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Neo-adjuvant 10

Adjuvant 10

Biomarkers

How do we avoid “over-treatment?”



Adjuvant Chemotherapy

100
—_ _ Chemotherapy (469 deaths
0\\0’ 80 py ( ) HR 086
S - 95%CI (0.76-
>
3 0.98) p=0.03
=g = Control (504 deaths)
Q
>
O 209 p<003
Median f/u 56 months
0 T T T T 1
0 1 2 3 4 5
Years
No. at Risk
Chemotherapy 932 775 624 450 308 181
Control 935 774 602 432 286 164

IALT Collaborative Group. NEJM. 2004;350:351-60



Adjuvant Chemotherapy Meta-analysis

LACE: 5 trials - 4,584 patients
DFS HR 0.84 (95% CI: 0.78, 0.91); P<.001
OS HR 0.89 [0.82-0.96], p= .005

5% OS benefit at 5 yrs
Grade 3/4 toxicity was 66%, 32% Gr4, 0.9% Grade 5 toxicity

Updated individual patient data of adj chemo trials from 1965+
34 trials - 8,447 patients

OS HR 0.86 [0.81-0.92], p= <.0001

4% absolute OS benefit at 5 yrs

NO Selection (despite years of trying)
Became Standard of Care

Pignon JCO 26:3552, 2008; Lancet 375:1267, 2010
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First Step: Neo-Adjuvant Nivolumab

Feasibility N=21: Nivo 3 mg/kg x 2 doses Toxicity
Drug-related Any
. . . Ad Event Grad
Did not delay or interfere with surgery N=‘2'§rse vems Nr&f
PR 2 Fever 1* (5)
(1 0%) Thyroid dysfunction 1(5)
Gl
SD Anorexia/dysgeusia 2(9)
18 Vomiting/diarrhea 1(5)
. . LFT abnormality 1(5)
Major PatH&Pgic Ref%%nse (MPR)
- P 0 o Pneumonia 0
9/21 pts = &% A) ) Infusion reaction 1(5)
Chaft & Forde, et al.; NEJM 2018 CNS (delirium) 1 (5)

Subsequent Single Agent IO Neoadjuvant trials MPR ~20%




Neoadjuvant Nivolumab + Chemotherapy
The Next Step : NADIM

Sex Smoking status Lymph nodes Histology RECIST version 1.1 Pathological response Follow-up

Bl Fernale I Smoker N2 [ Adenocarcinoma [ Stable disease [0 Not resected A Disease progression
[DMale  EEIFormersmoker [EINL B Squamous [ Partial response [ Incomplete pathological response @ Died
mNo I Other [ICompleteresponse Il Major pathological response

[J Complete pathological response

[l | o — —
COOmOE | A »®
CEEED | ]

OOmmEE | )
CmmEC

==+ x . . Screened 51 pts, enrolled

COmED | )
[ T[] x

S e —————————————————————— PFS 77% at 24 mo,

= 5 no surgery

CEmEE ]
][ 1

=3 7 minor response
= = 26 pCR =56% pCR
= ) 74% MPR (inc pCR)

OONEE | ]
OOmEE 1
oo 1
EONDONE | A ]
EONED |
EOEOE 1
EOEEE | ]
OEEEE - - - : : ]

Provencio, Lancet Oncol 2020; 21:1413-22



First Phase lll: CheckMate816

Key eligibility criteria
« Newly diagnosed, resectable, stage IB
(2 4 cm)-11IA NSCLC
(per TNM 7t edition)
« ECOG PS 0-1
. itizing FGFR .
ALK alterations

Stratified by
stage (IB/1l vs IlIA),
PD-L1° (2 1% vs < 1%°), and sex

N =358

Spicer ASCO 2021 abstr: 8503, Forde NEJM

NIVO 360 mg Q3w

-
chemod Q3w (3 cycles)

Chemoe Q3w (3 cycles)

Radiologic
restaging

q

Surgery
(within 6 weeks
post-treatment)

Optional
adjuvant chemo
+RT

63% Stage IlIA
50% PD-L1 >1%
No EGFR/ALK
10 + Chemo

Follow-up

#



CM816 — pCR and MPR in ITT population

40

30

20

PCR rate (%)

n/N

* pCR rate in the exploratory NIVO + IPI arm (ITT) was 20.4% (95% CI, 13.4-29.0)

Primary endpoint: ITT (ypTONO)®

OR = 13.94 (99% Cl, 3.49-55.75)

P <0.0001

Difference®
21.6%

24.0%

NIVO + chemo
879

Forde CM816, AACR2021, NEJM

2.2%¢

Chemo
4179

MPR rate (%)

50

40 -

30 A

20 A

fins

OR = 5.70 (95% Cl, 3.16-10.26)°

36.9%¢

Difference®
27.9%

8.9%

[

NIVO + chemo

66/179

Chemo
16/179



CM816- EFS with neoadjuvant NIVO + chemo
vs chemo: 3-year update?

NIVO + chemo Chemo

(n=179) (n=179)
100 Median EFS, mo NR 21.1
(95% CI) (31.6-NR) (14.8-42.1)
80 - 77% HR (95% CI) 0.68 (0.49-0.93)
1
1
= 60 - I I 57%"
s ! ! ! NIVO + chemo
g_’ 1 T 1
w40 7 : : c
1 1 1
1 1 1
20 | | |
1 1 1
1 1 1
O 1 1 1 : 1 1 1 : 1 1 1 : 1 1 1 1 1 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54
No. at risk Months from randomization

NIVO +chemo 179 152 136 125 119 108 104 100 97 94 88 69 57 38 20 13 6 5 0

Minimum/median follow-up: 32.9/41.4 months.
2Exploratory analysis. Time from randomization to any disease progression precluding surgery, disease progression/recurrence after surgery, progression in patients without surgery, or death due to any cause per BICR.
Patients who received subsequent therapy were censored at the last evaluable tumor assessment on or prior to the date of subsequent therapy. *°95% Cls for 3-year EFS rates: ®48-64; °35-51.

Forde, Spicer, Girard, et al. ELCC2023



CM816: OS with neoadjuvant NIVO + chemo
vs chemo: 3-year update

NIVO + chemo Chemo

(n=179) (n=179)
Median OS, mo NR NR
(95% Cl) (NR-NR) (46.8-NR)
100 HR (99.34% Cl) 0.62 (0.36-1.05)
90% 830, P value 0.01242
1
80 - 1 T : 78%"
: ! | NIVO + chemo
1 I 1
< 60 | | ‘)
~ 1 1 1
(72} 1 1 1
S 40+ | | |
1 1 1
1 1 1
20 - | | |
1 1 1
1 1 1
O 1 1 1 : 1 1 1 : 1 1 1 : 1 1 1 1 1 1 1 1

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60
No. at risk Months from randomization

NIVO +chemo 179 176 166 163 158 151 149 146 145 141 137 136 117 95 67 44 23 14 6 2 0

Minimum/median follow-up: 32.9/41.4 months.
2Significance boundary for OS was not crossed at this interim analysis. ®°95% Cls for 3-year OS rates: ®71-83; °56-70.

Forde, Spicer, Girard, et al. ELCC2023



CM816 Recurrence patterns in patients
who underwent surgery

* 42/149 patients (28%) in the NIVO + chemo and 56/135 (42%) in the chemo arms had recurrence
post surgery

Locoregional Distant B NvO+chemo M Chemo
recurrence? recurrence
28 (1) R 29 (22%) 15 [N 30 CNS recurrence by disease stage
_____________________________ HO%)=- = = = = = = = = = = «(22%} - and pathologic response
! CNs 6 (4% N 17 (13%) i NIVO + chemo Chemo
Adrenal 101%) | 5 (%) (n=86) (n=17)
LN inside 21 [N 1y Liver 4% BN 2% CR statg
th 14% 13% Py
Lung | % . e LN outside thorax 1(1%) |l 2 (2%) RV
5% 7%
Pleur o, ™ Bone 201%) 11 2@2%) sa :' O
a (3% (2%) PCR statu¥ N B i N
Other y ool 3 Other 101%) | 5 4%) %RVT M g W ks W By . O
R oy
I T T T T T T 1 I T T T T T T T 1 5 0

40 30 20 10 0 10 20 30 40 40 30 20 10 0 10 20 30 40

Patients, n Patients, n
(%) (%)

Minimum/median follow-up: 32.9/41.4 months.
2Some patients with locoregional recurrence may have had distant recurrence events. *Defined as 0% residual viable tumor cells (RVT) in both primary tumor (lung) and sampled LN (*One patient had an MPR, which was defined
as £ 10% RVT in both primary tumor and sampled LN). °In the primary tumor only.

