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Clinical outcomes with perioperative nivolumab by
nodal status among patients with stage lll resectable
NSCLC: results from the phase 3 CheckMate 77T study
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In phase lll CM-77T trial, perioperative Nivolumab showed signifcant EFS improvement vs PBO in pts with
stage II-llIB resectable NSCLC. pCR and MPR rates were also improved

Key eligibility criteria Hal
Radiologi
* Resectable, stage IIA (> 4 cm)-1IIB NIVO 360 mg Q3W rzsiggc;;g’\l;
N2) NSCLC (per AJCC 8th edition + NIVO 480 mg Q4W
= ; (p : : ) —> Surgery gQ
+ No prior systemic anti-cancer chemoP Q3W (13 cycles)
treatment N = 461 (4 cycles)
* ECOG PS 0-1 Within 6 weeks Follow-u
* No EGFR mutations/known ALK post-neoadjuvant ¢
alterations treatment .
PBO Q3W Radiologic
i restaging
Stratified by + S PBO Q4W
histology (NSQ vs SQ), b > urgery
disease stage (Il vs Ill), chemo® Q3W (13 cydes)
and tumor PD-L1 (2 1% vs < 1% vs (4 cycles)
not evaluable/indeterminate)
EFS per BICR® pCRb MPR®
NIVO PBO - N
100 (n =229) (n =232) T E T ;
HR (97.36%Cl)  0.58 (0.42-0.81) Difference | Difference
80 73% P value 0.00025 i 20.5% i 23.2%
. 70% 40 40 35.4%
= 60 1 ’ : NIVO = =
g w9 . : 8 £ 5
. 59% j G ©71 25.3% i
& 40 i 50%% 4 ot
; § PBO g 20 g 201
20 - 12.1%
H H 10 10 1
0 T i : T T T : 4.7%
0 6 12 18 24 30 36 42
Months from randomization 0- 0-
No. at risk NIVO PBO NIVO PBO
NIVO 229 173 41 115 69 20 4 0 n/N 58/229 11/232 n/N 81/229 28/232
PBO 232 165 118 78 44 19 6 0

Cascone, N Eng J Med 2023
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CHECKMATE/7T : EXPLORATORY ANALYSIS BY NODAL STATUS (N2-¥¢2) ot
pCR? N2 vs non-N2 pCR N2 single vs multi-N2

Stage Il N2 Stage Il non-N2 Stage Il single-station N22 Stage Ill multi-station N22
All patients Patients with resection All patients Patients with resection All patients Patients with resection All patients Patients with resection
77% (NIVO) and 73% (PBO) 82% (NIVO) and 79% (PBO) 76% (NIVO) and 70% (PBO) 77% (NIVO) and 78% (PBO)
Difference Difference Difference Difference Difference Difference Difference Difference
16.4%° 21.0%" 20.2%¢ 24.4%k 11.1%b 13.6%h 26.3%¢ 34.1%k
40 40 40 40
30 - 8.6%i 30 ot 304 30 - 29.0%f
g £ 554 3 24.4% e
= 22.0%¢ P g : s
® 20+ T 20 % 204 18.6%° % 20-
o o o o
(&) O .
& - % & 2 10.8% | 2
10 .6%) 10 = o/d V2777 4
5.6% 7 5.3%¢ 19 7.5% 7 b
4 T4 9
l _ m H _ -
0= Z 0= 0- 17 0-
NIVO PBO NIVO PBO NIVO PBO NIVO PBO NIVO PBO NIVO PBO NIVO PBO
n/N 20/91 5/90 20/70 5/66 n/N 14/35 3/57 n/N 11/59 4/53 11745 4/37 n/N 9/31 1/37 9/24 1/29
NIVO (n = 115)2 PBO (n =111)2
Any downstaging: 52% Any downstaging: 45%
Downstaging to ypNO: 46% ypN3 Downstaging to ypNO: 36% N 2
1(1%)
b oo - 67% downstaging
cN2 10%
44%
69 (60%)
- - 57% to NO
N D tagi A\
‘41 % — ON
ownstaging o e R

21 (19%) @msrs

ypNO ypNO
4% 73 (64%) 62 (56%)
cNO 15% cNO i
27 (24%) [ex 25 (22%) Jee%
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EFS from randomization?

Stage Ill N2 Stage Ill non-N2
NIVO PBO NIVO PBO
(n=91) (n=90) (n=55) (n=57)
Median EFS, mo 30.2 10.0 Median EFS, mo NR 17.0
(95% CI) (26.9-NR) (8.1-15.1) ) (95% CI) (24.2-NR) (10.6-NR)

HR (95% Cl) | 0.60(0.33-1.08) |

74%¢4

100 HR(95%Cl) | 0.46(0.30-0.70) |
80 = 70%P : Ly
0 h:" i i iy

& 60 ~"':
< NIVO
w "r--_“ - .
[T =T
w40 459%c¢ m.ﬂ_“ o= > =
20 ~ PBO 20
0 T T T T T 1 0 T T T T T 1
0 6 12 18 24 30 36 42 0 6 12 18 24 30 36 42
R dkdiod Months from randomization Months from randomization
NIVO 91 69 57 49 28 10 1 0 55 42 35 29 21 5 1 0
[ EFS HRs from randomization: 0.49f (single-station N2) and 0.438 (multi-station N2)h ]

