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OS* by Pathologic Stage

Proposed Events/N mOSs, 24-Mo 60-Mo
Mo 0S, % 0S, %

b

823/5633
1618/6095

2175/5226

1215/1729
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Localized / early stage
Stage IB*

Regional / locally advanced
Stage lII*

Stage II*

5-year recurrence rate by stage*




Table 1 Demographic and baseline characteristics of lung cancer patients

Mariable Sub-group n(%)
Age (years) (7=1862) =45 256 (13.9)
46-70 1410 (75.7)
=70 196 (10.5)
Sex (n=1862) Male 1544 (82.9)
Female 318(17.1)
Education level (n=1518) llliterate 416(27.4)
Primary level 415(27.3)
Secondary level (matric) 370(24.9)
Higher secondary 150 (9.9)
Graduation 126 (8.3
Postgraduation 4127
Smoking gatus (n=1788) Never smoker 425(23.8)
Current smokers 697 (39)
Reformed smokers 666 (37.2)
Smoking index (r=1136) <100 95(8.4)
100-300 254 (22.9)
301-600 385(33.9
=600 402(35.3)
Diagnostic modality (n=1772) Flexible bronchoscopy 890(50.2)
CT/USG-guided F NAC/biopsy (lung) 577(32.6)
Thoracoentesis 95(5.4)
Thoracoscopic Pleural hiopsy 19(1.1)
Peripheral lymph node sampling 100 (5.6)
EBUS 47(2.7)
Lung biopsy (surgical) 6(0.3)
Others 38(2.1)
Predominant lobe involved (n=1467) Upper lobe 792(51.3)
Right middie lobeflingula 1M2(7.7)
Lower lohe 326(22.2
Others 277(18.8)
Pathological type (n=1862) ADC 634 (34.0)
scc 532(28.6)
NCSLC (NOS) 338(18.1)
Small cell carcinoma (SCLC)
Others ,3.2)
NSCLC stage TNM staging 7 ed. (before 1% January, ~ Stage 1 14(1.2)
2017)

Stage 2 44(3.8)

Stage 3

Stage 4
CT: Computed tomography, USG: Uttrasound, FNAC: Fine-needle aspiration cytology, EBUS: Endobronchial ultrasound, ECOG: E astem cooperative oncolog : Kgbfsky Performance
Status Scale, EGFR: Epidermal growth factor receptor, ALK: Anaplastic lymphoma kinase, ADC: Adenocarcinoma, SCC: Squamous cell carcinoma, SCLC: Smal ate Per, NSCLC: Non-
SCLC, TNM: Tumor node metastasis, NOS: Not otherwise specified




STAGE | /Il
STAGE Il

TNM stage (%)

STAGE IV

TNM stae ’

| and I 46 (3.5)
A 170 (13.1)

B 392 (30.1)
IV




Stage Il NSCLC: A Heterogeneous Group

8th Edition AJCC/UICC Stage

T/M  Subgroup NO

mOS, Mo 2-yr 0§, %

Pathologic
Stage

5-yr 0S, %

Approach to Treatment Decisions for Stage 11l NSCLC

Incidental N2 Adjuvant
(or stage Ill) therapy

Potentially Dedicated Surgical

resectable N2 Eud multidisciplinary Samd multimodality
(or stage lll) assessment treatment

Nonsurgical
multimodality
treatment

Unresectable
N2 (or stage Ill)
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Adjuvant

Provides earliest opportunity to eradicate
micrometastatic disease?!

Allows the fastest time to surgery?*

o No risk of presurgery complications from systemic therap;i/“'

Increased treatment initiation rate and compliance?

J Enables longer treatment duration for
systemic control®

Pathologic response provides early indicator of
response to therapy and can guide future treatment

decisions3

o More flexible timing postsurgery provides more recovery time
for patients®

-
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: -+ 1. Lewis. Front Oncol. 2018;8:5. 2. Felip. JCO. 2010;28:3138. 3. Hellmann. Lancet Oncol. 2014;15:e42. 4. McElnay. J Thorac
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* An increased percentage of patients completing the planned =
dose of chemotherapy. Nefie 37

vs. op alone —how about planned surgery? / vs. adj tx - Yes

* The ability to treat micrometastatic tumor cell dissemination z
\ preoperatively. &
3 ~ vs. op alone — Yes / vs. adj tx — Yes but why not postoperatively?
-+ The ablility to evaluate the response to the chemotherapy as a

‘ f prognostic indicator.
§ R vs. op alone — Yes / vs. adj tx — Yes
* Increased resectability due to tumor regression.
' vs. op alone — probably No / vs. adj tx — not applicable @2
'_’:“'_f‘.'“f“g‘?j‘::ilgantanabe. et al, JCO 2017 9 P s s “n‘m‘" '.'._,."._-.'f ~ :"
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From the Vall d’'Hebron University Hospi-
tal; Catalan Institute of Oncology and

Preoperative Chemotherapy Plus Surgery Versus Surgery
Plus Adjuvant Chemotherapy Versus Surgery Alone in
Early-Stage Non—Small-Cell Lung Cancer

Enriqueta Felip, Rafael Rosell, José Antonio Maestre, José Manuel Rodriguez-Paniagua, Teresa Moran,
Julio Astudillo, Guillermo Alonso, José Manuel Borro, José Luis Gonzalez-Larriba, Antonio lorres,
Carlos Camps, Ricardo Guijarro, Dolores Isla, Rafael Aguilé, Vicente Alberola, José Padilla,

Abel Sanchez-Palencia, José Javier Sanchez, Eduardo Hermosilla, and Bartomeu Massuti




Adjuvant vs neoadjuvant immunotherapy in early-stage NSCLC:

Pathologic vs clinical staging
NATCH trial

Clinical stage
IA(>2cm), 1B, Il, T3N1

Paclitaxel / >
Carboplatin Surgery
Stratify by
— Tumor size:
(<3, 3-S5or>5cm)

N Paclitaxel /
£ — Age: (= 60 or =60 y) g ey e Cathopiatin
624 pts randomly assign
April 2000 - March 2
| 212 allocated 211 allocated 201 allocated
] to surgery alone to adj CT to preop CT
~ -8 ineligible -8 ineligible -2 ineligible
-2 refused to start treatment -2 refused to start treatment -4 refused to start treatment
-2 no data available -1 no data available -2 no data available
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Clinical Stage at Baseline

