Powles, B.P. Valderrama, S. Gupta, . Bedke, E. Kikuchi, . Hoffman-Censits, G. lyer, C. Vulsteke, S.H. Park
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WHERE DID WE STAND BEFORE?
ESMO GUIDELINES BEFORE ESMO 2023 ANNUAL MEETING

2 decades of combination therapy had failed to
dethrone chemotherapy in patients with platinum
eligible metastatic urothelial carcinoma

. Cisplatin-ineligible?

Treatment-naive advanced or metastatic urothelial cancer (stage IV)

v

Cisplatin-ineligible and PD-L1-
unknown or -negative®

| Cisplatin-hased ChT I, AP I Gemcitahine-carboplatin [11, BJ*

Cizplatin-ineligible and

Cisplatin-gligible PD-11-positive’

ey

pemirolzumb [, 5 Carboplatin + gem citabine?

. Cisplatin-eligible
Cisplatin + gemcitabine?
Dose-dense methotrexate
+ vinblastine + doxorubicin
+ cisplatin (ddMVAC)?

Pembrolizumab [1, A MCBS 4] o '
(Other ICI e.g. atezolzumab isease A el Elﬂurtu_lrﬂb—wdull’in
i, Bl ] S L [, B; MCBS 4]
Erdafitinib [l B : Platinum-based ChT [V, E]
ChT [, CJ* -

1. Galsky, et al. JCO 2011 Jun 10;29(17):2432-8 2. Von der Maase, et al. JCO 2000 Sep 18;(17):3068-77 3.Sternerg, et al. JCO 2001 May 15;19(10):268-46 4. De Santis, et al. JCO 2012 Jan 10;30(2):191-9
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WHERE DID WE STAND BEFORE
ESMO GUIDELINES BEFORE ESMO 2023 ANNUAL MEETING

PD1/PDL1 single agent was SOC in

Treatment-naive advanced or metastatic urothelial cancer (stage V)

. Platin-ineligible

Cisplatin-ineligible and PD-L1- Cisplatin-ineligible and
unknown or -negative® PD-11-positive

Cisplatin-eligible

Cisplatin-based ChT [I, AP

. Maintenance strategy after L1’

2"d line Therapy?

Pembrolizumab [1, A; MCBS 4]
Other ICI e.g. atezolizumab

[1l, B-II, €]
Erdafitinib [ill, B]'2
ChT [Il, C]™

Enfortumab—vedotin
[ll, B; MCBS 4]+
Platinum-based ChT [IV, B]

1. Powles, et al., N Engl J Med 2020 Sep 24;383(13):1216-1230 2. Bellmunt et al., N Engl J Med 2017, 376:1015-1026
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WHERE DID WE STAND BEFORE
ESMO GUIDELINES BEFORE ESMO 2023 ANNUAL MEETING

N New MoA/ New agents were integarted in later line
setting

1}

Cisplatin-ineligible and

PD-L1-positive® . Enfortumab VedOtlrfI

=== . Erdafitinib (if tumor +FGFR 2/3 genetic alterations)?

: . Sacituzumab govitecan?

!

Cisplatin-eligible

Cisplatin-ineligible and PD-L1-

unknown or -negative’

!

Disease [1, A; MCBS 4]
' D Ill, B; MCBS 4]+
progressicn Erdafitinib [IIl, BJ's [ B;
CHT IV, ] Platinum-based ChT [IV, B]

1.Powles T et al., N Engl J Med 2021,384:1125-35 2.Loriot Y, et al. N Engl J Med. 2019,381:338-348 3. Tagawa CT et al.,, JCO 2021 Aug 1,39(22):2474-2485
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ENFORTUMAB VEDOTIN (EV), AN ANTIBODY-DRUG
CONJUGATE TARGETING NECTIN-4

Antibody-drug conjugates are made up of 3 parts:
- The antibody: Anti-nectin-4
- The payload: MMAE

- The linker (stable in circulation, but releases the
cytotoxic agent in the target cell)

Nectin-4 is highly expressed in metastatic urothelial cancer
patients not necessitating tumor screening

The payload MMAE (plus linker) is vedotin, a microtubule-
disrupting agent (200x more potent than vinblastine)

December 2019, FDA granted accelerated approval of EV for 2
indications 1]Platinum and PD-1/PD-L1 refractory metastatic
urothelial carcinoma; 2] cisplatin-ineligible and have previously
received PD-1/PD-L1 therapy

Rosenbery, J et al., J Clin Oncol. 2019 10,;37(29):2592-2600
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First-line Phase 3 Trials with Checkpoint-Inhibitor Combinations
vs Platinum-based Chemo for Metastatic Urothelial Carcinoma

NILE
Durv?]lumab+ —
N=1434 Chemo

Primary
endpoints:
1.0S: Chemo
vs durvalumab
+ chemo
2.0S: Chemo
vs durvalumab
+
tremelimumab
+ chemo

?