A Beneficio clinico con nivolumab perioperatorio vs placebo tanto en pacientes estadio [l N2 como no-N2
A Mejora pCR, downstaging

A Mejora la EFS:
A HR 0.46 (N2); HR 0.6 (non-N2)
A HR 0.43 (multi-N2); HR 0.49 (single N2)
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Landmark EFS from definitive surgery Landmark EFS from definitive surgery
Stage Ill N2 Stage Ill non-N2 Stage Il N2 single-station? Stage Ill N2 multi-station?
NIVO PBO NIVO PBO
(nN|=v$0) (npfgs) (nNLV‘?s) (nP=825) (n=45) (n=37) (n=24) (n=29)
Median EFS, mo _ NR 8.9 Median EFS, mo _ NR 25.0 fedian EFS, mor HR 19.5 Median EES, mo TR Z.8
(95% C1) (23.8-NR) _(6.1-15.6) (95% C1) (21.4-NR) _(12.5-NR) s ial 2 L T ) (95% <) (0L L Y LTy
100 HR (95% Cl) [ 0.32(0.19-0.54) ] 1004, HR (95% CI) [ 061 0301.24) | 1004+ 3 HR (95% Cl) | 0.40(0.20-0.78) | 100 HR (95% Cl) | 0.23(0.09-0.58) |
g0 ™ 80- 807 801
‘xi_‘ NIVO
@ 60 ey 60 Mo, b = 5 GE 607} . = g 601 L
£ e, s - & 40- i VR & 404 L P
w40 ;Y W40 PBO B ~
P — . PBO = ‘
204 PBO 204 = 1 h—%o
0 T T T T T | 0 T T T T T 1
0 T T T T T 1 0 T T T T T 1 0 6 12 18 24 30 36 0 6 12 18 24 30 36
0 6 12 18 24 30 36 0 6 12 18 24 30 36 Months from surgery Months from surgery
A Months from surgery Months from surgery No. at risk
No. at risk NIVO 45 38 35 24 1" 3 0 24 19 16 12 4 0 0
NIVO 70 58 52 37 16 3 0 45 36 31 23 13 1 0 E
Landmark EFS from definitive surgery by pCR status
Stage Iil N2 Stage IIl non-N2 A Mejoria de la EFS desde la cirugia con mayor
100-fomrr 00— < e H Z
B T = e reduccion de riesgo a mas N
% p 7
80 . - ! 80 - Wi
Y, e R s TR
I e e A HRO0.32N2
b, s S g | e 5 A HR 0.23 multi-N2
40 o= 40+ NIVO (no pCR)
HR (95% CI) =& — &~ — - HR (95% ClI)
NIVO vs PBO R = Y T NIVO vs PBO
207 5cr NC2 20 5er NC
e eI L P A Mejoria de la EFS en pacientes N2 sin pCR
T Months from surgery Months from surgery A H R O 48
No pCR 42 3 27 1 9 3 0 28 il 17 13 8 1 0
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Extent of resection?

== Safety summarya

Stage Il N2 —

84% 80% B wvo
80 74% 80 71% PBO

100 - Stage Il non-N2

e
< 60 60
wv
)
c
(V]
)
]
o,

£ 40 - 40

Patients (%)

Estos resultados avalan el usoMeolumabperioperatorio en pacientes con CNM

resecable, también en el subgrupo de peor prondstico estadio Il N2

Complete resection (R0), % 86° 864 84¢ 87f

A La viabilidad quirdrgica fue similar en los pacientes N2 respecto a los no-N2 tras quimio-inmuno
neoadyuvante con nivolumab

A 86% de las cirugias fue RO, comparable e incluso mayor numéricamente que en los no-N2



niciativa cientifica de:

PERIOPERATIVE IMMUNOTHERAPY o>
CHECKMATEB16 : 4-year update GeCP

lung cancer
research

2024 ASCO #LBA 8010

ANNUAL MEETING

Neoadjuvant nivolumab plus chemotherapy vs
chemotherapy in patients with resectable
NSCLC: 4-year update from CheckMate 816

Jonathan D. Spicer,’ Nicolas Girard,? Mariano Provencio Pulla,?® Changli Wang,* Tetsuya Mitsudomi,?
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BAzienda Unita Sanitaria Locale della Romagna, Ravenna, Italy; '*Bristol Myers Squibb, Princeton, NJ
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EFS: 4-year update?

* In CheckMate 816, neoadjuvant NIVO + chemo significantly improved the primary endpoints of EFS and pCR vs chemo
and demonstrated a favorable OS trend in patients with resectable NSCLC'-2

NIVO + chemo Chemo

1001 (n=179) (n=179)
Median EFS, mo 43.8b 18.4c
80 i . HR (95% ClI) 0.66 (0.49-0.90)
— 60 = \R\ 0,
m AL—L‘—\K%_‘_A | i BBgpo—6—4 e e = = )
40% 38%e jﬂﬁt
20 Chemo
0 | | | | | i | i | | | |
0 6 12 18 24 30 36 42 48 54 60 66 72
Months from randomization
No. at risk
NIVO + chemo 179 130 114 99 92 85 74 64 49 24 5 2 0

