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DEFINITION

“Resectable” means having a complete resection, but the latter is a post-hoc defined event

RO: complete resection
Free margin micrscopically

Systematic or lobe-specific
systemic LN dissection

No extracapsular LN extension

Highest removed LN negative

Run: uncertain resection
Free margins/no tumor lefet

Insufficient LN dissection

No extracapsular LN extension

Highest removed LN not
negative

R1/R2: incomplete resection

No free margins/tfumor left

Extracapsular extension

Rami-Porta, et al. Lung Cancer 2005



DEFINITION

Technical Resectability: it is mainly determined by the T-descriptor, and it
depends on the experience and composition of the surgical team. For
INnstance, patients with tumors invading the spine, may be judged unresectable
atone institution, but not at centers where neurosurgeons and orthopedic

surgeons closely collaborate in decision making and freatment of such
malignancies.

Oncological Resectability: it is mainly determined by lymphatic (N-descriptor)
and hematological (M-descriptor) tumor spread. Invasive mediastinal
procedures, such as endoscopic ultrasound, endobronchial ultrasound, and

mediastinoscopy, are insfruments to determine the extent of nodal
Involvement.

Dickhoff C, et al. J Thorac Oncol 2023



T1-2

T3
size / satellite / invasion

T4
size / satellite

T4
invasion

NO

NOT STAGE Il
DISEASE

NOT STAGE Il
DISEASE

RESECTABLE

POTENTIALLY
RESECTABLES

N1

NOT STAGE Il
DISEASE

RESECTABLE

RESECTABLE

POTENTIALLY
RESECTABLES

N2 SINGLE
(non-bulky,

non-invasive)

RESECTABLE

RESECTABLE

RESECTABLE

POTENTIALLY
RESECTABLES

DEFINITION

N2 MULTI
(non-bulky,

non-invasive)

POTENTIALLY
RESECTABLE*

POTENTIALLY
RESECTABLE*

POTENTIALLY
RESECTABLE*

POTENTIALLY
RESECTABLE*S

N2 BULKYT

UNCLEAR

UNRESECTABL
E

UNRESECTABL
E

UNRESECTABL
E

*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

Delphi Process

Consensus reached

N2 INVASIVE

UNRESECTABL
E

UNRESECTABL
=

UNRESECTABL
E

UNRESECTABL
=

N3

UNRESECTABL
=

UNRESECTABL
=

UNRESECTABL
=

UNRESECTABL
E

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

Brandao M. et al. WCLC2023 OA06.05



T3 (Pancoast)

T4 Size

T4 Satellite

T4 Invasion

NO

Resectable

Resectable

Potentially
Resectable™

Potentially
Resectable

Potentially
Resectable

Potentially
Resectable

N1

Resectahle

Resectahle

Potentially
Resectable™

Potentially
Resectahle

Potentially
Resectable

Potentially
Resectable

DEFINITION

Non-Bulky

N2 Single

Resectable

Resectable

Un-Resectable

Un-Resectable

Potentially
Resectable

Un-Resectable

N2 Multi

Potentially
Resectable

Potentially
Resectable

Un-Resectable

Un-Resectable

Un-Resectable

Un-Resectable

Bulky

N2 Single

Potentially
Resectahle

Potentially
Resectahle

Un-Resectable

Un-Resectable

Un-Resectable

Un-Resectable

Kim SS. et al. Ann Thorac Surg 2024

N2 Multi

Un-Resectable

Un-Resectable

Un-Resectable

Un-Resectable

Un-Resectable

Un-Resectable
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STANDARD OF CARE

Sequential CT-RT vs RT

OS at 2y and at 5y (HR 0.90) yscLc coliaborative Group, BMJ 1995

Concurrent CT-RT > Sequential

OS at 3y and at 5y (HR 0.84) (auperin et a1, 3co 2010]

Concurrent CT-RT OS at 3y
fit (PS or 1, <75 years)