Clinical stage

Stage |
T1NO
T2NO

Stage ||
T1N1
T2N1
T3NO

Stage |lI
T3N1
T4aNO*

Surgery alone

(N=210)

154 (73%)
20 (10%)
134 (64%)

52 (25%)
1 (0.5%)
25 (12%)
26 (12%)

4 (2%)
4 (2%)

163 (77%)
30 (14%)
133 (63%)

46 (22%)
3 (1%)
25 (12%)
18 (9%)

1 (0.5%)
1 (0.5%)

IAS.LC e
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-

Preop CT
(N=199)
148 (74%)
16 (8%)
132 (66%)

46 (23%)
4 (2%)
24 (12%)
18 (9%)
5 (3%)
4 (2%)
1 (0.5%)

Pathologic Stages at Surgery

p-CR
p-stage |

p-stage Il

p-stage T3N1
p-stage =I11IAN2

Surgery
(N=200)

96 (48%)
43 (21%)

3 (1.5%)
58 (29%)

Preop CT
(N=181)

Adj CT
(N=201)
= 19 (10%)

105 (52%) 89 (49%)
45 (22%) 37 (20%)
1 (0.5%)
35 (19%)

5 (3%)
46 (23%)
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(probability)
2 5

Disease-Free Survival
o
N

No. at risk
Preoperative
Adjuvant
Surgery

Preoperative chemotherapy v Surgery alone:
HR =0.96 (95% Cl, 0.84 to 1.1); P = .56
Adjuvant chemotherapy v Surgery alone:

HR =0.99 (95% Cl, 0.75t0 1.3); P = .93

Events: Preoperative chemotherapy 99 (49.7%);
Adjuvant chemotherapy 102 (48.6%)
Surgery 109 (51.9%)

+ Preoperative chemotherapy
== Adjuvant chemotherapy
== Surgery alone

3 4
Time (years)

99 n
90 65
105 72



oS
Log-rank P =.768

g2
o

propensity-matched ' Log-rank P
analysis of outcomes
with neoadjuvant vs
adjuvant

o
=)

5-Yr DFS, 5-Yr OS,
chemotherapy for cT2- % %

4N0-1MO NSCLC with Neoadj CT (n=92) 48 2{ NeoadjcT(n=92) 64
RO resection (N = 330) AdjCT(n=92) 48 AdjCT(n=92) 61

1 2 3
Yr Since Initial Treatment Yr Since Initial Treatment

=]
=N
o

(7 (7]

8 %

S 0. 0
z £

= o

§ 0. 3

S 2

o a

- %

S
N

o

Chemotherapy Tolerance, n (%) Neoadjuvant (n = 92; 50%) Adjuvant (n = 92; 50%) P Value

Received all cycles of chemotherapy

n
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We performed a propensity matched analysis 10.5% :
of patients with cT4in  undergoing surgery e
with vs without neoadjuvant treatment S
31.3%
It is unclearif patients with . ;
clinical T4 lung cancers with local Patients who received neoadjuvant
> invasion benefit from neoadjuvant treatment had lower rates of positive
treatment prior to surgery margin and better overall survival
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— -Randomized Trial of Multimodal Prehabilitation for Lu ng Cancer-'Surgelyw-
Patient-Reported Prehabilitation Rehabilitation P Postoperative Clinical Prehabilitation ~ Rehabilitation
Outcomes, n (%) (n=52) (n=43) Value LTHIETTES (n=52) (n=43) Value SRS
T s Median length of hospital stay, 4 (2-5.75) 4 (3-5) 27 sy
- ental Summary = days (IQR) e~
* Baseline 72.7 (17.6) 66.8 (22.8) 18 Dischargs day, n (%) s
* Preoperative 74.8 (16.4) 68.8 (21.3) 15 * Postoperative Day 1-2 22 (42) 7 (16) .0069 P
= A wk after surgery 66.9 (15.2) 60.5 (14.5) .052 * Postoperative Day 3-4 12 (40) 22 (61) .005 6 !/
~ ¢ Postoperative Day :
» 8 wk after surgery 71.3(16.9) 70.1(18.1) .76 ostoperative Uay >+ 16 {200 +4{1U0) LA
SE-36 Phvsical S ED visits in 30 days, n (%) 7 (14) 9(21) .33 i
- sical Summa
. Base}/ine i 70.3 (16.3) 67.2(21) a4 Readmissions in 30 days, n (%) 4(8) 6 (14) .32
* Preoperative 73.7 (17.5) 69.6 (19.8) 3 Death, n (%) 2(4) 0{0) 19
.| = 4wkafter surgery 56.6 (13.7) 48.1(14.3) .006 Clavien grade, n (%) us) o)
+ 0 25 (48 17 (40
» 8 wk after surgery 69.3 (15.4) 61.9(16.3) .034 . = e
~ SF-36 Total e 9(17) 9(21)
* Baseline 73 (16.6) 68.1(22.4) 26 Do iﬁii 3:;;
® Preoperative 75.5(16.6) 70.3(21.1) 2 o V 2(4) 0(0) 66
“ | " 4 wkafter surgery 60.9 (14.5) 53.7(13.8) .022 Median Corm : .
= prehensive =
| 8wkafter surgery 70.4 (16.4) 66.3 (15.2) 24 Comorbidity Index (IOR) 8.7(0-209) 8.7(0-209) Sl
A ;

..fg! Multlmodal prehabilitation initiated 4 wk prlor to surgery effective in recovering functlona[,capng i
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6-Min Walk Test* Length of Hospital Stay

®
8

Length of Stay (Days)

e
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=
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2
-
0
-
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Baseline Preop 4 Wk No Prehab