Forde, Spicer, Girard, et al. ELCC2023



CM816 subsets

Nivo best:
Stage IlIA
Non-Sq
Never-smoke
PD-L1>50%

Forde NEJM 2022

Median
No. of Event-free Survival Unstratified Hazard Ratio for Disease Progression,
Subgroup Patients (95% ClI) Disease Recurrence, or Death (95% Cl)
Nivolumab plus  Chemotherapy
chemotherapy alone
(N=179) (N=179)
mo

Overall 358 31.6 (30.2-NR) 20.8 (14.0-26.7) — 0.63 (0.45-0.87)

Age 1
<65 yr 176 NR (31.6-NR) 20.8 (14.0-NR) —_— 0.57 (0.35-0.93)
265 yr 182 30.2 (23.4-NR) 18.4 (10.6-31.8) — 0.70 (0.45-1.08)

Sex '
Male 255 30.6 (20.0-NR) 16.9 (13.8-24.9) — 0.68 (0.47-0.98)
Female 103 NR (30.5-NR) 31.8 (13.9-NR) — 0.46 (0.22-0.96)

Geographic region \
North America 91 NR (25.1-NR)  NR (12.8-NR) —_— 0.78 (0.38-1.62)
Europe 66 31.6 (13.4-NR) 211 (10.2-NR) — e 0.80 (0.36-1.77)
Asia 177 NR (30.2-NR) 16.5 (10.8-22.7) —_— 0.45 (0.29-0.71)

ECOG performance-status score E
0 241 NR (30.2-NR) 22.7 (16.6-NR) — 0.61 (0.41-0.91)
117 30.5 (14.6-NR) 14.0 (9.8-26.2) ——— 0.71 (0.41-1.21)
127 NR (27.8-NR)  NR (16.8-NR) —_— 0.87 (0.48-1.56)
228 31.6 (26.6-NR) 15.7 (10.8-22.7) —— 0.54 (0.37-0.80)

TSTOIOETe P O ToTTToT I
Squamous 182 30.6 (20.0-NR) 22.7 (11.5-NR) —_—— 0.77 (0.49-1.22)
Nonsquamous 176 NR (27.8-NR) 19.6 (13.8-26.2) —_— 0.50 (0.32-0.79)

Smoking status I
Current or former smoker 318 31.6 (30.2-NR) 22.4 (15.7-NR) — 0.68 (0.48-0.96)
o Eog 20 NPT T W L 2T . 22eiaa 0o

PD-L1 expression level H
<1% 155 25.1 (14.6-NR) 18.4 (13.9-26.2) — 0.85 (0.54-1.32)
=1% 178 NR (NR-NR)  21.1 (11.5-NR) —_—— ' 0.41 (0.24-0.70)
1-49% 98 NR (27.8-NR) 26.7 (11.5-NR) —_—— 0.58 (0.30-1.12)
>50% 80 NR (NR-NR)  19.6 (8.2-NR)  <—@— ' 0.24 (0.10-0.61)
<12.3 mutations/megabase 102 30.5 (19.4-NR) 26.7 (16.6-NR) —Q-é— 0.86 (0.47-1.57)
>12.3 mutations/megabase 76 NR (14.8-NR) 22.4 (13.4-NR) —_—— 0.69 (0.33-1.46)

Type of platinum therapy i
Cisplatin 258 NR (25.1-NR)  20.9 (15.7-NR) —— 0.71 (0.49-1.03)
Carboplatin 72 NR (30.5-NR) 10.6 (7.6-26.7) ' 0.31 (0.14-0.67)

T

r T
0.125 0.25 0.50 1.00 2.00 4.00

b plus Ch

apy Better Ch herapy Alone Better




CM816 Safety summary?

NIVO + chemo
(n=176)

Patients, n (%)
All AEs 165 (94) 76 (43) 173 (98) 79 (45)
TRAEs 147 (84) 63 (36) 159 (90) 67 (38)
All AEs leading to
discontinuation 18 (10) 10(6) 20011 r@
TRAESs leading to
discontinuation 18 (10) 10(6) 17(10) 6G)
All SAEs 30 (17) 19 (11) 24 (14) 17 (10)
Treatment-related SAEs 21 (12) 15 (8) 18 (10) 14 (8)
Surgery-related AEsb-c 67 (45) 17 (11) 66 (49) 20 (15)
Treatment-related deaths< 0 3(2)°

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

Minimum/median follow-up: 32.9/41.4 months.

Data are presented as n (%). AEs per CTCAE v4.0 and MedDRA v25.0. Includes events reported between the first neoadjuvant dose and 30 days after the last dose of neoadjuvant study treatment. °Includes events
reported within 90 days after definitive surgery. “Denominator is patients who had definitive surgery (n = 149 in the NIVO + chemo arm; n = 135 in the chemo arm). “Treatment-related deaths occurring at any time after the
first dose of neoadjuvant study treatment. °Due to pancytopenia, diarrhea, acute kidney injury (all in 1 patient), enterocolitis (n = 1), and pneumonia (n = 1).

Forde, Spicer, Girard, et al. ELCC2023



CM816: Treatment and surgery summary: all randomized patients

Spicer ASCO 2021
randomized

v v

neoadjuvanes  NIVO + chemo Chemo nooaduvants
(3 cycles) n=179 n=179 (3 cycles)
94 Received neoadjuvant Received neoadjuvant
treatment

treatment 85%b

98%
Definitive Definitive
surgieryc surgleryc

98%

16%" 21%

Cancelled

Cancelled
« Disease progression 7% + Disease progression 10%
* Adverse event 1% * Adverse event 1%
« Otherd 8% « Otherd 11%

75%

Receive

83%

Receive

Median d'uration of
surgery surgery
184 minutesf 217 minutesf

2Reasons for patients not completing neoadjuvant treatment: study drug toxicity (6% in the NIVO + chemo and 7% in the chemo arm), disease progression (1% in each arm), and other reasons (7% in the chemo arm only; this
included AEs unrelated to study drug, patient request to discontinue treatment, patient withdrew consent, and patient no longer meeting study criteria); "Denominator based on patients with neoadjuvant treatment; cDefinitive
surgery not reported: NIVO + chemo, 1%; chemo, 3%; ¢Other reasons included patient refusal, unresectability, and poor lung function; eMedian (IQR) time from last dose to definitive surgery; ‘Patients (n) with reported duration of
surgery: NIVO + chemo, 122; chemo, 121; IQR for median duration of surgery: NIVO + chemo, 130.0-252.0 minutes; chemo, 150.0-283.0 minutes.



Select Phase lll Neo-Adjuvant 10 Studies

. Primary
Drug N Stages Description Endpoint
Nivo + platinum
chemo Neo-adjuvant,
(ipi/nivo closed) 350 | Stage IB-IIA, resectable NSCLC no adjuvant MPR / RFS
CM816
Atezo + Neo-adjuvant
olatinum chemo| 374 Stage II-IIB (T3N2), resectable chemQ—ICI, MPR / RFS
NSCLC then adjuvant
Impower030 0
Pembro + Neo-adjuvant
plafinum 1 g4 | stage I1B-IlIA, resectable NsCLC |, SMeMOIC! 1 pes /o
chemo then adjuvant
KNé671 1O
oo
platinum chemo| 300 | Stage IIHIIA, resectable NSCLC : MPR
then adjuvant
Aegean

1O




Peri-operative Trials Being Reported

July 7, 2022 — Results from the phase 3 AEGEAN trial showed an improved
pathological complete response in patients with resectable non—small cell lung

March 9, 2023 - Durvalumab plus chemotherapy before surgery followed by adjuvant
durvalumab produced a statistically significant and clinically meaningful event-free
survival (EFS) benefit vs neoadjuvant chemotherapy alone for patients with resectable
stage 1A to IlIB non—small cell lung cancer (NSCLC)

March 1, 2023 Merck Announces Phase 3 KEYNOTE-671 Trial Met Primary Endpoint of
Event-Free Survival (EFS) in Patients With Resectable Stage I, IlIA or 1lIB Non-Small
Cell Lung Cancer. Pembrolizumab plus chemotherapy before surgery and continuing as
a single agent after surgery showed a statistically significant improvement in EFS versus
pre-operative chemotherapy with statistically significant improvements in key secondary
endpoints of pathological complete response and major pathological response

April 20, 2023 — ASCOvirtual Plenary Abstract 425126: Perioperative toripalimab +
platinum-doublet chemotherapy vs chemotherapy in resectable stage Il/1ll non-small cell
lung cancer (NSCLC): Interim event-free survival (EFS) analysis of the phase Il
Neotorch study




AEGEAN: A Phase 3 Trial of Neoadjuvant Durvalumab + Chemotherapy
Followed by Adjuvant Durvalumab in Patients with Resectable NSCLC

Study population

Durvalumab 1500 mg IV +

platinum-based CT*
Q3W for 4 cycles

Durvalumab 1500 mg IV

* Treatment-naive Q4W for 12 cycles

« ECOGPSOor1

* Resectable NSCLC*
(stage IIA-IIIB[N2]; AJCC 8 ed)

Randomization stratified by:
« Disease stage (Il vs 1ll)
* PD-L1 expression (21% vs <1%)

* Lobectomy, sleeve resection, or

bilobectomy as planned surgery* Placebo IV +
acebo

+ Confirmed PD-L1 status® platinum-based CT*

«  No documented EGFR/ALK N=802 Q3W for 4 cycles
aberrations* randomized

Placebo IV
Q4W for 12 cycles

Endpoints: All efficacy analyses performed on a modified population that excludes patients with documented EGFR/ALK aberrationsT

Primary: Key secondary:

+  pCR by central lab (per IASLC 2020") MPR by central lab (per IASLC 2020")
* EFS using BICR (per RECIST v1.1) * DFS using BICR (per RECIST v1.1)
« OS

*The protocol was amended while enrollment was ongoing to exclude (1) patients with tumors classified as T4 for any reason other than size; (2) patients with planned pneumonectomies; and (3) patients with documented EGFR/ALK
aberrations. tVentana SP263 immunohistochemistry assay. *Choice of CT regimen determined by histology and at the investigator’s discretion. For non-squamous: cisplatin + pemetrexed or carboplatin + pemetrexed. For squamous:
carboplatin + paclitaxel or cisplatin + gemcitabine (or carboplatin + gemcitabine for patients who have comorbidities or who are unable to tolerate cisplatin per the investigator's judgment). $Post-operative radiotherapy (PORT) was

permitted where indicated per local guidance. 7All efficacy analyses reported in this presentation were performed on the mITT population, which includes all randomized patients who did not have documented EGFR/ALK aberrations.