Courtesy by Matteo Sepulcri



STANDARD OF CARE

ontrlbutor to
M‘ I crRrTiming Ji{RTDose [ 10 |

5Y survival
43%111

+

+ Stage migration
(imaging/EBUS)

« Better imaging (PET-CT)

* Increased MRI screening

+ Better RT techniques

Modified from Peters S, ESMO 2019

No OS benefit from high dose RT (g,aqiey, Lancet 2015]
No OS benefit integrating with biological agents

No consolidation or maintenance CT after CT/RT
Girard N, ESMO 2021
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No. at risk
Durvalumab 476

Probability of PFS

No. at risk
Durvalumab 476

OS HR =0.72
(95% Cl: 0.59-0.89)

464  4:

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

377

27 30

33

36

39

a2

a5

48

Time from randomization (months)

27 30

33

36

39

42

45

Time from randomization (months)

119

110

103

97

92

85

STANDARD OF CARE

No. of events/ Median OS
total no. of patients (%) (95% Cl), months
Durvalumab 264/476 (55.5) 47.5 (38.1-52.9)
155/237 (65.4) 29.1(22.1-35.1)
Stratified HR (95% Cl): 0.72 (0.59-0.89)
Stratified HR from the primary analysis (95% Cl):12 0.68 (0.53-0.87)

No. of events/ Median PFS
total no. of patients (%) (95% Cl), months
Durvalumab 268/476 (56.3) 16.9 (13.0-23.9)
175/237 (73.8) 5.6 (4.8-7.7)
Stratified HR (95% Cl): 0.55 (0.45-0.68)
Stratified HR from the primary analysis (95% Cl):* 0.52 (0.42-0.65)

with
durvalumab was mostly low grade, and the
incidence of G3 or 4 was well balanced between
the groups

Spigel D, J Thor Oncol 2022



STANDARD OF CARE

IS the standard of care with impressive

5-year outcome and safety results
v' PACIFIC trial results brought

[patients’ selection, correct staging, MDT discussion, integration among specialists...]

More patients candidate to concurrent CT-RT? [RT technigue]
What about frailty patients? [PACIFIC-6; DUART]

Adherence to consolidation therapy? [PACIFIC-R] ﬂ/
We need a positive PD-L1 [diagnostic implications] 3 .

Is it effective in patients with driver-mutations? [LAURA]

Treatment intensification post CT-RT? [COAST and PACIFIC-
9

|O integration during CT-RT? [PACIFIC-2; CHECKMATE 73L]

Courtesy by Matteo Sepulcri
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OTHER TRIALS

Full Analysis Set
(N=1,399)

PFS events, n (%) 737 (52.7)
Median PFS, months (95% CI) 21.7 (19.1-24.5)
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Time from index date (months)

No. at risk 1399

D Prior CRT type
Median (95% Cl),

months
Concurrent 23.7 (20.1-25.8)
Sequential 19.3 (13.9-25.3)

PFS probability

12 18 24

Time from index date (months)

No. at risk 1071 672 549 245
201 112 91 45

Girard N, J Thorac Oncol 2023



OTHER TRIALS

e lCC European Lung
Cancer Congress 2024

PACIFIC-2 (NCT03519971) is a phase 3, randomized, double-blind, placebo-controlled, multicenter, global study of
durvalumab + CRT followed by durvalumab versus placebo + CRT followed by placebo

I0+CRT Consolidation

Patient population i .
e Durvalumab 1500 mg IV 04w (RPN Primary endpoint
Locally advanced, unresectable +S0C CRT* Wes al Durvalumab

(Stage Ill) NSCLC n=219 until progression

Randomized

ECOG/WHO performance status (2:1) Key secondary endpoints
Oor | 0S, ORR, 0S24

Stratification factors o o CR, PR, or SD at PFS2. DoR, TDDM. DCR, PK,
Age (<65 vs =65 years) &nC CRT: [ 1B ek Placebo health-related QoL

