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NSCLC STAGE Ill; A HETEROGENEOUS DISEASE

Stage
i Stage I I IA Occult carcinoma TX NO MO T3 N 1
Stage 0 Tis NO Mo
‘ Tla-2bN2 Stage IA 1 NO Mo T4NO
° Stage IAl1 Timi NO Mo
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NSCLC STAGE Ill, STAGING, PROGNOSIS AND TREATMENT

e Staging NSCLC provides information about prognosis NS
80% '\
-
 However, in guidelines: choice of treatment is based o
on clinical staging ot - - >
Months
. . 24 60
* Questions in stage Il NSCLC Proposed Events/N MST Month  Month
1A1 68 /781 NR 97% 92%
*  For this heterogeneous stage of disease; 1 single treatment (or - ronipapr il ool
combination of treatments) fits all subgroups? : /1928 NR 8 _
*  Whatis the role of surgery in the treatment of stage Il NSCLC? I 605/1453 660 72%  53%
A 2052 /3200 293 55% 36%
VA 336/ 48.4 1.‘I 5 2.3% 10%

Overall survival by clinical stage

[I&'E e ¥ 8th Edition TNM Classification for Lung Cancer, Staging manual in Thoracic Oncology, 2" edition by IASLC 2017 Nermesnps )|
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LANDMARK PAPERS; PACIFIC (5-YEAR OS)

EREMI PACIFIC: Study Design
FPhase Il Double-blind, Placety 7 i Study

142 days.
posi-cCRT
—

21 ransamizatien,

stratfied by age, sex.
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Five-Year Survival Outcomes From the
PACIFIC Trial: Durvalumah After Chemoradiotherapy
in Stage lll Non-Small-Cell Lung Cancer

David 9, Spigel. MY, Gorinoe Fefwre-Flan, MO, PRC?; hanele E. Gray, MDY, David Wicentz, MO". Daviz Fanchard, MD, PRY,
i Pag-res, NI, PRE®. Johan F. Wenuisenkirle, MO, PU7. Maers C Garmaisa, MO™; Hire Hu PRO'; Ksier Guantis, ME, PhOY;
Bdueas Rirener, MO, YiLong @, MOV, Mustats fagursilu, M0, &1, Lee, MO, Tenrtumi ils, M0, Make de Wit, WD, PRO,
i e, PhD! Che, WD, #-C7 PHEF Jarsstha Huideo, NBBCH. NHS™;
a0, k

Heen Mane,
Inwestigators

1. Artaeia, WD, IFIC

» PFS by BICA wing RECIST vi 1*
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Mo. at risk:

Flacebo

No. of Events/ Median 08
Arm Total No. of Patients (%)  (95% Cl], Months ° HR for OS: 0_72
Durvalurnab 264/476 (65.5) 47.5138.1 to 52.9)
__T-.“‘ﬁ_ nz_?% Placebo 1
1T Tl e Stratified HR (95% Cll: 0.72 (059 to 0.89) e +10% survival benefit
| IL"\,_.‘ by 2 66.2% Stratified HR from the pri - n - f d_
i . (61.8t070.4)
| : _“'~_h_\_'“x., o arter a Juvant
F e e Sl 49.7%
Easare7) Rl - 145.0 10 54.2) 429% durvalumab
3 ' it ' e = S {38.2 to 47.4)
55.3% e i B e B ETR—
E (48,6 to 61.4) b g o I '
- : : xR ki s (T * Note: ‘Unresectable
i ! H ! (30.1to 42.6) 33.4% : o 2
: : : ; 27310398 tumors (% resectable?)
| 1 1 i
i : i : |
T T T T 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 7
Time Since Random Assignment {months)
Durvalumab 476 484 431 414 385 384 343 319 293 289 273 264 252 241 236 227 218 207 196 183 134 91 40 5. i
237 220 199 179 171 156 143 133 123 116 107 99 97 93 91 8 78 77 74 72 56 33 16 2 0
2017/2018/2022
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Antonia, et al. N Engl J Med 2018
Spigel, et al. J Clin Oncol 2022
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LANDMARK PAPERS; ADAURA (5-YEAR OS)

The NEW ENGLAND

]OURNAL of MEDICINE

e

Osimertinib in Resected EGFR-Mutated Non-Small-Cell Lung Cancer

DGTORER 29, 2020 o e 18

ORIGINAL ARTICLE

Overall Survival with Osimertinib in Resected EGFR-Mutated NSCLC

Masahirs Teskai, M.D, Roy 5. ilerkst, M.Dy, Ph.D:, Thomas john, M.B., B.5.,

NSCLC, IB-1lIA, EGFR+, resection + adjuvant
chemotherapy + (r) osimertinib or placebo; 0s

improvement 2-yr DFS (primary endpoint)

Ph.D, Terufurni ata, M.O., Margarita Majem, M.D,, Ph.D., Christizn Grohé, M.OL. [ie Wang,
M0 PhuD, Jorathan W Gelaman, MO Shen Lo, MO Wa-Chou Se, 0.0, Filippe oo Masins, M.Dy, Frances A, Shegherd, M0, 21 al, for the ADAURA Investigators™