H eym ach AACR 2023 *Travis WD, et al. J Thorac Oncol 2020;15:709-40.




AEGEAN: Baseline characteristics and planned treatment (mITT)

Baseline characteristics were largely
balanced between the study arms

The planned neoadjuvant CT doublet
regimen was carboplatin-based for

>70% of patients

D arm PBO arm
TNM classificationt (N=366) (N=374)

T1 12.0 11.5
Primary T2 26.5 28.9
tumor, % T3 35.0 345
T4 26.5 25.1

. NO 301 273
Reg'°“§' lymph N1 205 233
nodes, % N2 495 49.5

DCO = Nov 10, 2022. *Characteristics with missing/other responses are histology (0.3% in the D arm and 1.1% in PBO
arm had ‘other’ histology) and disease stage (0.3% in D arm had stage IV disease, and 0.3% in the PBO arm had stage
11l [NOS] disease, as reported per the electronic case report form [eCRF]). TAll patients were MO except one patient in

the D arm who was classified as M1 (NOS). ¥Race was self-reported per the eCRF. NOS, not otherwise specified;

TC, tumor cells.

D arm PBO arm
Characteristics* (N=366) (N=374)
A Median (range), years 65.0 (30-88) 65.0 (39-85)
ge >75 years, % 12.0 9.6
Male 68.9 74.3
Sex, % Female 31.1 25.7
0 68.6 68.2
ECOGPS, % 1 31.4 31.8
Asian 39.1 43.9
Racet, % White 56.3 51.1
Other 4.6 5.1
Asia 38.8 43.6
. Europe 38.5 37.4
Region, % North America 1.7 115
South America 10.9 7.5
Current 26.0 25.4
Smoking status, % Former 60.1 59.6
Never 13.9 15.0
Disease stage I 28.4 29.4
A 47.3 441
th 0,
(AJCC 8 ed.), % s 24.0 26.2
. Squamous 46.2 51.1
Histology, % Non-squamous 53.6 47.9
TC <1% 333 334
PD-L1 expression, % TC 1-49% 36.9 38.0
TC 250% 29.8 28.6
Planned neoadjuvant Cisplatin 27.3 25.7
platinum agent, % Carboplatin 72.7 74.3




AEGEAN: Patient disposition and treatment summary (miTT)

Patients were randomized between D arm PBO arm
January 2, 2019 and April 19, 2022 (minimum Study phase* (N=366) (N=374)
follow-up: 6.7 months) Neoadjuvant  Randomized, n (%) 366 (100) 374 (100)
phase
Received Tx, n (%) 366 (100) 371 (99.2)
At the first planned interim analysis
. Completed 4 cycles of both CT agents, n (%) 310 (84.7) 326 (87.2)
of EFS (DCO: Nov 10, 2022), median EFS
follow-up in censored patients Completed 4 cycles of D / PBO, n (%) 318 (86.9) 331 (88.5)
was 11.7 months (range: 00_461) Surgery Underwent surgeryt, n (%) 295 (80.6) 302 (80.7)
Did not undergo surgerytt, n (%) 71 (19.4) 72 (19.3)
Completed surgeryt, n (%) 284 (77.6) 287 (76.7)
- RO resection, n (% of completed surgery) 269 (94.7) 262 (91.3)
Did not complete surgeryt, n (%) 11 (3.0) 15 (4.0)
Adjuvant Started D / PBOS, n (%) 241 (65.8) 237 (63.4)
phase
(ongoing) Completed D / PBO, n (%) 88 (24.0) 79 (21.1)
Discontinued D / PBO, n (%) 68 (18.6) 70 (18.7)
Ongoing D / PBO, n (%) 85 (23.2) 88 (23.5)

DCO = Nov 10, 2022. *Except where specified otherwise, percentages were calculated using the full mITT population as the denominator. TAs per investigator assessment. Patients who ‘underwent’ surgery were those for whom curative-intent thoracic surgery was attempted regardless of whether
it was completed. Patients who ‘completed’ surgery were those for whom curative-intent thoracic surgery was completed (assessed at the time of surgery). Includes patients who had surgery outside of the study. SFor patients to be eligible for adjuvant D / PBO, surgery must have been completed
with RO/R1 margins and no evidence of disease on post-surgical RECIST assessment. DCO, data cutoff.



AEGEAN: EFS using RECIST v1.1 (BICR) (mITT)
First planned interim analysis of EFS

D arm PBO arm
10 No. events / no. patients (%) 98/366 (26.8) 138/374 (36.9)
) mEFS, months (95% ClI) NR (31.9-NR) 25.9 (18.9-NR)
0.9 1 Stratified HR* (95% CI) 0.68 (0.53-0.88)
0.8 - 73.49 Stratified log-rank P-value 0.003902
w R (o)
L 0.7 ,
"6 0.6 1 64.5%! 1
1 1
."? 0.5 4 1
= 1 1
Qo
g 04- : |
-8 1 1
= 0.3 - ! ! Median follow-up (range) in censored
o ! ! patients: 11.7 months (0.0—46.1)
0.2 1 ! !
1 1 EFS maturity: 31.9%
0.1 I I
+ Censored | |
0.0 B e — i

1 1 1 1 1 1 1 1 1 1 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48
Time from randomization (months)

No. at risk:
D arm 366 336 271 194 140 90 78 50 49 31 30 14 11 3 1 1 0
PBO arm 374 339 257 184 136 82 74 53 50 30 25 16 13 1 1 0 0

DCO = Nov 10, 2022. EFS is defined as time from randomization to the earliest of: (A) progressive disease (PD) that precludes surgery; (B) PD discovered and reported by the investigator upon attempting surgery that prevents completion of surgery; (C) local/distant recurrence using BICR
per RECIST v1.1; or (D) death from any cause. *HR <1 favors the D arm versus the PBO arm. Median and landmark estimates calculated using the Kaplan-Meier method; HR calculated using a stratified Cox proportional hazards model; and P-value calculated using a stratified log rank
test. Stratification factors: disease stage (Il vs Ill) and PD-L1 expression status (<1% vs 21%). Significance boundary = 0.009899 (based on total 5% alpha), calculated using a Lan-DeMets alpha spending function with O'Brien Fleming boundary. mEFS, median EFS; NR, not reached.



AEGEAN: EFS using RECIST v1.1 (BICR) by subgroup (mITT)

Median EFS, months (95% Cl)

D arm PBO arm
Subgroup n (N=366) (N=374) HR (95% CI)
All patients 740 NR (31.9-NR) 25.9 (18.9-NR) —e—i : 0.68 (0.53-0.88)
Age at randomization <65 years 358 NR (NR-NR) NR (18.9-NR) F———e—H 0.71 (0.47-1.04)
265 years 382 NR (17.9-NR) 24.5 (13.6-31.1) l—o—i: 0.69 (0.48-0.97)
Sex Male 530 NR (31.9-NR) 22.9 (14.3-31.1) —e— 0.61 (0.44-0.82)
Female 210 NR (17.5-NR) NR (13.6-NR) l—-ll—| 0.95 (0.58-1.56)
ECOG PS 0 506 NR (31.9-NR) 25.4 (14.3-NR) e 0.65 (0.47-0.89)
1 234 NR (21.8-NR) 25.9 (14.3-NR) l—o—:—| 0.78 (0.49-1.22)
Race* Asian 307 NR (NR-NR) 25.4 (13.9-NR) 1, 0.60 (0.40-0.90)
Non-Asian 433 31.9 (21.8-NR) 26.2 (14.3-NR) ——e—H 0.76 (0.54-1.06)
Smoking Current 190 NR (NR-NR) 14.3 (8.1-NR) —_ : 0.48 (0.28-0.80)
Former 443 NR (31.9-NR) 25.9 (19.5-NR) ——e— 0.79 (0.57-1.10)
Never 107 NR (NR-NR) 24.5 (14.3-NR) ' : { 0.76 (0.35-1.58)
Histology Squamous 360 NR (31.9-NR) 26.2 (13.0-NR) ——e— 0.71 (0.49-1.03)
Non-squamous 375 NR (NR-NR) 25.4 (14.3-NR) I—O—lI 0.69 (0.48-0.99)
Disease stage Stage Il 214 NR (NR-NR) 31.1 (25.4-NR) T i 0.76 (0.43-1.34)
(AJCC 8t ed.) Stage IlIIA 338 NR (NR-NR) 19.5 (11.7-NR) e 1 0.57 (0.39-0.83)
Stage IIIB 186 31.9 (11.7-NR) 18.9 (11.8-NR) l—o:—| 0.83 (0.52-1.32)
PD-L1 expression at baselinet TC <1% 247 NR (14.9-NR) 20.6 (13.9-NR) e+ 0.76 (0.49-1.17)
TC 1-49% 277 NR (31.9-NR) 25.4 (12.2-NR) —e—1U 0.70 (0.46-1.05)
TC 250% 216 NR (NR-NR) 26.2 (14.3-NR) I—-—’ 0.60 (0.35-1.01)
Planned neoadjuvant Cisplatin 196 NR (NR-NR) 31.1 (14.3-NR) B 0.59 (0.35-1.00)
platinum agent Carboplatin 544 NR (31.9-NR) 25.4 (14.3-NR) I—O—i: 0.73 (0.54-0.98)
0.25 0.5 1 2 3 4
HR

DCO = Nov 10, 2022; median EFS follow-up in censored patients: 11.7 months (range: 0.0-46.1); EFS maturity: 31.9%. Median calculated using

the Kaplan-Meier method; HR for all patients (mITT) calculated using a stratified Cox proportional hazards model. HRs for subgroups calculated using
unstratified Cox proportional hazards models. The size of circles is proportional to the number of events for each subgroup, and the horizontal bars
represent the 95% Cls. *Race was self-reported per the electronic case report form. TDetermined using the Ventana SP263 immunohistochemistry assay.