-
>

Stage (IIIA vs llIB/C) n=10¢ pl Safetys and tolerability

PFS by BICR per RECIST v1.1




OTHER TRIALS

e lCC ‘ European Lung
Cancer Congress 2024

Probability of PFS

Time from randomization (months)
No. at risk

4
:;I1 w
elcc® ¢

o -

© -
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T T T T T T T T T T T T T T T T T ) ¢ v T T 1
!
No. at ris} Time from randomization (months)

No. at risk




Trial

BTCRC-LUN 16-081

PACIFIC 9

PACIFIC 8

KEYLYNK 12

Skyscraper-93

COAST

Phase

OTHER TRIALS

Arm |

Platinum CCRT =
nivolumab

Platinum CCRT =
durva +
oleclumab

Platinum CCRT =
durva +
domvanalimalb

Platinum CCRT +
pembro -
pembro

Platinum CCRT -
Tiragolumab plus
Atezo

Platinum CCRT =
durva

Arm I

Platinum CCRT =
nivo + ipi
Platinum CCRT =

durva +
monalizumab

Platinum CCRT =
durva + placebo

Platinum CCRT +
pembro -
pembro + orparib

Platinum CCRT =
durvalumab

Platinum CCRT =
durva +
oleclumab

Arm lll

NA

Platinum CCRT -->
Durva + Placebo

NA

Platinum CCRT =
durva

NA

Platinum CCRT =
durva
monalizumalb

Primary End
point

PFS

PFS by BICR

PFS by BICR

HNON

PFS

ORR



OTHER TRIALS

Figure 1 Study Design

Neoadjuvant Period A Neoadjuvant Period B Adjuvant/Consolidation
Treatment

Durva + CT MDT Resectable Durva + CT

e i q3w x 1-2 cycles .
qBwx22 decision (ITIIOME Plai-based (inv o = Durvalumab
Plat-based restaping/ .

inv. choice pathological choice) n:lon(f)tht;rapy

Unresectable (Cohort 2)

Pathologic & Blood-based Assessments

T A A T T
neoC1D1 neoC2D1 End ofneoC2  Optional See below ¢ 4to 5weeks adjCID1 | adjC6D1

(pre- (3 to 4 weeks post

treatment) post ncoC2D1) surgery/CRT ® adjC3D1 adjC10D1

T Blood samples for ¢tDNA assessment; Whole blood, buffy coat and plasma at neoC1D1, only plasma at other timepoints

Tissue sample (ie, biopsy); Not required post CRT timepoint

B : i 2 :
i Collect at progression of disease (PD), where available

Primary end point: resection rate, defined as proportion of all patients who underwent definitive surgery




OTHER TRIALS

The future of cancer therapy

2362-LCG-Stage Il NSCLC Platform: A prospective non-interventional cohort study in patients with Stage Il

NSCLC Steering Committee

SPECTA

Non-Interventional multi-cohort study

Radiation oncologist

Stage Ill pathologically proven non-
small cell lung cancer (NSCLC)

according the 87 TNM edion | — \ Faivre Finn (Manchester)

Avallability of human biological
material Follow-up

LA A Guckenberger (Zurigo)
' Filippi (Milano)

Sttt i tene, Levy (Parigi)

HR-Qol dala

Gigj L N

| - P T— i iaj Levra (Negrar)

Primiwiy endpoint : (AN | JE\ M |E /S \H IE A N VAL = falow-up

To s dlec. 1o supoi cancer meazreh and lo nrovide \ ~ - -
{Ihe ole Liyimarotdra)yn varjunticnd Nu mag v s

with otner jocal and systemic realments. as per local standard-
\ ol-caro B R —— |

As per slandard-al-care |
|
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Screening >

Enrolment

Study Population

SPECIAL POPULATION

Treatment period >> Follow up

n=150 Cohort A

Standard RT
» Stage Il unresectable 60 Gy +/- 10%

(54 Gy- 66 Gy)
» Chemoineligible per or hypofractionated Durvalumab

NSCLC

physician crtenia.