Chemo 179 124 92 73 60 56 53 50 37 22 2 1 0
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0S Lung cancer-specific survival®
NIVO + chemo Chemo NIVO + chemo Chemo
(n=179) (n=179) (n=179) (n=179)
Median 0S,2 mo NR NR¢ Median lung cancer- NR NR
HR (98.36% Cl); P value 0.71 (0.47-1.07); 0.0451° specific survival, mo
Unstratified HR (95% Cl) 0.69 (0.49-0.97) Unstratified HR (95% Cl) 0.62 (0.41-0.93)
100 100 $4@ig gy
f
80 77% 749 g 80- NIVO + chemo
\% ol NIVO + chemo ¢ _ '
S £ 60
B? o 64% 5 OWM&—, = © 50
g | 58462 ‘ themo A g €
© 401 ? i g5 40-
?3:” w
20 - 20
O I | I I I i I : I | I I | 0 I | | I I i | ; 1 I | | 1
0 6 12 18 24 30 36 42 48 54 60 66 72 78 0 6 12 18 24 30 36 42 48 54 60 66 72 78
——— Months from randomization Months from randomization

179 168 160 151 147 140 137 129 120 84 41 14 0 0 179 168 160 151 147 140 137 129 120 84 41 14 0 0
| 169 158 138 123 114 111 103 68 3 1 0

179 160 R 72 111 103 Q7 AR 36 12 1 0 179

continued to have improved OS vs those who did not (HR [95% CI], 0.08

158 13 23 114 111

» Patients in the NIVO + chemo arm who had pCR
[0.02-0.34]; 4-year OS rates, 95% vs 63%)
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Cisplatin carbeplatn: €8 e
NI\:O:» 1c;1§)mo (Crle:gc‘)‘) NIV(O +_c3t;e)mo (Chf:r;g)
Median 05, mo R W fredian 05, mo I 720 A Tendencia a mejor OS independientemente
- HR (95% ClI) 0.79 (0.53-1.17) — HR (95% ClI) 0.36 (0.16-0.81) . . e .
| 85% del tipo de platino utilizado (carboplatino HR
80+ 77% 80 : ',80%0 NIVO + chemo ., . ,
_ o8 wvoschemo | [T —— 0.36) o de la extension de la cirugia

Estos resultados refuerzan el uso de quimmimunoterapia neoadyuvante con
nivolumabcomoSoQle los pacientes con CNMP resecable y nos aporta ma
conocimiento del beneficio a largo plazo de la QTIO neoadyuvante

HR (95% Cl)
CtDNA clearance vs
no ctDNA clearance

20 4 NIVO + chemo 0.31 (0.10-0.90)

e e A El aclaramiento de ctDNA precirugia fue un
0 6 12 18 24 30 36 4 48 %4 60 66 7 factor pronostico de OS

Months from randomization

Patients with ctDNA clearance (%

NIVO + chemo Chemo
n/N 24/43 15/43

ctDNA cleara
No ctDNA clearance 19 17 16 13 1" 10 10 10 9 7 3 2 ]
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Outcomes with Perioperative Durvalumab in Patients
with Resectable NSCLC and Baseline N2 Lymph Node
Involvement (N2 R-NSCLC)

An Exploratory Subgroup Analysis of AEGEAN

John V. Heymach,! Martin Reck,? Tetsuya Mitsudomi,® Janis M. Taube,* Alexander Spira,® Jamie Chaft,®
Gary J. Doherty,” Helen Mann,” Tamer M. Fouad,® David Harpole®

'Department of Thoracic/Head and Neck Medical Oncology, The University of Texas M.D. Anderson Cancer Center, Houston, TX, USA; 2Lung Clinic
Grosshansdorf, Airway Research Center North, German Center for Lung Research, Grosshansdorf, Germany; °Division of Thoracic Surgery, Department of
Surgery, Kindai University Faculty of Medicine, Osaka-Sayama, Japan; “Bloomberg—Kimmel Institute for Cancer Inmunotherapy, Johns Hopkins Kimmel Cancer
Center, Baltimore, MD, USA; 5Virginia Cancer Specialists Research Institute, Fairfax, VA, & US Oncology Research, The Woodlands, TX, USA; ®Memorial
Sloan-Kettering Cancer Center and Weill Cornell Medical College, New York, NY, USA; "AstraZeneca, Cambridge, UK; 8AstraZeneca, New York, NY, USA;
9Department of Surgery, Duke University Medical Center, Durham, NC, USA

2024 ASCO #ASCO24 presenten ey: John V. Heymach, MD, PhD; Professor and Chair ASCO) sy

ANNUAL MEETING
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Study population* Durvalumab 1500 mg IV + ‘:'z;
platinum-based CT# o —>
« Treatment-naive Q3W for 4 cycles u=)

- ECOGPSOort1

« Resectable NSCLC (stage IIA—
IIB[N2]; AJCC 8t ed.)

Randomization stratified by:
« Disease stage (Il vs lll)
* PD-L1 expression (1% vs <1%)

» Lobectomy, sleeve resection, or Placebo IV +
bilobectomy as planned surgery platinum-based CT*

- Confirmed PD-L1 statust N=802 Q3W for 4 cycles
randomized
(740 in mITT)

Primary endpoints: pCR by central lab (per IASLC 2020") and EFS using BICR (per RECIST v1.1)

mITT( r\?or)::})e;tior1 ‘._— 366 (49.5%) with baseline N2 nodal status
Al \-_/’

Placebo IV

—>
Q4W for 12 cycles

Surgery$

N2 vs mITT

% 4 ciclos completos neoadyuvancia: similar

% cirugia de reseccion ligeramente menor (73,5% N2 vs 77,6% mITT)

% reseccion RO similar (94,7% en ambos) y numéricamente superior que en los que no recibieron durva
Procedimiento quirdrgico: similar porcentaje cirugia abierta

Extension de la cirugia: similar porcentaje de neumonectomias y lobectomias

% retraso de cirugia similar: 19,9% N2 vs 17,3% mITT

o o J>o I I I
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AEGEAN N2 vs mITT

PCR (central lab)

40 -

30 A
9
© i Difference = 11.7%
© d (95% CI: 5.6-18.4)!
x 20 I
O 3
o

D arm PBO arm
(N=181) (N=185)
L J
Baseline N2 subgroup
Difference in pCR
rates (95% ClI)?