Improvement 5-yr OS; II-l1A: 85 vs.
73% (HR 0.49), IB-IllA: OS = 88 vs. 78%
(HR 0.49) (secondary endpoints)
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GUIDELINES; ESMO R

Early and locally advanced nion-small-cell lung cancer
(NSCLC}: ESMO Clinical Practice Guidelines for
diagnosts, treatment and follow-up®

Distinction resectable vs. unresectable LA-NSCLC (stage Ill)

Unresectable stage lll

* Definition unresectable stage Il (as discussed in MDT):

. complete resection (RO) (+ induction treatment) is not possible (?)
ChT and RT

* Treatment: cCRT (cisplatinum-based, 60-66 Gy)
 eUpdate (4-2020): adjuvant ICI (PACIFIC, i.e. durvalumab)

Recommendation

The consolidation administration of the immune checkpoint inhibitor durvalumab 1 to
42 days after the end of chemoradiotherapy has demonstrated a survival benefit in
unresectable stage Il NSCLC and is recommended in patients whose tumours express
PD-L1 on 21% of tumour cells and whose disease has not progressed following
platinum-based chemoradiotherapy (as per the EMA approved indication {[I, A;

L. Leids Universitair P v
C Medisch Centrum  Mebed:

Postmus, et al. Ann Oncol 2017 p.-.kp.;.ﬁ.;.qr’..l,;ji.j"\j
ESMO Guidelines Committee; eUpdate 2020 wETiTTE [T




GUIDELINES; ESMO

CLINICAL PRACTICE GUIDELINES

o ol advanced Tor el eul g Eancer
(NSCLCY: ESMO Clinical Practice Guidelines for
nt and follow-up"

* Definition resectable stage Il (as discussed in MDT):

* Stage Il NSCLC, with a single station N2, nodal downstaging (?) after induction

treatment, RO resection deemed possible (no pneumonectomy)

* Treatment:

. Resection + adjuvant chemotherapy

. (neoadjuvant) cCRT + resection
. eUpdate (9-2021): adjuvant osimertinib (IB-111A) (EGFR) (ADAURA)

Osimertinib is indicated for the adjuvant treatment after complete tumour
resection in adult patients with stage IB-1llA NSCLC whose tumours have EGFR
exon 19 deletions or exon 21 L858R substitution mutations [I, A).

N
Cigplatin |1, A] in combination with
Vinorelbine |1, A]
Gemcitabine [1I, B]
Docataxal [I1, B]
Pametrexed |11, B, non-squamous*]
If cisplatin ks not feasible, carboplatin
is an alternative [IV, B]
I resectad primary tumour = 4 cm
and NO, carboplatin-paciitaxel [IV, B)

W
Complate resection with
EGFR exon 19 dal or exon 21
LB58R substitution

Postmus et al. Ann Oncol 2017

w Leids Universitair
C Medisch Centrum i . .
ESMO Guidelines Committee; eUpdate 2021
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‘OPERABLE’ NSCLC

gic

Multidisciplinary patient assessment (and treatment planning)

Is the patient ‘operable’?

Performance status

Cardiac function

Lung function (spirometry, (bicycle) ergospirometry)
Comorbidity (...ies) and medication

Patient preferences

Leids Universitair v
Medisch Centrum

What is the surgical approach; thoracotomy, sternotomy,
VATS, robot?

What is the extend of surgery required (for an RO
resection)?

Is my patient fit for this kind of surgical approach?

What kind of risks is the patient (and treating team)
willing to take?

Alternative treatment(s) possible?

fth
MMETHERLAMDS -:—.?j\l:s
CAMCER F
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‘RESECTABLE’ NSCLC

Postmus et al. Ann Oncol 2017 NCCN Guidelines, NSCLC Version 2.2024 .\F.Hf..ﬁr..a-ﬁj‘;.j

CAMNCER

w Leids Universitair
C Medisch Centrum . . . AN 3
ESMO Guidelines Committee; eUpdate 2021 Brandao et al. J Thorac Oncol 2023 INSTITUTE ZLE




‘RESECTABLE NSCLC’

No consensus between tumor board members

First multidisciplinary meeting
(ERS, ETOP, ESP, ESTRO and
IASLC), 3-2023, Copenhagen

Postmus, et al. Ann Oncol 2017 NCCN Guidelines, NSCLC Version 2.2024 NETHERLANDS ,J.}\

L Leids Universitair
C Medisch Centrum . . . CANCER Py %
ESMO Guidelines Committee; eUpdate 2021 Brandao, et al. J Thorac Oncol 2023 INSTITLTE Ll




TOPICS

gic

Leids Universitair P v
Medisch Centrum  ¥eked:

Staging
Landmark papers
Guidelines
Operability and resectability
(Neo)adjuvant ICl trials
Questions and challenges
Conclusions

Py

JETHERLAMDS .-L—.?) .3
CANCER F
IMSTITUTE L'T%“““\



NSCLC STAGE Ill; WHAT IS THE PROBLEM AND WHAT DO WE NEED?