Favors D Favors PBO



AEGEAN: Pathologic response per IASLC 2020 methodology* (mITT)

Final analysis

PCR (central lab)

40 -
~ 30
S 1 Difference = 13.0%
o | (95% CI: 8.7-17.6)t
o _
20 - I
%_ ] P-value = 0.000036
] based on interim
i analysis (n=402)*
10 A
0
D arm PBO arm
(N=366) (N=374)

MPR (central lab)

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

40 -
~ 30 -
X ]
= ] P-value = 0.000002
9 | based on interim
e ] analysis (n=402)t
20 -
o 4
s i
10 -
0 i
D arm PBO arm
(N=366) (N=374)

*Using IASLC recommendations for pathologic assessment of response to therapy, including gross assessment and processing of tumor bed (Travis WD, et al. J Thorac Oncol 2020;15:709-40). pCR = a lack of any viable tumor cells after complete evaluation of the resected lung cancer specimen
and all sampled regional lymph nodes. MPR = less than or equal to 10% viable tumor cells in lung primary tumor after complete evaluation of the resected lung cancer specimen. To be eligible for pathologic assessment, patients needed to have received three cycles of neoadjuvant study Tx per

protocol. Patients who were not evaluable were classified as non-responders. *Cls calculated by stratified Miettinen and Nurminen method. *No formal statistical testing was performed at the pCR final analysis (DCO: Nov 10, 2022; n=740 [data shown]). Statistical significance was achieved at the

interim pCR analysis (DCO: Jan 14, 2022; n=402; P-value for pCR/MPR calculated using a stratified Cochran-Mantel-Haenszel test with a significance boundary = 0.000082 calculated using a Lan-DeMets alpha spending function with O'Brien Fleming boundary).



AEGEAN: Most frequently reported AEs* (safety analysis set)

Anemia 340 | m ] 316

Nausea 253 | 0.3 0.3 | 28.8
Constipation 248 | 0.3 0 | 213
Decreased appetitiet 18.3 | 0.5 0.5 | 17.5
Neutropenia 17.0 :ﬁ: 17.8
Alopecia 17.0 | 0 0.3 | 16.0
Neutrophil count decreased 60 | | 98 10.8 | | 143
Rash 14.0 | 0.5 0.3 | 85
Diarrhea 13.0 | 0.8 0.8 | 123
Fatigue 13.0 | 0 0.3 | 115
Asthenia 125 | l EE ] 135
Pruritus 18 | 0.3 0 |55
Vomiting 1.3 | 0.8 1.0 | 105 DDarm’ any grade
Procedural pain 1.0 [ 03 | 05 ] 120 Ml 0 arm. max. grade =3
COVID-19 10 [ S 0 ] 90 [] P80 arm, any grade
Insomnia 103 ! 0 | 0 I 15 . PBO arm, max. grade =3
5l0 . 4l0 . 3l0 . 2l0 . 10 0 10 . 2lO . 3l0 . 4l0 . 5l0

Proportion of patients with AE (%)

DCO = Nov 10, 2022. *Displayed are AEs reported with a frequency of 210% in the D arm during the overall study period; the overall study period spans from the first dose of study Tx (D / PBO / CT) until the earliest of: the last dose of study Tx or surgery + 90 days (taking the latest dose of
D/PBO/CT/ date of surgery, + 90 days); the DCO date; or the date of the first dose of subsequent anti-cancer Tx. 'Two patients (n=1 per arm) had decreased appetite with an outcome of death (grade 5); the fatal event in the D arm was assessed as possibly related to study Tx by the investigator.
*Six patients had grade 5 COVID-19 events (D arm, n=5; PBO arm, n=1); all COVID-19 deaths were assessed by the investigator as unrelated to study Tx (note: COVID-19 is summarized as a grouped term comprising the ‘COVID-19’ and ‘COVID-19 pneumonia’ preferred terms).



Perioperative Toripalimab + Plat-Doublet Chemo vs Chemo
in Resectable Stage Il/lll NSCLC: Interim EFS Analysis of

the Phase lll Neotorch Stud
Neotorch Study Design

* Neotorch is a randomized, double-blind, placebo-controlled, Phase Il trial evaluating the efficacy and safety of
perioperative toripalimab plus chemotherapy, followed by toripalimab maintenance vs perioperative chemotherapy
alone in resectable stage IlI/lll non-small cell lung cancer (NSCLC)

Neoadjuvant ____Adjuvant

Toripalimab Toripalimab
240mg 240mg Toripalimab Primary endpoints:
; 53 s 240mg - EFS by Investigator (stage Il
: Newl); dt;agn:)sed“ Platinum-based Platinum-based - EFS b§ Investigator Estage ”_?”)
e chemotherapy chemotherapy Q3W up to 13 « MPR evaluated by BIPR (stage I11)
« MPR evaluated by BIPR (stage lI-lll)

I NSCLC cycles

i tEy(ng/ALK il Q3W 3 cycles Q3W 1 cycles

» Biopsy tissue
available for
biomarker analysis

» Evaluable lesions

« Planned enroliment

N=500

Secondary Endpoints:
« Overall survival
Placebo Placebo + pCR by BIPR/site pathologist for stage
¥ + Placebo Il and stage II-111
Platinum-based Platinum-based - EFS by IRC for stage Ill and stage II-l|
chemotherapy chemotherapy Q3W up to 13 « Disease-free survival
cycles « Safety and feasibility of surgery

SURGERY

Q3W 3 cycles Q3W 1 cycles

Stratification factors:

* llvs HIA vs 11IB EFS: Event-Free Survival

 Lobectomy vs pneumonectomy MPR: Major Pathologic Response

« Non-squamous vs squamous BIPR: Blinded Independent Pathologic Review

» PD-L1 TC expression: = 1% vs < 1% or non-evaluable PCR: Pathological Complete Response
IRC: Independent Review Committee

Lu, S ASCO Virtual Plenary April 20, 2023



Neotorch

Statistical Considerations

Key Sample Size
Assumptions

EFS assumptions:

Median of 14 months for Stage Ill and
40 months for Stage Il placebo +
chemo patients

86% power with 199 INV-EFS (Stage
Il patients) and 89% power with 220
INV-EFS (Stage II-ll patients)
planned , assuming HR=0.65 at a
=0.05 (2-sided)

98% and 99% power for MPR in
Stage Il and Stage lI-lll patients,
respectively, assuming 38% vs 20%
for toripalimab vs placebo

75% power with 150 OS (Stage I
patients) and 80% power with 165
OS (Stage II-1ll patients) planned,
assuming HR=0.65 at a =0.05 (2-
sided)

Lu, S ASCO Virtual Plenary April 20, 2023

Interim EFS
Analysis
Primary

Endpoint:
INV-EFS

>
k1

INV-EFS in
Stage Il
Patients

Number of

events:
144 (72%)

Pre-specified
stopping
boundary
(O’Brien-

Fleming type):
a=0.01683(2-
sided)

Final OS
Analysis

Final MPR
Analysis

Final EFS
Analysis
Primary

Endpoint :
INV-EFS

Secondary
Endpoint:
oS

Primary
Endpoint:
BICR-MPR

—

Boundary
Crossed

OS in Stage llI
Patients

BIPR-MPR in
Stage Il
INV-EFS in Patients
Stage II-llI

Patients

OS events

0,
=0.05 (2-sided) 150 (100%)

Boundary
Crossed Bgy

OS in Stage II-
BIPR-MPR in lll Patients
Stage II-lI

Patients

«=0.05 (2-sided)
EFS events

220 (100%) e

Crossed

a=0.05 (2-
sided)
OS events
165 (100%)

a=0.05 (2-sided) «=0.05 (2-sided)




Neotorch
Baseline characteristics of Stage lll Patients

n=202 n=202 n=404

Median age, years (range) 62 (31- 70) 61 (29 - 70) 62 (29 - 70)
Age < 65 years, n (%) 140 (69.3) 138 (68.3) 278 (68.8)
Gender, n (%)

Male 181 (89.6) 189 (93.6) 370 (91.6)
Smoking status, n (%)

