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Stage Ill NSCLC: one stage for many diseases

Stage Ill: T1-4, NO-3, MO
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Consensual definition of stage lll NSCLC Resectability:
EORTC-Lung Cancer Group initiative with other scientific societies
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SEPTEMBER 9-12,

T1-2

T3 size / satellite /
invasion

T4 size / satellite

T4 invasion

2023 World Conference

on Lung Cancer
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NOT STAGE Il
DISEASE

NOT STAGE Il
DISEASE

RESECTABLE

POTENTIALLY
RESECTABLE®

SINGAPORE

NOT STAGE Il
DISEASE

RESECTABLE

RESECTABLE

POTENTIALLY
RESECTABLES

N2 SINGLE

(non-bulky,
non-invasive)

RESECTABLE

RESECTABLE

RESECTABLE

POTENTIALLY
RESECTABLE®

N2 MULTI

(non-bulky,
non-invasive)

POTENTIALLY
RESECTABLE*

POTENTIALLY
RESECTABLE*

POTENTIALLY
RESECTABLE*

POTENTIALLY
RESECTABLE*®

*Multiple station N2: case-by-case discussion; the exact number of nodes/stations cannot be defined
TBulky N2: lymph nodes with a short-axis diameter >2.5-3 ¢cm; in specific situations of highly selected patients, including those patients in multidisciplinary trials

with surgery as local therapy can be discussed

8Some T4 tumours by infiltration of major structures are potentially resectable — see Table 1

N2 BULKY"

UNCLEAR

N2 INVASIVE

Brandao M (Dingemans AM), WCLC 2023



Two main crucial points in stage lll

1. Chemo-lO in resectable
Stage Ill disease
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2. Underpowered CRT regimen in unresectable
Stage Il are still used
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Changes in the treatment paradigm for unresectable stage 11l NSCLC

Older CRT studies (< 2005)

Modern cCRt (2005-2018)
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PROCLAIM:
cis-pem vs. cis-eto for non-squamous

Auperin et al, JCO 2010
Senan et al, JCO 2016
Bradley et al, JCO 2021



Unresectable, Stage Ill NSCLC
without progression after definitive
platinum-based cCRT (=2 cycles)

18 years or older
WHO PS score O or 1

If available, archived pre-cCRT
tumor tissue for PD-L1 testing*

All-comers population
(i.e. irrespective of PD-L1 status)

N=713 randomized

PACIFIC phase 3 study design

1-42 days

post-cCRT e

2:1 randomization,
stratified by age, sex, and
smoking history

Primary endpoints
PFS by BICR using RECIST v1.1¢

(0N

Key secondary endpoints
ORR, DoR and TTDM by BICR

PFS2 by investigator
Safety
PROs

BICR, blinded independent central review; cCRT, concurrent chemoradiotherapy; DoR, duration of response; NSCLC, non-small-cell lung cancer; ORR, objective response rate; OS, overall survival;
PD-L1, programmed death ligand 1; PFS, progression-free survival; PFS2, time to second objective disease progression; PRO, patient-reported outcome; q2w, once every 2 weeks; R, randomization;
RECIST, Response Evaluation Criteria in Solid Tumors; TTDM, time to death or distant metastasis; WHO PS, World Health Organization performance status

Antonia SJ et al. NEJM 2017



Chemoradiotherapy followed by consolidation durvalumab is the standard of care
in unresectable stage 1l NSCLC

5-year OS

No. of events/ Median OS
total no. of patients (%) (95% Cl), months
Durvalumab 264/476 (55.5) 47.5 (38.1-52.9)
1.0 — Placebo 155/237 (65.4) 29.1(22.1-35.1)
9
0.9 — 83.1% Stratified HR (95% Cl): 0.72 (0.59-0.89)
08 — Stratified HR from the primary analysis (95% Cl):'2 0.68 (0.53-0.87)
7] 0.7 :
° 74.6%
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Time from randomization (months)

