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Il ruolo delle evoluzioni future nel NSCLC
Agenda

e How to increase survival in unresctable LA NSCLC?

- New therapeutic scenarios
- What to expect at progression from PACIFIC?

e Special populations (EGFRm)

 (Un)Resectable... Uncertain
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Il ruolo delle evoluzioni future nel NSCLC
Agenda

83.1%
(95% Cl, 79.4 to 86.2)

66.3%
e How to increase survival in unresctable LA NSCLC? e o

52.0 to 61.1 49.7%

(45.0 to 54.2) 42.9%
(38.2t0 47.4)

0.6 - 74.6%
(68.5 to 79.7)

1
55.3%
(4860 61.4)

43.6% :
(37.1t0 49.9) 36.3%

! (30.1 to 42.6) 33.4%
i (27.3 10 39.6)

0S (probability)

- New therapeutic scenarios
- What to expect at progression from PACIFIC? .

0.0 L T T T T T T T T T T T T T T T T T T T T T

013 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72 75

Time Since Random Assignment (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 91 40 18 2 0
i i |'\|‘\|°' offE;etrjtSQ - (Qslgl/egli;mw:‘FSm Placebo 237 220 199 179 171 156 143 133 123 116 107 99 97 93 91 8 78 77 74 72 56 33 16 7 2 0
rm otal 0. of Patients (o o , Vlonths
Durvalumab 268/476 (56.3) 16.9 (13.0 t0 23.9) Spigel DR, J Clin Oncol 2022.
Placebo 175/237 (73.8) 5.6 (4.8107.7)
1.0 1 Stratified HR (95% Cl): 0.55 (0.45 to 0.68)
0.9 A Stratified HR from the primary analysis (95% Cl): 0.52 (0.42 to 0.65)'
0.8 1 PRIMARY RESISTANCE
E 55. 786 Progression after receiving at least 6 weeks (two cycles) but not more than 6 months of ICI
= 071 (959 C1, 51.0 t0 60.2) treatment.
S 6. ‘ 45.0% Progressed or
< - (40.1 10 49.8) 39.7% dead
-Q ¥ " . o
S 0.5 (34.7 t0 44.7) 35.0% ST (%) SECONDARY RESISTANCE
= 0.4 H (29.9 10 40.1) (28.0 to 38.2) Progression after experiencing clinical benefit (either CR/PR or SD lasting 6 months or
v : 1 greater)
L 0.3 1 - : :
a 349 H 3 20.8
0.2 1 28010 40.8) 25'10/ : H RESISTANCE AFTER ICI DISCONTINUATION
. o .
0.1 1 (19.3t0 31.2) (2.?5'8;/‘;0 26.9) ;'?49;/:0 26.1) 19.0% Related to toxicity and those unrelated, including the completion of a planned treatment
1 T : v . (13.6 t0 25.2) regimen.
0-0 T T T T T T T T T T 1 T 1 T T T T T T T 6 36.8 g
01 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72 Progression after treatment discontinuation, within 12 weeks from the last ICI dose
Ti Si Rand Assi h 9 43.9 received, are considered as having secondary resistance.
| n ndom ignment (mont
me £6/Rando SS1g g ( a S) Progressive disease after 12 weeks could benefit from rechallenge with ICI.
No. at risk: 12 443
Durvalumab 476 377 301 267 215 190 165 147 137 128 119 110 103 97 92 8 81 78 67 57 34 22 11 5 0 Adapted from Park K, WCLC 2022

Placebo 237 164 105 87 68 56 48 41 37 36 30 27 26 25 24 24 22 21 19 19 14 6 4 1 0
Spigel DR, J Clin Oncol 2022.
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Treatment strategies in unresectable stage Il NSCLC to improve efficacy:

10 timing
G23 Median
Trial Phase Treatment pneumonitis ORR 1yr PFS PFS
— Consolidation
LUN 14-69 Il Pembrolizumab consolidation 6.5% - 61.2% 18.7 mo
Deterred (p2) Il Atezolizumab concomitant RT /consolidation 16% - > 50% 13.2 mo 10 only
Nicolas Il Nivolumab concomitant/consolidation 10.3% 73.4% 53.7% 12.7 mo
PembroIiZ}Jmab (.:oncomitant/consolidation Concomitant +
KEYNOTE-799 Il Carboplatin-Paclitaxel Sq + Non sq 8% 71.4% 67.3% 30.6 mo Consolidation
Cisplatin-Pemetrexed Non sq 6.9% 75.5% 69.4% NR
Durvalumab + CRT > Durvalumab vs .
PACIFIC-2 ! CRT + Placebo > Placebo ongoing
Induction +
ATF-16 Il Atezolizumab > CRT > Atezolizumab 2.2% - 66% 23.7

Consolidation

Is 10 timing enough?



Treatment strategies in unresectable stage Il NSCLC: beyond PACIFIC

Durvalumab
Pembrolizumab
Nivolumab
Atezolizumab
Sugemalimab

TIGIT
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Modified from: Cortiula F et al. Ann Oncol, 2022.




Consolidation Nivolumab plus Ipi or Nivo alone after chemoradiation for unresectable
stage Il NSCLC. BTCRC LUN 16-081.

100 100
PFS os .
Concurrent Chemoradiation 80 20
Platinum Doublet Chemotherapy
g 70 70
PLUS e =
c [J
S 60 2 60
Radiation (Dose 59.4-66.6 Gy) 4 ‘%
 s0 € 50
£ g
. S : _ § 40+ & a0
Subjects that have completed chemotherapy/radiation will have radiology 5
. g = . a
scans within 56 days of completing treatment 30 20
OR
Subjects that have completed up to 2 cycles of consolidation therapy will 20 204
have radiology scans within 56 days of completing treatment — Nockmab mﬂé‘&‘z’su’é)c e s""a;r;?sa; .2..;,0(3? k
10 ARMS Median (95% CI) Time-Point PFS Probability (95% CI) 104 24 77.7 (63.1-87.1%)
— Nivolumab 25.8 (16.5-NE) 18 63.7 (47.3-76.2%) Nivolumab + Iplimumab  NE (28.1-NE) 18 85.7 (72.3-92.9%)
Nivolumab + Iplimumab  25.4 (18.6-NE) 18 67.6 (51.4-79.5%) 24 80.6 (65.8-89.5%)
o + Censor ° + Censor
- - - 0 6 12 18 24 30 36 42 48 0 6 12 18 24 30 36 42 48
Stable Disease or R.esponse (PR‘ CR) PYOEIQSS“Q Disease Time from Trt Start to Progression or Death (Months) Time from Trt Start to Death (Months)
I No at Risk No at Risk
Nivolumab 52 37 32 22 14 4 1 [ Nivolumab 54 49 44 36 26 6 2 1 0
Nivolumab + Ipilimumab 47 36 28 24 16 7 2 ] Nivolumab + Iplimumab 51 48 45 40 29 14 5 1 0