Postop




France 1950
MDAnderson 1994
Spain 1994
MIP-91

SWOG S9015
JCOG 5209
Netherlands 2000
Fi 2003
MRCBLT
MRCLU22

SWOG S9900
China 2002

19/28
19/29
137/179
BT
28/31
232/39
19/20
45
151258
93/180
26/32

27/32
27/30
146/176
1216
25321
15/40
19/32
s
158/261
102/174
18/23

HR (95% CI): p value
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No Limitations Outcomes e
Nagai et al. (JTCVS 2003) 62 Early closure No difference .__"A =
-~ Mattson (Ann Oncol 2003) 274 Definitive RT was included Not presented 5 f'\_
v |
- Waller (EJCTS 2004) 381 3% neoadjuvant, 97% adjuvant  No difference ;
SRR ; Pister (JCO 2010) 354 Early closure No difference
r
3 5\ Scagliotti (JCO 2012) 270 Early closure Difference in PFS
: Felip (JCO 2010) 624 Stage | and Il (surgery only vs.  No difference
neoadjuvant vs. adjuvant)
- deBoer (BJS 1999) 22 Small number / early stage Not presented
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Lot * Individual data meta-analysis a3t -
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18 RCTS T dameient -
« 2385 patients ’::'i_w
+ Comprehensive subgroup analysis D Y i
T R
- o r.'l p- O_.‘ : ~
& * 5% survival benefit at 5 years P
3 g * No difference in chemotherapy (regimen, cycles, or pre- vs. post) e
-y § * Preoperative chemotherapy was beneficial in distant metastasis, however o
2 5 interaction effect was greater in postoperative chemotherapy .
3 \’ . »  Preoperative chemotherapy did not affect complete resection

* Inclusion of unpublished data (one from Netherland, two from China)

* Inclusion of inadequate studies

+ Squamous cell dominant (50%) and small number of IlIA patients (23%)
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Treatment with Activation of Surgical Systemic antitumor
immune checkpoint ——  diverseset ——  resectionof —— response from
inhibitor therapy of T-cells tumor activated T-cells
that remain

Stage llIA

@ Tumor @ Nonmetastatic LN
@ Regional/local metastatic LN




Higher antigen load and release from dying cells
in untreated tumors

v'  Better priming of immune system

Fit host immune system

No significant clonal evolution
v" Tumor less heterogeneous

Opportunity to accurately study the effects of 10
v" Access to pre and post tissue

Ability to assess efficacy of the therapy

Shorten timeframe to completion of trials
(early surrogate for survival?)

Surgical trauma + other factors

Catecholamines,
proouglandlm Expansion of

immune regulatory
Proliferation colls
PD-1/CTLA4 —P> ’

’ IL-6, IL-O IL-10, TNFa
* L2, IL-




Pathologic complete response (pCR):

no viable tumor cells

Major pathologic response (MPR):
<10% viable tumor cells

Used for all systemic therapies,
including immunotherapy, whether
administered alone or in combination in
the neoadjuvant setting

Tumor bed = X+Y+Z = 100%

Tumor bed

H
E Necrosis (Y%)
H

: Stroma (2%)

% Viable tumor = 50%
B Necrosis = 40%

Pathologists will play an increasingly important role - swoma -10%
in collaborating with surgeons and medical oncologists!




Tumor bed

verall Survival

~—— MPR (N=44)
- = Without MPR (N=228)

1 2 3 - 5
Years Since Surgery

:
:
H
sessssassessssnssniasnsnnnnsnnrarnnnd

No. At Risk
VTlow 44 42 32 27 20 19
VTHigh228 184 141 109 78 61

MPR after neoadjuvant chemotherapy

Squamous cell carcinoma 26%

== Viable tumor = 50% Adenocarcinoma 12%
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Neoadjuvant Regimen
Resected

45%1
LCMC323 181 IB-IIIB Atezolizumab x 2 21 7t 7 88

Forde et al! Nivolumab x 2

© NEOSTAR4S

| 1. Forde. NEJM. 2018;378:1976. 2. Kwiatkowski. ASCO 2019. Abstr 8503. 3. Lee. WCLC 2020. Abstr PS01.05. 4. Cascone. ASCO
2019. Abstr 8504. 5. Cascone. Nat Med. 2021;504. 6. Bar. ASCO 2019. Abstr 8534. 7. Li. JTO. 2020;15:816. 8. Provencio. Lancet
Oncol. 2020;21:1413. 9. Shu. Lancet Oncol. 2020;21:786. 10. Rothschild. JCO. 2021;39:2872.

% =AmA 23 T Nivolumab x 3 22* 10¢ 22 9%

=y -f,fc = Arm B 21 Nivolumab/Ipilimumab x 3 38 38 19 81

=) MK3475-2236 15 I-11 Pembrolizumab x 1-2 31* 15* NR 87

’

¥ ;' ,f, Li et al” 40 1A-111B Sintilimab x 2 40.5* 16.2* 20 93

L ‘é NADIM?8 46 A Nivo + carbo/pac x 3 83* 63* 76 89

? - Shuetal® 30 1B-11IA Atezo + carbo/nab-pac x 2-4% 57% 334 63 87

el B 9

iﬁ;} - SAKK 16/141° 68 1A Cis/doc x 3, then durvalumab x 2 62* 18* 58 81
B 3

“f@s *Calculated from patients who had complete surgical resection. 7Stage I1IA MPR: 2/9 (22%). 'Calculated from patients in efficacy population who had intended surgery and

= -1.‘1,.&:. : MPR assessment. *ITT. $Patients without PD after 2 cycles received 2 additional cycles. 16/10 patients with pCR had stage IIIA disease. Caution should be used with cross trial

¥ ?g’l‘ comparisons.




- SELECTED PHASE 3 NEOADJUVANT CHEMOTHERAPY + ANTI PDL-1 STUDIES

Y

Trial Identifier

and Status

NCT02998528
Completed accrual
Q4 2019

Ly

NCT03425643
Accrual ongoing

NCT03456063
Accrual ongoing

NCT03800134
> Accrual ongoing

wy PN WP

: NCT04025879
r‘ Y3 . Accrual ongoing
A

-“ rsn' :’.' S .

— - -~
":':‘--“ ~ o o <
: - ;P #

oc. Anr .‘v.'., W N B e
TN et evips vy SO

(Planned Accrual)

RS
. .