No. at risk
Durvalumab 476 464 431 414 385 364 343 319 298 289 273 264 252 241 236 227 218 207 196 183 134 091 40 18 2 0

e 28% Reduction in the risk of death
e Median OS 47.5 months
e 5-yr OS rate 42.9%

Probability of PFS
o
|

34.5%

PFS HR = 0.55
(95% Cl: 0.45-0.68)

5-year PFS

Median PFS
(95% Cl), months

No. of events/
total no. of patients (%)
268/476 (56.3) 16.9 (13.0-23.9)

175/237 (73.8) 5.6 (4.8-7.7)
Stratified HR (95% CI): 0.55 (0.45-0.68)
Stratified HR from the primary analysis (35% Cl):* 0.52 (0.42-0.65)

Durvalumab

Placebo

45.0%
39.7%

33.1%

No. at risk

Durvalumab 476 377 301 267 215 190 165

RR 28.4% (+ RR 50% to prior CRT)

Time from randomization (months)

147 137 128 119 110 103 97 92 85 81 78 67 57 34 22 11 L3 0

45% Reduction in the risk of progression
Median PFS 16.9 months
5-yr PFS rate 33.1%

Spigel DR, et al. JCO 2022
Spigel DR, et al. ASCO 2021



Does PACIFIC fit Real World ?

PACIFIC-R: An International, Observational Study

Data extracted from patients’ medical records — retrospective data collection it
Index date at different time points .
A 4 Primary: investigator-
Start of durvalumab n n . assessed PFS: 0S
(10mg/kg IV Q2W) 5-year observation to evaluate disease evolution :
Rirough Dec 2018 to Jul to Oct Estimated Estimated Key secondary:
the EAP Aug 2020 2020 Q4 2021 to Q4 2023 demographics; disease
(Sept 2017 to Q1 2022 characiernstics: prior
Dec 2018) initial consent | SUMcient PFS Wl Sufficient OS [l Sufficient OS End of i L
events events maturity 5t year | B AESS

(Optional)

* 1,399 patients included in the full analysis set (FAS) from 290 active sites in 11 participating countries

—  France (n=342), Spain (244)", Australia (165), Netherlands (155), Belgium (118), Italy (116), Israel (92), Germany (62),
UK (54), Norway (36), and Switzerland (15)

CD. ISG
(RE Girard N, et al. ESMO 2021



Real-word PFS by Subgroup

Median (95% CI),

Median (95% CI),
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Histology months CRT Type months
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median follow-up 23 months

Girard N, et al. ESMO 2021



Durvalumab consolidation: can we improve the results?

No. of events/ Median PFS
total no. of patients (%) (95% Cl), months
Durvalumab 268/476 (56.3) 16.9 (13.0-23.9)
1.0 = Placebo 175/237 (73.8) 5.6 (4.8-7.7)
0.9 - . HH .
0.8 — ‘ . Stratified HR from the primary analysis (95% Cl):! 0.52 (0.42-0.65)
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Spigel et al, JCO 2022



Future strategies in unresectable stage llI

Consolidation after cCTRT / sCTRT
I

*  PACIFIC (NCTO212%¢
* GEMSTONE 30%

PACIFIC 6 (NCT03693300), cohort 1

ICl-consolidation intensification
o [rr —— NN

*« COAST (NCT03822351)

*  PACIFIC-9 (NCT05221840)*

* PACIFIC-8 (NCTD5211895)*

* SKYSCRAPER-03 (NCT04513925)*

* BTCRC-LUN 16-081 (NCTD3285321)
* CheckMate 73L (NCT04026412)*

Concurrent ICl + cCTRT

ler | Rr|

@

KEYNOTE-799 (NCT036311784)
DETERRED (NCT02525757)
NICOLAS (NCT02434081)
PACIFIC 2 (NCT03519971)*
EAS181 (NCT04092283)*
CheckMate 73L (NCT04026412)*
KEYLYNK-012 (NCT04380636)""
KEYVIBE-006 (NCT05298423)*
NCT05386888

Induction (CT)- ICI

Ll < Gl <!