IMvigor130

Atezolizumab

~— f

N=1213

Primary
endpoints:
1.PFS and OS:
Chemovs
chemo + atezo
2.Hierarchal
chemo vs atezo

KEYNOTE-36

SETlelfelIVASpsketl® N=1010

Primary
endpoints:
1. PFS

2. 0S

-

CheckMate-901

N=690

Primary endpoints:
1. OS in cis-ineligible
2. 0S in PD-L1+

3. PFS in cis-eligible

4. OS in cis-eligible

Ipilimumab +
Nivolumab

chnemo

—

—

Enfortumab
vedotin +
Pembro

EV-302

N=886

Primary
endpoints:
Dual PFS and OS

/

Courtesy of A. APOLLO, ESMO 2023
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Advanced Urothelial Cancer

T. Powles, B.P. Valderrama, S. Gupta, J. Bedke, E. Kikuchi, ). Hoffman-Censits, G. Iyer, C. Vulsteke, S.H. Park,
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ABSTRACT
BACKGROUND
No has d plati based ck therapy in improving overall sur- The authors’ full names, academic de-
vival in patients wtth ious)! d loca'ly adv d or i helial @rees, and affilations are listed inthe Ap-
pa ” 4 pendix. Dr. Powles can be contacted at
carcinoma. thomas powles] @nhs.net.
METHODS

We conducted a phase 3, global, open-label, randomized trial to compare the ef-
ficacy and safety of enforrumab vedotin and pembrolizumab with the efficacy and
szfety ofp mwm—based dxemothcrapy in patients with previously untreated locally

d or : Patients were randomly assigned in 2
1:1 ratio to receive 3-week cycles of enfortumab vedotin (at a dose of 1.25 mg per
kilogram of body weight intravenously on days 1 and 8) and pembrolizumab (at a
dose of 200 mg mmnws\y on day 1) (mforrunub vcdxm-pcmbm'rmmzb group)
or gcmnahmc and cither cisplatin or carbop!. ined on the basis of eli-
gibility to receive cisplatin) (dxmmhmpy group). The primary end points were pro-
gression-free survival as assessed by blinded independent centra! review and overal!

survival.

RESULTS

A total of $¥6 patients underwent randomization: 442 to the enft b vedotin—
pembrolizumab group and 444 to the chemotherapy group. As of August 8, 2023,
the median duration of follow-up for mmv.ll was 172 momhs. Progression-free
survival was longer in the enft b ved b group than in the
chemotherapy group (median, 12.5 months vs. 63 months; hazard ratio for disease
progression or death, 0.45; 95% confidence interval [CI], 038 to 0.54; P<0.001), as
was overall survival (median, 31.5 months vs. 16.1 months; hazard ratio for death,
0.47; 95% CI, 0.3¢ to 0.58; P<0.001). The median number of cycles was 12 (range,
1 to 46) in the enfortumab vedotin—pembrolizumab group and 6 (range, 1 to 6) in
the ch herapy group. Tr Jated adverse mmrs of grzdc s Of lughcr
occurred in 55.9% of the patients in the enft ed
group and in 69.5% of those in the chemotherapy group.

P

CONCLUSIONS

Treatment with enfortumab vedotin and pembrolizumab resulted in significantly
better outcomes than chemotherapy in patients with untreated locally advanced or
metastatic urothelial carcinoma, with a safety profile consistent with that in previ-
ous reports. (Funded by Astellas Pharma US and others; EV-302 ClinicalTrials.gov
number, NCT04223856.)