BED [1500 mg g4w
until 12m or PD]

» Radiotherapy alone as Cohort B

primary treatment

» No biomarker selection 40

Palliative RT

Gy-53 Gy

(Min dose:
« ECOG PS 0-2 40 Gy) or
hypofractionated BED

creening -28 days to -1 day

RT must be completed within & weeks (42 days) prior to first durvalumab administration.

PRIMARY ENDPOINT
»  Grade 3 & 4 PRAEs within
6 months

SECONDARY ENDPOINTS
+ mPFS: PFS6 and PFS12

+ ORR:DoR (per RECIST v1.1)
+ mOS, 0S12

Filippi AR. ESMO 2023



SPECIAL POPULATION

Efficacy cont’d

PFS

Cohort A
(standard RT)

Cohort B
(palliative RT) Total

No. events / no. patients (%)
Median PFS (95% CI)*, months
12-month PFS rate (95% CI)T, %

26159 (44.1)
9.0 (5.6-NC)
40.2 (23.6-56.3)

2543 (58.1) 51/102 (50.0)
76 (53-11.0) 8.0(7.0-97)
293(13.8-467)  34.8(23.0-46.9)

Probability of PFS

18 21

Time from start of treatment, months
No. at risk:
Total 102 76 47 28 9 3 2

Median follow-up (range) for patients censored for PFS: 7.4 months (0.0-24.9)

ongress
ERESMY ™
2023 Cl, confidence interval; NC, not calculable; OS, overall survival; PFS, progression-free survival

Probability of 0S

OS

Cohort A
(standard RT)
16/99 (27 1)

NC (14.5-NC)
67.0 (50.1-79.2)

Cohort B
(palliative RT) Total
19/43 (44 2) 35102 (34 3)

14.8 (10.1-NC) 16.9 (11.5-NC)
56.3 (37.3-71.6) 62.2 (49.8-72.4)

No. events [ no. patients (%)
Median OS (95% CI)*, months
12-month OS rate (95% CI)t, %

1.04
094
0.8+
0.7 62.2%
06 !
051 ;
041 ;
0.3 i
02 5

|

!

0.11

00 L] T L] L]
0 9 12 15 18 21

Time from start of treatment, months

No. at risk:

Total 102 93 78 54 27 19 7

Median follow-up (range) for patients censored for 0S: 9.9 months (0.9-26.0)

Cl calculated using the Brookmeyer-Crowley method
TCI calculated using the Greenwood method

Filippi AR. ESMO 2023



SPECIAL POPULATION

Detectable ctDNA at C1 (immediately prior to the start of durvalumab) was
associated with a trend toward decreased PFS

Both cohorts: C1 Cohort A (standard RT): C1
== CIDNA pos === ciDNA neg
ctDNA pos ctDNA neg

p=0017 | \ L 4

HR (95% CI) = |

J 2840116-699), 4 97

L] T L] L] L]

0 3 6 9 12 15 18
Time from start of treatment (months)

Probability of PFS

Number at risk
i H ctDNA pos 12 4
p=0.11" CtDNAneg 34 1

HR (95% CI) =1.60 (0.89-2.86) |
7.6 6
L] L] L] L] L]

L]
0 6 9 12 15 18

wn
L
o
b
=]
==
=
=]
1]
=]
o
=
o

Cohort B (palliative RT): C1
=— ctDNA pos ==-ctDNA neg

Time from start of treatment (months)

Number at risk
ctDNA pos 32

Probability of PFS

ctDNA neg 59 HR (95% Cl)=

1.13 (0.51-2.49)

L]
0 3 12 15 18

» The proportion of patients with detectable ctDNA at C1 (35.2% ) was numerically higher after Number at risk Time from start of treatment (months)

palliative (44.4% ) vs standard (26.1% T) RT. CDNApos 20 14 11 5
ctDNA neg 25 22 A 0]