Completion of eligibility Not Eligible
requirements and study registration

i = i ili = [ [ NivolumabAlone (%=5) | Nivolumablpilimumab (N=51) |
_ Nivolumab Alone (N=52) | Nivolumab/Ipilimumab (N=47) el b AR el
Any Treatment-Related AE (TRAE), n (%) 39(72.2) 41 (80.4)

Randomization 1:1 Median F/u, months (range) 27.7(2-44.2) 29.2(3.2-46.8) Any Grade 23 AE, n (%)" 1089) 1E29)
Subjects will be stratified by: Any Grade >3 TRAE, n (%) 10 (18.5) 14(275)
* stage (IIA vs. IIIB) and Progression Free Survival* TRAE Occurring in 10% Pt (%)
e histology (SqCC vs. non-SqCC vs. NOS) Fatigue 17(31.5) 16(314)
\ 18- Month (95% CI) 63.7 (47.3-76.2) 67.6 (51.4-79.5) Dympacs 8148 10099
Rash 9(16.7) 8(15.7)
v —— P <0-1 X o e —
Foniiccmeecl M~ Gt Median, months (95% CI) 25.8 (16.5-NR) 254 (18.6-NR) T = T
4 weeks for up Ipilinmmab lmg kg IV every 6 weeks 2o : Nlns: 2 (3:7) 6(11:8)
to 6 cycles for up to 4 cycles (12 doses Nivolumab and 4 doses of Ipilimumab) Overall Survival e

18- Month (95% CI) 827(69290.6) 857 (123-929) — 22 et

24_ Month (95% CI) 77'7 (63,1-87,1) 80,6 (65,8-89,5) Median time to Gr >2 Pneum, mo. (range) 11.9 (4.1-36.6) 7.3 (1.3-36.9)

Median, months (95% CI) NR (NR-NR) NR (28.1-NR) 22
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10-10 strategy in unresectable NSCLC: ongoing phase lll trials

Trial

CheckMate 73L

SKYSCRAPER-03

KEYVIBE-006

PACIFIC-8

PACIFIC-9

COAST

Locally advanced,
unresectable, Stage
lINSCLC

No progression
after prior cCRT

ECOGPSOor1

N=189 randomised

NCT Intervention Control Cons.
CCRT + Nivo 360 mg g 3w - Nivo 360 mg q
3w + Ipi 1 mg/kg q 6w (A)
NCT04026412 PACIFIC (C) 12 mo
CCRT + Nivo 360 mg g 3w - Nivo 480 mg q
4w (B)
cCRT - Tiragolumab 840 mg q4w +
NCT04513925 PACIFI 12
Atezolizumab 1680 mg g4w CIFic mo
RT+P li Vi i
NCT05298423 CC .embro |zu.mab/ : ibostolimab - PACIFIC 12 mo
Pembrolizumab/ Vibostolimab
cCRT = Durvalumab 1500 mg IV g4w +
NCT05211895 D | 1 4 12
Domvanalimab 20 mg/kg IV g4w urvalumab 1500 mg g4w mo
cCRT = Durvalumab g4w + Oleclumab IV g4w
(A) 12 mo
NCT05221840 Durvalumab g4w (C)
cCRT = Durvalumab g4w + Monalizumab IV
12 mo
q4w (B)
Study treatment up to 12 months 1 Proinflammatory ~ Bimmunosuppresive
CONTROL ) ) ISTPN gM'_’ o
—> Durvalumab 1500 mg IV Primary Endpoint ~ X -2
monotherapy Q4W - ORR by investigator / =~ Oleclumab
L assessment (RECIST v1.1) » : T// )
Rd ARMA ‘Sesc:fgglary Endpoints ' ' -. D39 con//_\\ e \
1:1:1 — Durvalumab 1500 mg IV Q4W . \ : y ‘ @ Radiation
+ oleclumab 3000 mg IV DoR chemo - ol ® -
Stratification by - DCR ) ) A -
icle oo A - PFS by nvesigator e O
(adenzcarcinomaand) o assessment (RECIST v1.1) . = ) ‘
non-adenocarcinoma) . 0S € . >ty v
= Durvaluma:?;fwB mg IV Q4W - PK ‘ T . e
+ monalizumab 750 mg IV Q2W + Immunogenicity

A2, ) )
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Primary EP

OS Arm A vs C,PFS

arm Avs C

PFSITT & PD-L1+

PFS (ITT, PD-L1+)
0S (ITT, PD-L1+)

PFS in
PD-L1 TC 250%

PFS: A&BvsC

HLA-EQO jr PD-L1

@ -
..L.V'I'.umour.J

Monalizumab

N = NKG2A
: cD8
% D et
; . __,& \\\4/ PD-1

s N
'@\\h&‘

Co-Target

CTLA4

TIGIT

TIGIT

TIGIT

CD73

NKG2A

Durvalumab




COAST: Activity and Progression free Survival

Antitumour activity by investigator assessment
(interim analysis; ITT population)

Antitumour activity

Confirmed ORR (95% Cl),> % 17.9 (9.6, 29.2) 30.0 (18.8, 43.2) 35.5 (23.7, 48.7)
[n] [12] [18] [22]
D D+0 D+M
Events/patients, n 38/67 22/60 21/62
mPFS, months (95% CI)2 6.3 (3.7-11.2) NR (10.4-NE) 15.1 (13.6-NE)
1.0 1 HR (95% Cl)bc - 0.44 (0.26-0.75) 0.65 (0.49-0.85)
0.9
0.8 1 72.7%
2z 071 P
o] .07/0
= 82 it /
(9p) 4T
o 0.3- QA_H —+
0.2 1
0.14
0 i | I I I I I I 1 I I
0 2 4 6 8 10 12 14 16 18 20
Time from randomisation (months)
No. at risk
D 67 50 32 32 20 16 13 9 7 3 0
D+O0 60 49 46 40 37 30 22 13 9 5 0
D+M 62 55 46 44 41 35 25 11 6 1 1
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ORR: Primary EP

Martinez-Marti A, ESMO 2021.
Herbst RS et al. J Clin Oncol, 2022.