Study Title Stage

(Edition) Intervention

Backbone

+ Nivolumab
(nivolumab
+ ipilimumab
closed)

CheckMate -816
N = 360

3 cycles of cisplatin or carboplatin

el + vinorelbine/pemetrexed/docetaxel/paclitaxel

KEYNOTE-671 lA-11IB
N =786 (8th)

Pembrolizumab
or placebo

4 cycles of cisplatin
+ pemetrexed or gemcitabine

IMpower030 11-111B
N =450 (8th)

Atezolizumab
or placebo

4 cycles of cisplatin/carboplatin
+ nab-paclitaxel/pemetrexed/gemcitabine

3-4 cycles of cisplatin + gemcitabine
or carboplatin + paclitaxel
or pemetrexed + cisplatin
or pemetrexed + carboplatin

AEGEAN IIA-IIB
N = 800 (8th)

Durvalumab
or placebo

CA209-77T II-1B
N = 452 (8th)

Nivolumab
or placebo

3-4 cycles of cisplatin/carboplatin
+ pemetrexed/docetaxel or paclitaxel

25 o dde -..;.2

g -
¥ 'w“

————re

Adjuvant

Immunotherapy
Treatment

No

13 x 3-wk cycles of
pembrolizumab/placebo

16 x 3-wk cycles of
atezolizumab or BSC

Adjuvant durvalumab

or placebo

Adjuvant nivolumab

or placebo

-

Primary
Endpoints

Sttt & j‘""tf nsnt'y ’

2 -l v .’M*'M
-"'Dv'“!'FGva R

o Al =]
Ty \.’-' ~3

et O

EFS
pCR

EFS
(O]

EFS

pCR
EFS

EFS
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» Pilot study of 2 preoperative nivolumab doses in untreated, resectable stage I-1lIA NSCLC (n = 21) EREE
O avy
Chest CT: Patient With Stage lIB sqNSCLC  pathological Regression in Resected Primary Multiplex Inmunofluorescence* =
h Tumor by Subgroup (n = 20) : ; e
L l'- i Tl i ~ 7
oY ‘ I I L3
) s -20 4 ™~
s — |9
: 7q e
’.2‘ > g -40 +
‘ ‘ Before Nivolumab % -60 - = f:g ti+ Biopsy Before Nivolumab
2 i ‘ e .80 4 [C] Unknown -
A3 MPR
N i/ -90%,
by : ‘ -100 Laox
Smoking Status
. Histologic Subtype
e RECIST Response
] ‘ LN Metastases
- §>4 pesin o M Current/ex-smoker [|Never smoked [AC [HISCC : — -
!.. e Wk 4 (Before Surgery) [JOther PR [sD MN+ [LN- Biopsy After Nivolumab
:,.".f‘ﬁ! 2 Cytokeratin+ tumor cells (orange), CD68+ macrophages (magenta), FoxP3+ regulatory T cells (yellow), CD8+ T cells (green), PD 1+ cells (red), and PD-L1+ cells (white). -
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= Phase Il study of 2 preoperative atezolizumab doses in untreated, resectable
stage IB-I1IB NSCLC (N = 181)
Pathologic Response in Surgery

—
X
N—
c
-
723
1%}
£
)
()]
(-5
o2
(]
o
)
£
©
a

8 & 8 38 4% & 8 3

Population (n =

B 111 " |
il

B EGFR/ALK+
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Pathologic Response in Primary
Efficacy Population (n = 144)
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o

Patients (%)

30/144 10/144
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* Phase |l trial of preoperative
atezolizumab with
carboplatin/nab-paclitaxel
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Pathologic Response in Patients Who Underwent
Successful RO Resection (n = 26)
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MPR

PD-L1+ (PD-L1 TPS 21%)
il +( ) (-90%)

B PD-L1- (PD-L1 TPS <1%)
B PD-L1 unknown

-90 -90 -91 -91
-94 -94 ‘g7

-100-100-100-100-100-100-100-100-100-100

o in resectable stage IB-IIA g o
TR = -10 4
> NSCLC (N = 30) $ 20
A 9 -30 4
< — Stage IlIA: 77% £l
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32 — 87% with RO resection 110
o Best
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B stable disease
[T Partial response
B Progressive disease
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( ) [ Adjuvant

Neoadjuvant S
treatment

Nivolumab
Nivolumab 360 mg + 240mg Q2W for

Paclitaxel 200mg/m2 + 4 months and
Carboplatine AUC 6 SURGERY |— Nivolumab

480 mg Q4W for

v, Q3w (Inthe 3rd or 4th wesk from 8 months

day2lcycle3 of
neoadjuvant treatment) IV (1 year)

7




STUDY OBJECTIVES

_ * The primary endpoint was
| v Progression-free survival (PFS) at 24 months: 77.1% (95% Cl 59.9-87.7) with median duration ¢
follow-up was 24.0 mo (IQR 21.4-28.1) (ITT population)

.+ Secondary endpoints were

v' Down-staging rate: 90% , Complete resection rate: 89% and ORR RECIST 1.1: 76% ORR

v" Pathological response: MPR: 82.9%, CPR: 63%

v Safety and tolerability profile: 30% (14) had adverse event of grade 3 or worse

v Surgical outcome and operative and post-operative complications: 29% . No post-surgery mortality
v" To explore the expression of biomarkers and relation with response and survival: PDL1 and TMB

* Overall Survival at 3 years
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RESULTS: PFS

ITT population:
- PFS69.6% (95%Cl: 54.1-80.7%) at 36
and 42 months.

PP population:
- PFS 81.1% (95%Cl: 64.4-90.5%) at 36
and 42 months.

The median PFS for patients who had

progressive disease was 21.4 months
(95% Cl: 8.8—26.2 months)




RESULTS: OS

ITT population:
- 0S 81.9% (95% Cl: 66.8-90.6%) at 36 months.
- 0S 78.9% (95%Cl: 63.1-88.6%) at 42 months.
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PP population:
- 0S91.0% (95%Cl: 74.2-97.0%) at 36 months.
- 0S8 87.3% (95%Cl: 69.3-95.1%) at 42 months.

0

Number at risk




Neoadjuvant Adverse Events (chemo+Nivo)

Grade 1-2 TRAEs (>7%) (N=46] % | Grade 3-4 TRAEs A
50

Fatigue 23 Febrile neutropenia
Alopecia 16 35 Lipase increased

Nausea 15 33 Neutrophil count decreased
Diarrhea 11 24 Serum amylase increased
Arthralgia 24 Alopecia

Vomiting al7 GGT increased

17 Immune system disorders
17 Rash maculo-papular

17 Renal and urinary disorders

17
15 +* Most TRAEs were grade 1 or 2

15 % No fatal (grade 5) TRAEs occurred

13 “+Only one patient decided to
withdraw from the study and only
received 2 cycles

X

[N
=

Myalgia
Paresthesia
Constipation

3 7
3 7
3 7
2 4
1 2
1 2
1 2
1 2
it 2

Anorexia

Anemia

Peripheral sensory neuropathy
Pruritus

Platelet count decrease

W b O N N 0O 0 0 00 0
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Adjuvant Adverse Ev‘er{t-s (N;vo)