*Exploratory analysis, nominal p values presented, not adjusted for multiple analysis. HRs calculated with the corresponding ciDNA-negative population as the reference.

ongress TPercentages based on the number of patients with evaluable ctDNA samples at the corresponding timepoint
BARGELONA Efficacy comparisons were made via Cox proportional hazards model with p-values estimated via log-rank test
2024 neq, negative; OS, overall survival; pos, positive

Filippi AR. ESMO 2023



SPECIAL POPULATION

Detectable ctDNA at C7 was associated with shorter PFS

Both cohorts: C7 Cohort A (standard RT): C7
’ = ¢tDNA pos == ctDNA neg

ctDNA pos ctDNA neg T
L
S T TR T S S

p = 0.025*
HR (95% Cl) =
5.22(1.05-25.98)
T T T
0 3 & 12 15 18
Time from start of treatment (months)

Probability of PFS

Number at risk

! ) ctDNA pos 10 8 3 2 0
p = 0.0026" | | CiDNAneg 14 1 7 5 2

HR (95% Cl) = 4.43 (1.55-12.72) ]

[72]
L
o
—
=]
=
=
Q0
1]
e
o
L =
o

g2 = Cohort B (palliative RT): C7
— = CtDMNA pos  ==«CIDNA neg

6 9 12 15 18
Time from start of treatment (months)

[ TTE TETTEererr PP PP PTPRTERFEEr

Number at risk
ctDNA pos

Probability of PFS

ctDNA neg

T T T T
9 12 19 18

* The proportion of patients with detectable ctDNA at C7 (40.9%!) was similar after palliative (40.0%) vs Number at risk Time from start of treatment (months)

standard (41.7%T) RT. CtDNApos 8
ctDNA neg 12 12

ongr‘ess *Exploratory analysis, nominal p values presented, not adjusted for multiple analysis. HRs calculated with the corresponding ctDNA-negative population as the reference.
%\&CELONA TPercentages based on the number of patients with evaluable ciDNA samples at the corresponding timepoint

Efficacy comparisons were made via Cox proportional hazards model with p-values estimated via log-rank test.

Filippi AR. ESMO 2023



SPECIAL POPULATION

LAURA Phase 3 double-blind study design

Patients with locally advanced, Osimertinib 80 mg,

unresectable stage llI* EGFRm NSCLC once daily Treatment duration until BICR-assessed progression
with no progression during / following

g er RECIST v1.1), toxicity, or other discontinuation
definitive CRT' treatment Randomization E:Fl)iteria ) ty
2:1
Key inclusion criteria: (N=216) Open-label osimertinib after BICR-confirmed
>18 years (Japan: 220) progression offered to both treatment arms$
WHOPS0/1 Stratification by:

. Concurrent vs sequential CRT
Confirmed locally advanced, Stage IlIA vs stage IIIB/IIC

unresectable stage III* NSCLC China vs non-China Tumor assessments:
Ex19del / LESER® + Chest CT / MRI and brain MRI
Maximum interval between last dose of :
o + At baseline, every 8 weeks to Week 48, then every
CRT and randomization: 6 weeks . :
12 weeks until BICR-assessed progression

Endpoints

» Primary endpoint: PFS assessed by BICR per RECIST v1.1 (sensitivity analysis: PFS by investigator assessment)
» Secondary endpoints included: OS, CNS PFS, safety

*Aeccording to AJCC / UICC staging (8 edition);

tConcurent or sequential CRT comprising =2 cycles of platinum-based chemotherapy (or 5 doses of weekly platinum-based chemotherapy) and a total dose of radiation of 60 Gy +10%;
*Central or FDA-approved local testing (from a CLIA-approved laboratory, or accredited local laboratory for sites outside of USA) based on tissue;

5If deriving clinical benefit (osimertinib arm); by the judgement of treating physician {placebo arm).