NENGL) MED 390,10 NEM.ONG  MARCH 7, 2024
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*A complete list of the investigators
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Nivolumab plus Gemcitabine-Cisplatin
in Advanced Urothelial Carcinoma

M.S. van der Heijden, G. Sonpavde, T. Powles, A. Necchi, M. Burotto,
M. Schenker, | P. Sade, A. Bamias, P. Beuzeboc, |. Bedke, J. Oldenburg, G. Chatta,
Y. Uriin, D. Ye, Z. He, B.P. Valderrama, ).H. Ku, Y. Tomita, ). Filian, L. Wang,
D. Purcea, M.Y. Patel, F. Nasroulah, and M.D. Galsky,
for the CheckMate 901 Trial Investigators*

ABSTRACT

BACKGROUND

No new agent has improved overall survival in patients with unresectable or
metastatic urothelial carcinoma when added to first-line cisplatin-based chemo-
therapy.

METHODS

In this phase 3, multinational, open-label trial, we randomly assigned patients
with previously untreated unresectable or metastatic urothelial carcinoma either
to receive intravenous nivolumab (at a dose of 360 mg) plus gemcitabine—cisplatin
(nivolumab combination) every 3 weeks for up to six eyeles, followed by nivolumab
(at a dose of 480 mg) every 4 weeks for 2 maximum of 2 years, or to receive gem-
citabine—cisplatin alone every 3 weeks for up to six cyeles. The primary outcomes
were overall and progression-free survival. The objective response and safety were
exploratory outcomes.

RESULTS

A total of 608 patients underwent randomization (304 to each group). At a median
follow-up of 33.6 months, overall survival was longer with nivolumab-combination
therapy than with gemcitabine—cisplatin alone (hazard ratio for death, 0.78; 95%
confidence interval [CI], 0.63 to 0.96; P=0.02); the median survival was 21.7
months (95% CI, 18.6 to 26.4) as compared with 18.9 months (95% CI, 14.7 to
22.4), respectively. Progression-free survival was also longer with nivolumab-
combination therapy than with gemecitabine—cisplatin alone (hazard ratio for
progression or death, 0.72; 95% CI, 0.59 to 0.88; P=0.001). The median progres-
sion-free survival was 7.9 months and 7.6 months, respectively. At 12 months,
progression-free survival was 34.2% and 21.8%, respectively. The overall objective
response was 57.6% (complete response, 21.7%) with nivolumab-combination
therapy and 43.1% (complete response, 11.8%) with gemcitabine—cisplatin alone.
The median duration of complete response was 37.1 months with nivolumab-
combination therapy and 13.2 months with gemcitabine—eisplatin alone. Grade 3 or
higher adverse events occurred in 61.8% and 51.7% of the patients, respectively.

CONCLUSIONS

Combination therapy with nivolumab plus gemcitabine—cisplatin resulted in sig-
nificantly better outcomes in patients with previously untreated advanced urothe-
lial carcinoma than gemcitabine—cisplatin alone. (Funded by Bristol Myers Squibb
and Ono Pharmaceutical; CheckMate 901 ClinicalTrials.gov number, NCT03036098.)

N ENGL) MED 32919 NEJM.ORG NOVEMEER 9, 2023
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EV-302/KEYNOTE-A39 (NCT04223856)

EV + Pembrolizumab : .

Patient population No maximum treatment cycles for EV, Dual primary endpoints:
* Previously untreated maximum 35 cycles for P + PFS by BICR

la/mUC
« Eligible for platinum, N=886 Treatment until disease progression per - 08

EV and P BICR, clinical progression, unacceptable Select secondary endpoints:
« PD-(L)1 inhibitor toxicity, or completion of maximum cycles

. * ORR per RECIST v1.1 by BICR and
« GFR =30 mL/min? Chemotherapy® Investigator assessment
« ECOGPS <2b (Cisplatin or carboplatin + gemcitabine) « Safety

Maximum 6 cycles
< / \

Stratification factors: cisplatin eligibility (eligible/ineligible), PD-L1 expression (high/low), liver metastases (present/absent)

Cisplatin eligibility and assignment/dosing of cisplatin vs carboplatin were protocol-defined; patients received 3-week cycles of EV (1.25 mg/kg; IV)
on Days 1 and 8 and P (200 mg; IV) on Day 1

Statistical plan for analysis: the first planned analysis was performed after approximately 526 PFS (final) and 356 OS events (interim); if OS was
positive at interim, the OS interim analysis was considered final

BICR, blinded independent central review; ECOG PS, Eastern Cooperative Oncology Group performance status; GFR, glomerular filtration rate; ORR, overall
response rate; PFS, progression-free survival; R, randomization; RECIST, Response Evaluation Criteria in Solid Tumors
aMeasured by the Cockcroft-Gault formula, Modification of Diet in Renal Disease, or 24-hour urine

