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Stage IA

NSCLC=non-small cell lung cancer
1. American Cancer Society. Non small-cell survival rates by stage. May 2016. Available at: http://www.cancer.org/cancer/lungcancer-non-smallcell/detailedguide/non-small-cell-lung-cancer-survival-rates.

Accessed: Mar 2017,
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SUPERVIVENCIA EN CANCER DE PULMON NO MICROCITICO

« Las tasas de supervivencia para los pacientes con CPNM disminuyen drasticamente
en etapas avanzadas de la enfermedad

Stage IB

2. Carnio S et al. Semin Oncol. 2014;41(1):69-92;

Stage IIA

Stage IIB

\ 70%

de los pacientes
son diagnosticados
en estadios avanzados3

A

Stage IlIA

5%

Stage IlIB

1%

Stage IV

3. Molina JR et al. Mayo Clin Proc. 2008;83(5):584—94
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Early detection through low-dose CT screening may reduce mortality in
lung cancer

« The proportion of patients with stage I-lll disease is expected to increase as low-dose CT screening becomes more common’
NLST2 NELSON! MILD3
Large trial of >50,000 patients Medium trial of >15,000 patients Small trial of >4,000 patients

IS no

.. We need a lung cancer screening

400 —

program in Spain |

Control

200 —
1.0

100 / 20% reduction in the 24% reduction in the
_ rate of death o rate of death

39% reduction in risk

Cumulative no. of lung-cancer deaths
Death
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l

of death
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Time since randomisation (years) Time since randomisation (years) Time since randomisation (years)

« By detecting more cancers at an earlier stage, where outcomes are better, lung cancer screening may improve long-term survival

1. de Koning, et al. N Engl J Med 2020 2. National Lung Screening Trial Research Team. N Engl J Med 2011 3. Pastorino, et al. Ann Oncol 2019




Disease staging terminology: what is early-stage and
locally advanced NSCLC?

Early-stage Locally advanced

Stage | and Il disease: Vast majority is Stage lll disease

(Complete resection (RO) is possible)
Classification of early stage NSCLC is based on prognosis,
however ESMO and NCCN guidelines have different

definitions

Primary Primary Primary

tumour tumour tumour

) Lymph node
ymp . Lymph node
4 .~ = metastasis metastasis
/- - possible
For CIT trials, early-stage NSCLC refers to stage | and |l disease plus selected stage Ill cases where
complete tumour resection is feasible
*ESMO refer to UICC TNM classification while NCCN refer to AJCC TNM classification Postmus, et al. Ann Oncol 2017; Ghysen and Vansteenkiste, Curr. Opin. Oncol. 2019; NCCN guidelines v1.2020

An Asian expert group has similar definitions of NSCLC Tan, et al. J Thorac Oncol 2019
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IASLC dataset

for stage grouping on the 8t" edition

. Events/N 2 years 5 years
Pathological stage
IA1 139/1389 NR 97% 90%
100% - A2 823/5633 NR 94% 85%
80% - IA3 875/4401 NR 92% 80%
600 - IB 1618/6095 NR 89% 73%
. A 556/1638 NR 82% 65%
1B 2175/5226 NR 76% 56%
20% - A 3219/5756 41.9 65% 41%
0% - - - 1IB 1215/1729 22.0 47% 24%
0 24 48 72

Months 1IC 55/69 11.0 30% 12%

Goldstraw P et al. J Thorac Oncol 2016; 11: 39-51.
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DIAGNOSIS & STAGING NEOADJUVANT SURGERY ADYUJANT

Pathological staging

Adjuvant approach?

=3

Resectable

Multidisciplinary Neoadjuvant

team

(1 I
5/ ©)0)

treatment

Q =md Irresectable s==d NO adjuvant treatment

o
n
o
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Clinical staging

=4 Irresectable

1 Mauguen A, Pignon J-P, Burdett S, Domerg C, Fisher D, Paulus R, et al. Surrogate endpoints for overall survival in chemotherapy and radiotherapy trials in operable and locally advanced lung cancer: a re-analysis of meta-analyses of individual patients’ data. Lancet Oncol. junio de 2013;14(7):619-26. 2 Postmus PE et al. Early and locally advanced non-small-cell lung cancer (NSCLC): ESMO

Clinical Prachce Guldelmes for dlagnosls treatment and follow- -up. Ann Oncol 2017;28(suppl 4):iv1-iv:
2 Postmus PE, Kerr Kl erk M, Senan S, Waller DA, Vansteenkiste J, et al. Early and locally advanced non-small-cell Iun? cancer (NSCLC): ESMO Clinical Practice Guidelines for diagnosis, treatment and follow-up. Ann Oncol. julio de 2017;28:iv1-21.

Alncluye radlolera iay 1erap|a slstémlca (generalmenle quimioterapia con agentes a base de platino, como cisplatino y carboplatino )
Abreviaturas: CPNM: cancer de pulmoén no microcitico



Neoadjuvant and adjuvant chemotherapy significantly improve
. . . % . .
OS in patients with stage |-Ill NSCLC;* both show a similar and
modest benefit
Neoadjuvant Adjuvant
100 chemotherapy’ 50/ 100 - chemotherapy?
80 - 0
80
S improvement S 601 HR=0.89
(7)) i - 1,2 n -—a_
8 40- in 5-year OS O 40 -
20 - — Preoperative chemotherapy (N=1,178) 20 — Chemotherapy (N=2,281)
— No preoperative chemotherapy (N=1,207) — No chemotherapy (N=2,303)
0 I I I I I I I 1 0 T T T T T T
0 1 2 3 4 5 6 7 8 0 1 2 3 4 5 6+
. The greatest benefit with adjuvant chemotherapy .
Time (years) was shown in patients with stage Il or Ill disease Time (years)
(HR=0.83 for both stages)?
In stage | NSCLC, adjuvant chemotherapy mainly
appears to benefit patients with tumours >4cm3 )

For stage | & Il NSCLC, the greater evidence base and similar outcomes mean
ESMO guidelines recommend adjuvant chemotherapy over neoadjuvant chemotherapy

1. NSCLC Meta-analysis Collaborative Group. Lancet 2014
2. Pignon, et al. J Clin Oncol 2008

*Data from pooled analyses (analyses use earlier editions of staging guidelines) 3. Postmus, et al. Ann Oncol 2017
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Why do we do Adjuvant Therapy?

e Surgical outcome for early-staged NSCLC except stage |A is still disappointing.
® Most of recurrences are systemic disease

® To eliminate micro-metastases and probably cure patients

e Patients have a more intact immune system

® Suppresses remaining cells and delay recurrence
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Why not to do Adjuvant Therapy?

e Surgical can cure a numbers of early-staged NSCLC.
e Overtreatment of patient cured by surgery
e Adverse events (early and late)

e Cost of therapy



= Servicio Canario de la Salud
B Complejo Hospitalario Universitario

= Insular - Materno Infantil

Why do we do Neo-Adjuvant Therapy?