COAST: safety

Durvalumab Durvalumab + Oleclumab Durvalumab + Monalizumahb
(n = 66) (n = 59) (n = 61)
Preferred Term Any Grade Grade 3/4 Any Grade Grade 3/4 Any Grade Grade 3/4
Patients with at least 1 TEAE, 65 (98.5) 23 (34.8) 57 (96.6) 21 (35.6) 61 (100) 16 (26.2)
No. (%)
Cough 12 (18.2) 0 8 (30.5) 1(1.7) 27 (44.3) 0
Dyspnea 17 (25.8) 2 (3.0) 5 (25.4) 1(1.7) 14 (23.0) 1(1.6)
Asthenia 10 (15.2) 0 10 (16.9) 0 14 (23.0) 0
I Pneumonitis 11 (16.7) 0 11 (18.6) 0 10 (16.4) 1(1.6) I
Pruritus 7 (10.6) 0 10 (16.9) 0 15 (24.6) 0
Hypothyroidism 10 (15.2) 0 9 (15.3) 0 12 (19.7) 0
Arthralgia 11 (16.7) 0 9 (15.3) 0 10 (16.4) 0
Diarrhea 7 (10.6) 1(1.5) (11.9) 0 12 (19.7) 0
Fatigue 7 (10.6) 0 8 (13.6) 0 9 (14.8) 0
Pyrexia 6 (9.1) 0 8 (13.6) 0 10 (16.4) 0
| Rash 6(9.1) 0 (15.3) 0 8 (13.1) 0
Back pain 7 (10.6) 2 (3.0) 5 (8.5) 0 9 (14.8) 0
Hyperthyroidism 8 (12.1) 0 6 (10.2) 0 6 (9.8) 0
Pneumonia 9 (13.6) 6 (9.1) 5 (8.5) 4 (6.8) 4 (6.6) 1(1.6)
Productive cough 7 (10.6) 0 6 (10.2) 0 5 (8.2) 0
Decreased appetite 6 (9.1) 0 6 (10.2) 0 5 (8.2) 0
Constipation 10 (15.2) 0 4 (6.8) 0 2 (3.3) 0
Amylase increased 7 (10.6) 1(1.5) 4 (6.8) 0 4 (6.6) 1(1.6)
Insomnia 7 (10.6) 0 3(5.1) 0 4 (6.6) 0
Nausea 8(12.1) 0 1(1.7) 0 5(8.2) 0
Lymphocyte count decreased 4 (6.1) 2 (3.0) 8 (13.6) 4 (6.8) 1(1.6) 0
Radiation pneumonitis 3(4.5) 1(1.5) 7 (11.9) 0 3(49) 0
Hyperglycemia 2 (3.0) 0 6 (10.2) 0 3 (4.9) 0
Anxiety 0 0 1(1.7) 0 7 (11.5) 0

IRCCS "Giovanni Paolo [I"

TEAEs Occurring in 2 10% of Patients in Any Arm (all
causality; as-treated population)

Safety summary
(as-treated population)

_m
Incidence, n (% (N=59) (N=61)

Any TEAEs 65 (98.5) 57 (96.6) 61 (100)
Grade 23 TEAEs 26 (39.4) 24 (40.7) 17 (27.9)
Study drug-related AEs 49 (74.2) 46 (78.0) 50 (82.0)
Study drug-related SAEs 6 (9.1) 7(11.9) 5(8.2)
AEs leading to discontinuation 11 (16.7) 9(15.3) 9(14.8)
Deaths2® 7 (10.6) 4(6.8) 3(4.9)

2All reported deaths within 90 days post-last dose, regardless of relationship to study drug
®In total, 4 deaths were related to study drug, 2 (pneumonitis and radiation pneumonitis) in the D arm, 1 (pneumonitis) in the D+O arm, and 1 (myocardial infarction) in the D+M arm

Herbst RS et al. J Clin Oncol, 2022.
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Phase 3 study of durvalumab combined with oleclumab or monalizumab
in patients with unresectable Stage Il NSCLC

Study treatment in 28-day
cycles up to 12 months

ARM A

Durvalumab IV Q4W
+ oleclumab IV Q4W*

Patients with
unresectable *Oleclumab Q2W for cycles 1 and 2,
Stage Il NSCLC then Q4W starting cycle 3

No progression N ARM B . ot
after definitive Random isation Durvalumab IV Q4W Primary Endpoint
platinum-based cCRT 1:1:1 + monalizumab IV Q4W* - PFS (BICR; RECIST v1.1)

* tEfficacy comparisons for both
: : . Placebo on day 15 for cycles 1 and 2
Strasttlﬂcatlon by: 4 Y Arm A and Arm B versus Arm C
. age
~999 to be randomised . Hist%logy ARM C

. PD-L1 status Durvalumab IV Q4W

WHO PS 0 or 1

+ placebo IV Q4W*

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



Treatment strategies in unresectable stage Il NSCLC: beyond PACIFIC

Durvalumab
Pembrolizumab
Bintrafusp alfa Nivolumab Monallzumab
Atezolizumab
Sugemalimab

NKG2A
TIGIT

Canakinumab N
'CANCER |
CELL (

o
@ Q. @ ® Tiragolumab
® o0 ®
o
ADENOSINE

Oleclumab
TIGIT

. LSS 1' RCCS 'Giovanni Paolo II"
Cortiula F et al. Ann Oncol, 2022.