- Grade3-4*TRAEs _______[N=37] % _

- Skindisorders? Lipase increased 24
- Fatigue 20 54 Serum amylase increased 3 8 ~
- Amylasa/Lipasa increase 13 35 Adrenal insufficiency 1 3 i
Diarrhea 11 30 * these AEs were present in 5 of 37 patients ’?
Arthralgia/Myalgia 8 22 -_:‘.' .
Endocrine disorders? 6 16 % Most TRAEs were grade 1 or 2 e
Flu like symptoms 6 16 % No fatal (grade 5) TRAEs occurred X
Blood and lymphatic system disorder> 6 16
Nausea/vomitting 6 16 Discontination Reasons
Anorexia 5 14 Toxicity 4 50 5=
Paln/\{veal'mess ° d Patient/PI decisidn 3 38
Constipation 4 11
Pneumonitis 3 8 Other 1 12
Edema 2
. LPruritus (8), rash (4), erythema multiforme (1), other skin alterations (12)
Papilledema 2 5 2Hypothiroidism (4), hyperthiroidism (1), other endocrine disorders (1)
Others4 13 35 3 Anemia (2), platelet count decrease (1), others (3)

4 Dry eye and mouth (4), dysgeuSIa -mucositis (4) others (5)
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Checkiate B16: EFS with nesadjuvant HIVD + chemo in resectable NSCLC

CheckMate 816 study design?

Key eligibility criteria
Mewly diagnosed, resectable,
stage IB (2 4 cm)-lIA NSCLC NIVO 360 mg Q3w
iper AJCC 71 edition®) +
ECOG PS 041 chemo® giw (3 cycles) Optional Fallew-up
Mo known sensitizing EGFR adjuvant | =
mutations or ALK alterations chemo + RTE

Stratified by Chemo' oiw (3 oycles)

Stage (IB-1l vs lIl&),
PD-L1%{z 1% vs < 1%9), and sex

Primary endpoints Secondary endpoints Key exploratory analysis
*  pCR by BIPR *  MPR by BIPR = EFS by pCR status
+  EFS" by BICR - 0%
*  Time to death or
distant metastases

Database lock: October 20, 2021; minimum follow-up: 21 moenths for MIND + chema and chemo arms; median follow-up, 29.5 manths,

*HCTO2998528; "THM Classification of Maligrant Tumaors 7 edition; ©Deternvired by the PD-L1 IHC 28-8 pharmiix assay [Dako); Snchaded patients with PD-L1 expression status not evaluable and indeterminate;
50 pemetrexed = ceplatin or paditaxel = urhﬁt‘h; 50 gemcitabine = ciplatin or paditaxel = carl tin; "inonslhine = ceplatin, docetaxel + ciplating gemcitabine = csplatin (50 only), pemetreosd +
cisplatin P‘iiﬂ_nﬂbr]. or paditaxel = car ti; healtheare professional dwice; defined as the from randomization to any progression of divsase preduding surgery, progression or recarence of
dis=aze after surgery, progression for pad without surgery, or death due to any causs; patients with subssquent therapy were cermored at the st svaluable tumor asssssment onoor prior to the date of
subsecuent therapy.




Neoadjuvant imunothe apy: CheckMae816 | 358 patie

Table 1. Ch of the at

b plus Chemotherapy  Chemtherapy
Characteristic (N=179) (N=179)

i |
. Median (range) — yr 64 (41-82) 65 (34-84) NIVO + chemo

Distribution — no. + 94% completed 2 : + 85% completed
<65 yr ® 93 (52.0) 83 (46.4) neoadjuvpant treatment: | |* 179 randomized * 179 randomized neoadjuvpant treatment®
. =65 yr 86 (48.0) 96 (53.6) + 176 received treatment + 176 received treatment
- | Sex—no. (%)
Male 128 (71.5) 127 (70.9)
Female 51 (28.5) 52 (29.1)
Geographic region — no. (%) s s s s
= s s8] 149 (83%) had definitive surgery© 135 (75%) had definitive surgery®
Europe 41 (22.9) 25 (14.0)
Asia 85 (47.5) 92 (51.4) Table 2. Adverse Events.*
Rest of the world* 12 (6.7) 12 (6.7)
ECOG performance-status score — no. (%)1

Nivolumab plus Chemotherapy Chemotherapy Alone
0 124 (69.3) 117 (65.4)
1 55 (30.7) 62 (34.6) Event (N=176) (N=176)
J| Disease stage — no. (%)
1Borll 65 (36.3) 62 (34.6) Any Grade Grade3 or4 Any Grade Grade 3 or 4

111A 113 ‘63.1! 115 l“Zl

.| Histologic type of tumor — no. (%) Adverse events ofany cause — no. (%)T

Squamous 87 (48.6) 95 (53.1)
 — i e Al 163 (92.6) 72 (40.9) 171(97.2) 77 (43.8)

ismoling statispoOe) Leading to discontinuation of treatment 18 (102) 10 (5.7) 20 (11.4) 7(4.9)
Never smoked 19 (10.6) 20 (11.2)

Current or former smoker 160 (89.4) 158 (88.3) Serious 30 (17.0) 19 (10.8) 24 (13.6) 179.7)

PD-L1 expression level — no. (%)

Could not be evaluated 12 (6.7) 13 (7.3) Treatment-related adverse events — no. (%)

78 (43.6) 77 (43.0)

i e i Al 145(824)  59(335)  156(886) 65369
Latoe ) gac) Leading to discontinuation of treatment 18 (10.2) 10 (5.7) 17(9.7) 6(34)

250% 42 (23.5)
Serious (119 15(@85) 18(102 1480

Alone

S 3997
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Neoadjuvant immunotherapy: CheckMate 816

3
;
i
:
;

Median
No.of  Eventfree Survival
Patients (95% CI)
mo

316 (302-NR)

Nivolumab plus

Nivolumab plus 179
Chemotherapy

179 208(140-26)

Chemotherapy alone

Hazard ratio for disease progression,
disease recurrence, or death, 0.63
(97.38% Cl, 0.43-0.91)