Treat micrometastases at the earliest time point

Increase compliance with therapy prior to surgery.

Assess treatment efficacy prior to surgery.

Evaluate biomarkers and surrogate endpoints (MPR and pCR).
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Stage lll NSCLC Includes Multiple Diseases

T3/T4 disease N2/N3 disease Stage Il NSCLC

Includes multiple diseases

At Fri DO |

* >7 cm no nodes
* 5 cm with N1

sTAGE Il|A WL
« Surgery as part of
multimodality treatment

* >5 cm with N2

STAGE ||IB AWK
* Nonoperative treatment

r \\“ Risk of distant mets and local relapse > 60%
5-years OS 13-36% (IlIC-111A)

Stage lll heterogeneity

1. Goldstraw P, et al. J Thorac Oncol. 2016;11:39-51. 2. NCCN® Clinical Practice Guidelines in Oncology. Non-Small Cell Lung Cancer. Version 2.2019. https://www.nccn.org/professionals/physician_gls/pdf/nscl.pdf.
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STAGE Il

Incidental N1/N2 N2 Unresectable N2
Resectable Potentially resectable & 111B/C

Adjuvant treatment Neoadjuvant treatment Consolidation treatment
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Neoadjuvant approach
Role of Immunotherapy

Neoadj uvant Distant Elimination of
microscopic Immune-activated immune-activated
metastases micrometastases micrometastases

— o) et — >
9 0. %% s
/ e @9 v

Tumour
@9

X >
Impact of systemic therapy | Surgically resected tumour

on both primary tumour
and micrometastases

Immune-activated tumour

Elimination of residual
immune-activated
micrometastases

—>

Figure adapted from Robert Nat Med 2018
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A Percentage of Pathological Regression, According to Subgroup B Biopsy Sample before Nivolumab

& AT T

B Current/ex-smoker [ Never smoked [ AC [0 SCC
B Other PR [ISD [ LN+ IMLN-

Smoking Status
Histologic Subtype
RECIST Response
LN Metastases

MPR 45% MPR (£10% viable tumor cells) Rate: 45%
PCR: 15% 0T~ .—-I ................ —
II
;'\o"
= —40-
S
o) M PD-LL+
& W PD-L1-
804 Unknown
~100

Forde, PM et al. N Engl J Med. 2018
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MPR to neoadjuvant atezolizumab in the LCMC3 study

Pathologic response in surgery population (n=159) Major pathologic response in
primary efficacy population (n=144)

0 (=] ]:]

40%

_10 J
;\3‘—20 1
c-30
L2, >
® -40 - &
) 2
&-50 - & 20%
[S) 1 ©
o560 1 o
b= 1
o] =70 - 4
£ B EGFR/ALK+ i)
© .~ [ORegression >-90%
O -807  mypR

| |
90 pCR
R 0% —
-100
MPR pCR

Pathologic regression defined as % viable tumor cells — 100%.
MPR, major pathologic response; pCR, pathologic complete response.
3 Error bars indicate 95% CI.

Presented by Dr Jay M. Lee  LCMC3: Neoadjuvant Atezolizumab in Resectable NSCLC JANUARY 28-31, 2021 | WORLDWIDE VIRTUAL EVENT
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MPR to neoadjuvant sintilimab in resectable NSCLC
Histolog SSSSASSASASSSSSMASSSASSSSSSSSSSSSSSSS
RECIST:DS SSSSSSSSSSDSSSSSSPDSSPSPPSSPPSSSPSP
Gender MMFFFMMMMFMMMMMFMMMMMMMMMMMMMMFMMMMMM
Smoker: Y YNNNY YYYNYYYYYNYYNYYYYYYYYYYYNYYYYYY
PD-L01:-U—UU++-+- -+ ++++++U+++-++U+-+-U-++UU+
|
]
MPR rate: 40.5% | e
S 1
PCR rate: 16% ?
@ 30
(@]
g 40
o
é) 20 ® SUVmax reduction = 30%
£ 60 ® SUVmax reduction < 30%
o L SUVmax NA
80
e s S T,
100- Major pathologic response = 90%
Histology: (S)quamous, (A)denocarcinoma, (M)ixed RECIST: P(R), (S)D, P(D) Gender:(M)ale, (F)emale Smoker: (Y)es, (N)o
Stromal PD-L1: - < 1%, + 21%, U =NA

Gao, S et al. J Thorac Oncol. 2020
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resectable NSCLC

umab with or without SBRT for

Resection rate: 87% in both
arms

MPR in primary tumors
*Durva mono: 6.7% (2/30)

*Durva + SBRT 53.7% (16/30)
[PCR 27% (8/30)]

Altorki NK et al, Lancet Oncol 2021

EGFR status
PD-L1-expressing
cancer cells

504

Tumour regression (%)

-1004

[ Durvalumab monotherapy I Wild-typeEGFR 3 PD-L1 expression <1% [ PD-L1 expression not determined
B DurvalumabplusSBRT [ MutantEGFR [ PD-L1 expression 21%

Durvalumab monotherapy (n=30)