KEYLYNK-012: Phase lll, randomized, double-blind, placebo-controlled study of
pembrolizumab in combination with concurrent CRT followed by pembrolizumab *
olaparib vs concurrent CRT followed by durvalumab in patients with unresectable,
locally advanced, stage 11l NSCLC - NCT04380636

Patients (N=870)

Histologically/cytologically confirmed stage lIA-C
NSCLC with no evidence of metastatic disease

Not eligible for surgery with curative intent
Measurable disease per RECIST v1.1

No prior treatment (chemotherapy, targeted
therapy, or radiotherapy) for stage Ill NSCLC

ECOG PS 0-1

Provision of archival or newly obtained tumor
tissue sample for biomarker analysis

Adequate pulmonary function tests

3 cycles

Pembrolizumab 200 mg IV Q3W
+ olaparib placeboBID
(12 months)

Pembrolizumab 200 mg IV Q3W

+ concurrent chemoradiation®

Randomizatio

n
1:1:1

Pembrolizumab 200 mg IV Q3W
+ matching olaparib 300 mg BID |
(12 months)

Pembrolizumab 200 mg IVQ3W |
+ concurrent chemoradiation?

Stratification Factors?

Stage: lIA vs lIB/IC

Tumor histology: SQ vs NSQ

PD-L1 expression: TPS <50% vs 250%
Geographic region: East Asia vs North America/
Western Europe/UK vs other

Primary End Points Secondary End Points : _ —
» Assess ctDNA during the course of treatment and its correlation with
» PFS° - Safety efficacy end points
« 08 * ORR® « Identifiy molecular biomarkers of response, safety, and activity
* DOR® » Evaluate the effect of PD-L1 expression levels on ORR, DOR, and
* QoL PFS (per RECIST v1.1), and 0S
« 11D » Evaluate efficacy end points periRECIST

Durvalumab 10 mg/kg
Q2W (12 months)

Exploratory End Points

Concurrent chemoradiation®

Estimated primary completion: July 6, 2026

Sfrafification occurs at randomizafion. °Plafnum doublet chemctherapy and concurrent standard thoracic radictherapy (60 Gy in 2 Gy fracions; during

« Evaluate PFS2 (per RECIST v1.1), TFST, and TSST in
pembrolizumab arms vs concurrent chemoradiation/durvalumab arm
» Characterize health utility for use in economic models

cycles 2 and 3). Plainum doublet opfons (per invesfigator's choice) include cisplaiin +pemefrexed (NSQ histology only), cisplain + efoposide, and carboplatin + pacliaxel. “Assessed per RECIST v1.1 by BICR. “Subject fo change.
1. ClinicalTrials.gov. hips://cinicaltrials.gov/cf2/show/NCT043806356. Accessed: February 24, 2021. 2. Jabbour et al. Presented at EMSO 2020. Abstract 1256TiP.
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Algoritmo terapeutico dello stadio llI T —

PET/CT
EBUS/TBNA
Valutazione istologica del parametro N

(/[ Discussione TMD ]\
Operabile (RO) Non Operabile

Alcuni N2 (singola), N2 (multi- e bulky),
alcuni T4 N3, alcuni T4

l / N\

( ) unfit
T dj. RT
L c mra ) ) CRT seq CRT conc J

Ridiscussione TMD e - > [ CRT £ CT induzione ] , ,
\ J Giudicati non operabili RO o grossi volumi
v motivi clinici v
Chirurgia Durvalumab (PD-L1 2 1%)

o . e



A2, ) ) .
£&2 IRCCS "Giovanni Paolo I
PugliaSalute

HOW TO TREAT AT PROGRESSION AFTER PACIFIC

ﬂ‘ Associazione Italiana
Radioterapia e Oncologia clinica

Gestione delle recidive in pazienti affetti da NSCLC sottopostia
trattamento CHT-RT seguito da immunoterapia di consolidamento

Poliprogressione:
Approcci sistemici di ultima generazione

MOT 10 M disease

Oligoprogressive diasease

5% IRCCS *Giovanni Packo II”

Associazione Italiana
Radioterapia e Oncologia clinica
Michele Montrone

SSD Oncologia Medica Toracica
IRCCS Istituto Tumori "Giovanni Paolo II" - Bari

m.montrone@oncologico.bari.it

Modified from beckham TH et al. BIC, .

b

Data regarding the optimal therapeutic approach,
includingrechallenge, at widespread systemic progressio

on durvalumab are limited
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What guidelines tell us.... Advanced disease

ANNALS o
ONCOLOGY

driving innovation in oncology

600D SCIENCE
BETTER MEDICINE
BEST PRACTICE

SPECIAL ARTICLE

Oncogene-addicted metastatic non-small-cell lung cancer: ESMO Clinical
Practice Guideline for diagnosis, treatment and follow-up™

dGA: first line

L. E. Hendriks®, K. M. Kerr?, J. Menis®, T. S. Mok, U. Nestle®, A. Passaro’, S. Peters®, D. Planchard’, E. F. Smit':',
B. J. Solomon'?, G. Veronesi'>* & M. Reck'®, on behalf of the ESMO Guidelines Committee

Stage IV mNSCLC, molecular tests positive (EGFR/ALK/R0S1/BRAF/RET/NTRK/MET/HER2/EGFRex20ins/KRAS G12C)

Department of Pulmonology, GROW School for Oncology and Reproduction, Maastricht University Medical Center, Maastricht, The Netherlands; 2Aberdeen Royal
Infirmary, Aberdeen University Medical School, Aberdeen, UK; Medical Oncology Department, University and Hospital Trust of Verona, Verona, Italy; “Department of
Clinical Oncology, The Chinese University of Hong Kong, Prince of Wales Hospital, Hong Kong, China; *Department of Radiation Oncology, University Hospital Freiburg,
Freiburg; “Department of Radiation Oncology, Kliniken Maria Hilf, Moenchengladbach, Germany; Division of Thoracic Oncology, European Institute of Oncology IRCCS,
Milan, Italy; *Department of Oncology, Centre Hospitalier Universitaire Vaudois, Lausanne University, Lausanne, Switzerland; “Department of Medical Oncology,

Thoracic Group, Gustave-Roussy, Villejuif, France; °Thoracic Oncology Service, Netherlands Cancer Institute, Amsterdam; **Department of Pulmonary Diseases, Leiden

+ + ‘ ‘ 1 + 1

versity, Med: . 2 . ety -
v h e NV A\ h A and Syt ot S Rl U, Wi Owiionof Thtsce Sugony. RCCS S Fffte Seoitc mttte, Mion, o Pocparment of Thrad
EGFR mutation ALK translocation ROS1 BRAF V600 RET translocation NTBK/HER2/ MET ex14 KRAS G12C Oncology, Airway Research Center North, German Center for Lung Research, Lung Clinic, Grosshansdorf, Germany
(refer to Figure 2) (refer to Figure 3) translocation mutation EGFR ex20ins skipping mutation mutation
(refer to Figure 4) (refer to Figure 5) @ Available online 23 January 2023