100%
80%-
60%
40%
20%
m T
0 24 48 72
Months
24 60
Proposed Events/N MST Month Month
1A1 687781 NR 97% 92%
1A2 50573105 NR 94% 83%
1A3 546 /2417 NR 90% T7%
A 215/585 NR 60%
]3] 605/ 145 66.0 72% 53%
A 2052 /3200 293 55% 36%
VA 336/484 115 23% 10%
L Leids Universitair i-lﬂ ) . s . . . . . S ti_?h\
C Medisch Centrum B4 8th Edition TNM Classification for Lung Cancer, Staging manual in Thoracic Oncology, 2" edition by IASLC 2017 NETHERLANDS ﬁ:'{ﬂ
X % INSTITUTFE Ll &=




GOALS IN TREATING STAGE Il NSCLC




‘NEW’ MULTIMODALITY STRATEGIES, INCL. SURGERY

Many multimodality trials, introducing

Immune Checkpoint Inhibition (ICI/IO)
Chemotherapy + ICI

Radiotherapy + ICI

Chemoradiation + ICl

Targeted therapy (EGFR-TKI, ALK, etc.)

In what order?

gic

Neoadjuvant
Perioperative
Adjuvant

Leids Universitair 4}

Medisch Centrum  ASked:

Neoadjuvant/perioperative chemo-ICl

CheckMate 816
NADIM-II
AEGEAN
NEOTORCH
CheckMate 77T
KeyNote 671
NEOSTAR
NEOCOAST
CANOPY-N
RATIONALE 315
IMpower 030

Adjuvant (chemo-) ICI
. KeyNote 091
IMpower 010
BR21/NVALT 24
ANVIL
ACCIO

]

hh

MMETHERLAMDS 2 .3
CAMUCER F -
INSTITUTE L'Té-“' N



ADJUVANT TREATMENT,; IMPOWER-010

Adjuvant 10 trial in resectable stage IB-IIIA NSCLC (with longest follow-up)

No crossover
Completely resected A Sl |
stage IB-lllA* NSCLC pemetrexed, 1200 mg q21d x 16 > 5 o
= Stage IB tumors 24 cm gemcitabine, B % T
« ECOG PS 0-1 || Sccuiasial | 8
vinorelbine ‘3 =
= Lobectomy L
« Tumor tissue for 1-4 cycles
PD-L1 analysis \ N=1280 / —>

Stratification factors
- Sex | Disease stage | Histology | PD-L1 status

Primary endpoint
« Investigator-assessed DFS tested hierarchically

Key secondary endpoints
-OSinITT | DFS in PD-L1 TC 250% stage II-1llA | 3- and 5-year DFS

e
ey
e
METHERLAMDS “JJJ

ANCER 5
LITE Lrl_é-"" -
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IMPOWER-010; 5-YEAR UPDATE

DFS|in the stage II-llIA PD-L1|TC 21%|population OS |n the stage II-IIIAPD-L1 TC 21% bopulation

100 4 100 | :

80 a0 - '

80 - 60 | :

& M o ]

a et g i

& !

40 Atezolizumab BSC [ 40 - Atezolizumab BSC !

(=248) (n=228) (n=248) (n=228) |

DFS event, n (%) 113 {45 6) 127 (55 7) OS event, n (%) 72(29.0) 80 (35.1) !

Median DES m — T Median OS, months NE B7.1

20§ stratified HR 070 20 4 | stratified HR 077 :

(95% CI) {055, 081) (95% ClI) {056, 1.06) .

3-year DFS, % 7A] T2 e OS, o BT TS .

- 5-year DFS, % 532 427 0 5-year OS, % 748 663 ;
T T T T T T T T T T T T T T T T T : T T T
] 6 12 18 24 30 3B 42 48 54 B0 BB T2 7B 84 W 0 6 12 18 24 3 3% 42 48 54 60 6 T2 7B B4 90

Months Months
No. at risk No. at risk

Alecolizumab 248 226 207 19 175 159 144 130 125 118 93 48 32 7 4 1 Alezolizumab 248 241 234 225 218 208 195 187 181 173 167 126 ¥6 32 1 3
BSC 228 186 160 143 129 120 108 95 91 86 69 42 21 6 4 NE BSC 228 214 205 198 185 172 166 152 144 134 129 103 65 29 ] 4

L Leids Universitair
C Medisch Centrum




IMPOWER-010; 5-YEAR UPDATE

gic

DFS and OS in the stage II-1lIA PD-L1

100 ;
|
]
80 :
50 | :
® :
40 Atezolizumab '
(n=115) (n=114) !
DFS event, n (%) 38(33.0) 62 (54.4) :
|__Median DES. months. NE 411 i
20 |"Unstratified HR 048 i
{95% CI) (0.32,0.72) |
[ Syear OFS LA LEry i
; 5.year DFS 65.1 445 i
L T T T T T T T T T T I[ T T T T T
0 6 12 18 24 30 36 42 48 54 60 66 72 7B 84 90
Months
No. at risk

Aterolizumab 115 108 99 a7
BSC 114 93 a0 70

Leids Universitair
Medisch Centrum

&8

79 70 66 63
56 50 47 44

bl

51 30 20
36 24 10

SR

100

08, %

TC 250%

population

05 event, n (%) 24 (20.9) 43 (37.7)
L Median OS. months | NE | &l
Unstratified HR 0.47
(95% CI) (0.28, 0.77)
rIyear os BT LLE:]
Syear OS 827 65.3

No. at risk

T
6 12 128 24

Atezolizumab 115 113 112 110 107

BSC 114 108 105 99 92

T
30 36 42 48 54

104 98 95 92 88
a5 a3 76 73 68

g__________________________________ e

a5
65

66

&7
5




NEOADJUVANT TREATMENT; CHECKMATE 816 ——

Neoadjuvant Nivolumab plus Chemotherapy
in Resectable Lung Cancer

L, M. Prevencia, T. Missudomi, MM

M For

E Felip.