Data cutoff: 08 Aug 2023; FPI: 7 Apr 2020, LPI: 09 Nov 2022 ®Patients with ECOG PS of 2 were required to also meet the additional criteria: hemoglobin 210 g/dL, GFR =50mLmin, may not have NYHA class Il heart failure
ongress “Maintenance therapy could be used following completion and/or discentinuation of platinum-containing therapy

MADRID

2023 m Powles et al. Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.
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Key Demographic and Baseline Disease Characteristics

Balanced between treatment arms and representative of 1L la/mUC population

EV+P Chemotherapy EV+P Chemotherapy
(N=442) (N=444) (N=442) (N=444)

Male sex, n (%) 344 (77.8) 336 (75.7) Cisplatin eligible2 n (%) 240 (54.3) 242 (54.5)

Age (yrs), median (range) 69.0 (37,87) 69.0 (22,91) Metastatic category, n (%)

Race, n (%) Visceral metastases 318 (71.9) 318 (71.6)
White 308 (69.7) 290 (65.3) Bone 81(18.3) 102 (23.0)
Asian 99 (22.4) 92 (20.7) Liver 100 (22.6) 99 (22.3)

Geographic location, n (%) Lung 170 (38.5) 137 (35.4)
North America 103 (23.3) 85(19.1) Lymph node only disease 103 (23.3) 104 (23.4)
Europe 172 (38.9) 197 (44 4) PD-L1 expression®, n/N (%)

Rest of World 167 (37.8) 162 (36.5) High (CPS = 10) 254/438 (58.0)  254/439 (57.9)

ECOGPS, n (%) Low (CPS < 10) 184/438 (42.0)  185/439 (42.1)
0 223 (50.5) 215 (48.4)

1 204 (46.2) 216 (48.6)
2 19(34) 11(2.5)
Primary tumor location, n (%)
Upper tract 135 (30.9) 104 (23.4)
Lower tract 305 (69.0) 339 (76.4) £PS, combined posiive score

*Represents eligibility at time of randomization

Data cutoff: 08 Aug 2023; FPI: 7 Apr 2020, LPI: 09 Nov 2022

mw"gress Powles et al.
ESMO VIRTUAL JOURNAL CLUB

PCPS status was determined using the validated PD-L1 IHC 22C3 pharmDx assay at Neogenomics and Labcorp; 4 patients in the
EV+P arm and & patients in the chemotherapy arm had samples that were of inadequate tissue guality for analysis

Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.
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Progression-Free Survival per BICR
Risk of progression or death was reduced by 55% in patients who received EV+P

I P P
. 90 - Events (% 95% Cl P value | mPFS (95% CI), months
X oA " EV+P 223 (50.5) 0.45 12.5 (10.4-16.6)
= . : <0.00001
= 70 - 1 Chemotherapy 444  307(69.1)  (0-38-0.54) 6.3 (6.2-6.5)
% 60 - Agraph of a graph
E 50 | 43_90/0 E%ZTS;TE:Sﬁ;ﬁ:;;zticany generated with
5 -
A 30 -
) -
o2 20 - o
o
o 10 4 21.6%}| Ny,
0- 11.7%
1 I I I 1 1 l I ] Ll ] 1 1 1 1 1 1
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34
Time (months)
N at risk
EV+P 442 409 361 303 253 204 167 132 102 73 45 33 17 6 3 1
Chemotherapy 444 380 297 213 124 78 06 41 30 19 8 6 5 3 2 1
Data cutoff: 08 Aug 2023 PFS at 12 and 18 months as estimated using Kaplan-Meier method
HR, hazard r'at_io; mPF_S, median progre_ssion—free survival _ _
mungress 2Calculated using stratified Cox proportional hazards model; a hazard ratio <1 favors the EV+P arm
2023 Powles et al. Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.
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Overall Survival
Risk of death was reduced by 53% in patients who received EV+P