Alectinib [I, A; MCBS 4;
ESCAT I-AJ2b¢
Brigatinib [I, A; MCBS 4;
ESCAT I-A]2be
Lorlatinib [I, A; MCBS 4;
ESCAT I-AJ20¢
Crizotinib [I, B; MCBS 4;
ESCAT I-AJ2°
Ceritinib [l, B; MCBS 4;
ESCAT I-AJ*©

Osimertinib
[1, A; MCBS 4; ESCAT |-AJ2bed

Gefitinib

[1, B; MCBS 4; ESCAT I-A]*°
Erlotinib

[1, B; MCBS 4; ESCAT I-AJ*©

Erlotinib—bevacizumab
[1, B; MCBS 2; ESCAT I-AJ?<®
Erlotinib—-ramucirumab

[1, B; MCBS 5; ESCAT I-AJ>c¢
Dacomitinib
[I, B; MCBS 3; ESCAT I-AJ*¢
Gefitinib—carboplatin—
pemetrexed [l, B]'

GOOD SCIENCE Entrectinib [ll, A;

MCBS 3; ESCAT |-C]2e"

BEST PRACTICE Larotrectinib [Ill, A;
MCBS 3; ESCAT I-C]2<!

BETTER MEDICINE

|

Crizotinib [IIl, A;
MCBS 3; ESCAT |-BJ2¢
Entrectinib [lll, A;
MCBS 3; ESCAT I|-BJ2¢¢
Alternative:
Repotrectinib [lll, B;
ESCAT I-BJ'

Dabrafenib—
trametinib

[ill, A; MCBS 2;
ESCAT I-B?*

Pralsetinib [Ill, A;
MCBS 3; ESCAT I-C]2¢
Selpercatinib [lIl, A;
MCBS 3; ESCAT I-C]*®

Platinum-doublet
ChT + ICI [IV, B]

NTRK
translocation

HER2 mutation

Trastuzumab—deruxtecan
[lll, B; ESCAT II-BJ*

EGFR ex20ins
mutation

Amivantamab [lll, B;
MCBS 3; ESCAT I-B]*¢
Mobocertinib [lll, C;
MCBS 2; ESCAT I-BJ*

Platinum-doublet ChT +
ICI [IV, B]
Capmatinib [lll, A;
MCBS 3; ESCAT I-BJ?<i
Tepotinib [lll, A; MCBS 3;
ESCAT I-BJaci

Capmatinib [Ill, A;
MCBS 3; ESCAT I-BJ**

Tepotinib [lll, A; MCBS 3;

ESCAT I-BJ**

Refer to ESMO
CPG on non-
oncogene-addicted
mNSCLC™ [lll, A]

Sotorasib [I, B;
MCBS 3; ESCAT I-BJ*¢
Adagrasib [lll, B;
MCBS 2;

ESCAT I-B]>°!
Alternative: if ICI
monotherapy given
in first line: platinum-
doublet ChT [Ill, A]

Key words: ESCAT, ESMO Clinical Practice Guideline (CPG), ESMO-MCBS, onc -addicted ic Il-cell

lung cancer (mNSCLC), treatment, targeted therapy

INCIDENCE AND EPIDEMIOLOGY

Details on incidence and epidemiology are covered in the
Supplementary Material Section 1, available at https://doi.
org/10.1016/j.annonc.2022.12.009.

DIAGNOSIS, PATHOLOGY AND MOLECULAR BIOLOGY

Diagnostic procedures

Details on diagnostic procedures are covered in the
Supplementary Material Section 2, available at https://doi.org/
10.1016/j.annonc.2022.12.009. See Supplementary Figure S1,
available at https://doi.org/10.1016/j.annonc.2022.12.009 for
a flow chart on diagnosis and testing biopsy/cytology samples
in stage IV non-small-cell lung cancer (NSCLC).

Pathology and molecular biology

Biomarker testing is essential to identify subgroups of NSCLC
with oncogenic drivers that can be therapeutically targeted.
These drivers are mainly found in lung adenocarcinomas
(LUADs). Demonstration of the specific molecular alteration
is necessary to tailor treatment with the appropriate targeted

“Correspondence to: ESMO Guidelines Committee, ESMO Head Office, Via
Ginevra 4, CH-6900 Lugano, Switzerland
E-mail: clinicalguideli .org (ESMO Guidelines C

“Note: Approved by the ESMO Guidelines Committee: February 2002, last
update December 2022. This publication supersedes the previously published
version—Ann Oncol 2018;29 (Suppl 4):iv192-iv237.

0923.7534/© 2023 European Society for Medical Oncology. Published by
Elsevier Ltd. All rights reserved.

Volume 34 m Issue 4 m 2023

therapy. The frequency of oncogenic drivers in NSCLC as well
as general discussion of testing strategy and methodology,
including the use of liquid biopsies, can be found in the
Supplementary Material Section 3, available at https://doi.
org/10.1016/j.annonc.2022.12.009.

Many parameters might determine which tests are
required; pre-eminent amongst them is access to appro-
priate drugs.” Testing is mandatory for oncogenic drivers for
which drugs are approved for routine usage. Broader testing
may be used to support early drug access or clinical trials.””
For personalised therapy approaches, European Society for
Medical Oncology (ESMO) Scale for Clinical Actionability of
molecular Targets (ESCAT) classifications” need to be
considered (Supplementary Table S1, available at https://
doi.org/10.1016/j.annonc.2022.12.009).

Clinically-relevant EGFR gene mutations in NSCLC include
substitutions, deletions and insertions in exons 18-21 that
activate the tyrosine kinase and variably confer sensitivity
or resistance to available epidermal growth factor receptor
(EGFR) tyrosine kinase inhibitors (TKls) or other drugs.*”
The most common alterations conferring sensitivity to
first- to third-generation TKIs are the exon 21 L858R sub-
stitution and exon 19 deletion mutations. At a minimum
when resources or material are limited, these mutations
should be evaluated. The next most common alteration is a
large group of exon 20 insertions mostly resistant to current
EGFR TKis but sensitive to some emerging agents (discussed
in the treatment paragraph including EGFR exon 20 in-
sertions). Other mutations, including in exon 18, variably
sensitise, while some mutations confer resistance and may

https://doi.org/10.1016/j.annonc.2022.12.009 339




No dGA... ????