P=0.005

T T T
15 18 21 24
Months

Girard AACR 22, Forde NEIM 22

T T T T
27 30 33 36 39 42

Female
Geographic region
North America
Europe
Asia
ECOG performance-status score
0
1
Disease stage at baseline
1Borll
1A
Histologic type of tumor
Squamous
Nonsquamous
Smoking status
Current or former smoker
Never smoked
PD-L1 expression level
<1%
21%
1-49%
250%
™8
<12.3 mutations/megabase
212.3 mutations/megabase
Type of platinum therapy
Cisplatin
Carboplatin

(95%CI)
Nivolumab plus  Chemotherapy

chemotherapy
(N=179)

alone

(N~=179)

316 (302-NR)

NR (3L6-NR)
302 (23.4-NR)

306 (200-NR)
NR (30.5-NR)

NR (25.1-NR)
316 (13.4-NR)
NR (30.2-NR)

NR (30.2-NR)
305 (14.6-NR)

NR (27.8-NR)
316 (266-NR)

306 (20.0-NR)
NR (27.8-NR)

316 (30.2-NR)
NR (5.6-NR)

25.1 (146-NR)
NR (NR-NR)
NR (27.3-NR)
NR (NR-NR)

305 (194-NR)
NR (14.8-NR)

NR (25.1-NR)
NR (30.5-NR)

208 (14.0-26.7)

208 (14.0-NR)
184 (10.6-31.8)

169 (13.8-249)
318 (139-NR)

NR (123-NR)
211 (102-NR)
165 (108-22.7)

227 (166-NR)
140 (98-262)

NR (163-NR)
157 (108-22.7)

22.7 (115-NR)
196 (13.8-26.2)

224 (157-NR)
104 (7.7-208)

18.4 (139-26.2)
211 (115-NR)

267 (11.5-NR)

19.6 (8.2-NR)

267 (16.6-NR)
224 (134-NR)

209 (15.7-NR)

10.6 (7.6-26.7) ———@————

Unstratified Hazard Ratio for Disease
Disease Recurrence, or Death (95% CI)

e
. —

063 (045-0.87)

057 (0.35-093)
0.70 (045-1.08)

0.68 (047-0.98)
0.46 (0.22-0.96)

0.78 (038-1.62)
030 (036-1.77)
0.45 (0.29-0.71)

061 (041-091)
0.71 (041-1.21)

0.87 (0.48-1.56)
0.54 (037-0.80)

0.77 (049-122)
0,50 (0.32-0.79)

0.68 (0.48-0.96)
033 (0.13-087)

085 (054-132)
041 (024-0.70)
058 (030-1.12)
024 (0.10-061)

086 (0.47-157)
0.69 (0.33-146)

0.71 (049-1.03)
031 (0.14-067)

r T
0125 025

050

10 20

4.00

Nivolumab plus Ch

Better Ch

Alone Better




pCRP< in ITT (ypTONO)d MPR®:fin TTd

Difference®
Difference® 27.9%
21.6%

W

o
N
o

OR = 13.94
(99% Cl, 3.49-55.75)¢
P < 0.0001

OR =5.70
(95% Cl, 3.16-10.26)¢

w
o

N
o

PCR rate (%)
= N
o o
MPR rate (%)

8.9%

e
o

2.2%

0
NIVO + chemo Chemo NIVO + chemo Chemo
n/N 43/179 4/179 n/N 66/179 16/179

* Here, we present additional efficacy data as well as key surgical outcomes in all randomized patients and by stage
of disease

aNCT02998528; Per BIPR; Pathological complete response (pCR): 0% residual viable tumor cells in both primary tumor (lung) and sampled lymph nodes (> 5 stations, including > 3 mediastinal, were recommended);

9ITT principle: patients who did not undergo surgery counted as non-responders for primary analysis; ¢Calculated by stratified Cochran-Mantel-Haenszel method; ‘Major pathological response (MPR): < 10% residual viable
tumor cells in both primary tumor (lung) and sampled lymph nodes (> 5 stations, including > 3 mediastinal, were recommended).

1. Forde PM, et al. N Engl J Med 2018;378:1976-1986; 2. Provencio M, et al. Lancet Oncol 2020;21:1413-1422; 3. Shu C, et al. Lancet Oncol 2020;21:786-795; 4. Cascone T, et al. Nat Med 2021;27:504-514; 5. Forde PM, 3
et al. Oral presentation at: American Association for Cancer Research; April 8-10, 2021; virtual. Abstract 5218.




Baseline stage IB-1l: NIVO + chemo® Baseline stage IlIA: NIVO + chemo®
96% 96%

90%

1.

pCR No pCR
(n=19) (n=33) (n=27) (n=62)

Median EFS, months (95% CI)>  NR (30.6-NR)  27.8 (13.6-NR) " Median EFS, months (95% CI)*  NR (30.5-NR)  30.2 (20.0-NR)

1T 1 T 1 T 1 T T T T T 1 1 1 1 1T 1 1T T 1T 1T T T T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42
. Months from randomization ) Months from randomization
No. at risk No. at risk

pCR 19 19 16 16 16 16 16 14 14 7 6 2 1 1 0 pCR 27 27 27 260 26 26 26 23 200 13 ‘9 5
NopCR 33 32 28 24 20 18 17 15 11 6 4 2 1 0 0 NopCR 62 60 5 50 48 39 35 30 24 12 12 4 1

Minimum follow-up: 21 months; median follow-up: 29.5 months.
bSubgroup analyses were not performed for the chemo arm because of small sample sizes; *HRs were not computed because of low number of events for the pCR subgroups.
NR, not reached.




NIVO + chemo
(n=179)

Chemo

(n=179)

Median 0S,2 mo

NR

NR

HR (99.67% Cl)°
P value®

0.57 (0.30-1.07)

0.0079

> NIVO + chemo

. Chemo

|
12 15 18 21 24 27 30 33 36
Months from randomization

14 143 12 101 77 48
33 123 108 8 59 4

6 9

No. at risk

NIVO +chemo 179 176 166 163 156 148
Chemo 179 172 165 161 154 148

Minimum follow-up: 21 months; median follow-up, 29.5 months.
295% C1 = NR-NR (NIVO + chemo) and NR-NR (chemo); 295% C! = 0.38-0.87; <Significance boundary for 05 (0.0033) was not met at this interim analysis.