I P—
95% CI P value | mOS (95% Cl). months
90 1 EV4P 442 133 30 1 31.5 (25.4-NR
78.2% LY : )
80 4 Chemotherapy 444 226 (50.9)  (0.38-0.58) 16.1 (13.9-18.3)
X 704 Median survival follow-up: 17.2 months
.:_ZU 60 -
= 50-
w
C=J_3 40
(%J 30 - .
20 -
10
0 - i :
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38
Time (months)
N at risk
EV+P 442 426 409 394 376 331 270 222 182 141 108 67 36 22 12 8 1 1 1
Chemotherapy 444 423 393 356 317 263 209 164 125 90 60 37 25 18 12 7 g 2 1
Data cutoff- 08 Aug 2023 0OS at 12 and 18 months was estimated using Kaplan-Meier method
mOS, median overall survival, NR, not reached
mnﬂgress aCalculated using stratified Cox proportional hazards model. A hazard ratio <1 favors the EV+P arm
2023 Powles et al. Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.
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OS Subgroup Analysis: Cisplatin Eligibility

OS benefit was consistent with overall population regardless of cisplatin eligibility

100 2 . a
ey Cisplatin-eligible
80 -
R 70
_‘2“ 60 -
5 5
i
= 40 L —
o 30 e
© 204
10
0 -
0 2 4 6 8 1012 14 16 18 20 22 24 26 28 30 32 34 36 38
Time (months)
N at risk
EVP 244 29 232 225 216 193 165 131 105 80 6 42 25 19 0 6 1 1 1
-- i _
Events. n 95% ClI mOS (95% Cl). months
EV+P 0.53 31.5 (25.4-NR)
Chemotherapy 106 (0.39-0.72) 18.4 (16.4-27.5)
Data cutoff: 08 Aug 2023
EEREMD "™
2023 Powles et al.
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100 -
i Cisplatin-ineligible
80 -
X 704
T 60
S 50
— Wy —
© M
g ¥ "
O 20
10 4
04
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34
Time (months)
N at risk
EV+P 198 187 177 169 160 138 115 91 77_ 61 44 25 1 3 2 2
EV+P 0.43 NR (20 7-NR)

Chemotherapy 120 (0.31-0.59)

12.7 (11.4-15.5)

Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.
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OS Subgroup Analysis: PD-L1 Expression

OS benefit was consistent with overall population regardless of PD-L1 expression status

100 - . 100 -
PD-L1 high (CPS 210) PD-L1 low (CPS <10)
90 - 90
80 80
X 70 X 70
S 60+ S 60
S 504 , S 50-
= 0~ i = A0S
T e E
© 30+ o 30+
2 254 O 94
10 4 10 4
04 04
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36
Time (months) Time (months)
N at risk N at risk
EV+P 254 245 235 223 210 189 162 136 111 87 68 37 20 37 6 1 1 1 EV+P 184 177 170 167 162 139 106 86 71 54 43 30 16 9 5 2
ohe A G 3 Chemotherapy 185 173 160 144 123 103 84 65 47 34 25 16 12 8 6
EV+P 0.49 31 5 (25 4-NR) EV+P NR (22 3-NR)
Chemotherapy 125 (0.37-0.66) 16.6 (13.1-20.6) Chemotherapy 99 (0.31-0.61) 15.5 (12.9-17.7)
Data cutoff: 08 Aug 2023
ESRESMD ™™
2023 Powles et al. Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.

ESMO VIRTUAL JOURNAL CLUB S ——



EV+Pembro is highly active regardless of
 PD-L1 status
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Summary of Subsequent Systemic Therapy

59% of patients in chemotherapy arm received subsequent PD-1/L1 inhibitors

EV+P (N=442) Chemotherapy (N=444)

n (%) n (%)
First subsequent systemic therapy? 128 (28.9) 294 (66.2)
Platinum-based therapy 110 (24.9) 17 (3.8)
PD-1/L1 inhibitor-containing therapy 7(1.6) 260 (58.6)
Maintenance therapy 0 143 (32.2)
Avelumab maintenance 0 135(30.4)
PD-1/L1 inhibitor-containing therapy following progression 7(1.6) 117 (26.4)
Other 11(2.5) 17 (3.8)

2144 (32 6%) patients in the EV+P arm remain on treatment at time of analysis

vl 1. \\ere patients in control ARM under exposed to PD-1/PDL17?
Mongress Powles et al.

ESMO VIRTUAL JOURNAL CLUB

Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.
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Confirmed Overall Response per BICR
Significant improvement in objective response rate was observed with EV+P

80 -
20 GT.IT%
60 -
0
< 50 4414/0
o 40-
O 304
20 4
CRm m 0-
EV+P Chemotherapy
Median DOR (95% Cl) NR (20.2, NR) 7.0(6.2,10.2)
Data cutoff: 08 Aug 202%“2[’885
mc Powles et al.