PD-L1> 50% Pembro.Iizum :
za di alterazioni - Atezolizurg

alari driver Cemig

ioterapia con platino +
etrexed + Pembrolizumab
per 4 cicli;
Nivolumab + ipilimumab + 2
cicli di chemioterapia con
platino + pemetrexed

PD-L1<50% o0

in assenza di alterazioni
molecolari driver

Istologia non-squamosa

Che a base

PE 0% o ND carboplatino itaxel +
Senza di alterazioni Pembrolizumat i;

molecolari driver Nivolumab + ipilim¢

stologia squamosa cicli di chemioterapia
platino + (nab) paclitaxe
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Chemioterapia a

Progressione . .
base di platino
Risposta o - Mantenimento*
stabilita o follow-up

*con pemetrexed + pembrolizumab o nivolumab + ipilimumab per due anni

Docetaxel +/-
Progressione - Nintedanib; Nivolumab*,

Atezolizumb*, Pembrolizumab*

Risposta o Mantenimento**
stabilita o follow-up

Atezolizumb*, Pembrolizumab*

*in pazienti a progressione a chemioterapia (che non hanno ricevuto immunoterapia in prima linea)
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IClIs rechallenge:
The Pembro lesson:encouraging data from RCT

Pooled analysis: Pembrolizumab retreatment after completion of 2 years of first-
line pembrolizumab (KN-042 in PD-L1>=1%, KN-024 + KN-598 in PD-L1>=50%)

. ...‘....' N =57 ORR by
atmm" PD-L1 Expression
o — 9 80 —
= ORR (95% Cl), % 19% (10-32) et b
R iy DCR(95% Cl), % 74 (60-84) - 27.3%
i DOR 26 mo, % 79% -
.. ""'_:-_-,-,-,' ) 0S, median (95% Cl), mo 27.5(21.7-NR) g::' 40 — 19.3%
ot * PFS, median (95% Cl), mo 103 (6-14) ©
¢ m— 20—
CaER, . n Treatment related AE 25%
2 i:-:-';«;hmm Grade 3-4 5% 0-
o—-:n. ® t:‘;‘mmm«wv DiscontinUEd for AE 1 Overall TPS TPS
; . I (11/57) 250%  1%-49%
° s u W U N N 4 4 H 0 & 7 (8/46) (3/111)

Median time from stopping pembrolizumab to restart

Time from start of second course to data cutoff

12.0 months (3.8-35.6)
21.5 months (0.6-46.5)

Rodriguez Abreu et al. WCLC, 2022.




ICls rechallenge

Meta-analysis Reason ICI Overall response Median PFS Immune related
discontinued rate adverse events

Cai et al. All patients 20%
G3+ 13%
Disease progression 8%
irAE or clinician 34%
decision
Inno et al. All patients 21.8% 49m 52%
G3+ 22%
Disease Progression 15% 29m 57%
irAE 44% 132 m 42%
Xu et al. Disease Progression 11% G3+ 9%
irAE 20%
Completion 46%

Cai et al. Transl| Lung Cancer Res 2022; 11:1555-1566; Inno A, et al. Crit Rev Oncol Hem 2021; 165:103434; Xu S, et al. JTO Clin Res Rep 2022; 3:100309

CONgress ~ o o
SPE 0 Sevilla Auditorium - Hall 9
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3 Key Scenarios for Immune Checkpoint Inhibitor Rechallenge

1 After ICI treatment 3
held for irAE

After ICI treatment After disease progression
completion in patients 2 during ICI therapy (with or
without intervening therapy without intervening therapy)

Natasha Leighl

Open questions in immunotherapy for
advanced NSCLC: Duration of 10,
combinations and rechallenge

MADRID SPAIN 20-24 OCTOBER 2023



Nivolumab retreatment: timing matters
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Months
A B 0 3 6 9 12 15 138 21
. i 00- e
100 Partial response (n = 5) frea ~— Overall (n=59)
o 80 I stable disease (n = 25) T = * Responders (n=5)
o . . - .E -
S~ 60 B Progressive disease (n = 28) g o I
=1 °\° g 404 [ Stable disease (n = 25)
£2 :; 40 g 30 [ Progressive disease (n = 28)
‘o- o 20 W 32- —+ Response on-going
E S 0 - : - : - :
= . 0 0 3 6 9 12 15 18
« Months
-E = -20- No. at risk
tessesssescesssssessasssssesssssessss s e e P - 2 0 " " 5 .
g g "40- Responders 5 5 5 3 2 2 1
A
Al )
o -80 - ORR: 8.5% mPFS: 2.6 months
-100 5 responders mPFS 11.1 months
Patients
Table 2. Cox-proportional hazard regression analysis for PFS.
. . o I A P=0.0134 (ANOVA) B ICI-free intervals (mo)
Univariate analysis Multivariate analysis 2= | | 100- —— 2-6 (n=14)
HR (95% CI) P HR (95% CI) P 90-
18- a —— 6-12 (n =19)
Age (<70/>70) 110 (0.64-187) 0.73 - s 801 12-18 (n = 9)
- 0 15+ = A
Sex (male/female) 1.25 (0.69-2.29) 0.47 = S 70
Smoking history (yes/no) 1.55 (0.75-3.18) 0.23 € 4o " 5 60- —— 18-24 (n = 8)
ECOG PS (0/1) 0.73 (0.42-1.28) 0.28 g 3 50 —— 24-30 (n = 6)
Histology (non-Sq/Sq) 0.45 (0.25-0.81) 0.01 0.57 (0.31-1.05) 0.07 ~ 94 . o f g 40- ]
Stage (lIl, IV/recurrence) 1.35 (0.72-2.53) 0.35 u"’_ b e 30-
PD-L1 expression at diagnosis (<50%/>50%) 1.24 (0.89-1.70) 0.59 o 67 : FEPRA & 20- 2
Response with prior ICI (CR, PR/SD = 6 months) 0.85 (0.48-1.49) 0.56 3 4 bod |
Duration of prior ICI (<8.1 months/>8.1 months) 1.83 (1.02-3.30) 0.04 1.27 (0.68-2.38) 0.46 gt oo E 10
[ ICI-free interval (£9.2 months/>9.2 months) 2.61(1.47-4.64) 0.001 2.02 (1.10-3.73) 0.02' 0 T T T T T T L
History of irAE with prior ICI (yes/no) 0.51(0.28-0.97) 0.02 0.69 (0.37-1.29) 0.24 o 0 @ P 15 18
) ’ & ’ ’ .
O VD ‘Lb‘ No. at risk
Abbreviations: Non-Sa, non-squamous; PS, performance status; Sg, squamous. E : 2-6 14 3 0 0 0 0 0
ICl-free interval (months) i b 2 5 5 2 > :
. 12-18 9 8 2 1 0 0 0
18-24 8 4 3 2 1 0 0
...ICI free interval matters e - 42 £ 4§ 1 B =