APOLO trial (NCT04776447)
(NCT04085250)

DEDALUS (NCT05128630)
BRIDGE (NCT04765709)
PACIFIC-BRAZIL (NCT04230408)

o il Dley o =24

AFT-16 (NCT03102242)

Patients with PS 22
cr — &t |}

* PACIFIC 6 (NCT03693300 )

a

* SWOG 1933 (NCT04310020)
* DUART trial (NCT04249362)

o ki

«  TRADE-Hypo (NCT04351256)
*  DART (NCT03999710 )
*  AIRING (NCT04577638

Chemotherapy-free

-~ -

* SPRINT (NCT03523702)
* NRG-LU004 (NCT03801902)

Consolidation with TKI

'a]m'r—--m

* LAURA (NCTD3521154)*
*« BO42777 (NCTO5170204)*




Locally advanced,
unresectable, Stage
Il NSCLC

No progression
after prior cCRT

ECOGPSOor1

N=189 randomised

1-42 days
post-cCRT

Randomised
1:4:1

Stratification by

histology
(adenocarcinoma and
non-adenocarcinoma)

Study treatment up to 12 months

CONTROL

Durvalumab 1500 mg IV
monotherapy Q4W

ARM A
Durvalumab 1500 mg IV Q4W
+ oleclumab 3000 mg [V

Oleclumab Q2W for cycles 1 and 2,
then Q4W starting cycle 3

ARMB
Durvalumab 1500 mg IV Q4W

+ monalizumab 750 mg IV Q2W

COAST: Phase Il, randomized open-label study

Primary Endpoint
» ORR by investigator
assessment (RECIST v1.1)

Secondary Endpoints

+ Safety

» DoR

+ DCR

+ PFS by investigator
assessment (RECIST v1.1)

+ 08

+ PK

+ Immunogenicity

RS Erbst et al JCO 2022



OLECLUMAB anti-CD73 MONALIZUMA blocks NKG2A
Reduce extracellular adenosine production Reduce inhibition of NK and CD8+ T cells
Promotes antitumor immunity

v

HLAE po11  Monalizumab
Wr«w
PD-1
Chemo \
Radiation "NNN }Q
S Durvalumab

@

Martinez-Marti A, et al. JCO 2021

FIRST IN CLASS




COAST: ORR, PFS and Safety

Antitumor activity

D D+0 D+M
n m? 972/R0 21/R2
DCR 16 weeks 58.2 81.7 77.4 mPFS, months (96% CI_ 63(37-112)  NR(104-NE) 151 (136-NE
1.0 HR (95% CI)°¢ - 0.44(0.26-0.75)  0.65(0.49-0.85)
0.8 12.7%
mPFS 6.3 NR 15.1 z 071 %
3 061 \
g o5 64.8% |
o 041
D D+0O D+M & 034 ;;f._y_h#—y—a_a-u
Incidence, n (%) (n = 66) (n=59) (n=61) 0.2
0.1
D- I 1 | I 1 I 1 | I 1
Grade 3 TEAEs 26 (39.4) 24 (40.7) 17 (27.9) 0o 2 4 6 8 10 12 M 1B 18 20
ot Time from randomisation (months)
I A T T 7 3 0
D+0 60 49 46 40 Y 0 2 13 ] 5 0
Study drug-related SAEs 6(9.1) 7(11.9) 5(8.2) DM 62 g5 46 4 @ % B 6 1 1
Deaths*' 7 (10.6) 4(6.8) 3(4.9)
Median follow-up 11.5 months
CD. =SR% Interim Analysis performed a 10-month minimum potential follow-up

RS Erbst et al JCO 2022
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PACIFIC-08, study design

Durvalumab + Oleclumab/Placebo or Monalizumab/Placebo

in Stage lll unresectable NSCLC

progressed following concurrent chemoradiation treatment for locally-advanced, stage lll, unresectable NSCLC.