ESMO VIRTUAL JOURNAL CLUB

Confirmed ORR, n (%)
(95% Cl)

2-sided P value

Best overall response®, n (%)
Complete response
Partial response
Stable disease

Progressive disease

Not evaluable/No assessment”

CR, complete response; DOR, duration of response; PR, partial response
*Best overall response according fo RECIST vi.1 per BICR. CR or PR was confirmed with repeat scans =28 days after initial response
tPatients had either post-baseline assessment and the best overall response was determined to be not evaluable per RECIST v1.1 or no response assessment post-baseline

EV+P Chemotherapy
(N=437) (N=441)

296 (67.7) 196 (44.4)
(63.1-72.1) (39.7-49.2)
<0.00001
127 (29.1) 55 (12.5)
169 (38.7) 141 (32.0)
82 (18.8) 149 (33.8)
38 (8.7) 60 (13.6)
21 (4.8) 36 (8.2)

Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.
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EVP RESPONSE RATE COMPARED TO OTHER RCTS

60%

50% % °0.0% 48.7% %

44.0% 44.9% 44.5%

10.0% 43.1% 41.0% 41.8% B Complete Response
Joot 14.1% : B rartial Response
7.0% 0
6.0% 10.7%
11.8%
30%
20%
34.6% 35.0%
31.3% 31.1%
10%
0%
Plt/Gem Plt/Gem Plt/Gem Cis/Gem Cis/Gem Cis/Gem Carbo/Gem Carbo/Gem
KEYNOTE 361 EV 302 ITEFEY  KEvNOTESeil CheckMate 901 KEYNOTE 361 Cross-trial comparison on display

A
mWARNING
J
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EVP DOR COMPARED TO OTHER RCTS

EV—302 3%
CheckMate 901

MV|gor13 [ |

60% 0
29.1%
50% 48.0 /o
44.0% 44.9% 15.1% 44 5% 43.1% 21.7% EV302 and CM901:
0 ' Time to response was ~2
40% 13.0%
11.8% months or first restaging scan

30%

[ Complete Response
20% 35 004 39.6% B Partial Response
. 31.3%

10%

0%

PIt/Gem Atezo/PIt/Gem Plt/Gem Pembro/Plt/Gem Plt/Gem EV/Pembro Cis/Gem Nivo/Cis/Gem
TEen  INECIEED  KEVNOTESel —KEYNOTES361| EV 302 kheckMate 901 J| CheckMate 901 Cross-trial comparison on display
Median DOR 7.6 8.5 6-2 8:5 7.0 NR

Months, (95%C) (6.3, 8.5) (6.3, 8.5) (5-8-65) (8-2-11-4) (6.2,10.2) (20.2, NR)
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#2: DOES THE RESPONSE CONVERT IN PAIN & QOL?

Change in Worst Pain (BPI-SF)

“Please rate your pain from 0 (no pain) to

10 (pain as bad as you can imagine) that

best describes your pain at its worst in the
last 24 hours.”

| Clinically meaningful worsening

Worsening

* Although pre-defined
clinically meaningful
thresholds were not met in
either treatment arm:

= Patients in the EV+P arm
reported improved pain
compared to baseline.

= Larger improvements in
pain were demonstrated 9=
in the EV+P arm than in
the CT arm.

Improving

Adjusted LS mean change from baseline
o
1

No. at Risk

Chemotherapy 345 306 293 301 294 298 282 296 2

*Nominal P value
BPLSF, Brief Pain inventory-Short Form, CT, chemotherapy, EV+P, enfortumab vedotin plus pembrolzumab, LS, least squares

Change in EORTC QLQ-C30 Global Health

Status/QoL Score

“How would you rate your overall health
during the past week?"
“How would you rate your overall quality of
life during the past week?”

+ Patients in the EV+P arm had a
transient worsening in
GHS/QoL score at week 3,
followed by a return to baseline
at week 4.

» Patients inthe CT arm had a
worsening from week 1 through
week 17; scores returned to
baseline from week 20.

* Median time to confirmed
deterioration (mTTCD) was 5.9
months with EV+P and
3.2 months with CT, (HR 0.98
[95% CI: 0.79, 1.2]).