CheckMate 816 is the first
phase 3 study with a
neoadjuvant immunotherapy-
based combination for
resectable NSCLC to show
improved EFS and pCR, along
with promising OS results

These results support
neoadjuvant NIVO in
combination with CT as a new
SoC for patients with
resectable NSCLC

Girard AACR 22




'
NIVO + chemo?

n=179 | Pneumonectomy
‘ uNIVO + chemo

|
1 [ |
u Chemo
Stage 1B/l Stage IIIA Stage [B/Il Stage llIA
n=65 n=113 n=63 n=115 77 79
Definitive surgery® Definitive surgery® Definitive surgery® Definitive surgery®
|
'

12% 13%
Cancelled Cancelled

+ Disease progression 5% . + Disease progression 2%
+ Othert L] ¥ + Other 1%

Patients (%)

0
BL stage Al Al

N 115149 B2/135 41/55 3/% B4 WIS 9ss 9%

218 minutes




ctDNA Clearance Rate (C1D1 to C3D1)? ctDNA Clearance and pCR Rates

(o]
o

With ctDNA clearance  Without ctDNA clearance

D
o
(2]
o
N

N
o
M
N
o
M

X

8

=

o

o

o &
< [
> ©
O 40 - o 40 -
° 14
£ ?
S

8

=

2

)

©

o

o

0 -
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

@ Performed using tumor-guided personalized ctDNA panel (ArcherDX personalized cancer monitoring); 90 patients were ctDNA evaluable and 87 had detectable ctDNA at C1D1; main reasons
for sample attnhon were lack of tlssue for WES and lack of qualrty oontrol pass for tissue and plasma. ® ctDNA clearance 95% CI: nivo + chemo, 40-71; chemo, 20-50. ¢ pCR rates 95% ClI
em ara ara 8.
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CheckMate 816: EFS with neoadjuvant NIVO + chemo in resectable NSCLC

NIVO + chemo
(n =176)

Patients (%) Any grade

All AEs

TRAEs

All AEs leading to discontinuation

TRAEs leading to discontinuation

All SAEs

Treatment-related SAEs

Surgery-related AEsb:<

Treatment-related deathsd

» Grade 5 surgery-related AEs¢ were reported in 2 patients in the NIVO + chemo arm and were deemed
unrelated to study drug per investigator (1 each due to pulmonary embolism and aortic rupture)

2Includes events reported between the first neoadjuvant dose and 30 days after the last neoadjuvant dose as per CTCAE Version 4.0; MedDRA Version 24.0; bIncludes events reported up to 90 days after definitive
surgery; SDenominator based on patients with definitive surgery (n = 149 in the NIVO + chemo group, n = 135 in the chemo group); ¢Treatment-related deaths (not limited to 30 days window after last neoadjuvant
dose) in the chemotherapy arm were due to pancytopenia, diarrhea, acute kidney injury (all in 1 patient), enterocolitis, and pneumonia; ¢Grade 5 AEs are defined as events that led to death within 24 hours of AE
onset.
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=4 Trial Inclusion criteria Treatment arms Primary endpoint(s) -
N anlees
Resected Stage IB (24cm)-IlIIA NSCLC Atezolizumab 1200 mg q3w x 16 cycles or 1 year F wagmas.
(UICC 7th Edition) faaTariy
N powerdi0 * <4 cycles chemo Ora A
N=1280 Best supportive care e
Resected Stage IB (2 4cm)-IlIANSCLC Nivolumab q4w (up to 1 year) : °
g o
5 ANVIL (UICC 7th Edition) , DFS and OS €
* Adjuvant chemo or RT optional G
2 N=903 Observation N
N R . e e
-
N Resected Stage IB (2 4cm)-IlIA NSCLC Pembrolizumab 200 mg q3w (up to 1 year; max 18 cycles)
< PEARLS/ (UICC 7th Edition) -
e — KEYNOTE-091 « Adjuvant chemo optional <4 cycles
: ; N=1080 Placebo
I
3 '; Resected Stage IB (2 4cm)-IIIA NSCLC Durvalumab g4w (up to 1 year)
- N (UICC 7th Edition)
BRA * Adjuvant chemo optional HFe
N=1360 Placebo
e B ChemoS + Pembrolizumab q3w _,  Pembrolizumab q3w
T : = Kﬁsce(?te: gzage IB (2 4cm)-lIIANSCLC (4 cycles) (17 cycles)
- <. 7t ition) :
ALCHEMIST : ; Chemo q3w$ Pembrolizumab q3w
Chemo-l0 «  No prior neoadjuvant or (4 cycles) — (17 cycles) DFS and 0S

adjuvant therapy
N=1263 Chemo q3w$

(4 rurlag)

— Observation
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Adjuvant 10 Trials: DFS in Overall Population (ITT)

awes IMpower010%2 , PEARLS/KEYNOTE-0913 ,

= 1554 Median DFS, Median DFS,
s Mo (95% Cl) Mo (95% Cl)
= Atezo NE (36.1-NE) ; Pembro 53.6 (39.2-NR)
e 801 71.4% BSC 37.2 (31.6-NE) 807 g Sy, 73.4% Placebo 42.0 (31.3-NR)

Stratified HR: 0.81 (95% Cl: 0.67-0.99; P=.040) HR: 0.76 (95% Cl: 0.63-0.91; P=.0014)
0 e e e e LI B e ma e e pa e m e 0 T T T T T T T T T T T
0 3 6 9 12 1518 21 24 27 30 33 36 39 42 45 48 51 54 0 6 12 18 24 30 36 42 48 54 60 66
Patier.lts at Mo Patier.lts at Mo
Risk, n Risk, n

Atezo 507 478 437 418 403 387 367 353 306 257 212 139 97 53 38 19 14 8 4 Pembro 590 493 434 358 264 185 82 70 28 16 1 0
BSC 498 467 418 383 365 342 324 309 269 219 173 122 90 46 30 13 10 5 4 Placebo 587 493 409 326 241 160 72 57 22 18 1 0
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Adjuvant 10 Trials: OS in Overall Population (ITT)

IMpowerOlOl'2 PEARLS/KEYNOTE-0913
100'\ - N =
801 801
g 60 Patients g 607 _ Patients  Median OS,
- ””””W[Even’t%’ 52 [ w/Event, % Mo (95% Cl)
= 4 Atezo 19 ’ O 4071 j Pembro 16.6 NR
BSC 18 [ Placebo 18.9 NR
201 207 I
Stratified HR (95% Cl): 1.07 (0.80-1.42) HR: 0.87 (95% Cl: 0.68-1.15; P=.17
00 3 6 0 121518 21 242730333630 42454851 5457 00 6 12 18 24 30 36 42 48 54 60 66 72
Patients at Patients at
Risk. n Mo Risk, n Mo
Ate'zo 507492488478472463450439430392315227170108 71 36 20 11 7 2 Pembro 590 572 548 520 419 318 226 143 83 52 23 2 0