Durvalumab plus SBRT (n=30)

o -

\Dmuﬂﬁm?\ommm\or\or\r\wwommmoor«mooﬂwﬁmovmm\omgmmr\ﬂmmmmgr\ﬂwmovmﬂmr\mvw"'\
HOQ TLOMNTNANAENTOOMMEANTOANTNUMNANTTIA TOMOONUIMOOHN T TOAANMMMMNND
A kA A b A A A A A A R A A R A A A R
aaaaaggaazzag;zaeagggaaazgaaaaaag;eaaa;eaeaaaggaaaaaggeaezga
223323 22332 22333 22220JJ22202202J2222022922222J222232233J92223222
DOODQQGODQDQQOQOQDDDDQODOQLOODDDQQQDDDQQDJ.DDOQDDDGOLQDQDQJ.QODDOD
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T1: no PD-L1 and tumor-infiltrating

lymphocytes (TILs)

T4: constitutive
expression and no TiLs

PD-L1

Immune deficit: no TILs presei
antigen expression or active su

T/ﬁjj
3555

\ T2: PD-L1 expression and TILs present

Immune deficit: adaptive resistance
from induced PD-L1 expression

nt leading to
ppression of inflammatory infiltratio

failure of tumor

ﬁ?ﬁr

(*‘f/)o

Y _
~LTey

(&)
“©
d

Sy

%

\ T3: TiLs present, but no PD-L1 expression

deficit: no IFNy
or T-cell dysfunction

I |

AW, . O

Dead tumoi L} PD-L1 PD-1 MHC | TCR IFNy Tumor Tumor-infiltrating
antig lymphocyte

Neoadjuvant
CT/10 and 10-I0O
combination trials

The enhancement of PD-L1 expression

through chemotherapy and T cell with anti
CTLA4

Janice M. Mehnert. Clin Cancer Res, 2017

Fournel L. Cancer Lett. 2019. Curran MA. Proc Natl AcadSci U S A. 2010. Shin J. Cancer Res Treat. 2019.
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NADIM trial

Neoadjuvant
treatment
treatment
Nivolumab
Nivolumab360mg + 240mg Q2W for
Paclitaxel 200mg/m2 + pp— FOLLOW
Carboplatine AUC 6 _— SU RG E RY e Nivolumab > uUupP
480 mg Q4W for (3 years)
v, asw (Inthe 3rd or 4th week from 8 months
day2lcycle 3 of
3 cyc‘es neoadjuvant treatment) I (1 year)
I (N2 or TANO/N1) | \ \ /

Surgery
| Typeofsurgery | N | % |
Lower bi-lobectomy 2 6.7
Left upper lobectomy 2 6.7
Left lower lobectomy 3 10 = 90%

Right upper lobectomy 15 50

Right lower lobectomy 5 16.6

Right pneumonectomy 2 6.7
Left pneumonectomy 1 33

Resection type “ Yo

RO 29 965

Tumor
block

Pathological response

N %

Major response’ 24 80.0

Complete response 18 >0
Less < 90% 6 200
Total 30 100 .0

TMajor pathological response defined as <10%
viable tumor cells in the resected specimen.

Provencio et al, WCLC 2018

m_

Single-arm

Open-label

Multicenter

Resectable I11A NSCLC (7t ed. AJCC)

N =46 patients
30 patients underwent surgery

Clinical response

Complete response (CR) 3 10.0

Partial response (PR) 18 600
Stable disease (SD) 9 30.0
Total 30 100.0

No progressive disease has been observed.
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NADIM TRIAL: 0S
NADIM TRIAL: PFS (primary endpoint) ;
el L L T T T T 1T 1 T population [TT population:
at 36.and 42 months, months
: v 0578.9% (95%Cl: 63.1-88.6%) at 42
PP population: E months.
v PFS81.1% (95%CI: 64.4-90.5%) ‘ﬂ |
at 36 and 42 months, PP population:
v 0591.0% (95%C: 74.2-97.0%) at 36
The median PFS for patients who months
~ hadprogressive disease was 214 L 05 87.3% (95%Cl: 69.3-95.1%) at 42
wees months (95% Cl: 8.8-26.2 months) s months.

Number af risk Nurnber at risk

1 i 4 % 1" 0 5 f k! 15 0

Provencio et al, WCLC 2021
Provencio et al, WCLC 2021



_ NADiM I_I tfiél_: _N_ivolumab + chemotherapy vs chemotherapy as neoadjuvant treatment
for resectable stage IlIA non-small cell lung cancer (NSCLC)

d Experi mentaI‘\ ot
ARM Adj
. treatment
Nivolumab 360 mg
+ Paclitaxel RO _— - FOLLOW
200mg/m2 + SURGERY | — uma —_— up
Carboplatin AUCS 420 mg (3 years)
NSCLC v, 03w IV, Q4w
locally \_ jfm \ .{ (] m}
advanced _/J
potentially
resectable e TN
) Control ARM
Paclitaxel
200mg/m2 +
Carboplatin AUCS SURGERY
. IV, Q3w
Translational research 3 Cydles
t N\ )
| Stool sample | N
| Y e
| Tumor block | | Tumaor block |
[
| Blood sample | Blood sample | [ Blood sample | | Blood sample | | Blood sample
Baseline After Cycle 3 After Sugery At 3rd and 6th month at Progression
*only at experimental arm
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NADIM Il trial

Study design

Experimental arm

Nivolumab 360 mg Adjuvant treatment

+ Paclitaxe| 200 mg/m2
+ Carboplatin AUCS
v, Q3w
(3 Cycles)

Nivolumab 480 mg
IV, Q4w
(6 months)

Follow up
(5 years) }
NSCLC
Locally advanced
Potentially resectable

Stage IMIA-NIB
(@™ edition)
EGFR/ALK excluded

within 3rd-4th w.
(+7d.) from day 21
cycle 3 Neo

Control arm

Paclitaxel 200 mg/m2 RO iRz Follow up
=+, Carboplatin AUCS SURGERY Ir—’ Ql2w & yours)
v, Q3w (6 months) =
(3 Cycles)
Translational research = %
. . r'y - P
Stool sample Stool m
sample
Blood Blood Blood Blood Blood
sample sample sample sample sample
| After After After At 3rd & 6th At progression
Baseline cycles 1&2 cycle3 surgery month
-
(NADIM I (NCT03838159) is a randomized, phase 2. open-label, study i + vs Py as. dj treatment for potentially resectable NSCLC
3 prsson Mariano Provencio MD, PhD.
2022 ASCO Hospital Puerta de Hiermo Magadahonda-Madrd, SPAIN bl et i ol O Al