13.9% (6.6-21.7)

N2 single-station (n=273)
3.8% (-9.2-18.8)

N2 multi-station (n=74)

Difference =13.0%
(95% Cl: 8.7-17.6)

P-value < 0.001

4

4.3
D arm PBO am
(N=366) (N=374)
L ]

miTT population’

atintenim analysis®
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MPR (central lab)

MPR rate (%)

Difference = 17.5%

40 [ (95% CI: 8.8-26.0)t
30
20 -
10 -
0 o
D arm PBO arm
(N=181) (N=185)
i ]

Baseline N2 subgroup

Difference = 21.0%
(95% Cl: 15.1-26.9)

P-valus < 0001
at interim analysis?

12.3
D arm PBO arm
(N=366) (N=374)
L J

miTT population’

Difference in MPR
rates (95% CI)?

N2 single-station (n=273)
N2 multi-station (n=74)

20.9% (10.5-31.0)
1.8% (-13.5-18.2)
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EFS using RECIST v1.1 (BICR) (baseline N2 subgroup and mITT)*

EFS benéefit in this subgroup was consistent with the mITT population and similar among patients with single- and
multi-station N2 disease

— N2 single-station (n=273) HRT (95% CI): 0.61 (0.39-0.94)’ HR 0.63 in N2 patients

— N2 multi-station (n=74) HRT (95% CI): 0.69 (0.33-1.38)’

Baseline N2 subgroup D arm PBO arm mITT population’ D arm PBO arm

Estos resultados avalan el posible usaldevalumabperioperatorio en pacientes

con CNMP resecable N2 con mejoria estadisticay clinicamente significativa
eficicaciay sin un impacto negativo en los resultado quirurgicos

I
& 02 : | “ 02 l

1 1 Stratified log-rank

0.1 - Censored : : 0.1 i Censored : : P-value -0.004
00 1 1 T I ll 1 1 T T 1 1 L] L] T T T 1 00 I 1 T L L} L 1 1 1 Ll T I 1 1 L] L] 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48

Mot riak: Time from randomization (months) i ik vk Time from randomization (months)

Darm 181 164 128 93 71 44 37 24 24 12 11 5§ 4 3 1 1 0 D arm 366 336 271 194 140 9 78 S50 49 31 30 14 11 3 1 1 0
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Health-Related Quality of Life Outcomes
From the Randomized, Double-Blind Phase 3
KEYNOTE-671 Study of Perioperative
Pembrolizumab for Early-Stage NSCLC

Marina C Garassino, Heather Wakelee, Jonathan D Spicer, Moishe Liberman, Terufumi Kato, Masahiro Tsuboi,
Se-Hoon Lee, Ke-Neng Chen, Christophe Dooms, Margarita Majem, Ekkehard Eigendorff, Gastéon L Martinengo,
Olivier Bylicki, Delvys Rodriguez-Abreu, Jamie Chaft, Jing Yang, Ashwini Arunachalam, Josephine M Norquist,

Steven M Keller, Shugeng Gao

Presented by Marina C Garassino of the University of Chicago School of Medicine and
Biological Sciences, Chicago, IL, USA

AAAAAAAAAAAAAAAAAA

2024 ASCO #ASCO24 presenten By: Marina C Garassino, MD @marinagarassino ASCO CCCCCCCCCCCCCCCC

ANNUAL MEETING ~ W Fresentation is property of the author and ASCO. Permission required for reuse  contact permissions! @ascoorg. . KNOWLEDGE CONQUERS CANCER _
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Empirical Mean Change From Baseline Over Time
EORTC QLQ-C30 GHS/QoL
60{ -o- Placebo group g

Mean Change From Baseline (95% Cl)

3
5
s Q
o |
2

Adjuvant Post Adjuvant Follow-up
-100 | 1 Ll 1 1 1 1 1 1 1 1 1 1 1 1 I 1 1 1
(O] o ~ < N~ o (o)) o0 N~ (o] N e} < o [(e} N [<0} < o
[
3 % ¥ £ £ £ £ £ £ 2 £ £ 2 x = 2
o
No. of 388 342 300 269 260 266 235 215 226 191 170 151 120 108 84 69 31 22 3
participants 391 350 299 246 239 244 214 199 196 145 125 95 80 65 37 35 18 10 5

A El uso de pembrolizumab perioperatorio no deterioré la calidad de vida relacionada con la salud en
comparacion con la QT neoadyuvante en pacientes con CNMP estadio II-1lIB (N2) resecable