: : AJCC, American Joint Committes on Cances; BICR, blinded Independent central review; CLIA, Clinlcal Laboratory Improvement Amendments; " AMERICAN SOCIETY OF
2024 ASCO #Ascoz4 PRESENTED BY: Dr SureSh 5 Ram al lngam (CNS; central nesvous systam; CRT, chemoradiotherapy; CT, comiputed tomagraphy; EGFRm, epidenmal growih factor recegtor-mutated; AS CO CLINICAL ONCOLOGY

i Ex1%del, exon 19 defefion; FDA, Food and Drug Administration; MR, magnetic resonance Imaging; NSCLC, non-small call lung cancer;
ANMNUAL MEETING Presentation is property of the author and ASCO. Permission required for reuse; contact permissions@asco.org 08, overall surival; PFS, progression-fies survival; RECIST, Respansa Evaluation Critna in Sobd Tumars;

> . 5C .
UICC, Union for Inbemational Cancer Controd; WHO P'S, Wond Health Organization perfomance status RNOWLERGE CONQUERS CANCER




SPECIAL POPULATION

Progression-free survival by BICR

1.0 Median PFS, months (95% ClI)
09 B osimertinib 391 (315, NC)
56 (3.7,7.4)

0.8

PFS HR (95% CI): 0.16 (0.10, 0.24),
p<0.001

Maturity 56%:
osimertinib 40%, placebo 86%

0.7

0.6

0.5

04

0.3

©
2
2
-
n
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@
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=
2
0
73
o
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o
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=
=
=
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o
=
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0.2

0.1

0.0 T T T T T T T T T
15 18 21 24 27 30 33 36 39 42

No. at risk Time from randomization (months)

Osimertinib 143 127 114 109 99 96 83 76 69 61 49 37 28 16

Data cut-off: January 5, 2024.
Tick marks indicate censored data. Median follow-up for PFS (all patients): osimertinib 22.0 months, placebo 5.6 menths. Median follow-up for PFS (censored patients): esimertinib 27.7 months, placebo 19.5 months.

’ . i BICR, blinded independent central review; Cl, confidence interval; HR, hazard rafio; NC, not calculable; AMERICAN SOCIETY OF
2024 ASCO #ASCO24 presenten Bv: Dr Suresh S. Ramalingam o e namse. ASCQO Aisinesss

ANMNUAL MEETI Presentation is property of the author and ASCO. Permission required for reuse; contact permissions@asco_org KNOWLEDGE CONQUERS CANCER
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CONCLUSIONS

CT and RT with durvalumab is still the standard of care in ulll Stfage NSCLC in
PD-L1 positive patients

CT and RT with EGFR will be the next standard of care in ulll Stage NSCLC in
EGFR mut patients

New clinical trials will explore the intentification of 1O in ulll Sfage NSCLC
Multidisciplinary discussion is mandatory in order to define at the diagnosis
what patients are potentially resectable and how to manage patients not

suitable to surgery



Thank you for your attention




	Diapositiva 1
	Diapositiva 2
	Diapositiva 3
	Diapositiva 4
	Diapositiva 5
	Diapositiva 6
	Diapositiva 7
	Diapositiva 8
	Diapositiva 9
	Diapositiva 10
	Diapositiva 11
	Diapositiva 12
	Diapositiva 13
	Diapositiva 14
	Diapositiva 15
	Diapositiva 16
	Diapositiva 17
	Diapositiva 18
	Diapositiva 19
	Diapositiva 20
	Diapositiva 21
	Diapositiva 22
	Diapositiva 23
	Diapositiva 24
	Diapositiva 25
	Diapositiva 26
	Diapositiva 27
	Diapositiva 28
	Diapositiva 29
	Diapositiva 30
	Diapositiva 31
	Diapositiva 32
	Diapositiva 33
	Diapositiva 34