ANNUAL MEETING Spanish Lung Cancer Group

KNOWLEDGE CONQUERS CANCER

Baseline characteristics - ITT population

NIVO + Chemo
(n = 57)

Characteristic

TNM classification (AJCC 8™

edition)
TINZMO 12 (21.1) 4 (13.8)
TZNZMO 16 (28.1) 7 (24.1)
TEZN1MO 2 (3A5) 1 €3.5)
TINZ2MO 13(22.8) 5 (19.3)
TANOMO 6 (10.5) 9 (31.0)
TANLIMO 8 (14.0) 3 (1L0.3)

Tumor size — Median (range),
mm

Nodal stage — No. (26)

43 (29-54)

52 /(39-75)

NO 6 (10.5) 9 (321.0)
N1 10 (17.5) 4 (13.8)
N2 41 (71.9) 16 (55.2)
N2 multle!e station 2_1(36.8) :L.O (34.5)

pCR’ rate with neoadjuvant NIVO + CT vs CT in the ITT population”

60 -

OR =7.88 (95% Cl 1.70-36.51)
50 4

I
40 4 36.8%

pCR rate (%)

NIVO + Chemo Chemo

/N n/s7 2/29

Percentage of patients with a complete response NNT: 3.34 (2.2—6.95)

Patients with definitive surgery (26)

OR = 5.96 (95% CI 1.65-21.56)
T

100 A

93.0%
=8 69.0%
60 A
a0
20 -
o -

NIVO + Chemo

Chemo

p = 0.00807 Provencio ASCO 22




IASLC il 2022 World Conference

«f8— i1 on Lung Cancer

AUGUST 6-9, 2022 | VIENNA, AUSTRIA

SECONDARY ENDPOINTS - Progression-free survival

1.00 - -
E 0.75 1
=
2 .
2 0.50- i
a ]
[«] 1
< i
Q. ]
2 :
o 0254 ]
=0.022 :
o]
" ' +—
0 5 10
Number at risk
Nivo + chemo 56 55 52
Chemo 28 26 20

Progression-free survival was defined as the time from randomization to any of the following events: progression of disease, recurrence disease, or death due to any cause. Progression/|

"-160.7%

66.6%

Median follow-up: 26.1 months

Nivo+ chemo

Dr. Mariano Provencio, Hospital Universitario Puerta de Hierro-Majadahonda, Madrid, Spain

2-year OS 85% vs 63%

Plama an an ar an a3 e a A

= 42.3%
e Chemo
NIVO + Chemo Chemo ( H R 0 '40)
(n=57) (n=29)
Median PFS (mo) NR 18.3
m HR 0.48 (95%C], 0.25-0.91); p=0.025
25 30 35 40 a5 50 85 60
Months from randomization °
SECONDARY ENDPOINTS - Overall survival
24 11 4 1
1.00 4 -—— >98.2%
9 7 0 0 o Median follow-up: 26.1 months
E A7 Nivo+ chemo
2 63.4% | Chemo
S 0501
-]
e
o
w
© 0.25- NIVO + Chemo Chemo
(n=57) (n=29)
Median OS (mo) NR NR
0.004 p=0.028 m m HR 0.40 (95% €1 0.17-0.93); p=0.034
0 - 10 15 20 25 30 35 10 a5 50 55 60
Months from randomization
Number at risk
Nivo + chemo 56 56 55 53 37 31 15 5 1 1 1 1 1




- Neoadjuvant phase lll trials in NSCLC

IMpower030 (primary endpoint: MPR/EFS) AEGEAN (primary endpoint: MPR)

Resectabl i D lumab
sta;tzzl:; E{A?or — Ate;t:_l;t;:gb * Surgery Atezolizumab - Resectable " "ﬁzﬁe':'ni ’ ST Durvalumab
1B (TSNZ] NSCLE and . Stage lIA—IIIB NSCLC and
pathological Survival ECOG PS 0-1 pathological
ECOG PS 01 response follow-up N=300 response
ALK-IEGFR- assessment [— Placebo + assessment
DGC [ Pacebos (MPR, pcR) 8 BSC NCTO3800134 Pt.chemo Fae
ncTosas6063 CHECKMATE 77T (primary endpoint: EFS) CHECKMATE 816 (primary endpoint: EFS/CPR)
Nivolumab + — LD UInEl
R — Pt-chemo el Resectable stage Pt-chemo Surgery
esectable IIA-1IIB and
NSCLC 7 IB/I1/IIIA NSCLC .
‘ ECOG PS 0—1 pathological
No brain metastases R response
N=350 i :
ECOG_ PS 0—1 Slacebo s Platinum-based assessment
NCT04025879
KEYNOTE-671 (primary endpoint: EFS/OS)
Feiulr g Etingle Pembrolizumab
Stage II, llIA, and — + pt-chemo Surgery — 13 cycles
resectable IIIB 4 cycles and
(T3—4N2) NSCLC pathological
EC?\IG ;g g—1 Placebo response . .
= . assessmen
— + Pt-chemo - 13 cycles

NCT04025879

4 cycles



" CheckMate 816 study design?

Key Eligibility Criteria

* Newly diagnosed, resectable,
stage IB (=4 cm)-IlIANSCLC
(per TNM 7t edition)

+ ECOG performance status 0—1

* No known sensitizing EGFR
mutations or ALK alterations

Stratified by

Stage (IB-Il vs llIA),
PD-L1% (2 1% vs < 1%¢), and sex

N =358

NIVO 360 mg Q3w
> +
chemo? asw (3 cycles)
Radiologic
restaging
: —

NIVO 3 mg/kg Q2W (3 cycles)

+ IPI 1 mg/kg (cycle 1 only)’

Surgery
(within 6
weeks
post-
treatment)

Optional
adjuvant
chemo = RT9

d Primary endpoints Secondary endpoints Exploratory endpoints h
 pCRby BIPR + MPRby BIPR *+ ORR by BICR
« EFS by BICR « OS » Predictive biomarkers (PD-L1, TMB,
« Time to death or distant metastases CtDNA")
- J

Database lock: September 16, 2020; minimum follow-up: 7.6 months for NIVO + chemo and chemo arms.
aNCT02998528; bPDetermined by the PD-L1 IHC 28-8 pharmDx assay (Dako); °Included patients with PD-L1 expression status not evaluable and indeterminate; INSQ: pemetrexed + cisplatin or paclitaxel +
carboplatin; SQ: gemcitabine + cisplatin or paclitaxel + carboplatin; ¢Vinorelbine + cisplatin, docetaxel + cisplatin, gemcitabine + cisplatin (SQ only), pemetrexed + cisplatin (NSQ only), or paclitaxel +

carboplatin; fRandomized exploratory arm (enroliment closed early); 9Per healthcare professional choice.