Non-smoker 28 (13.9) 21 (10.4) 49 (12.1)

Smoker 30 (14.9) 23 (11.4) 53 (13.1)

Former 144 (71.3) 158 (78.2) 302 (74.8)
ECOG, n (%)

0 70 (34.7) 73 (36.1) 143 (35.4)

1 132 (65.3) 129 (63.9) 261 (64.6)
Histology, n (%)

Non-squamous 45 (22.3) 45 (22.3) 90 (22.3)

Squamous 157 (77.7) 157 (77.7) 314 (77.7)
PD-L1 expression, n (%)

TC21% 133 (65.8) 132 (65.3) 265 (65.6)

TC < 1% or non-evaluable 69 (34.2) 70 (34.7) 139 (34.4)
Stage, n (%)

A 136 (67.3) 136 (67.3) 272 (67.3)

1B 65 (32.2) 64 (31.7) 129 (31.9)

Inc 1(0.5) 0 1(0.2)

v 0 2(1.0) 2 (0.5)

Data cut-off date: Nov. 30, 2022

Lu, S ASCO Virtual Plenary April 20, 2023




NEOTORCH
Event-Free Survival Analysis by IRC

Intent-to-treat Stage Ill patients assessed by IRC per RECIST v1.1

1-Yr EFS 2-Yr EFS
Rate % Rate % No. of Events/ Median EFS

I 80.7% I 66.7% No. of Patients  mo (95% CI)
| | I Censored

Toripalimab + Chemo 43/202 NE (NE, NE)

Toripalimab + Chemo Median follow-up: 18.25 months

nominal P<0.0001

Event-Free Survival
(% of patients)

|
|
|
|
|
|
!
i HR 0.40 (95%CI 0.271, 0.572)
|
|
|
|
|
|
|
|

No. at Risk
Toripalimab + Chemo 202 Data cutoff date: Nov. 30, 2022
NE: not evaluable
HR; Hazard ratio
CI: confidence interval

Lu, S ASCO Virtual Plenary April 20, 2023




NEOTORCH
INV-EFS Treatment Effects in Key Subgroups

Subgroups Toripalimab + Chemo Placebo + Chemo Hazard Ratio
Events/Total Events/Total 95% CI)

Disease Stage

IIA i 34/136 65/136 0.44 (0.287. 0.661)

1B e e— | 13/65 31/64 0.30 (0.149, 0.559)
PD-L1 Expression |

TC>=1% R — | 28/133 65/132 0.31 (0.197, 0.481)

TC<1% or Not Evaluable 19/69 32/70 0.59 (0.327. 1.034)
Pathological Type I

Non-squamous Cell Carcinoma - I 12/45 21/45 0.54 (0.257, 1.079)

Squamous Cell Carcinoma o e | I 35/157 76/157 0.35(0.234, 0.523)
Age l

<65 —_— I 33/140 66/138 0.41 (0.267, 0.618)

>=65 e e | I 14/62 31/64 0.34(0.177, 0.635)
Sex I

Male —— I 42/181 91/189 0.38 (0.259, 0.541)

Female - I 5/21 6/13 0.54 (0.154, 1.796)
ECOG I

0 — I 20/70 38/73 0.44 (0.249, 0.743)

1 —— I 27/132 59/129 0.36 (0.226, 0.566)
Smoking I

Yes (Including Smoker or Former) L —— I 39/174 88/181 0.37(0.252, 0.539)

No : 8/28 9/21 0.52 (0.193, 1.358)

0.000 _ 0.500 1.000 1.500 _ 2.000
Toripalimab Better Placebo Better
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NEOTORCH

Pathological Complete Response : gyrgery Performed

Toripalimab + Chemo Placebo + Chemo
(N=202) (N=202)

PCR assessed by local pathologist

n (%) 57 (28.2)

95 /68C 1 22.1, 35.0

Stratified analysis

Difference between arms (95% ClI) 27.2 (20.8, 33.5)

P value <<0.0001
PCR assessed by BIPR

n (%) 50 (24.8)

95% CI 19.0, 31.3

Stratified analysis

Difference between arms (95% CI) 23.7 (17.6, 29.8)

P value <<0.0001

PCR: Pathological Complete Response; IRC: Independent Review Committee; P-values are nomina

No surgery performed n(%) 36 (17.8) 54 (26.7)
Patient underwent surgery n(%) 166 (82.2) 148 (73.3)
RO resection n(%%) 159(9518) 137 (92.6)

959% CI 91.5, 98.3 87.1, 96.2
Differences between arms

95% Cil

*percent of RO resection is based on numbers of patients underwent surgery

Lu, S ASCO Virtual Plenary April 20, 2023




NEOTORCH

Safety Overview

Adverse Event Category N (%)

Any TEAEs

Any TEAEs Grade 23

Any SAEs

Any TEAEs leading to death

Any TEAEs leading to interruption of
toripalimab/placebo

Any TEAEs leading to discontinuation of
toripalimab/placebo

Any Investigator-determined irAEs

Any Investigator-determined Grade 23 irAEs

Any infusion-related reactions

Lu, S ASCO Virtual Plenary April 20, 2023

Toripalimab
+Chemotherapy
N=202
201(99.5)

128 (63.4)
82 (40.6)
6 (3.0)

57 (28.2)

19 (9.4)

85 (42.1)
24 (11.9)
7 (3.5)

Placebo +
Chemotherapy
N=202
199 (98.5)
109 (54.0)
57 (28.2)
4 (2.0)

29 (14.4)

15 (7.4)

46 (22.8)
6 (3.0)
13 (6.4)

400 (99.0)
237 (58.7)

139 (34.4)
10 (2.5)

86 (21.3)

34 (8.4)

131 (32.4)
30 (7.4)
20 (5.0)
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IMpower010

Completely resected
stage IB-IllIA2 NSCLC

- Stage IB tumors 24 cm

-ECOG 0-1

+ Lobectomy

« Tumor tissue for
PD-L1 analysis

vinorelbine

No crossover

Cisplatin + Atezoli X
emetrexed, ezolizuma
gemcitabine, 1200 mg g21d x 16

docetaxel or cycles or 1 year

33
1-4 cycles ” Qe
\__N=1280 /

Stratification factors
- Sex | Stage | Histology | PD-L1 status

Key exploratory endpoints
« OS biomarker analyses
Key secondary endpoints

« OSin ITT | Safety | Exploratory OS biomarker
analyses

Hierarchical statistical testing
of endpoints

DFS in PD-L1 TC 21%
stage II-llIA population®

If positive:

DFS in all-randomized
stage II-1lIA population®

If positive:

DFS in ITT population (stage IB-llIA)°

If positive: v

OS in ITT population® ]

Endpoint was met at DFS IA

Endpoint was not met at DFS IA and follow up is ongoing

] Endpoint was not formally tested

Clinical cutoff: 18 April 2022. Both arms included observation and
regular scans for disease recurrence on the same schedule. ECOG,
Eastern Cooperative Oncology Group, q21d, every 21 days.

a Per UICC/AJCC staging system, 7th edition. » Two-sided a=0.05.

. Wakelee ASCO 2021, abstr 8500:IMpower010 Interim Analysis; Felip Lancet 2021, Felip IASLC WCLC 2022



IMpower010 Patient
Characteristics

. PD-L1 TC 21% (SP263) (stage II-llIA) All randomized (stage lI-IlIA) ITT (stage IB-llIA)
Characteristic A(I:qz:g:g;s Atezolizumab BSC Atezolizumab BSC Atezolizumab BSC
(n=248) (n=228) (n=442) (n=440) (n=507) (n=498)
Vledian (range) age, y 62 (26-84) 61 (34-82) 62 (26-84) 62 (33-82) 62 (26-84) 62 (33-83) 62 (26-84)
Age 265y, n (%) 382 (38.0) 92 (37.1) 97 (42.5) 161 (36.4) 177 (40.2) 184 (36.3) 198 (39.8)
Sex, male, n (%) 672 (66.9) 171 (69.0) 147 (64.5) 295 (66.7) 294 (66.8) 337 (66.5) 335 (67.3)
Race, n (%)
White 738 (73.4) 162 (65.3) 166 (72.8) 307 (69.5) 324 (73.6) 362 (71.4) 376 (75.5)
Asian 242 (24.1) 78 (31.5) 56 (24.6) 121 (27.4) 106 (24.1) 130 (25.6) 112 (22.5)
Other 25 (2.5) 8(3.2) 6 (2.6) 14 (3.2) 10 (2.3) 15 (3.0) 10 (2.0)
ECOG PS, n (%)
0 556 (55.3) 140 (56.5) 125 (54.8) 239 (54.1) 252 (57.3) 273 (53.8) 283 (56.8)
1 - 446 (44.4 1(&3.1) 102 E4.7) 201 (45.5 187 (42.5 232 (45.8 214 (43.0
| istology, non-squamous, n (%) 659 (65.6) 152 (61.3) 143 (62.7) 292 (66.1) 296 (67.3) 328 (64.7) 331 (66.5)
Stage, n (%) -
1B 123@ — — = — 65(28) 58 (11.6
1A 295 (29.4) 85 (34.3) 76 (33.3) 147 (33.3) 148 (33.6) 147 (29.0) 148 (29.7)
11B 174 (17.3) 46 (18.5) 37 (16.2) 90 (20.4) 84 (19.1) 90 (17.8) 84 (16.9)
1A 413 (41.1) 117 (47.2) 115 (50.4) 205 (46.4) 208 (47.3) 205 (40.4) 208 (41.8)
[Tobacco use history, n (%)
Never 222 (22.1) 51 (20.6) 41 (18.0) 100 (22.6) 96 (21.8) 114 (22.5) 108 (21.7)
Current/previous 783 (77.9 197 (79.4) 187 (82.0) 342 (77.4) 344 (7_8.2) 3%27.5) 390 (78.3
| D-L1 by SP263, TC21%, n (%)? 535 (54.6) 248 (100) 228 (100) 248 (57.8) 228 (53.0) 283 (57.4) 252 (51.9)
EGFR mutation status, n (%)°
Positive 117 (11.6) 23 (9.3) 20 (8.8) 49 (11.1) 60 (13.6) 53 (10.5) 64 (12.9)
Negative 527 (52.4) 123 (49.6) 125 (54.8) 229 (51.8) 234 (53.2) 261 (51.5) 266 (53.4)
Unknown® 361 (35.9) 102 (41.1) 83 (36.4) 164 (37.1) 146 (33.2) 193 (38.1) 168 (33.7)
ALK rearrangement status, n (%)°
Positive 33 (3.3) 12 (4.8) 11 (4.8) 14 (3.2) 17 (3.9) 15 (3.0) 18 (3.6)
Negative 574 (57.1) 133 (53.6) 121 (53.1) 251 (56.8) 256 (58.2) 280 (55.2) 294 (59.0)
Unknown® 398 (39.6) 103 (41.5) 96 (42.1) 177 (40.0) 167 (38.0) 212 (41.8) 186 (37.3)