* (first phase Ill) RCT NSCLC IB-IIIA (N = 358, stage Ill = 64%) (r) (3x nivo/chemo or 3x chemo) + resection
* Endpoints: EFS (progression/recurrence/death), pCR

Key eligibility criteria

« Newly diagnosed, resectable,

stage IB (> 4 cm)-111A NSCLC NIVO 360 mg Q3w

(per TNM 7th edition) . + Surgery
* ECOG PS 0-1 - chemo? Q3w (3 cycles) Radiologic | - (within 6 Optional | Follow-up
+ No known sensitizing EGFR % weeks —> | adjuvant |—>

mutations or ALK alterations post- chemo + RT

treatment)
Stratified by Chewo 03w ¢ cycles)
stage (IB/1l vs IlIA),

PD-L1° (= 1% vs < 1%¢), and sex

T =Fy

G Leceunivericar Forde, et al. N EnglJ Med 2022 erernes T

CER

CAMCER fry %
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CHECKMATE 816; 4-YEAR UPDATE

* EFS benefit most in stage IllIA and PD-L1 21%

NIVO + chemo Chemo
(n=179) (n=179)
EFS,_mao 43 8b 18 4

0.66 (0.49-0.90)

| HR (95% CI)

_53%

40%|

R STE
38%°

49%¢

e N

NIVO + chemo

Chemo

8
i
W 40
20+
0 T
0 6
No. at risk
MIVO + chemo 179 130

Chemo 179 124

24 30 36 42

48

Months from randomization

i 85 74 64
60 56 53 50

100

80+

60

05 (%)

40

20+

Median 05,2 mo

NIVO + chemo Chemo
(n=179) (n=179)
NR NRe

HR (98.36% Cl); P value
Unstratified HR (95% Cl)

0.71 (0.47-1.07); 0.0451°

0.69 (0.49-0.97)

g

NIVO + chemo

oy e |
58%¢ :

Chemo

0
0

No. at risk
179

179

T

6

168
169

T T T T T T
12 18 24 30 36 42 48 54
Months from randomization
160 151 147 140 137 129 120 B4

168 1

123 114 111 103 o7 68

gic

Leids Universitair
Medisch Centrum

Forde, et al. N Engl J Med 2022

Spicer, et al. ASCO 2024
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PERIOPERATIVE TREATMENT; NADIM-I

NADIM | study; (first) perioperative chemo-IO in stage Ill NSCLC (2019)

( Adjuvant )
NADIM Patient baseline N=46 (Im N:o::mju:::t treatment
characteristics - R
; oSt gy Al
Age (median, range) 63(41-77) carboplatinesucs | —>| SURGERY |—>| wiowmes |—> uP
v, @aw {Inthe 3rd or dth week from mﬂmﬂi’?':: - Clamedt
Co-morbidities, N (%) 43(935) 1600 BBk BN V(1 year)
[ ] @ y S
N2 33(89.2) T T [ I
Multiple station 25 (75.8) - - - Initial results
block

* PFS77% (2-year)
* 0S82% (3-year)

Provencio et al. Lancet Oncol 2020

&m Leids Universitair 4 b
C MelwhCenmmn Seiy Provencio et al. J Clin Oncol 2022

fth
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NADIM-I; 5-YEAR UPDATE

* Most benefit PFS/OS in pCR
» ctDNA clearance predicts PFS/OS

a 2024 World Conference | SEPTEMBER 7-10, 2024 #WCLC24
on Lung Cancer SAN DIEGO, CA USA wclc2024.iaslc.org

) CONCLUSIONS

* NADIM I confirms the robust clinical benefit of perioperative chemo-immunotherapy at 5 years, reinforcing
its use in resectable stage IIIA NSCLC.

— S-years PFS (ITT): 65.0% (95% CI 49.4-76.9)
— S-years OS (ITT): 69.3% (95% CI 53.7-80.6)

* There are no signs of late toxicity nor of treatment-related deaths.

* Particular benefit is observed in patients who achieved CPR and might serve as good surrogates for survival.

— 5-years PFS: 92.0% (95% CI 70.5-97.9) with CPR vs 60.0% (95% CI 31.8-79.7) with non-CPR
— 5-vears 0S: 95.8% (95% CI 73.9-99.4) with CPR vs 66.0% (95% CI 36.5-84.3) with non-CPR

* ctDNA clearance after neoadjuvant treatment showed a good prediction of PFS and OS (especially valuable in
patients with a worse prognosis).

* Neither PD-L1 tumor proportion score nor TMB are markers of PFS or OS.