Follow-up

—



" CheckMate 816: pCR and MPR rates were higher
=8 : : :
with neoadjuvant nivolumab + chemo vs chemo

pCR* Rate, ITT (ypTONO)' MPR* Rate, ITT (ypTONO)*
40 - 50 -
OR = 13.94 (99% Cl, 3.49-55.75)* OR =5.70 (95% Cl, 3.16-10.26)*
P < 0.0001 | )
40 - Difference*27.9%
4--.30 7 37°

J Difference*21.6%
4

W
o
]

PCR rate (%
S

—
o
1

MPR rate (%)
N
o

10 - 9°
0 - 0 -
NIVO + chemo Chemo NIVO + chemo Chemo
n/N 43/179 4/179 n/N 66/179 16/179

» pCRrate in the exploratory nivolumab + ipilimumab arm (ITT) was 20.4% (95% Cl: 13.4-29.0)
Forde PM et al. Oral presentation at AACR 2021. Abstract CT003.
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Primary endpoint: EFS

Neoadjuvant immunotherapy: CheckMate 816

g
0{ \
8-
1
Q-
5
-
-
-
-

Event-free Survival (256)

~ Nivolumab plus
R chemotherapy

Chemotherapy alone

Alone

0

L
5B AN
Months

———
0369

Lo dn 0 T My gl

7303 %19 4

Nivolumab plus 179
Chemotherapy
Chemotherapy 179

Median
No.of ~ Event-free Survival
Patients ~~~ (95% C)
Mo

316 (302-MR)

108 140-167)

Hazard atiofor disease progression,
disease recurrence, o death, 0,63
9738% 1, 043-00])

P=0.005

Overall survival: interim analysis

NIVO + chemo  Chemo

(n=179)  (n=179)
100 - Median 05, mo NR NR
HR (99.67% Cl)® 0.57 (0.30-1.07)
: P value® 0.0079
i 90% :
80 ? % NIVO + chemo
60 - + Chemo
8
6
40 +
20
0 T T T \ T T T | T T T T T T T ]
0 3 6 9 12 15 18 21 24 27 30 33 3% 39 42 45 4

No. at risk Months from randomization

NIVO+chemo 179 176 166 163 156 148 146 143 122 101 n 48

Minimum follow-up: 21 months; median follow-up, 29.5 months,
395% C1 = NR-NR (NIVO + chemo) and NR-NR (chemo); %95% CI = 0.38-0.87; Significance boundary for 05 (0.0033) was not met at this interim analysis.

26

Forde NEJM 22




PD-L1 < 1%
NIVO + chemo Chemo
(n=78) (n=77)
Median EFS,® mo 25.1 18.4

PD-L1 > 1%
NIVO + chemo Chemo
(n=89) (n=89)
NR 211

Median EFS,® mo

1004 HR (95% Cl) 0.85 (0.54-1.32) 1004~ HR (95% CI) 0.41 (0.24-0.70)
F\*’fb»\_bu%
80 80+ Wy MN%
L'Hﬁ
@ 60 66% 52% e 60— 620 - NIVO + chemo
wvi wvi
L 404 ‘ NIVO + chemo L 404 7
40%! — e ,
I Chemo Chemo
204 f 204
0 T T — T 0 L — T T T T T T 1
0 3 6 9 1215 18 21 24 27 30 33 36 39 42 0 3 6 9 1215 18 21 24 27 30 33 36 39 42
No. at risk Months from randomization No. at risk Months from randomization

18 65 57 51 4 39 36 0 4 15 13 6 3 2 0

Minimum follow-up: 21 months; median follow-up, 29.5 months.

#95% Cl = 14.6-NR (NIVO + chemo} and 13.9-26.2 (chemo; 95% Cl = HR-HR (NIVO + chemo) and 11.5-NR (chemo).

Girard et al, AACR 2022

89 76 69 66 65 62 60 53 47 24 19 7 3 1 0
89 71 60 53 45 41 37 32 127 ¢ 5 1 0

12

60

EFS (%)

401

20

e 70%

NIVO + chemo

PD-L1 1-49%

NIVO + chemo Chemo
(n=51)

(n=47)

Median EFS,2 mo NR 26.7

HR (95% Cl) 0.58 (0.30-1.12)

-
gy P
51%]

s

Chemo

0
0

No. at risk

a4 193 3 M B N A
47 40 33 19 5 M 18 i

T
3

T
6

Months from randomization
129 4 1 ©

Minimum follow-up: 21 months; median follow-up, 29.5 months.

295% €1 = 27.8-HR (NIVO + chemo) and 11.5-NR {chemoy; b95% CI = NR-NR (NIVO + chemo) and 8.2-NR (chemo)

LI 1 T 1
12 15 18 21 24 27 30 33 36 39 42

0

EFS by tumor PD-L1 expression

PD-L1 > 50%

NIVO + chemo Chemo
(n=38) (n = 42)

Median EFS,® mo NR 19.6

0.24 (0.10-0.61)

100 = HR (95% Cl)
[
] 0
804 . 5
s NIVO + chemo
60 LLL
o = [
e —
o 58% ‘L_.s._.ﬂ-L
u 49%1 H—ti+
w 40_ 17/0 )
Chemo
20+
0 I I I | | I | I I I I 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42
No. at risk Months from randomization

30 33F 303 30 27 /B 1 10 I T 1A

13



- ctDNA clearance and association with pathological
response in CheckMate 816
ctDNA clearance rate (C1D1 to C3D1) ctDNA clearance and pCR rates
80 H 80 -
_ With ctDNA clearance Without ctDNA clearance
2
Q
9
g 60 - 56%P 60 -
ki 3 46%
&) (+]
>
B 34%" g |
()
E e
ES
< 20 - 20 -
Q2
5
0% 3%
- g - -  I—
NIVO + chemo Chemo NIVO + chemo Chemo NIVO + chemo Chemo
n/N 24/43 15/44 n/N 11/24 2/15 0/19 1/29

Forde PM et al. Oral presentation at AACR 2021. Abstract CT003.
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Which patients benefit from neoadjuvant chemo-l0?