A La calidad de vida empeor6 durante el periodo neoadyuvante y posteriormente se restaurd hasta la situacion

basal durante la fase adiuvante en ambos brazos



PERIOPERATIVE IMMUNOTHERAPY

PH. Il TISLELIZUMAB + CT PRE AND POST

* N=33 Tislelizumab 200mg d1

Tislelizumab 200mg d1
* Treatment-Navie, nab-paclitaxel,260mg/m* d1 nab-paclitaxel,260mg/m2 d1
* Stage INIA/INB , ¢TNM- Carboplatin, AUC5d1, Carboplatin AUCSd1,
HIAINB , |, or cisplatin 75 mg/m3d1, m or cisplatin 75 mg/m2d1,

IV, Q3W *2cycles IV, Q3W *2cycles

surgery y

* EGFR/ALK/ROS wild-
type NSCLC,
* ECOG =1,

Tumor biopsy

second

Jm
B2
]

Baseline cycle

Stool

Preoperative

Table 2. R0
RATIONALEL5

Outcomes

Surgery rate

Surgical resect aIySiS Set)

Events (%)
TISarm 58 (25.7)
PBO arm 83 (36.6)

100
80 — A4 S Gy
70 — o
60 —

~
[a—y
4
B
z

Table3. Doy

EFS (%)

Outcomes

Downstaging r

Tislelizumab
200mg d1

IV, Q3W *15
cycles

2 cycles after surgery every 6 months after

surgery

Median (95% CI), months

NR (NE, NE)
NR (16.6, NE)

—&— TIS arm
&~ PBO arm

T T T T
9 12 15 18 21 24 27
Time from randomisation (months)

pathologic 26 (89.7,72.65-97.82)

Iniciativa cientifica de:

#8024 o>

R —— .
| ‘ ‘ ‘ ‘ ’
= |

-20%- -] i - ‘ |
AEY:$ 40 % ’ | 111
)f29 pt i ‘
7(58.
not pC
pecime 60 % - ” Wi
Figure s

80 % L

research

lung cancer
-100 % -

@B VPR @ Non-MPR PCR

noes  TableS.Pathologic response

- [ oueme
= MPR 17 (58.6, 38.94-76.48)
o= PCR 11 (38.0, 20.69-57.74)
il Non-MPR 12 (41.4, 23.52-61.06)

advanced stage 11IA/I11B NSCLC.

Clinical trial identification
Clinical trial information: NCT04865705

Table 6. EFS rate

Results, (%, 95% CI);

82.3 (68.1-96.4)

Outcomes (n = 31)

12-month EFS rate

24-month EFS rate 64.0 (41.8-85.7)
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Neoadjuvant hypofractioned radiotherapy combined with pembrolizumab plus chemotherapy
for potentially resectable non-small cell lung cancer: A phase Ib study

Naixin Ding?, Lijun Zhao?, Shuai Zhang?, Ninglei Qiu?, Xue Song?, Cheng Kong?, Ning Jiang?, Yang Zhao?, lianfeng Huang?, Feng Jiang?, Ming Jiang?, Zihao Zhu?, Rong Yin®, Binhui Ren?, Xiangzhi Zhu?, Ming Li?
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Background and Objective

h,
njing Medical University, opamnem of Technology, The Affiliated Cancer Hospital of Nan ng Medical University, Jlangsu Cancer Hospital, Jiangsu Institute of Cancer Research, Nanjing, Jiangsu, China