Courtesy Mariano Provencio

e

Leids Universitair
Medisch Centrum

Provencio et al. Lancet Oncol 2020
Provencio et al. J Clin Oncol 2022

—
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PERIOPERATIVE TREATMENT; CHECKMATE 77T

TaN)] |

Perioperative nivolumab vs placebo in patients with
resectable NSCLC: clinical update from the phase 3
CheckMate 77T study

Stage IIA-111B (N2) NSCLC
Endpoint: EFS (pCR, MPR, OS)
N=461

Mariano Provencio Pulla, Mark M. Awad,” Tina Cascone,? Jonathan . Spicer,! Jie He,” Shun Lu,*
Aurella Alexandru,” Yasutaka Watanabe,® Robln Comelissen,” Ludmila de Qlivelra Muniz Koch,*

Jaclyn Neely,'* Vipul Devas,'* Sumeena Bhatia,'" Fumihiro Tanaha'*

O

1, Bnania i
e : Hospital staelita et e e
Fafonat nbveraity liesgflal, Ventpellier ks Timaricuic, Cemuary; “Wallitn Cancer Center,
Tornpa, FL, USA “Briskal Mrrs Scpalt, s, Kakyisius, S

Jaroslaw Huzdzal,"' Jean-Louis Pujol.' Petra Hoffknecht,"* Jhanelle E. Gray,"* Cinthya Coronado Erdmann,'*

NIVO 360 mg Q3W

.

NIVO 480 mg Q4W

Wy bWl ctiterin chemo® Q3W Srpaey (up to 13 cycles)
+ Resectable, stage IIA (> 4 cm)-llIB (N2) NSCLC
(per AJCC Bth edition) {op £o 4 ryches)
* Mo prior systemic anti-cancer treatment N = 461 Neoadjuvant Neoadjuvant Adjuvant Disease
= ECOG PS 01 . ciD1 treatment completion CID1  c4D1  C7D1 C13D1 recurrence
+ Mo EGFR mutations/known ALK translocations @ el & - C—
ctDNA assessment schedule®
Stratified by
histology (NSQ vs $Q), disease stage (Il vs Ill), PBO Q3W
and tumor PD-L1 (2 1% vs < 1%vs + PBO Q4W
not evaluable/indeterminate) chemo® Q3W o Surgery - (up to 13 cycles)
(up to 4 cycles)
Primary endpoint Secondary endpoints Exploratory analyses
« [EFSd by BICR * pCRe by BIPR « 05 + Outcomes by pCR status
* MPR by BIPR + Safety + ctDNA clearancef and recurrences
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CHECKMATE 77T, CLINICAL OUTCOMES BY pCR

Courtesy Jonathan Spicer

100
73%
80— (67%-79%)
-\_H\ i
F 60— b
: E T
B 40 (52%-65%,
20
0 T +
0 6 12
No. at risk

NIVD 229 172 140

NIVO PBO
(n = 229) (n = 232)
Median EFS, mo 40.1 17.0
(95% CI) (33.7-NR) (13.6-28.1)
AR (95} CI) 0.59 (0.45-0.79)
65%
%{58%-?1%}
M
—— w
44% T — -
(IB%-51%) e _'l_
PBO
. - . : .
18 24 30 36 42 48
Months from randomization

132 14 63 6

L+ NIVO (pCR)

80 ot i PBO (pCR)
"TTe__
= 60— e
® P20 g -} -am . NIVO
v R e mace | __:?‘_“‘-reo——(—n—? e
L 404 o L
t HR (95% Cl) i R o
NIVO vs PBO PBO (no pCR)
20— pCR® 0.59 (0.12-2.91)
No pCRE 0.75 (0.51-1.09)
0 T T T T T T T T 1
0 6 12 18 24 30 36 42 45
Months from surgery
Mo. at risk
pCR 58 54 52 1] 40 19 5 (1] 0
74 65 61 40 26 10 4 0

No pCR 98
Mo pCR 148

EFS;

HR 0.59 (0.45-0.79)

EFS (by pCR vs no pCR)
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CHECKMATE 77T, CLINICAL OUTCOMES BY ctDNA

Courtesy Jonathan Spicer

ctDNA clearance during the neoadjuvant period®®

CctDNA clearance*
C1D1 to necad)
80
e 66%
&
& 60
e
L]
¢
§ 40 38%
"~
3
[*]
z
Z 20
Q
w
o= NIVO PBO
N 50/76 24/64
= Among pati with ctDNA cl

80 -

60 |

40

PCR rate (%)

20

PCR by ctDNA clearance status

o
niN

With ctDNA clearance”

50%

12%

NIVO PBO

25/50 3/24

Without ctDNA clearance

0% 2%
NIVO PBO
0/26 1/40

the EFS HR was 0.38 (95% Cl, 0.16-0.88); 2-year EF5 rates were B1% (NIVO) vs 58% (PBO)

* Among patients without ctDNA clearance, the EFS HR was 0.74 (95% CI, 0.39-1.42); 2-year EFS rates were 50% (NIVO) vs 31% (PBO)

Summary

In this updated analysis from CheckMate 77T, perioperative NIVO continued to show EFS
benefit vs PBO in patients with resectable NSCLC (HR, 0.59)