Checkmate 816

No. of
Subgroup Patients
Nmolumabd plus
EFS chemotherapy
(N=179)
PD-L] expression level
<1% 155 25.1 (14.6-NR)
z1% in NR (NR-NR)
f \ 1-49% » NR (27.8-NR)
PDL1 250% '] NR (NR-NR)
<% 155 26 (03-9.0)
al% n 22(03-19
1-49% ] 0 (0-1.5)

250% 0 43 (06-162)

Outcome in pts with very high PDL1?

:Hvohemat ¢ comangy:__ Chanchurey.
GIDNACL NociDNACL ctONA CL NoctONA CL
2 019 (w8 (w2l

Median EFS, mo NR 189 NR 188

prorl : SB_ (16600 BN
HR(95% C1 0R0 018 ) 0020201 e

Bt trme Sasrvova (]
-1

CtDNA

Forde. NEJM 2022

EFS in Patients with or
without ctDNA Clearance

— v —r T e R
003 6 8 1 W W OB M 0N NN LS

Chemotherapy

alone

(N=1%9)
184 (139-262) —.-E— 0385 (0.54-132)
211 (11.5-NR) — 041 (0.24-0.70)
26.7 (11.5-NR) R 058 (0.30-1.12)
196 32-NR) *———— ' 0.24 (0.10-061)

T T

T T 1 1
0125 025 0.50 1.00 200 400

Nivolumab plus Chemotherapy Better Chemotherapy Alone Better

16.7 (92-268) | —— 4.1 (4810 24.0)
326 (23.0-413) . ——— 303 (15910 40.7)
235 (128-315) . —— DS(14w03ES)
447 (286-61.7) — 400(21710559)

30 1% 0 15 0 45 «@

Chemotherapy Alone Better Nivolumab plus Chemotherapy Better
PCR in Patients with or

without ctDNA Clearance

With ctDNA Clearance ‘Without ctONA Clearance

Navolumabs «  Chemotherapy
chemotheragry chemotherapy
"N 12 2ns 019 ]

Nvolsmabs + Chamotharapy

pCR

PFS

0S

NADIM I

PDL1
Positive 8716123 (21479 ] [IQ14652
Negative 3 0 15[05308) e 1505306
2 0 0 0 ™ N N N @0 W
~Cortrol Betier—  —Experimental Beter—>
OR for pCR in the PD-L121%: 16.0 (95% CI 1.86-137.61; p = 0.007)
PDL1
Positive “ . 022008 058)
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PDL1
POSitive bod —— 0.17 (0.05.0.57)
Ne'gaﬁve k) 114023, 873)
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Servicio Canario de la Salud
B Complejo Hospitalario Universitario

. Insular - Materno Infantil

*  Front-line attack of micrometastases

Compliance |
SAKK16/14 Shu NADIM CM 816 NADIM 2
(lla TNM 7) (liHla TNM 7) (llla TNM 7) (Ib-llla TNM 7) (Ina/lllb TNMS8)
n=68 n=30 n=46 n=358 =90
No surgery 19% 3% 10% 17% %
12% Ib/I; 17% llla
Progressive disease 10% % 0% 6.9% 0%
9% Ib/ll; 8% lila
Incomplete resection 7% 13% 0% 17% 7.5%
R1/R2

Hothschlld JCO 2021 , Shu Lancet Oncol 2020, Provencio L_anget Oncol 2020, Forde NEJM 2022, Provencio ASCO&WCLC 2022

TR W IR N Y w N LW wWw rvu\--‘.-\n FTYW W WIS WIIE WE L TW Wl W vy

NADIM: 100% completed Neoadjuvant Ch-10 treatment

Chouaid C Lung Cancer 2018; Kelh K JAMA Oncol 2022; Felip R Lancet 2021; Forde P NEJM; Provencio M Lancet Onc 2020



Servicio Canario de la Salud
Complejo Hospitalario Universitario

Insular - Materno Infantil

Combinationts 10-10

Neoadjuvant Nivolumab plus Ipilimumab in Stage II-1lIA
NSCLC (JHU & MSKCC)

START Nivolumab 240mg IV on D-

- i Repeat PETICT, = Adjuvant combination
Screening; baseline ?2' '23’ 14 pnoré: Research Bronch, chematherapy*
PET/CT; pre-treatment plamed surgery (O0) surgery on D0
research core biopsy;
Research Bronch

+ Stage Il-lIANSCLC
+  Resectable disease
+ ECOG0-1

Nivolumab 3mgrkg IV +
Ipilimumab 1 mg/kg on D-42,
followed by Nivolumab 3mg/kg -
IV on D-28 & D-14 prior to
planned surgery (D0)

Repeat PETICT,
Research bronch,
surgery on DO

- Adjuvant combination
chemotherapy*

*investigator choice chemotherapy +/- radiation therapy at discretion of treatment team

Primary Endpoints

Feasibility: delay in surgery of <24d from pre-planned surgery date
Safely: adverse events (AEs) up to 100 days post-freatment (or 30d post-

DAnderson surgeny)

Reuss JE et al, JITC 2020

Patient 1

Terminated early after 9/15 pts enrolled: 67% (6/9) TRAES and 33% (3/9) grade 23 TRAES.
3 of 9 patients (33%) had PD and no definitive surgery; 6 pts underwent resection (67%): 2 pCR (33%)
6 pts (67%) had tumor STK11 mutations with or without KRAS or KEAP1 co-mutations