Background: P : :
+ Lung cancer is the malignant tumor with the highest incidence rate and mortality in the Combmmg HFRT with pembr0|lzumab and « Efficacy:
world[1],and non small cell lung cancer (NSCLC) accounts for approximately 85% of chemotherapy is feasible and effective in patients with « Among the 11 pts, 8 (72.7%) achieved RO resection, 6 (54.5%) achieved
lung cancer(2]. N ) i complete pathologic responses in both primary lesions and lymph nodes. 3
* Neoadjuvant immune checkpoint inhibitors(ICls) plus chemotherapy in resectable non- potentlally resectable NSCLC. (27.3%) achieved pCR in only primary tumor. The primary lesions of the
small cell lung cancer (NSCLC) has become a standard of care[3, 4]. remaining 2 pts did not achieve pCR, including one with remission rate of 87%,
+ More effective neoadjuvant therapy is required for potentially resectable stage IlI Corresponding author and email address: the other with remission rate of 47.5% accompanied by residual lymph nodes
NSCLC to improve surgical resection rate. (Figure 3)
» Therefore, there is a need to explore safer and more effective treatment schedules. Ming Li,liming750523@163.com g
Obijective: « No progression was observed during preoperative treatment period. Objective
o,
+ To evaluate the safety and feasibility of neoadjuvant hypofractioned radiotherapy “ response rate (ORR) was 94.1%. ,
(HFRT) with pembrolizumab plus chemotherapy followed by radical resection of lung y + The median PFS was 201'7 months, median OS were not reached, and the 2-
cancer in patients (pts) with potentially resectable stage Ill NSCLC with negative driver * Study enroliment: year OS rate was 85.6% (Figure 4). The study was terminated early due to
oncogene. ‘ — towereexciued > From Apr 2021 to Nov 2023, 36 pts were screened and 17 pts slow recruitment. o
met the inclusion criteria (Figure 2). NS igure 4.
17 patients received log! pon PFS and OS data
o ek > 11 pts (64.7%) underwent surgery after the completion of ool . B A 72 ) 7% RO
+ Study design: Asingle center, single arm exploratory phase Ib trial (Figure1) o preoperiiiies ‘URetmact., TS [OTAAKG. O, PUNGHIE 'WECS] | i Momior Smsi Soin 100
+ Neoadjuvant Treatment: : :::M w:z;vn transitioned to definitive chemoradiotherapy. - | B
» Radiotherapy: 24Gy / 3 fractions for peripheral primary tumor, D1~D3. :o:u:n:u:vfrm * General information of patients: :::., e e z A 54 5% pCR
) ) 12Gy /3 fractions for central primary tumor, D1~D3. P — » Median age was 66 years old(range 54-74) and 15 (88.2%) = . % 50 !
» Pembrolizumab(100mg) + paclitaxel (135 mg/m2) + carboplatin (AUC=5) on D6, D27 surgery patients had squamous cell lung cancer. 10 (58.8%) patients R 5ok St g
> Individualized target volume delineation: discussed and determined by both radiation e ipiainianolif had central primary lesion. B A P F S 2 1 7
oncologists and thoracic surgeons. Figure 2. Study enroliment status > The majority of them were diagnosed with clinical stage of 0 m ) mo
* Radical surgery of lung cancer: within a 4-6 week period after the completion of | | = o . cT3-T4 (64.7%), cN1-2 (100%), and cTNM 1IIB(N2) (70.6%). — ‘ -y *
neoadjuvant treatment. =alely: - agure
) > All 17 pts received HFRT and at least one cycle of immunochemotherapy. Only two pts Pathological A 2_ _O S 8 5 6(y
. e received chemotherapy alone in the second cycle due to grade 1 nephrotoxicity and grade remission rate . y ) 0
I M Rort o perpnerattumay 103 sl 2 pulmonary toxicity, respectively. 2 3 I_‘_‘]
(4Gy=3F for central tumor,  D1°D3) for 2 years X s A o . RS " £
= = ¢ - » Only one patient died from intraoperative bleeding, and the remaining patients were @ %
Pembrolizumab(100mg)+paciitaxel (135 T €
! 06,027 . 5 > The patient with Grade 5 intraoperative AE had o ol o
m coronary heart disease and hypertension as Vossoinsmis® & - g ez N
> comorbidities, and a history of intracoronary stent Hpoekimictrse s = 0 10 20 30
O —— . T 1T 117 17T 17T T T T T T T implantation. Bleeding occurred at the suturing nail of Hevatedlow-densiy poprorein 5 294 °5‘"'°""'"
R e T T T T the pulmonary artery during lymph node traction, foceoi g i o
stage Il NSCLC week 0 1 2 3 4 5 6 7 8 9 10 1 12 13 14 iypor
== e ! X Figure 1. Study flow chart resulting in a sudden cardiac arrest. The patient had T ks T o Conclusmns and future direction
» Primary endpoint: Safety. normal myocardial enzymes, cardiac troponin T, and R 5. e Combining HFRT with pembrolizumab and chemotherapy in neoadjuvant therapy
+ Secondary endpoint: Feasibility, pathological complete response (pCR)major electrocardiogram performance, so it was uncertain Hypomaesemia 3o was safe and achieved a pCR rate of 54.5% in pts with potentially resectable
pathological response(MPR),objective response rate(ORR),progression free survival whether his cardiac arrest was related to neoadjuvant Hypocalcemia 2 us NSCLC. We are conducting a phase Il trial with an expanded sample size in
(PFS),overall survival(OS). therapy. ey 3 i resectable stage IIA-IIIANSCLC for further research.
+ Study population: cT4NOMO/cT3-4N1MO/cT1-4N2MO histopathologically confirmed | | > The most common adverse events (AEs) included i =il SR Ol
NSCLC patients who were potentially resectable with negative driver oncogene. abnormal hemagglutination(n=10, 58.8%), alopecia s k2 Reference
+ Radiographic response: 64-row spiral CT was used to evaluate the primary tumor ("=1?- 58.8%), anemia(n=9, 52.9%), r:eu(ropenia(n=8, ShamweinE ) 1K [1] Freddie Bray,et al.CA Cancer J. Clin. 2024:1-35.
regression. 47.1%) and hyperlipidemia (n=8, 47.1%).(Table 1) Joosen 1o 2] Erin L Schenk et al.[J].Oncologist,2021,26(3):e454-e472.
« Pathological response: All surgical specimens were evaluated by two expert| | » No grade 3 or higher AEs were observed in 17 pts Elevated myocardial enzyme 1 59 [3] Patrick M Forde,et al.N Engl J Med, 2022,386(21): 1973-1985.
oncopathologist (JY Zhang and YN Wu) independently. | during neoadjuvant therapy. Table 1. AEs during neoadjuvant therapy [4] Heather Wakelee,et al. [J].N Engl J Med,2023,389(6):491-503.
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Best Supportive Care in Resected Stage IB-l1l11A Non-Small Cell Lung Cancer

Stanford University School of Medicine, Stanford, CA, USA; ‘NewYork-Presbyterian Hospital, Weill Cornell Medicine, New York, N, USA; *Tongji University Affiliated Shanghai Pulmonary Hospital, Shanghai, Chi
MI Zaporizhzhia Regional Clinical Oncological Dispensary Zaporizhzhia SMU Ch of Oncology, G

BACKGROUND

« The use of cancer immunotherapy has transformed the treatment of early-stage
resectable non-small cell lung cancer (NSCLC)