Wakelee ASCO 2021 abstr 8500; Felip Lancet 2021




IMpower010: DFS in the PD-L1 TC 21%?2 stage lI-lllA, all-
randomized stage IlI-lllIA and ITT pop (primary endpoint)

PD-L1TC 21%
stage II-lIIA

1004
100 population All-randomized
stage II-llIA population
& 804
g 80 <
s g
2 T 604
g 604 \ H
@ 161.0% s | B e
g o ; 3 404 149.4%
. 404 0 Median follow-up: |
b 48.2% 3 32.2 mo (range, 0-57.5)
s ‘ @2
] o 20
o 20 ) 1
Median follow-up:
32.8 mo (range, 0.1-57.5) S —
R 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54
0 3 6 9 121518 21 24 27 30 33 36 39 42 45 48 51 54 Months
Months No. at risk
No. at risk Atezolizumab 442 418 384 367 352 337 319 305 260225 185120 84 48 34 16 11 5 3
Atezolizumab 248 235 225 217 206 198 190 181 159 134 111 76 54 31 22 12 8 3 3 BSC 440 412 366 331 314 202277 263230 182 146102 71 35 22 10 8 4 3

BSC 228 212 186 169 160 151 142135117 97 80 59 38 21 14 7 6 4 3

Atezolizuma BSC Atezolizuma BSC
b (n=248) (n=228) b (n=442) (n=440)
- Median DFS 42.3 35.3
Median DFS NE 35.3
95% CI), mo 36.0, NE 304, 46.4
(95.% CI)' mo (36-1| NE) (29.0, NE) gtratifie(:j HR?QS% Cl) ( O 79 (z) 64( 0 96) )
Stratiied HR (5% € 0.66 (0.50, 0.88) v 502

P value®

0.004¢

Clinical cutoff:

Wakelee ASCO 2021 abstr 8500; Felip Lancet 2021

nuary 21, 2021. 2 Per SP263 assay. ® Stratified log-rank. © Crossed the significance boundary for DFS. ¢ The statistical significance boundary for DFS was not crossed.

804

60

40

Disease-free survival (%)

204

ITT (randomized

stage IB-lllA) population

163.6%

Median folilow—up:

57.9%

32.2 mo (range, 0-58.8)

No. at risk

Atezolizumab 507 478 437 418 403 387 367 353 306 257 212139 97 53 38 19 14 8 4
BSC 498 467 418 383 365 342 324 309 269 219 173122 90 46 30 13 10 5 4

Months

0 3 6 9 1215 18 21 24 27 30 33 36 39 42 45 48 51 54

Atezolizuma BSC
b (n=507) (n=498)
Median DFS NE 37.2
(95% ClI), mo (36.1, NE) (31.6, NE)

Stratified HR (95% CI)

0.81 (0.67, 0.99)

P value®

0.04¢

US FDA approval Oct 15, 2021




IMpower010: DFS in key subgroups of all-rand stage lI-llIA population

Subgroup N HR (95% Cl)= Subgroup N HR (95% CI)
Al patients 882 L 0.79(0.64,0.96) | gummmnanients 882 e 0.79 (0.64, 0.96
Age
<65y 544 t 0.79 (0.61, 1.03) 8'22 (8";2'
265y 338 oo 0.76 (0.54, 1.05) 0-81 (0-61,
Sex .81 (0.61,
Male 589 t 0.76 (0.59, 0.99)
Female 293 o 0.80 (0.57, 1.13) NO 229 FooA 0.88 (0.57, 1.35)
Race : N1 348 S8 0.67 (0.47, 0.95)
White 631 0.78 (0.61, 1.00) N 305 0.83 (061 113
Asian 227 o 0.82 (0.55, 1.22) SP263 PO | Statis
ECOG PS & TC250% 0.43 (0.27, 0.68)
0 491 ol 0.72 (0.55, 0.95) TC21% 0.66 (0.49, 0.87)
1 388 | 0.87 (0.64, 1.18) ;
Tobacco use history oA EGFR mutation status by
Never 196 Vo 1.13(0.77, 1.67) Yes 109 v 0.99 (0.60, 1.62)
Previous 547 — — 0.62(0.47, 0.81) No 463 0.79 (0.59, 1.05)
Current 139 | 1.01 (0.58, 1.75) Unknown 310 _ — 0.70 (0.49, 1.01)
Histology oA ALK rearrangement status b
Squamous 294 { 0.80 (0.54, 1.18) Ves 31 b 1.04 (0.38, 2.90)
Non_squamous 588 [ T T TTTTTT] T T TTTTIT] 078 (061, 099) NO 507 ] T T TTTTIT] T T TTT IHIO_85 (066, 110)
0.1 1.0 1 0.0 Unknown 344 0.1 1.0 10020 (046,093
tezollzumab better BSC bet HR »

Clinical cutoff: January 21, 2021. 2 Stratified for all patients; unstratlf ed for all other subgroups. Atezollzumab better BSC better

37



Impower010 OS by Biomarkers (stage lI-lllA)

(data cutoff: 18 Apr ’22, 46 mo follow-up)

Subgroup

+EGFR/ALK+)
PD-L1 status by
SP263°

TC 21%
TC 250%
TC 1-49%
TC <1%

Subgroup (NO
EGFR/ALK+
PD-L1 status by
SP263¢

TC 21%
TC 250%
TC 1-49%
TC <1%

Felip IASLC WCLC 2022 Presidential Plenary

n HR (95% CI)®
Atezo better BSC better
“ HR >
476 —e—  0.71(0.49,1.03)
229 ——i 0.43 (0.24, 0.78)
247 —— 0.95(0.59, 1.54)
383 H¢—1.36 (0.93, 1.99)
0.1 1.0 100
n HR (95% CI)d
410 0.67 (0.45, 0.98)
209 o 0.42 (0.23, 0.78)
201 0.93 (0.56, 1.56)
312 1.21 (0.80, 1.85)
01 10 100

0S: PD-L1 TC 250% (stage II-lIA)

100 <

80

Overall survival (%)

20

No. at risk
Atezolizumab

60

40

C 103 101 98 96 95 92 90 87 84 80 77 76 75 71 64 52 45 35 24 14 8

excluding EGFR/ALK+

Atezo (n=106) | BSC (n=103)
Events, n (%) 15(14.2%) | 30(29.1%)
mOS (95% Cl), mo NR NR

HR (95% Cl)¢, 0.42 (0.23, 0.78)

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72
Months

106 104 104 104 103 103 101 100 99 96 96 93 90 87 83 69 58 41 32 20 13 6 2 1 NE
4 3 2 NE



IMpower010: OS IA

(data cut 4/18/22: 46 mo med) f/up)

PD-

100

80 o

L1 TC 21%?2 (stage lI-llIA)

| 67.5%

1BSC

(n=228)
Events, n (%) 52 (21.0%) 64; (28.1%)
mOS (95% Cl), mo NR . NR

1
1
1
1
1
1
1
1
1
1
I Atezo (n=248)
1
1
1
1
1
T
1
1
1

HR (95% Cl) | 0.71 (0.49, 1.03)

S

= 60
2
2
3
w

T 404
o
>
o

204

04

No. at risk

||||||||||||||||||||||||||
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72

Months

Atezolizumab 248 241 241 237 234 231 225 222 218 210 208 200 195 190 172 140 116 83 56 37 23 12 5 3 NE
BSC 228 220 214 210 205 201 198 192 185 180 172 167 166 158 140 110 95 72 49 27 15 8 7 4 NE

Felip IASLC WCLC 2022 Presidential Plenary

At Initial Data Cut 1/21/21
—PD-L1 TC 21% stage
l-IA
—OS HR: 0.77 (95% CI:
0.51,1.17)