Table 3 Radiographic, pathologic and molecular response characteristics

womms©BNTO
§6i6856% Patient  Radiographic Residual tumor Pre-reatment  Normaized tumor  Drier genes with sequence
ISR REE mmber  response’ (%) T L —
i IR 1 ) 100 0 4 KRAS, STK11
Res Tumor (%)
RECIST 2 POt N/A 1 109 KRAS, KEAP1, STK11
Prim Progression § 0 %0 10 147 KRAS, STK11, TP53
Recumence 1y | P NA 1 8 KRAS, KEAP1, STKH1
PDAL(R) e
™ IR AN § PR 0{pCR) 15 554 KRAS, STK11
W5 e b ) DR % Undeeminabley | Undetminetlet
il ﬂ i T3
KEAP! POL1  TME  ResTumo 44
e A S L L 7 SRAE ST, TS0
53 L )] ] Rl 9 TP53
e




NEOSTAR: phase Il study of induction checkpoint blockade for
untreated stage I-1lIA NSCLC amenable for surgical resection

stafion (AJCC 1)

Surgical resectability
ECOGPS 0-1

Stratification
Slage

Key Eligibility Criteria
NSCLC Stage IHIIA N2 single

No prior systemic therapy

Y

Arm B:
Nivolumab
3mgfke
01,1529+
Ip|||murnah

D1 D15 DX

S0C adjuvant

SRR — therapy

Combined PD-1/CTLA-4 blockade meets the trial prespecified
MPR efficacy houndary to be considered promising

(n=21)
Primamengoir]t . ,_I ~ 100- ‘ Median 50%  Median 9% PR
MPR rate n patients treated with X i @ 100+ Yes No
Niolumab and Nivolumab + [plimumab Pretherapy  Ontherapy  Posttherapy  Surgery  Postsurgery MPR RATE (%) % Nivo+ i © 90- Nio® O
(VPR: £10% viabe umor) Pre-dose 1 Pre-dose2,  Alleast14days Within 3-6weeks  Within 8 weeks . ' ' £ 80 8 80 Nio+hi @ O
Pre-dose 3 afterdose 3 afterdose 3 aﬂersurgery Perceniage NIVO NWO + |p| 5 50% \6 704
Joot  Jome [ oot @uw | viable tumor  n=23 r_“:21__\ g 507 816 - E 601
c
" 50
TUmor & S ]Tumadﬁ o VIOWPR)  22(629) l38 8 21)' % 3«
. e |
- uninvolved lung 0 (DCH) 9 (2’,23) 2 {6 21) .g. g 204
& sw " CTsan S 8 2
N’ {PETCT sen Prespeciiied trial efficacy boundary: 2 6 MPR ; 107
D Aunucisun Cascone Pl &"PE(%TCsTcan . } Ni Nivo + Ipi
> o — — o Nivo +Ipi
] MPR (<10% CR (0%
Camurade e Sepesi Co-PI Cascone, T et al. Nt Ned. 2021 P=E.096) 20(0505) =) =0
Cascone, T et al. Nat Med. 2021




NeoCOAST: P2R platform trial of neoadjuvant durva
alone or combined with novel 1O agents in NSCLC

Week0  Week1 Week2 Week3 Week4
Arm A: Durvalumab 1500 mg IV

monotherap

Arm B: Durvalumab 1500 mg IV +
oleclumab 3000 mqg IV

:
5
[=]

Resectable, early Patients stratified by
stage lymph node
(I [> 2 cm] to llIA) involvement
NSCLC

Days 29 t0 42 Day 105

Primary endpoint

MPR rate

Tumor sample obtained
ECOG PS 0/1 prior to treatment

Arm C: Durvalumab 1500 mg IV +
monalizumab 750 mq IV

=a
N
T e
- T
O Q
N o
£+
O O
'O-O—‘
= o
0 >
m\—/

Uurvaluma
Monalizuma
b
Monalizuma
b

ECOG PS, Eastern Cooperative Oncology Group

performance status; NSCLC, non-small-cell lung Arm D: Durvalumab 1500 mg IV + Secondary endpoints
cancer danvatirsen 200 mqg IV

Feasibility of surgery within planned window
Safety: AEs, SAEs etc.
pCR rate, PK, ADAs

Danvatirsen
Danvatirsen
Danvatirsen
Durvalumab
Danvatirsen
Danvatirsen

Garcia Campelo R et al, WCLC 2019,



Adjuvant and Neoadjuvant use of genotype directed therapy

Neoadjuvant precision therapy in
stage IB-llIB NSCLC

tos Mutation
N N NT® EGF, o5
15\
H
£ fR2 - wET
& .‘
B Amp
-
LCMC4 Neoadjuvant | Precision Multimodality Therapy
BRAF EGFR HER2Z MET
BEL - ALK o Vemurafinib ROS} 4 aLiigS q Osimertinib + Mutation + Mutation +
Selpercatinib Alectinib Cobimetinib Entrectinib Entrectinib Fiamteeny | Ay e
(Lilly/LOX0) (Genentech) (Genentech) (Ospentect {zensatach) (AstraZeneca) (TBA) Capmatinib
{5 LUNG ICT, PET/CT Scans, Repeat ctDNA
(# CANCER ’
MUTATION T -
f¢ CONSORTIUM Major and complete pathologic response rate -

Correlates in persister cells
LUNG CANCER Adjuvant therapy -investigator’s choice serial \ .
RESEARCH  ctDNA assessments =
FOUNDATION ea

Adjuvant
ALK
Crizotinib vs. observation (NCT02194738)
Alectinib vs. chemotherapy (NCT03456076)
RET

Selpercatinib vs. placebo ( NCT04819100)
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Adjuvant Osimertinib Therapy Improves Disease-Free Survival
ADAURA

Disease-Free Survival, Stage II-llIA

104 « Randomized, 3 years adjuvant
09- osimertinib versus placebo in
03- resected stage IB-IlIA NSCLC

0.74 Osimertinib

0.6+

05 M * DFS: NR vs 19.6 months
047 (HR0.17,0.11-0.26

* Primary Endpoint DFS in stage II- llIA

Probability of Disease-free Survival

\
' i y V. )]
= M‘_L\—“ Placebo _
024 L * Impact on overall survival not yet
01 known
00 I I | I I I I I
0 6 12 18 24 30 36 42 48

Wu et al. NEJM. 2020;383:1711-23.