- Adjuvant cancer immunatherapy treatment options include atezolizumab
(anti-PD-L1) and pembrolizumab (anti—PD-1) based on resuts from the Phase Ii|
IMpower010 (NCT02486718) and KEYNOTE-081/PEARLS (NCT02504372)
trials, respectively'*

* IMpower010 was the first Phase Il cancer immunotherapy study to show statistically
significant disease-free survival (DFS) improvement in the adjuvant setting after
chemotherapy in patients with resected NSCLC'

- Atthe DFS interim analysis (clinical cutoff, January 21, 2021), the study met its
primary endpoint, showing a statistically significant improvement in DFS with adjuvant
atezolizumab vs best supportive care (BSC) after resection and chemotherapy in the
stage II-1liA PD-L1 tumor cell (TC) 21% (stratified HR, 0.6, 85% CI: 0.50, 0.88) and
all-randomized stage I1-lIA (stratified HR, 0.79; 95% CI: 0,64, 0,96) popuations but not
inthe ITT population; DFS benefit with atezolzumab vs BSC was also seen in the
subpopulation with stage II-IlIA PD-L1 TC 250% disease (unstratified HR, 0 43,

95% CI: 0.27, 0.68)'

- These DFS outcomes led to giobal approvals of adjuvant atezolizumab after
complete resection and platinum-based chemotherapy for stage II-IIIA PD-L1
TC 21% NSCLC and stage II-IIIA PD-L1 TC 250% NSCLC (excluding EGFR/ALK
alterations in the EU)

« At the first overall survival (OS) interim analysis (clinical cutoff, April 18, 2022),
although OS data were immature and not formally tested, there was a trend toward
OS improvement in favor of atezolzumab vs BSC in the stage II-IIA PD-L1 TC 21%
(stratified HR, 0.71; 95% CI 0.49, 1.03) and stage I11|A PD-L1 TC 250% (unstratified
HR, 0.43;95% CI. 0.24, 0.78) populations
- No OS improvement in favor of atezolizumab vs BSC was seen in the all-randomized

stage IHIIA or [T populations'

+ Here we report updated efficacy and safety results from the IMpower010 DF'S final
analysis and second OS interim analysss, with a minimum follow-up of 60 months

METHODS

* IMpawer010 is a global, multicenter, open-label. randomized, Phase | study of
adjuvant atezolizumab vs BSC in patients with stage IB-IIlA NSCLC after complete
resection and platinum-based chemotherapy (Figure 1)

- Investigator-assessed DFS, the primary endpoint, was hierarchically tested
1) stage II-IIIA PD-L1 TC 21% population, 2) all-randomized stage II-llIA population
and 3) ITT (stage IB-111A) population

- OSinthe ITT population, a key secondary endpoint. could be formally tested
only when the statistical significance boundary for DFS was crossed in all 3
primary populations

« The DFS final analysis and second OS intefim analysis were conducted at the same
chinical cutoff (January 26, 2024)

Figure 1. IMpower010 study design and endpoint testing hierarchy
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Patients

« The ITT population included 1005 patients (stage IB-IlIA; atezolizumab, n=507.
BSC, 1=498), the all-randomized stage |I-1IIA population included 882 patients
(atezolizumab, n=442; BSC, n=440) and the stage Il-IA PD-L1 TC 21% population
included 476 patients (atezolizumab, n=248; BSC, n=228)

« Demographics and baseline characteristios were generally balanced between arms
across the 3 primary populations, as previously reported’

« The median duration of follow-up was 65.0 months (range, 0.0-94.4) in the
ITT population, 64.8 months (range. 0.0-63.3) in the all-randomized stage I1-llIA
population and 65.2 manths (range, 0.1-93.3) in the stage II-1IIA PD-L1TC
21% population

« As of the clinical cutoff date (January 26, 2024). in the ITT population, 59.4% (n=301)
and 56.6% (n=282) of patients in the atezolizumab and BSC arms, respectively.
remained on study
- Of the 206 (40 6%) and 216 (43 4%) patients in the respective treatment arms who

discontinued from the study. the most common reasons for discontinuation were
death (atezolzumab, n=154 [30.4%]; BSC, n=155 [31.1%]) and patient withrawal
(atezokzumab, n=44 [6.7%); BSC, n=47 3. 4%))

DFS and OS in the ITT, all-randomized stage Il-IlIA and stage II-IlIA
PD-L1 TC 21% populations

« DFS events in the atezolizumab and BSC arms, respectively, ocourred in
- 47 1% (n=239) and 52 2% (n=260) of the patients in the ITT population

- 49 5% (n=219) and 54/5% (n=240) of the patients in the all-randomized stage
1-liA population

« The statistical signficance boundary for DFS was not crossed in the ITT population
(stratfied HR, 0.85; 95% CI- 0.7, 1.01; P=0.07)

- Median DFS was 65.6 months in the atezolizumab arm and 47,8 months in the
BSC am

- The 3-year DFS rates were 61 4% and 55.5%. and the 5-year DFS rates were
52.0% and 46.5%, respectively

+ The stratified DFS HR in the ail-randomized stage II-IlIA population was 0.83
(95% CI. 069, 1.00)

- Median DFS was 57.4 months in the atezolizumab arm and 40.8 months in the
8SC arm

- The 3-year DFS rates were 59.3 % and 52 6%, and the 5-year DFS rates were
49.3% and 44 4%, respectively