—Landmark EFS from definitive surgery favored NIVO, regardless of pCR status

In an exploratory ctDNA analysis,

—Neoadjuvant treatment with NIVO + chemo showed greater ctDNA clearance vs
PBO + chemo, which was associated with pCR and EFS benefit

More often ctDNA clearance in nivolumab group (neoadjuvant)
With ctDNA clearance, more often pCR

—ctDNA recurrence appeared to be less frequent in patients who received adjuvant NIVO vs
PBO, suggesting a potential benefit of adjuvant NIVO

Perioperative NIVO had similar safety outcomes between patients with or without pCR;
no new safety signals were observed

Taken together, these efficacy and comprehensive ctDNA results further support

perioperative NIVO as an efficacious treatment option for patients with
resectable NSCLC
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NEOADJUVANT/PERIOPERATIVE TREATMENT; CM816 VS. CM77T

Courtesy Patrick Forde
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NEOADJUVANT/PERIOPERATIVE TREATMENT; CM816 VS. CM77T

Landmark EFS (BICR) from definitive surgery

EFS benefit more when PD-L1<1%
EFS benefit more when no pCR
No relation with stage (IB-Il vs. Ill)

No difference in AE’s

1004—
wanate 77T)
g 60 ' Weighted (ATE)®
v
b 40 Periop
NIVO?
20+ (n = 139.49
HR (95% Cl) 0.61 (0.39-0.97)
0 T T T T T T T 1
0 6 12 18 24 30 36 42 48
Months from surgery
No. at risk
Periop NIVO  139.4 128.0 118.1 112.9 79.7 42.5 13.0 31 0

+ HR (95% Cl): ATTY weighted analysis, 0.56 (0.35-0.90); unweighted analysis, 0.59 (0.38-0.92)

Courtesy Patrick Forde
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NEOADJUVANT/PERIOPERATIVE TREATMENT; CM816 VS. CM77T

n

2024 World Conference
on Lung Cancer

SEPTEMBER 7-10, 2024 | SAN DIEGO, CA USA

Summary

In the absence of a randomized-controlled trial, this analysis represents the only comparison of
perioperative vs neoadjuvant-only immunotherapy treatments for patients with resectable
NSCLC, using individual patient-level data from 2 randomized phase 3 trials

Approximately 40% reduction in risk of disease recurrence or death after surgery was observed in
patients who received = 1 dose of adjuvant NIVO following neoadjuvant NIVO + chemo treatment
and surgery compared with those who did not receive adjuvant NIVO

—Similar benefit was seen regardless of baseline stage, with a greater magnitude of benefit in
patients with tumor PD-L1 expression < 1%

— Perioperative NIVO improved EFS benefit vs neoadjuvant NIVO + chemo for patients
without a pCR
Perioperative NIVO had a generally manageable safety profile

These results help inform the potential benefit of adjuvant NIVO following neoadjuvant NIVO +
chemo treatment and surgery and further support perioperative NIVO as a treatment option for
eligible patients with resectable NSCLC

#WCLC24 D@ @ ™ @®
wclc2024.iaslc.org
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PERIOPERATIVE TREATMENT; CANCELLATION OF SURGERY

After neoadjuvant treatment (trials including N2+); et L
Exp. Arm adjuvant
78-93% has surgery Compliance

NADIM 2

94%
Cancellation of surgery does not seem to depend

AEGEAN 86%
on N2 status (data not shown)
Neo-TORCH NR
KEYNOTE-671 74.5% 82%
CheckMate 77T 85% 78 %
RATIONALE 315 93.4% 84%
34.5% 4 cycles

Forde et al. N Engl J Med 2022 Opitz et al. ESMO 2024 .~., =

&m Leids Universitair ;f A RLANDS 5] \
€ MElRRoTmm ek Cascone et al. N Engl J Med 2024 Provencio et al. ASCO 2024 wistiTiTe [T~




SURGERY FOR STAGE IlI-N2; NADIM-Il AND CM77T

Experimental arm

Mivolum P

BN - Paclita /2 CRETRY &2 Nivalurmah 480 mg / Follow up
, = La in 2 \ / (5 years)
( NSCLC (& months) A
Locally advanced 1

Potentially resectable within 3rd-4th w.

Adjuvant treatment

Sta_geLIIA-IIIB (+7d.) from day 21
(8" edition}
EGFR/ALK excluded cycle 3 Neo
Control arm |
Paclitaxel 200 mg/m2 1 RO Ubsariation /" Follow up
T ™+ Carboplatin AUCS SURGERY Qizw \
. . (5 years)
IV, Q3W (& months) ,
(3 Cycles)
Translational research i

*

Stool sample |

==
od Blood
sample zample

After After After At 3rd & 6th At progression p C R
Baseline cycles 1&2  cycle 3 surgery manth
Provencio et al. J Clin Oncol 2022 Provencio et al. ASCO 2024
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pCR rate (%)

nfM

&0

50

40

30

20

OR =7.88 (95% C11.70-34.51)