Months since Randomization
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CTONG 1103 (EMERGING), Perioperative Erlotinib vs Cisplatin/Gemcitabine

Neoadjuvant

Erlotinib

Eligibility Criteria 6 weeks

v NSCLC with an
EGFR mutation

(Del9 or LB58R)
v Stage llIA (N2)

N:35

Cisplatin/Gemeitabine

X2 cycles

Primary Endpoint: Objective Response Rate
Secondary Endpoints: pCR. PFS, 03, safetyfolerabilty

Surgical
Resection

Adjuvant

Erlotinib

12 months

Cisplatin/Gemeitabine

X2 cycles

L beal L Ol O Landn.ngl

Trend towards better surgical outcomes

Erlotinib  Gem/Cls  P-value

Resection Rate 84% 69% 0129
RO Rate 3% 63%

LN Downstaging 11% 3% 0185
N2 > NO 8% 3%

Zhong et al. J Clin Oncol. 2019;37:2235-45
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CTONG 1103 (EMERGING), Perioperative Erlotinib vs Cisplatin/Gemcitabine
Improved PFS, OS not significantly improved

Progression-Free Survival

No. of

Overall Survival

No. of
Group Patients Events Median (95% Cl)

_I'l Erlotinib 37 18 458(33.0t058.6
_ﬂ GC chemotherapy 35 20 39.2(28.1t050.2
HR, 0.77; 95% CI, 0.41 to 1.45; P= 417

0S 45.8 vs 39.2
months, NS

100 4 Group Patients Events Median (95% Cl) 100 4
2 _ﬂ Erlotinib 37 31 21.5(16.7to0 26.3)
l‘; 1 GC chemotherapy 35 30 11.4(7.3t0155)
> 904 HR, 0.39; 95% CI, 0.23 to 0.67; P <001 % 2
=)
z -
©
w >
60 4 = g
@ s 60
e -
Ll|. (%]
c 40 = 0
2 ©
]
% 2
E 20 o© 20
o
=]
S
o
T T 1 L T T
0 12 24 36 48 60 72 0
Time (months)
No. at risk No. at risk
Erlotinib 37 25 n 5 2 2 0 Erlotinib 37
GC 35 14 4 0 0 0 0 GC 35
chemotherapy chemotherapy

24 36 48 60 72 84

Time (months)
27 15 7 5 3 0
23 14 7 2 1 0

ORR, Objective Response Rate; pCR, Pathologic Complete Response Rate; MPR, Major Pathologic
Response Rate; PFS, Progression Free Survival, Cis/Gem, Cisplatin/Gemcitabine

Erlotinib Cis/Gem

(n=37)  (n=35)

ORR 54.1%  343% Lol

pCR 0% 0%

MPR 97% 0%

ks 215 114 HR039
months  months (0.23-0.67)

Zhong et al. J Clin Oncol. 2019;37:2235-45
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Adjuvant 1s¥/2" Generation TKI Therapy Improve DFS but not OS

Group

100 4= — Gefitinib
K ~— Vinorelbine plus cisplatin - Gefitinib Group
K 1]
= ¢ 51 VP Group

80+ .
|

\
q.&l
60 L ™y
¢ M \\L
= \
:: 40—4 L
204 H \ﬁ

= \_‘ Y W 3% 48 60
1
48

] Time (months)

60

survival (%)

i
I

0 T T T
0 12 24 36

Overall Survival 75.5 vs 62.8 months

Disease Free Survival 28.8 vs 18.00 months
HR 0.92, 95% CI 0.62-1.36

HR 0.60, 95% CI 0.42-0.87
Zhong et al. Lancet. 2018; 19(1): 139-48; Wu et al. ASCO 2020. Abstract 9002.
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Neoadjuvant Osimertinib

Neoadjuvant osimertinib
NEQS - Phase Il Single-Arm, 6 weeks neoadjuvant osimertiniy

Neoadjuvant osimertinib
Phase Il Single Am, 1-2 months Neoadjuvant Osimertinib

Eligibility Criteria Neoadjuvant Primaw Endpoint; Eligibility Criteria Neoadjuvant Surgical Resection
+ NSCLC with an Osimertinib Surgical e s + NSGLC with an et

EGFR mutaton oo SEEonday Endpoiis: EGFR mutation AL Primery Endpoint

(def19 or LB5ER) n=4) RO rate, MPR rae, pCR rate (del19 or LB3BR) Cnt Major Pathologic Response Rate
+ Stage IMIB N2 downstaging rate, Safely + Stage HIA (n=13, ntrim)

Objective Response Rate 71.1%
MPR Rate 10.7%
pCR Rate: 3.6%

Resectable

Objective Response Rate 46%

MPR Rate 1%
pCR Rate: 0%

Secondary Endpoints:

Pathologic response rate, pCR rate, LN
downstaging, PFS, OS, safety, resection
rate, surgical complication rate

Lyuet al. Annals Oncol. 2022;23(2):571-2.

Blakely et al. IASLC WCLC 2021. P26.02




= Servicio Canario de la Salud
B Complejo Hospitalario Universitario
= Insular - Materno Infantil

NeoADAURA: A randomized study of neoadjuvant osimertinib/chemotherapy

Neoadjuvant Adjuvant

Osimertinib

Eligibility Criteria 9 weeks
« NSCLC with an . .
EGFR mutation W Surgical As per investigator
(del19 or L858R) — x 3 cycles —>| Resection
- Stage II-1IIB \

+ Resectable

11 Placebo/Chemo* . .
KRG x 3 cycles Primary Endpoint: MPR

Secondary: EFS, pCR, downstaging
rate, safety, quality of life

*Platinum/Pemetrexed

Tsuboi et al. Future Oncol. 2021.17(31):4045-55.
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But....

« TKils inhibit cell proliferation, hindering tumor rather than eradicate the disease.

* Does TKI adjuvant treatment have the same long-term survival impact than at

disease recurrence?

« Tumors are heterogeneous and under pharmacological pressure by TKI, clones

with different biological behaviors emerge.
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Neoadjuvant 10 + chemo SOC in resectable NSCLC without impairing
surgery feasibility

Patient and tumor specific biomarkers necessary to predict benefit:
improve upon PD-L1

ADJ CT followed by immunotherapy or ADJ CT+immunotherapy?

Neo adjuvant CT+immunotherapy follow ADJ |0?

ctDNA/MRD technology may help to individualize therapy
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