Akamatsu H et al. Clin Cancer Res, 2022.
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Phase Il, two-cohorts, randomized trial comparing standard of care
versus immune-based combination in relapsed stage Ill non-small-cell lung cancer

(NSCLC) pretreated with chemoradiotherapy and durvalumab
agent CT + durvalumab

Investigator’s choice single-
Key Eligibility Criteria agent CT
* NSCLC with systemic or local relapse after
curative CT-RT followed by durvalumab
« At least 2 and no more than 4 platinum- Investigator’s choice platin-
based CT cycles doublet + durvalumab x 4
*ECOG PS0-1 cycles followed by

 Evidence of EGFR, ALK ,ROS1 wildtype maintenance
durvalumab+olaparib

Relapsed during
durvalumab therapy

Relapsed after completion
of durvalumab therapy

Investigator’s choice platin-
doublet + durvalumab x 4
cycles followed by
maintenance durvalumab
Secondaryendpoints:
Primary endpoints: . PES

0S O ORR
Safety

PFS and OS according to biomarkers Re Ccru iti ng

FORT

Fondazione Ricerca Traslazionale
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e How toincrease survival in unresctable LA NSCLC?

- New therapeutic scenarios
- What to expect at progression from PACIFIC?

IASLC
CONTROVERSIES IN THORACIC ONCOLOGY JThor Oncol, 2021; 16:12. e —
Consolidation Durvalumab Should Not Be M) Gheck for updates
] ] Administered to Patients With Stage Ill EGFR-
e Special populations (EGFRm) Mutant NSCLC
Jacqueline V. Aredo, MD, MS,? Jessica A. Hellyer, MD," Joel W. Neal, MD, PhD,°
Heather A. Wakelee, MD“*
e (Un)Resectable... Uncertain IASLC
v CONTROVERSIES IN THORACIC ONCOLOGY ""e!b_
- g Durvalumab Consolidation Should Be the Standard ™ crectiorupaates
@ 1 Therapy in Stage Ill EGFR-Mutant NSCLC After
- Chemoradiation
Daniel Morgensztern, MD,* Ramaswamy Govindan, MD J Thor Oncol, 2021: 16:12.
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PACIFIC-R full
e Documentation of EGFR status was not a requirement for participation in the PACIFIC analysis set
EAP or PACIFIC-R (N=1154)

PACIFIC-R: outcomes in unresectable stage Il EGFR-mutated NSCLC

* 466 of 1154 patients (40.4%) in the PACIFIC-R full analysis set had a known EGFR status:

- 44 of 466 (94%) had EGFR-mutated NSCLC Known EGFR Unknown
- 422 of 466 (90.6%) had EGFR-wildtype NSCLC status EGFR status
(N=466) (n=688)
1.0 Median PFS* [
(95% Cl), months
EGFR-mutated  10.6 (8.7-27.3)
.8 EGFR-wildt 26.4 (20.5-35.7
ot wildtype 254 ’ EGFR- EGFR-
2-yr PFS: 52.5%! mutated wildtype
(95% Cl: 47.6-57.1) = =
£ o6 3-yr PFS: 45.0%! (n=44) (n=422)
§ (95% Cl: 40.0-49.9)
¢ M
& 0.4 -
1.0 1 2-yr OS: 79.5%" Median 0S*
2-yr PFS: 38.6*t (95% Cl: 64.4-88.8) (95% Cl), months
(95% Cl: 24.5-52.6) EGFR-mutated  46.3 (46.3-NE)
0.2 - 0.8 3-yr OS: 67.9%" EGFR-wildtype  NR (NE-NE)
' 3-yr PFS: 29.0%! (9% CL63.2772.2)
(95% CI: 16.4-42.8) 2-yr OS: 76.7%*
g 0.6 (95% Cl: 72.4-80.5)
0.0 T T T T T T T 1 %
0 6 12 18 24 30 36 42 48 54 60 g 04
No. at risk Time from index date (months)*
EGFR-mutated a4 32 21 18 16 11 6 1 0 0 0 02 4
EGFR-wildtype 420 336 273 235 209 183 89 15 0 0 0 '
0.0 T T T T T T T 1
0 6 12 18 24 30 36 42 48 54 60
2023 world Conference No. at risk Time from index date (months)*
on Lung Cancer EGFR-mutated 44 42 40 37 35 33 22 12 0 0 0
EGFR-wildtype 422 408 379 344 316 295 228 61 2 0 0

Peters S. WCLC, 2023.
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Rethinking therapy for unresctable LA NSCLC TT——

* PD-L1 PD-L1 > 1%, no genomic alterations

Stage Il * CGP cCRT + Durvalumab

Unresectable EGFR,
NSCLC ALK,

ROS1,

Driver mutations
KRAS °

CLINICAL TRIAL

\| i ko ANNALS o . . .
ol ONCOLOGY 9: In patients with EGFR-mutant inoperable stage |lI
' NSCLC, undergoing curative-intent chemoradiotherapy,
what is the role of consolidation ICI therapy?
ESMO expert consensus statements on the management of EGFR mutant
nanzsmsoall g/ cances STATEMENT: In EGFR-positive disease, the use of consoli-
sglpent Bl loiia PR e el e el U bl dation ICI therapy after curative-intent chemoradiotherapy
P. A. Jinne’, T. John®’, T. Mitsudomi’”, T. Mok, N. Normanno®*, L. Paz-Ares’’, S. Ramalingam®®, L. Sequist”’, .
) Vanstefsnkiste“, 1. I. Wistuba®, J. Wolf*’, Y. L. Wu™, S. R. Yang’, J. C. H. Yang™, Y. Yatabe™’, G. Pentheroudakis™* & (CT— RT)’ IS not recom mended [I,C] .
ki Passaro A et al. Ann Oncol, 2022.
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Some ongoing trials with target approach in unresectable LA-NSCLC in
patients with dGA