36.8%

NIVO + Chemo
257

#=0.0068
6.9%
Chemo
2/29

Percentage of patients with a complete response




SURGERY FOR STAGE IlI-N2; NADIM-Il AND CM77T

oo - — 98.2%
1.004 - B4.7%
Median fallow-up: 26.1 months " "_1—o¢—o‘_._‘_1 Median follow-up: 26.1 months
E 0.¢4 82.1% R 1 l Nivo+ chemo
& 078 66.6% i iy S (B s
£ B g | Lo cpien,
E: H Nivo+ chemo = ! 63.4% : = e 4 Chemo
= % 0.50 4 i '
£ o504 ' -1 '
1 - ~142.3% ° |
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0 . NIVO + Chema Chema O 0.251 ! (n=57) {n=29)
B 026 {n=57) {n=29) ! i tedian 0% [mo) R NR
| Median PFS {mo) NR 183 | H I HR 0.40(95% C1 0.17-0.93); p=0.034 II
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SURGERY FOR STAGE IlI-N2; NADIM-Il AND CM77T

L H -] _ a . - e
CheckMate 77T: EFS? by clinical stage Ill N2 or non-N2 CheckMate 77T: pCR? by clinical stage Il N2 or non-N2
NIVO PBO N2 Non-N2
N2 [:L“'QC;' {“Pfgm Non-N2 {n=55) {n=57) All patients All patients
= Median EFS, mo NR 17.0
Median EFS, 30.2 10.0 d 50 50 9
g;xli:‘]. mo 5% i ﬁ-‘l e [95% CI) {24.2-NR) (10.6—NR)
: | HR (35% C1) 0.46 (0.30-0.70) . HR {55% Cl} 0.60{0.33-1.08) OR, 4.79 OR, 6.15
= |‘ 00 40 4 (95%Cl, 1.71-13.41) 40 4 (95% CI, 1.66-22.81)
soT 201 74%4
= | ] : £ 104 £ 44
%m-‘ . ‘§'60 3 30 " 30 25,594
o 40} a5%¢ & 40 — o 22.0%° s
il OV 50 S 20- G 20
20_] PBO 20 H o o
%0 3 6 9 :Liz 15 18 21 24 27 30 33 36 39 42 D20 B G B thrisi o onlion i iag ey t9e 10 10
No. at risk Months from randomization pa B2 ﬁo:t?'ls :rimztlan;:mlz;ugg AR R 5.6%" 5.3%"°
NIVO91 81 6% &3 57 55 4% 38 28 19 10 3 1 0 [+] 55 52 42 39 35 32 20 23 11 14 5 1 1 o o j_
B0 920 82 59 14 29 23 17 11 3 3 3 2 o J 57 19 43 1 17 78 rl 13 12 7 5 1 . 0 vl 0 -
NIVO PBO NIVO PBO
For EFS from definitive surgery, HRs (95% Cl) were 0.32 (0.19-0.54) and 0.61 {0.30-1.24) in the N2' and non-N2¥ subgroups, respectively n/N 20/91 5/90 n/N 14/55 3/57
EFS IN N2+ group (chemo-10 vs chemo), HR 0.46 PCR in N2+
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KEYNOTE-o0g91*

BR329

CheckMate -8163

AEGEAN*

Neotorch’

KEYNOTE-671°

CheckMate -77T7

RATIONALE-315°

Timing

Size

Agent1/O

No. cycles

Inclusion

Stage IB+II/lll, %

Primary endpoint

Chemotherapy

EGFR/ALK

Adjuvant

1005

Atezolizumab
(PD-La)

16

Completely resected Completely resected
B (>4cm)-llIA (7)

IB (>4cm)-INA (77) |

59/41

DFS hierarchical

Cisplatin doublet

Included (15%)

Adjuvant

177

Pembrolizumab
(PD-1)

18

72 [ 28

DFS,
DFSin
PD-L1 250%

Platinum doublet
encouraged

Included (7.4%)

Adjuvant

1415 (477)

Durvalumab
(PD-L1)

Completely resected

IB (>4cm)-1IIA (7)
ESTS
71/39

DFSin
PD-L1225% &
EGFR/ALK WT

Platinum doublet if
not ineligible

Included

Neoadjuvant

358

Nivolumab
(PD-1)

Resectable IB
(>4em)-1lIA (7)

36/64

pCR, EFS

Platinum doublet

No documented
mutation
(WT Asia)

Perioperative

Bo2

Durvalumab
(PD-L1)

16

Resectable II-11IB
(8™") by lobectomy

29/n

pCR, EFS

Platinum-based

No documented
mutation

Perioperative

500

Toripalimab

(PD-1)

17

Resectable |I-11IB
(8th)

20/ 8o

MPR, EFS

Platinum-based

Perioperative

797

Pembrolizumab
(PD-1)

13

Resectable I1-11iB
(8™

30/ 70

EFS, OS

Cisplatin doublet

Included (794)

Perioperative

461

Nivolumab
(PD-1)

16

Resectable II-11IB
(8™)

35/ 65

EFS

Platinum doublet

No EGFR,
no documented ALK

Perioperative

453

Tislelizumab
(PD-1)

Resectable II-IlIA
(8'™)

41/59

MPR, EFS

Platinum doublet

1. Felipe E et al. Lancet. 2021;398:1344-1357. 2. O'Brien M et al. Lancet Onc. 2022;23:1274-1286. 3. Forde P et al. N Engl / Med. 2022;386:1973-1985.
4. Heymach J et al. AACR 2023. Abstract CToos. 5. Lu S et al. ASCO 2023. Abstract 8501. 6. Wakelee H et al. N EnglJ Med. 2023;389:491-503. 7. Cascone T et al. ESMO 2023. Abstract
LBA1. 8. Yue D et al. ELCC 2024. Abstract 1080. g. Goss, ESMO 2024
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ICl; NEOADJUVANT VS. ADJUVANT




NEOADJUVANT VS. PERIOPERATIVE VS. ADJUVANT STRATEGY?