« DFS in the stage II-IIIA PD-L1 TC 21% population fs shown in Figure 2

- DFS in key subgroups i the stage I1-IIlA PD-L1 TC 21% popuiation generally
favored atezolzumab vs BSC (Figure 3)

Figure 2. DFS in the stage II-IIA PD-L1 TC 21% population

Figure 3. DFS in key subgroups of the stage II-IIA PD-L1 TC 21% population

P it pore i

e s
« - ) Y I
. . >
a P ¢
as My
" B .
o - n -
" - s ol
- e . ok e
. e - o ¢ "
” ] was, 150
. v

HE. ot ot

+ OS events in the atezokzumab and BSC arms, respectively, occurred in:
- 31.4% (n=159) and 31.5% (n=157) of patients i the ITT population
- 32 4% (n=143) and 33 0% (n=143) of patierts in the al-randomized stage I-II1A popuiation
+ Median OS was NE in either treatment arm in the TT and al-randomized stage
I1-I1lA populations. with stratified HRs of 0.97 (95% C1. 0.78, 1.22) and 0.94
(95% C1 0.75, 1.19), respectively
- Inthe ITT population, the 3-year OS rates were 79.3% and 81.1%, and the 5-year
OS rates were 70.9% and 69.8%, respectively
- in the all-randomized stage II-/ilA population, the 3-year OS rates were 78.7% and
79.7%, and the 5-year OS rates were 68,8% and 68 6%, respectively

+ OS in the stage II-lIlA PD-L1 TC 21% population s shown in Figure 4

Figure 4. OS in the stage ll-lA PD-L1 TC 21% population
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DFS and OS in the stage lI-llIA PD-L1 TC 250% population
+ DFS and OS in the stage i-IlIA PD-L1 TC 250% population are shown in Figure §

Figure 5. DFS and OS in the stage II11A PD-L1 TC 250% population

LR
* When the 20 patients with known EGFR mutations or ALK rearrangements were
excluded from the analysis. DFS and OS data remained similar (Figure 6)
- In general, DFS favored atezolizumab v BSC in key subgroups of the stage I-llIA
PD-L1 TC 250% population without known EGFR of ALK alterations (Figure 7)

ire 6. DFS and OS in the stage II-lIIA PD-L1 TC 250% population without known
EGFR or ALK alterations.
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Figure 7. DFS in key subgroups of the stage II-lIA PD-L1 TC 250% population
without knowmn EGFR or ALK alterations
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afety
+ Atezolizumab exposure data have not changed since the clinical cutoftfor the DFS
interim analysis (January 21, 2021) as al patients had completed or withdrawn from
treatment at that time'
+ Overall, 156 patients (31.5%) in the atezolizumab arm and 157 patients (31 7%) in the
BSC arm had died (safety-evaluable popuation)
= Inthe respective treatment arms, 91 (18 4%) and 118 (23.8%) patients died due to
disease relapse, 9 (1.8%) and 3 (0.6%) died due to AEs and 56 (11,3%) and 36 (7.3%)
died due to other reasons (i.e, COVID-19 related death, medical causes unrelated to
the study treatment or NSCLC that occurred outside the AE reporting period, death
information from public records or death due to unknown causes)
+ Since the previous report (clinical cutoff, Aprl 18, 2022)  there have been minimal
updates to the safety findings, and no new or Unexpected signals have been identfied
 The incidences of Grade 34 and Grade 5 adverse events of special inferest (AESIs)
remained unchanged in the atezolizumab arm since the previous report,” Grade 3/4
AESIs were reported in 4 patients (0 8%) and Grade 5 AESIs in 1 patient (0.2%) in the
8SCam
- No new medical concept categories developed

CONCLUSIONS ]

+ The data from this DFS final analysis and second OS interim analysis provide the first
Phase (Il cancer immunotherapy data in resectable NSCLG with 25 years of foliow-up
and were consistent with the previous reported analyses'

+ This analysis showed that DFS benefit continues to transiate into positive OS outcomes
inthe stage II-IIlA PD-L1 TC 21% and the stage I-IiiA PD-L1 TC 250% popuations
= In the stage II-lIIA PD-L1 TC 21% population, median DFS in the atezolizumab arm

was >30 months longer than in the BSC arm

* The significance boundary for DFS was not crossed in the ITT population, and OS
outcomes in the atezolizumab and BSC arms were similar, although OS data were
not mature

+ In general, atezokzumab's safety profile remained consistent with previous analyses: no
new or unexpected safety signals or AES| medical concept categories were reported

+ After 5 years of follow-up, the ug with
PD-L1-selected populations continue to support the use of aguvant atezolizumab
for stage II-IIIAPD-L1 TC 21% and stage II-IIlA PD-L1 TC 250% NSCLC
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Figure 6. DFS and OS in the stage Il-llIA PD-L1 TC =250% population without known
EGFR or ALK alterations
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Key inclusion criteria: 12 months of icotinib (125mg TID) E ="
Pathological stage II-IIIA NSCLC' N=106

research
Confirmed EGFR mutation (L858R Primary endpoint:
and/or Exon 19 Del) -DFS

Received RO Resection for lung 6 months of icotinib (125mg TID) — o
cancer N=106 S(e)c;ondaryendpomts.

Received at least 2 cycles of Safet
adjuvant platinum-based - salety

chemotherapy Observation
No prior systemic therapy N=106

A En torno al 80% completaron 4 ciclos de QT adyuvante

A Siendo carboplatino + pemetrexed el régimen mayoritario (70%)
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