159
== EV+P == Chemotherapy

Clinically meaningful improvement

B Ly e e e bt e et e e e e b bt e e
LSmean(95%Cl) 25(04.47)

P value 0.020

Improving

Worsening

Adjusted LS mean change from baseline

0o 1 2 3 4 5 6 7 8 9 10 11 12 14 17 20 23 26

No. at Risk

Chemotherapy 350 300 288 300 294 206 282 204 279 278 271 260 256 239 240 204 179 172

TTCD was defined as a clirecally meaningful decrease (a 10-point decrease in EORTC QLQ-C30 from baselne for two consecutive wsits)
CT, chemotherapy, EV+P, enfortumab vedotin plus pembroizumab, GHS, global heath status, HR, hazard ratio, LS, keast squares, Qol, qualty of ife

Courtesy S GUPTA, ASCO 2024
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EV Treatment-Related Adverse Events of Special Interest*

Majority of treatment-related AESIs were low grade

EV+P (N=440) Chemotherapy (N=433)
n (%) n (%)

Any grade Grade =3 Any grade Grade =3
Skin reactions 294 (66.8) 68 (15.9) 60 (13.9) 1(0.2)
Peripheral neuropathy 278 (63.2) 30 (6.8) 53 (12.2) 0(0.0)
Sensory events 260 (59.1) 19 (4.3) 51(11.8) 0(0.0)
Motor events 44 (10.0) 12 (2.7) 9(1.2) 0(0.0)
Ocular disorders 94 (21.4) 0(0.0) 12 (2.8) 0(0.0)
Dry eye 82 (18.6) 0(0.0) 8 (1.8) 0(0.0)
Hyperglycemia 97 (13.0) 27 (6.1) 3(0.7) 0(0.0)
Infusion-related reactions 9(2.0) 0(0.0) 9(2.1) 0(0.0)

et o OB Aug 2023 #3: TOXICITY - Will skin toxicity be an issue in RW practice? sttt
MADRID Mungress
Powles et al. Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.
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#3: HOW CAN WE REDUCE THE TOXICITY OF EV+PEMBRO?

Chemotherapy (N=433) Serious TRAOB:
Overall 95.6 © 12 (277 A)) EV+P
Peripheral génsory neuropathy » 85(19.6%) chemaotherapy
Pruritus 48
Alopecia \ 79 TRAES leading to death (per investigator):
Maculopapular rash 32.7 EV+P: 4 (0_90/0)
Fatigue 293 36.0 o Asthenia
D|arrh§a . Dianhea
Decreased appetite 26 ) .
Nausea e . Imrr_unemedlated Iung disease
Fr— —_— ) 5% «  Multiple organ dysfunction syndrome
Grades 1/2 Grade 23
Neutropenia | Evsp [ 91 48 . e Chemotherapy: 4 (0.9%)
rombocytopenia | Chemetherapy g 3 f _ 42 . Febrile neutropenia
100 90 80 70 60 50 40 33 10 0 10 20 30 40 5 60 70 8 9 10 . IMyocardial infarction
Incidence (%) . .
*  Neutropenic sepsis
Sepss

» Grade 23 events were 56% in EV+P and 70% in chemotherapy

« EV has a unique toxicity profile including peripheral neuropathy (can be treatment-limiting), skin reactions, ocular
disorders, and hyperglycemia

« Can we give EV for 6 months then continue pembro for maintenance? Can we dose-reduce EV in responders?

It will be crucial to assess the efficacy of dose-de-escalation strategies
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#4: ANEED OF A BIOMARKER?

Exploratory Nectin-4 Biomarker Analysis

* Retrospective assessment of Nectin-4
expression® by a CAP/CLIA validated
Nectin-4 IHC assay in primary
or metastatic tumor tissue®

- Nectin-4 expression and Nectin-4/PD-L1
expression were available for 800 of 886
randomized patients (EV+P: n=394;
chemotherapy: n=406)

- PD-L1 expression status was determined
as high (CPS 210) or low (CPS <10)
using a validated PD-L1 IHC assay°

» Clinical efficacy (PFS, OS, and ORR) was
assessed in Nectin-4 expression subgroups

CAN NECTIN 4 BE USED FOR PATIENT

SELECTION? Powles, 1966M0, ESMO 2024
ESMO VIRTUAL JOURNAL CLUB ESMO WEBINAR SERIES



#4: ANEED OF A BIOMARKER?