N-999

Patient Population
« Patients with unresectable stage

Il NSCLC who have not
progressed following definitive
platinum-based CRT

Durvalumab 1500mg on day 1 of
Arm A each 28 day cycle +

N=333 Qleclumnab 3000mg on day 1 and 15
of first two cycles then on day 1 of

each subsequent cycle

Total Treatment. 12 mos

Durvalumab 1500mg day 1 of each
Arm B 28 day cycle +

N=333 Monalizumah 1500mg day 1 of each

cycle +
placebo on day 15 of first two cycles

lotal Treatment: 12 wos
Durvalumab 1500mg day 1 of each

ArmC 28 day cycle +
N=333 placebo day 1 and 15 of first two
>

cycles then day 1 of each subsequent

Stratification Factors

Stage (II1A - HIBAIIC)

Histology (Squamous . Non-squamous)
PD-L1(<1% : 1% — 49% . 2 50%)

cycle

Total Treatment 12 mos

Primary Endpoints
PFS (BICR)Arm Avs Arm (
PFS (BICR)Arm Bvs Arm {

Secondary endpoints
OSAmAvs Arm C

- OSAmBvsAmC
Safety/tolerability

ENROLLMENT ACTIVE



SKYSCRAPER-03 (GO41854), study design:
durvalumab versus tiragolumab + atezolizumab
in Stage Ill unresectable NSCLC

Randomised within 1-42 d fter last d f cCRT
Stage Il unresectable NSCLC andomised within ays afieriastdose ot ¢
 Without progression after Tiragolumab 840mg IV Q4W **+
platinum-based CRT atezolizumab 1680mg IV Q4W

for 13 cycles (12 months)

(=2 cycles)
* Known PD-L1 status
« ECOG PS0-1
* Excludes EGFR/ALK+ patients

Treat until progression
: or unacceptable toxicity :

Durvalumab 10mg/kg IV Q2W

N=~800* for 13 cycles (12 months)
Stratification factors: Primary endpoint: Secondary endpoint:
« PD-L1 status (<1% vs 21%) * PFS (IRF-assessed) «0S * Time to death or distant
+ECOGPS (0vs1) * PFS (INV-assessed) metastasis
« Staging (IlIA vs 11IB or 1lIC) » Confirmed ORR * Time to confirmed
* Histology (NSQ vs SQ) * DoR deterioration

« Landmark PFS/OS - Safety

** Anti TIGIT Mab
CD (RE CLOSED TO ENROLLMENT
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in Stage Il unresectable NSCLC

PACIFIC-08 study design
Durvalumab+Domvalimab/Placebo

analysis:

» |PD-L1 expression by Ventana SP263
HC Assay TC 2 1%

Screening period
Patients with unresectable, Randomisation
Stage IIINSCLC
Part: Day -84 to -1 § Day 1
i Max 28 days afterthe end |
- - i of chemoradiation
Patient consenting process step 1. : (<14 days strongly
= Tumour sample submission and ' preferred)

Up to 12 months

Partll: Day -28 to -1

Patient consenting process step 2 after:

« Completion of platinum-based
concurrent chemoradiation (22 cycles)

* No evidence of progression after cCRT

+ (rade =2 toxicities resolved prior to
randomisation

+ WHO PS0-1

1:1:

Durvalumab 1500 mg gdw IV +
Domvanalimab 20 mgkg gdw IV
* % np=430

** Anti TIGIT Mab

Durvalumab 1500 mg gdw IV +
Placebo gdw IV
n=430

i All participants

to have
assessments
until objective
progression

Sunaval
follow-up
until & years
post LS|

ENROLLMENT ACTIVE



Forest Plot of PACIFIC trial:
OS and PFS
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AIFA restriction of DURVA in PD-L1 negative Spigel et al, JCO 2022
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PACIFIC: Specific subgroups