IMpower010: Results of OS IA
(data cut 4/18/22: 46 mo med f/up)
Other primary populations

All randomised ITT
o (stage II-1lIA) od (randomised stage IB-IIIA)
80 - 804
% 60 % 604 Atezo (n=507) BSC (n=498)
% Atezo (n=442) BSC (n=440) E Events, n (%) 127 (25.0%) 124 (24.9%)
£ “°7 Events, n (%) 115 (26.0%) 116 (26.4%) g “7 mos (95% CI), mo NR NR
o
e & * " .IHR(95% Cl)*  0.995 (0.78, 1.28)
(1] b c
PR ( 0.95(0.74,1.24) .Pvalue® _  0.9661°
CCI) 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72
No. atrisk Montns Months

No. atrisk
Atezolizumab 507 492 488 478 472 463 450 439 430 419 408 393 381 372 328 262 203 144 96 61 30 17 8 4 1
BSC 498 484 473 462 452 444 437 428 417 405 391 381 371 357 325 253 207 148 101 57 25 14 11 5 1

Atezolizumab 442 429 428 420 416 408 396 386 378 367 350 344 332 323 287 228 179 128 85 56 27 15 6 3 NE
BSC 440 426 416 405 396 389 382 373 362 350 337 328 320 310 279215 178 125 81 42 20 11 9 4 NE

Clinical cutoff: 18 April 2022.2 Stratified.-® No formal testing until statistical significance observed for DFS in the ITT
cDescriptive purposes only.

due to the ified testing

Felip IASLC WCLC 2022 Presidential Plenary



IMpower010: safety summary?

Atezolizumab BSC
n (%) (n=495) (n=495)
Any-cause AE 459 (92.7) 350 (70.7)
Treatment-related AE 335 (67.7) -
Grade 3-4 AE 108 (21.8) 57 (11.5)
Treatment-related grade 3-4 AE 53 (10.7) -
Serious AE 87 (17.6) 42 (8.5)
Treatment-related serious AE 37 (7.5) -
Grade 5 AE 8 (1.6)° 3(0.6)°
Treatment-related grade 5 AE 4 (0.8) -
AE leading to dose interruption of atezolizumab 142 (28.7) -
AE leading to atezolizumab discontinuation 90 (18.2) -
Immune-mediated AEs 256 (51.7) 47 (9.5)
Grade 3-4 immune-mediated AEs 39 (7.9) 3(0.6)
Immune-mediated AEs requiring the use of systemic corticosteroids 60 (12.1) 4 (0.8)

Clinical cutoff: January 21, 2021. AE, adverse event; 2 Data are from the safety population (all randomized patients who received 21 atezolizumab dose or for BSC, had 21 post-baseline assessment).
b Interstitial lung disease*; pneumothorax; multiple organ dysfunction syndrome*; cerebrovascular accident; arrhythmia; myocarditis*; acute myeloid leukemia®*; acute cardiac failure. ¢ Pneumonia;
pulmonary embolism; cardiac tamponade and septic shock in the same patient. *, Treatment related per investigator.



IMpower010: immune-mediated AEs?

imAEs occuring in 21% of patients

imAEs occuring in <1% of patients

Atezolizumab BSC Atezolizumab BSC
(n=495) (n=495) (n=495) (n=495)
n (%) Any Grade Any Grade n (%) Any Grade Any Grade
° grade 3-4 grade 3-4 ° Grade 3-4 grade 3-4
Any immune-mediated AEs 256 (51.7)°| 39 (7.9%) | 47 (9.5) 5(0.6) Meningoencephalitis 4 (0.8) 3 (0.6) 0 0
Rash 91(184) | 7(1.4) | 11(2.2) 0 Colitis 4(08) | 2(04) | 1(0.2) 0
Hepatitis (diagnosis and Diabetes mellitus 4 (0.8) 0 1(0.2) 0
laboratory abnormalities) 86 (17.4) | 20 (4.0) | 22(44) 1(0.2) Myositis (myositis and 4(0.8) 0 1(02) 0
Hepatitis (laboratory rhabdomyolysis) : .
abnormalities) 81(16.4) | 16(3.2) | 21(4.2) | 1(0.2) Pancreatitis 2(04) | 1(02) [ 10.2) | 1(0.2)
Hepatitis (diagnosis) 7 (1.4) 4 (0.8) 1(0.2) 0 Encephalitis . 2(0.4) 2(0.4) 0 0
Hypothyroidism 86 (17.4) 0 3(0.6) 0 Severe cutaneous adverse reaction 2(0.4) 0 0 0
Hvoerthvroidism 32 (65 204 208 0 Autoimmune hemolytic anemia 2(0.4) 0 0 0
Pyp U — (6.5) (0-4) (0.8) Myocarditis 2 (0.4)° 0 0 0
neumonitis . 19(38¢ | 4008 | 3(06) 0 Meningitis 2(04) | 1(02) 0 0
Infusion-related reaction 7(1.4) 1(0.2) 0 0 Guillain-Barre syndrome 1(0.2) 1(0.2) 0 0
Adrenal insufficiency 6(1.2) 2(04) 0 0 Ocular inflammatory toxicity 1(0.2) 0 1(0.2) | 1(0.2)
Hypophysitis 1(0.2) 0 0 0
Clinical cutoff: January 21, 2021. a Data are from the safety population (all randomized patients Nephritis 1(0.2) 0 0 0
who received 21 atezolizumab dose or for BSC, had 21 post-baseline assessment). © Includes 2 —
(0.4%) Grade 5 events. ¢ Includes 1 (0.2%) Grade 5 event. Vasculitis 0 0 1(0.2) | 1(0.2)




PEARLS/KEYNOTE-091 Study Design

Eligibility for Registration Eligibility for Randomizatio
Pembrolizumab 200 mg Q3W

« Confirmed stage IB (T 24 cm), PD-L1testing » No evidence of disease B R e ) Dual Primary End Points Secondary End Points

II, or INANSCLC per AJCC v7 d°“‘;ge_’ct1’a|:>é”5'"9 « ECOGPS 0 or 1 « DFSin the overall population ~ + DFS in the PD-L1 TPS 21% population

« Complete surgical resection with 22C3 pharmDx « Adjuvant chemotherapy * DFSin the PD-L1 TPS 250% « 0Sin the overanll, PD-L1 TPS 250%, and
tive margins (RO) ) population PD-L1 TPS 21% populations
e L + Considered for stage 1B « Lung cancer-specific survival in the
« Provision of tumor tissue for (T 24 cm) disease overall population

PD-L1 testing « Strongly recommended for Placebo Q3W + Safety

stage Il and IlIA disease 8 administrations (~1 yr)
« Limited to <4 cycles

Current/f ke 85.3 88.8Y 91.79 92.19
Age, median (range), y 65.0 (31-87) 65.0(37-85) 64.5(38-82) 65.0 (37-85) ST TEE O] o 4 b h
Male sex 68.0% 68.7% 72.0% 70.3% Nonsquamous histology 67.5% 61.8% 61.3% 63.6%
Geographic region
{Received adjuvant chemotherapy 85.8% 85.9% 85.1% 85.5%
Asia 18.0% 17.9% 17.3% 17.6%
Easter Europe 197% 19.3% 18.5% 18.2% Ralhdiogicsiagey
B 14.2% 145% 125% 133%
Western Europe 51.4% 51.3% 53.6% 53.9%
it 55.8% 57.6% 56.5% 56.4%
o 5 9 g
Rest of world 11.0% 116% 10.7% 10.3% A T T T T
ECOGPS 1 356% 416% 310% 388% EGFR mutation? 6.6% 5.8% 36% 3.0%
ALK translocatione 1.2% 12% 1.8% 0.0%

a2 (0.3%) participants in the placebo arm had stage IV disease; neither had TPS =50%.

bEGFR mutation status was unknown for 670 (63.5%) in the overall population and 198 (59.5%) in the TPS
>50% population.

¢ALK translocation status was unknown for 747 (63.5%) in the ITT and 217 (65.2%) in the TPS 250%
population.