Nectin-4 H-score <2752 Nectin-4 H-score 22752
Median Stratified HR ‘ Median Stratified HR
N Events (months) 95% Cl (95% ClI) N Events (months) 95% CI (95% Cl)
EV+P 177 57 26.1 (223, -) 0518 EV+P 217 62 = (25.6, -) 0.426
100 < Chemotherapy 212 108 139  (11.6,19.7) (0.372,0.721) 100 - Chemotherapy 194 95 174 (14.7,19.3) (0.305,0.595)
80 80 —
;\; 60 — ;\; 60 —
e n
O 40- O 40+
o Chemotherapy : 20 - Chemotherapy
0 - 0 -
L I I I I | rrrrrrrrrrr Tt T T T T 17T T 1T 1T/
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 0 2 4 6 8 1012 14 16 18 20 22 24 26 28 30 32 34 36
Time (months
No. at risk Tine: {months) No. at risk ( )
EV+P 177171164157150128102 81 64 46 36 24 15 11 4 4 1 1 1 EV+P 217 208 201 195 186 169 144 121103 81 59 35 17 8 7 3
Chemotherapy 194 184 168 156 145126 103 86 65 46 30 19 13 9 6 4 3 1

Chemotherapy 212202192169145114 87 66 50 36 24 15 10 7 4 1 1

NECTIN-4 IHC IS NOT ASSOCIATED WITH EVP RESPONSE
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#5: DEFINING THE BEST SETTING e

. . VOLGA Durva+Treme 1 cycle
Neoadjuvant or Adjuvant Therapy for MIBC?
j j py . Enfortumab
Vedotin +

\ Durvalumab -

N=784 Tremelimumab =
EV+D 3 cycles o D 9 cycl
EV-304/ KEYNOTE-B15 5 aT e

Enfortumab o —
5 EV cycles —> Vedotin + >
EV+P 4 cycles - 13 Pembro cycle Durvalumab =
Enfortumab 8 Enfortumab =

Vedotin + o Vedotin + - — ¢ —>

Pembrolizumab f Pembrolizumab lo Therapy Observation
P
<+ 3 — — Endpoint: pCR and EFS
Opservation ] Cis/Gam
2 EV-303/ KEYNOTE 905  n=847
EV+P 6 cycles
- EV+P 3 cycles Pembro 8 cycles
Endpoint: EFS SR Enfortumab

Vedotin +
Pembrolizumab

Vedotin +
Pembrolizumab

Pembro 3 cycles

Pembrolizumab Pembrolizumab

Radical cystectomy

" No Therapy g > Qbservation

Endpoint: EFS
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OTHER REMAINING OPEN QUESTIONS

#6: IMPACT ON SEQUENCE ( L2): What treatment becomes the best second-line therapy?
#7: COST : How can we afford this treatment? Can we better select our patients?

#8: UNDERSATNDING THE BIOLOGY OF SYNERGY TODEFINE THE BEST COMBO

*  Human dendritic cells exposed to MMAE upregulate costimulatory molecules
and display enhanced T cell-stimulatory capacity

Preclinical studies have shown that EV:
* Induces early hallmarks of immunogenic cell death in vitro
*  Induces immunomodulatory changes in mouse

) . 9. xenografts
.. « Induces gene expression patterns associated with immunogenic cell death
- s Muller et al. Oncolmmunology 2014 Rosenberg J ESMO Immuno-Oncology 2021 Boshuizen et al. Cancer Research 2021 Olson,

Younan et al., SITC 2022
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CONCLUSION - ANEW SOC

Treatment-naive advanced or
metastatic UG (stage IV)

w

Enfortumab vedotin-pembrolizumab 1, A; MCBS 4]s=

Treatment-naive advanced or metastatic UC (stage IV) when

enfortumab vedotin—pembrolizumab unavailable or contraindicated?

! !

N
Cisplatin- or
carboplatin-eligible

+

w

)

'
Disease progression

v

W
Platinum-based ChT [IV, B]*
Erdafitinib [IV, BJ:

N
Gemcitabine—cisplatin [I, A]
Gemcitabine—carboplatin [I, A]

+
Disease
progression

N Ny
Pembrolizumab [I, A; MCBS 4]= Maintenance avelumab
Atezolizumab [lll, B] [I, A; MCBS 4]er
Erdafitinib [I, A; MCBS 4]===

Enfortumab vedotin [l, A; MCBS 4] ) Disease
Sacih.lzumah govitecan [lll, B; MCBS 2]** « progression
Vinflunine [ll, C] or taxanes [Ill, CJ**

-

No disease
progression

Disease
progression

ESMO UC GUIDELINES 2024

ESMO VIRTUAL JOURNAL CLUB
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