Durvalumab after CRT in EGFR™“* NSCLC: a retrospective trial

CAT wa Durvalumab 24

CAT + Disnvalsmab

CJ iRE

A=gimen =+ CHAT wo Duvalumab == CHAT + Durvakumah B Aegimen == CRT Alone = CGRT + Durvalumab <= CAT + EGFR TR
1,00
0.75 1
£
L 0501
[V
'
o
Log-rank 0.251 Ly~ Fani
p= 0180 T 0=0.023 L ——
000
o & 12 18 24 30 36 o & 12 18 24 30 36
Months Months
Fo, 83 nisk
1a 10 a 3 & _ CAT Alane 16 10 & 3 1 1 1
GRT + Durvalumab 13 g 4 a 1 0 q
13 9 1 o 0 CRT«EGFATKI & 8 & & 2 1

Retrospective series: 37 pts EGFRmut+
1 case of G4 pneumonitis

Aredo JV, et al. JTO 2021



LAURA trial study design
phase 3 study for unresectable, stage Ill EGFRmut+ NSCLC

Part |l screening

Part | screening; S Confirmed eligibility
determination of EGFRm* eligibil:tzyscdoat;f;r)matuon (8 j IR Treatment and follow-up

Post-CRT imaging: CR, PR, SD*

Open-label osimertinib

Osimertinib Optional:
N=200 80 mg QD Post-progression,
cCRT patients receiving
Patients 218 years Following CRT OSéf:;’lﬁr:ﬂf S:Iay
(220 years in Japan) randomlzatlon 21 Until objective open-label osimertinib Post-progression
with Stage HAMIB/ANIC (OSimerﬁmb VS. placebO) radiok)gical disease followed for
EFPm NacLo L progression by BICR PFS2* TFST,
(Ex19del or L858R) : |
il per RECIST v1.1 Open-label osimertinib TSST, and 0S
o cCRT versus sSCRT Optional:
Curative intent ptional:
sCRT Stage IlIA versus stage llIB/IIC Post-progression,
China versus non-China patients receiving
I Placebo I placebo may receive

open-label osimertinib

c °ISG https://clinicaltrials.gov/ct2/show/NCT03521154
) IRE Lu et al, Lung Cancer 2021




Conclusions

Define the goal of the treatment before starting any procedure!
v' Management of stage Il disease is challenging

v’ Multidisciplinary evaluation is always mandatory

v’ Staging and Mediastinal staging is crucial

v’ Evaluate clinical trials

C) RE



DUART: durvalumab after radiotherapy in patients with unresectable,
stage Ill NSCLC ineligible for chemotherapy

Patient population Cohort A

Standard RT, 60 Gy = 10%
Stage lll unresectable

NSCLC (54 to 66 Gy) or
hypofractionated BED prior Durvalumab
Ineligible for CT per to study entry
physician assessment dabbilg e LB o1
months or until PD,
. n=150 unacceptable toxicity,
RT alone as primary Cohort B or withdrawal of

treatment
consent

Palliative RT 40 to <54 Gy
No biomarker selection

(minimum dose 40 Gy) or
hypofractionated BED prior
to study entry

ECOG PS 0-2

Cohordinator: Prof. A. Filippi, active



CONDOR: A phase Il, two cohorts, randomized trial comparing standard of care versus immune-
based combination in relapsed stage 11l NSCLC pretreated with CT/RT and durvalumab

A Investigator’s choice single-
agent CT + durvalumab
Relapsed during

durvalumab therapy Investigator’s choice single-
agent CT

Key Eligibility Criteria

*NSCLC with systemic or local relapse after
concomitant CT-RT followed by durvalumab
(PACIFIC regimen)

e At least 2 and no more than 4 platinum-
based CT cycles

*ECOG PS 0-1

*EGFR, ALK and ROS1 wild type

Investigator’s choice platin-
doublet + durvalumab x 4
cycles followed by
maintenance
durvalumab+olaparib

»

Relapsed after completion

of durvalumab therapy
Investigator’s choice platin-

doublet + durvalumab x 4

Supported by FoRT - Fondazion Ricerca Traslazionale cycles followed by
maintenance durvalumab

Select secondary endpoints:

Primary endpoints: PFS

oS . ORR
. Safety
. Association with study biomarkers

§ 156 | |
IRE Cohordinator: Prof. F. Cappuzzo, active
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