Osimertinib Maintenance After Definitive Chemoradiation in Patients With Unresectable EGFR EGFR 11 NCT03521154
Mutation Positive Stage Ill Non—small-cell Lung Cancer: LAURA Trial in Progress

A Study of Lazertinib as Consolidation Therapy in Patients With Locally Advanced, Unresectable, EGFR Il NCT05338619
EGFR-Mutant Non-Small Cell Lung Cancer (Stage Ill) Following Chemoradiation Therapy

(PLATINUM)

Afatinib Sequenced With Concurrent Chemotherapy and Radiation in EGFR-Mutant Non-Small EGFR Il NCT01553942

Cell Lung Tumors: The ASCENT Trial

Combination of AImonertinib and Concurrent Chemoradiotherapy in Unresectable Stage I EGFR - NCT04952168
NSCLC
Brigatinib Post Definitive Chemo-radiotherapy in Patients With ALK-fusion Non-small Cell Lung ALK Il NCT05718297

Cancer (BOUNCE)



Agenda

How to increase survival in unresctable LA NSCLC?

- New therapeutic scenarios
- What to expect at progression from PACIFIC?

Special populations (EGFRm)

(Un)Resectable... Uncertain

Alcuni N2 (singola),
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PET/CT
EBUS/TBNA
Valutazione istologica del parametro N

‘/{ Discussione TMD ]\
Operabile (RO) Non Operabile

N2 (multi- e bulky),
N3, alcuni T4

v/ N\

RT
] CRT seq CRT conc J

Ridiscussione TMD

[

) > [ CRT * CT induzione } . .
) Giudicati non operabili RO o grossi volumi

motivi clinici v

J [ Durvalumab (PD-L1 2 1%)




Efficacy data: Adjuvant and Peri-Adjuvant...: which best?

NeoAd;j Peri-Adj Adj

(chemo-Nivo) | (chemo-Durva) | (Chemo-Tori) | (chemo-Pembro) | (chemo-Nivo) (Atezo)
Randomized 358 1:1 802 (1:1) 404 (1:1) 797 (1:1) 461 (1:1) 507 (1:1)
Endpoints PCR, EFS PCR, EFS MPR, EFS EFS, OS PCR, EFS EFS

(by stage)

Stages l-111B [-111B [A/B [-111B [1-111B IB-II1A
Surgery (%) 83 81 82 82 78 -
PCR (%) 24 17.2 24.8 18.1 25.3 -
EFS median (months) NR NR NR NR NR NR
EFS 2 yrs (%) 65 63.3 67 62 70 60*
EFS HR 0.68 0.68 0.40 0.58 0.58 0.69*
OS median NR NR NR NR NR NR
0S 2 yrs (%) 82.7 63.3 67 62 70 84.8**
OS HR 0.62 - - 0.73 - 0.42**

*Stage II-IlIA, PDL-1 > 1%.
**Stage II-1lIA, PD-L1 > 50%, EGFR-ALK neg



IRCCS "Giovanni Paolo [I"

Consensual definition of stage Ill NSCLC Resectability:
EORTC-Lung Cancer Group initiative with other scientific societies

N2 SINGLE N2 MULTI
(non-bulky, (non-bulky, N2 BULKYYT N2 INVASIVE N3

non-invasive)  non-invasive)

NOT STAGE Il NOT STAGE Il POTENTIALLY

T3 size / satellite / NOT STAGE IlI POTENTIALLY
[l e RESECTABLE RESECTABLE e

POTENTIALLY

T4 size / satellite RESECTABLE RESECTABLE RESECTABLE RESECTABLE*

T4 [nvasion POTENTIALLY POTENTIALLY POTENTIALLY POTENTIALLY
RESECTABLES® RESECTABLE?® RESECTABLES® RESECTABLE*S

*Multiple station N2: case-by-case discussion; the exact number of nodes/stations cannot be defined
Bulky 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

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

2023 World Conference
on Lung Cancer

Dingemans AM, WCLC 2023.
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MDT-BRIDGE (NCT05925530)

A Multicentre, Phase ll, Single-Arm, Interventional Study of Neoadjuvant Durvalumab and
Platinum-based CT, followed by either surgery and adjuvant Durvalumab or CRT and

consolidation Durvalumab, in patients with resectable or borderline resectable Stage IIB-
11IB NSCLC

Neoadjuvant Period A Neoadjuvant Period B

Resectable Durva + CT
> Q3W 1-2 cycles

Plat. Based (inv choice)

Adjuvant / Consolidation treatment

Surgery
Durva + CT MDT decision/

Q3Wx2 restaging/ Durvalumab

monotherapy

Plat. based pahological
Q4W 1 year

(inv choice) confirmation Unresectable Durva + CT

Q3W 1-2 cycles
Plat. Based (inv choice)

Primary EP: Resection rate is defined as the proportion of all participants who completed all intended
neoadjuvant therapy, MDT re-assessment, and definitive surgical resection of the primary
tumour.
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Concluding remarks: a long and winding road

 PACIFIC regimen is still the standard of care in unresectable LA NSCLC (fit for cCRT and 10, PD-L1+)

Concerns about PACIFIC in oncogene-addicted NSCLC (EGFRm).... Waiting for LAURA
* 10 timing: will add benefit?

* 10-10 combinations are under investigation in phase 3 trials: promising results from the phase 2
COAST trial: Durvalumab + Oleclumab or Monalizumab; PACIFIC-9 ongoing.

 What to do at progression? Not defined strategy. IO rechallenge may be helpuful in responders (not
those with primary or secondary resistance), but no 10 compound is registered in this setting.
Phase 2 Condor trial may address a response.

* NeoAdjuvant and peri-operative IO may change clinical practice in potentially resectable NSCLC

e Algorithm of treatment of LA-NSCLC is under redefinition and construction (neoadjuvant IO,
adjuvant 10, adjuvant Osimertinib and Alectinib)

* To test, to test, to test...