CheckMate 816 CheckMate 77T IMpower 010
Nivolumab +
chemotherapy Chemotherapy A
(=113 n=115)
100 - Median EFS, mo 36 15.7 NIVO PBO 100 tezolirumabr medsan NE (35% (1361 months ta NE)
B (95% GI) [26.6-NI) (10822 7} (n =229) (n = 232) Best supportive care: median 353 months (95% (1250 to NE)
[ HR (35% C1) 0.54 {0.37-0.60) Median EFS, mo 40.1 17.0 | ; .
o - 5% €) (GATHR) (13.6.28.1) ” i — Stratified harard ratir 066 (95% 0 0:50-0-88], p-0.0033
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In resectable stage IIl NSCLC, there are no trials comparing neoadjuvant chemo-ICl vs. perioperative vs. adjuvant (chemo-) ICI
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WE NEED TRIALS COMPARING DIFFERENT STRATEGIES

The NEW ENGLAND JOURNAL of MEDICINE

RSy, Neoadjuvant-adjuvant group

ORIGINAL ARTICLE

gi: Adjuvant-only group
Neoadjuvant-Adjuvant or Adj 5 i) S—
Pembrolizumab in Advanced 03-

0.24

S.P. Patel, M. Othus, Y. Chen, G.P. Wright, Jr., K.J. Y3

Probability of Event-free Survival

S. Hu-Lieskovan, C.D. Lao, L.A. Fecher, T.-G. Truong, J.L. Eisenstein, S. Chandra, 0.1 P=0.004 by log-rank test
J.A. Sosman, K.L. Kendra, R.C. Wu, C.E. Devoe, G.B. Deutsch, A. Hegde, 0.0 ’ | g : : '
M. Khalil, A. Mangla, A.M. Reese, M.1. Ross, A.S. Poklepovic, G.Q. Phan, 0 6 12 18 24 30 36
A.A. Onitilo, D.G. Yasar, B.C. Powers, G.C. Doolittle, G.K. In, N. Kokot, ik Beon St
G.T. Gibney, M.B. Atkins, M. Shaheen, ].A. Warneke, A. lkeguchi, ].E. Najera,
B. Chmielowski, J.G. Crompton, J.D. Floyd, E. Hsueh, K.A. Margolin, W.A. Chow, No. at Risk
K.F. Grossmann, E. Dietrich, V.G. Prieto, M.C. Lowe, E.|. Buchbinder, Neoadjuvant-adjuvant group 154 96 69 46 25 17 1

J.M. Kirkwood, L. Korde, J. Moon, E. Sharon, V.K. Sondak, and A. Ribas Adjuvant-only group 159 98 67 40 22 10 2

Courtesy Lizza Hendriks
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TOPICS

Staging
Landmark papers
Guidelines
Operability and resectability
(Neo)adjuvant ICl trials
Questions and challenges
Conclusions
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QUESTIONS AND CHALLENGES

. How to deal with borderline resectable stage Ill tumors?
. ICI; which agent, what dose, how many cycles, what combination (chemotherapy, radiotherapy, chemoradiation)?
. ICl neoadjuvant, perioperative or adjuvant?

. Which or what biomarker(s) will guide in treatment decision making?
. Role of targeted therapy (EGFR-TKI, ALK, etc.) in stage IIl NSCLC needs to be clarified

. Organ preserving (no surgery) treatment possible in stage Il NSCLC (follow-up with ctDNA and radiology)? (data not shown)

. Role of salvage surgery after systemic treatment needs to be evaluated (data not shown)
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CONCLUSIONS; IN GENERAL

. Neoadjuvant (and/or adjuvant) (chemo-) ICl new standard in stage IIl NSCLC (no driver mutation)
. Neoadjuvant chemo-ICl superior vs. chemo in resectable (stage Ill) NSCLC
. At least for pCR, MPR, EFS
. OS data are not yet mature
. Adjuvant ICl seems beneficial for certain subgroups (stage II-Ill, PD-L1 >50%)

. Trials are needed to elucidate optimal strategy; neoadjuvant, perioperative or adjuvant treatment

. Biomarker studies (PD-L1, ctDNA (clearance), pCR, EGFR, ALK, etc.) are needed to guide treatment choice
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CONCLUSIONS; SURGERY

. Definition about resectability varies between hospitals and surgical teams, in terms of experience and risk tolerance
. More and better criteria (e.g. anatomical and functional aspects) are needed for decision making about resectability
. Resectability should preferably be evaluated after neoadjuvant therapy (data not shown)

. Incorporating biological parameters and criteria
. Avoid futile resections

. Offer demanding resections to patients with favorable biology
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