BSC 498484473462452444437428415384304236169121 71 31 19 12 6 3 Placebo 587 582 556 524 420 309 213 135

78 44 16 1 0

0S not formally tested in the ITT population because DFS in ITT
population was not statistically improved and data immature



y Suroups, Overall Population

No. Events/ Hazard Ratio (5% CI) Subgroup
No. Participants
221177

Hazard Ratio (85% CI)
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073(0560.6) ] - 076(0434.37)
084 (0664.07) I - 070(055091)
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073 (0.54-1.00) e
081(0651.01) No 641167 — 1.25(0.76-2.05)
Yes 408/4010 o 0.73 (0.60-0.69)
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Treatment Disposition, Overall Population o575
[ 2
1955 participants registered \» =
= e
27 1177 randomly allocated and €
- included in ITT population . a
':'“\‘ y'
g Pembrolizumab Placebo
X * 590 allocated *+ 587 allocated
3f * 580 treated (median, 17 doses) * 581 treated (median, 18 doses)
2 < Median (range) Follow-up?:
Y= 35.6 mo (16.5-68.0)
: i 300 completed treatment 381 completed treatment
> Pt 280 discontinued treatment 200 discontinued treatment
- 28 AE
* 18 investigator decision * 13 investigator decision
* 3 lostto follow-up * 0 lostto follow-up
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™ & * 5 other malignancy

* 46 participant decision
s T2 PD

* 5 other reason

50

» 8 other malignancy

» 21 participant decision
= 127 PD

* 3 other reason
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IMpower010%2 PEARLS/KEYNOTE-0913 ; 3
Atezo BSC Pembro Placebo B
() ()

Ak %) (n = 495) (n = 495) O it (n = 580) (n=581) % -
Any grade AE 459 (92.7) 350 (70.7) Any 556 (95.9) 529 (91.0) é {
ot - Ul 335(67.7) - Grade 3-5 AE 198 (34.1) 150 (25.8) €
S N
S fradGe 35 . ’3*/54 At 15038((1201'78)) 57/(11.3) AE leading to death 11(1.9) 6 (1.0) T
Ay 5 rade ‘ - = Treatment related 4(0.7)® 0 f &
: =efiolis A , 87 (17.6) 42(8.5) Serious AE 142 (24.5) 90 (15.5) -
_ 1 = Treatment-related serious AE 37 (7.5) -- B

AE leading to treatment d/c 115 (19.8 34 (5.9

oy o) Grade 5 AE 8 (1.6)* 3(0.6)" . / e 5:9)

3 » Treatment-related grade 5 AE 4(0.8)* = AE leading to treatment interruption 221(38.1) 145 (25.0)

3 \ AE leading to atezo dose interruption 142 (28.7) $n = 1 each: myocarditis with cardiogenic shock, myocarditis with septic shock, 2
g ) - - - - pneumonia, and sudden death. N
=TT AE leading to atezo discontinuation 90 (18.2) 22
e : Any grade immune-mediated AE 256 (51.7) 47 (9.5) T
amhed = Grade 3/4 immune-mediated AE 39(7.9) 3(0.6) o
= el =  |mmune-mediated AE requiring 60 (12.1) 4(0.8) B

"J

A Ln)

systemic corticosteroid use*

*n = 1 each related to atezolizumab: ILD, multiple organ dysfunction syndrome, myocarditis, and AML; n = 1 each: pneumothorax, cerebrovascular accident,
arrhvthmia, and acute cardiac failure. "Pneumonia, pulmonary embolism, and cardiac tamponade and septic shock in the same patient. iAte_ngi,zumab-reIage_d,.'
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Immnotepi a IB

'NSCLC

IMpower010

(stage 1EB-111A)

arouep

Artezolizumal

(N=SO07)>

Boest supportive
care (n—-a98)

65 (13%)
147 (29%)
90 (189%)
205 (40%)

58 (12%)
148 (30%)
84 (17%)
208 (42%)

., DFS in patients in the stage I-1I-Ill1A population

ITT (randomised Stage IB-II1A) | 1005

| 0.81 (0.67, 0.99)°

The statistical significance boundary for DFS was not crossed

Wakelee ASCO 21, Felip Lancet 21

TASLLC
Placebo @e&—

(N = 587)

PEARLS/KEYNOTE-091

Pembrolizumab
(N = 590)
Pathologic stage*
1B 84 (14.2%)
Il 329 (55.8%)

A 177 (30.0%)

85 (14.5%)
338 (57.6%)
162 (27.6%)

0.76 (0.63-0.91)

|

46/169
2461667
178/339

0.76 (0.43-1.37)
0.70 (0.55-0.91)
- 0.92 (0.69-1.24)

Paz Ares ESMO VIRTUAL PLENARY March 22

Characteristic

Disease stage — no. (%)%
IBorll
A

Subgroup

Disease stage at baseline
1Borll
1A

Nivolumab plus Ch

(N=179)

65 (36.3)
113 (63.1)
Median

Event-free Survival
(95% C1)

plus
chemotherapy

alone

NR (27.8-NR)  NR (16.8-NR)
316 (266-NR) 15.7 (108-22.7)

herapy Alone
(N=179)

62 (34.6)
115 (64.2)

Unstratified Hazard Ratio for Disease Progression,
Disease Recurrence, or Death (95% CI)

1

1

1
—_———

0.87 (0.48-1.56)
—

0.54 (0.37-0.80) Forde NEIM 22




*f* Path CR — NADIM (63%)
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CHECKMATE 816 (24% vs 2.2%)

§s | o5 Compliance- IMPOWER 010 (65%)

CHECKMATE 816 (94%)
NADIM (100%)
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:'%' Future is tailoring of treatment and duration depending on

-~
5

FUTURE DIRECTIONS LR

3 ————

*f+ 54% of NADIM trial patients had multistage N2. Almost 50% of PACIFIC S

patients had Stage |l|IA disease- were these patients operable?
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ctDNA, Pathological response and Radiomics
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