Paz-Ares ESMO plenary 2022, O'Brien ASCO 2022, Lancet Oncol 2023



PEARLS/KN-091:
Results Second Interim Analysis

DFS, Overall Population DFS, PD-L1 TPS 250% Population 0S, Overall Population
HR 0.76 (95% CI 0.63-0.91) HR 0.82 (95% Cl 0.57-1.18) HR 0.87 (95% Cl 0.67-1.15)
P=0.0014 P=0.14 P=0.170

100 i18-mo rate 100 i18-mo rate
90 : 90 jremon $
80 164.3% 80 170.2% !
704 704 1 E18-mo rate
e ! = 60 E = 601 591.3%
5 _ 1 5 _ 1 - _ 1
& 50 i & 50 : g 50 :
40 i 401 ] 401 ]
% Events Median 800 Events Median 30| [N NEVERtS) Imediny
fg Pembro 35.9% 5nii.06 fg— Pembro  32.1% NR ?g— Pembro  16.6% NR
1 - Placeb - Placeb
382%  NR 189%  NR
01 [FJ’Iaceb 44.3% 4%60 o+ o ° —— 0+ © ’ —
0 54 60 66 0 6 12 18 24 30 36 42 48 54 60 66 0 6 12 18 24 30 36 42 48 54 60 66 72
No. at risk Months No. at risk Months No. at risk Months
590 493 434 358 264 185 82 70 28 16 1 0 168 145 126 99 69 50 26 22 7 4 0 0 590 572 548 520 419 318 226 143 83 52 23 2 0
587 493 409 326 241 160 72 57 22 18 1 0 165 140 121 100 75 54 28 22 8 6 1 O 587 582 556 524 420 309 213135 78 44 16 1 0

US FDA approval Jan 26, 2023

Impower010 DFS HR: all comer 0.81, PD-L1 >50% 0.43 |




KN-091 Results: DFS in Subgroups

Subgroup

Overall

408/1010 ——

No. Events/ Hazard Ratio (95% CI)
No. Participants
47211177 —— 0.76 (0.63-0.91)
—— 1.25 (0.76-2.05)

0.73(0.60-0.89)

Subgroup No. Events/ Hazard Ratio (95% Cl)
No. Participants
Overall 47211177 — —H 0.76 (0.63-0.91)
Type of surgery H
Bilobectomy 33/92 B — 0.85(0.43-1.69)
Lobectomy 374925 —— 0.78 (0.64-0.96)
Pneumonectomy 501127 _— 0.71(0.40-1.24)
pN status H
0 161/490 —— 0.63 (0.46-0.86)
1 179/456 —0—' 0.77 (0.57-1.03)
2 132/231 —.0— 1.00 (0.71-1.41)
Tumor size
<4cm 200491 —e— 091 (0.69-1.20)
>4 cm 271/685 —— ' 0.70 (0.55-0.89)
U T ; T
02 05 1.0 20 50
" Pembrolizumab Placebo
Better Better
O’Brien ASCO 2022

Paz Ares VirtualESM02022, O’Brien ASCO 2022, Peters ESMO 2022

No. cycles of adjuvant chemotherapy

1-2
34

Adjuvant platinum
Carboplatin only

Cisplatin only

Adjuvant chemotherapy regimen

380/943 ——

157/355 E— 4
236/608 ——

28167 _—

0.59 (0.28-1.26)
0.74 (0.61-0.91)

0.77 (0.57-1.06)
0.73(0.57-0.95)

121(0.73-198)
051(0.31-0.83)
065 (0.30-1.40)
0.74 (055-0.98)
0.68 (041-1.14)

Carboplatin + paclitaxel ~ 63/135 ——
Carboplatin + vi 68/151 +
Cisplatin + 27157 4
Cisplatin + vinorelbine ~ 191/491 =t
Other 591176 ——
T T T T
02 05 10 20 =
Pembrolizumab Placebo
Better Better

1
50




KN-091 Results: DFS in Subgroups

Subgroup No. Events/ Hazard Ratio (95% CI) Subgroup No. Events/ Hazard Ratio (95% Cl)
No. Participants No. Participants :
Overall 47211177 ==t 0.76 (0.63-091)  Overall 47211177 B 0.76 (0.63-0.91)
Age : Pathologic stage :
<65 years 213/558 + 0.73 (0.56-0.96) B 46/169 —0—— 0.76 (0.43-1.37)
65 years 259/619 — 0.84 (0.66-1.07) I 246/667 i 0.70 (0.55-0.91)
Sex A 1781339 —— 0.92 (0.69-1.24)
Female 158/373 e 0.73(0.54-1.00)  “Received adjuvant chemotherapy
Male 314/804 - 081(0.65-1.01) No 64/167 — 1,25 (0.76-2.05)
Geographic region Yes 408/1010 — 0.73 (0.60-0.89)
Asia 96/211 — 074043410 criioay
Easter Europe 901225 . P 084(0.56-1.27) Nonsquamous 3301761 —- 0.67 (0.54-0.83)
Western Europe 245/604 + 0.77 (0.60-1.00) e 142416 1,04 (0.75-1.45)
Rest of world 41133 — i 0.74 (0.40-1.39)
ECOG performance status PD-L1TPS :
0 2881723 |k 0.78(0620.99) <1% 195/465 y 0.78 (0.58-1.03)
; e I B 0.79/(059-1.06) 1-49% 160/379 — 0.67 (0.48-0.92)
Smoking status : >50% 117/333 ——— 0.82 (0.57-1.18)
Current 53165 —6—— | 042(023-0.77)  EGFRmutation
Former 340/859 — 0.84 (0.68-1.04) No 186/434 »E 0.78 (0.59-1.05)
Never 791153 + 0.72 (0.47-1.13) Yes 4073 ———— 0.44(0.23-0.84)
T T T T 1 Unknown 246/670 e 0.82 (0.63-1.05)
O'E 05 1 2 o 5 T T T T 1
- Pembrolizumab Placebo g 0'3 05 1 2 ~5
Better Better pocponse assessed per REGIST vi.1 by investigator review. Pembrolizumab Placebo
Data cutoff date: September 20, 2021 Better Better

Paz Ares VirtualESM0O2022, O’'Brien ASCO 2022, Peters ESMO 2022



KN-091 DFS by PD-L1

DFS: Pembrolizumab vs Placebo by PD-L1 TPS

TPS 250% TPS 1-49% TPS <1%
HR 0.82 (95% CI, 0.57-1.18) HR 0.67 (95% CI, 0.48-0.92) HR 0.78 (95% CI, 0.58-1.03)
P=0.14
Median (95% Cl), mo Median (95% CI), mo Median (95% Cl), mo
Pembrolizumab: NR (44.3-NR) Pembrolizumab: 44.2 (34.9-NR) Pembrolizumab: 47.4 (35.0-NR)
Placebo: NR (35.8-NR) Placebo: 31.3 (22.5-NR) Placebo: 34.9 (25.5-NR)
100 100 100
90 L5 90+ Loty 904 Xy i766%
80 ’é; 11‘; 665 9% 80 - 66.4% 80 i ‘3% 68.59
n \"‘\1 ? i578% n 54.3% . 58.3%
70 tﬂt:—\ 70 ™ 54 6% 70 i56.5%
= 60 : = 60 ’ﬁ_\_u 8% < 60 148 8%
g 50 TR— g 50+ L“"\—.n 1"‘;‘:‘ g 50
40 40 i 40
30 30 : 30
20 20 i 20
10 10 i 10
0 T T T T T T T 1 0 ] l T T T T T T 1 0 T T T T i T T T T 1
0 6 12 18 24 30 36 42 48 54 60 66 0 6 12 18 24 30 36 42 48 54 60 66 0 6 12 18 24 30 36 42 48 54 60 66
Months Months Months
No. at risk No. at risk No. at risk
168 145 126 99 69 50 26 22 7 ) 189 158 137 113 84 221205 <9 |16 1 0 233 190 171 146 111 74 34 28 12 7 0
165 140 121 100 75 54 28 22 8 E‘i 1 0 190 159 128 97 75 a5 15 12 5 3 0 0 232 194 160 129 91 61 29 23 9 9 0 0

Data cutoff date: September 20, 2021

Paz Ares VirtualESM0O2022, O’'Brien ASCO 2022, Peters ESMO 2022



KN-091 DFS for Pembro and Placebo by
PD-L1

DFS: Pembrolizumab and Placebo by PD-L1 TPS

Pembrolizumab Placebo
100~y 100 -
79.5%
90 67 9% 90 74.5% )
80 £ j650% 80 B
70 |, 70 o A
= 60 = 60 KL“'\\ y
& 50 & 50 M‘"‘\—l\ L
[= (=1 L
40 i 40
30 ; 30
20 : Median (95% Cl). mo 20 Median (95% Cl). mo
T i TPS 250%: NR (44.3-NR 7 TPS 250%: NR (35.8-NR)
104 TPS 1-49%: 44.2((34.9-NF)<) 104 TPS 1-49%: 31.3 (22.5-NR)
i 47.4 (35.0-NR) 34.9 (25.5-NR)
0 T T T T T T T T 1 O T T T T T T T 1
0 6 12 18 24 30 36 42 48 54 60 66 0 6 12 18 24 30 36 42 48 54 60 66
Months Months
No. at risk No. at risk

168 145 126 99 69 50 26 22 4 - 0 0 165 140 121 100 75 54 28 22 8 6 1 0
9 158 37" 113 84 22 20 ] 5 1 190 159 128 97 75 45 15 12 5 3 [¢] (4]

Data cutoff date: September 20, 2021

Paz Ares VirtualESM0O2022, O’Brien ASCO 2022, Peters ESMO 2022



KN-091 Toxicity

7.3.0 - Orléans Auditorium

Summary of Adverse Events and Exposure:
Overall and PD-L1 TPS =50% Populations

All-Cause AEs Immune-Mediated AEs and Infusion Reactions
Overall TPS 250% Overall TPS =250%
— Any —

— Grade 3-5 —

— Led to death —

— Serious —
| Led to _
discontinuation
100 80 60 40 20 o 20 40 60 80 100 100 80 60 40 20 [o] 20 40 60 80 100
Participants, % Participants, %
Overall PD-L1 TPS 250%
Exposure,
median (range) Pembro (N = 580) Placebo (N = 581) Pembro (N = 164) Placebo (N = 164)
Data cutoff date: September 20, 2021 No. of administrations 17 (1-18) 18 (1-19) 17 (1-18) 18 (1-18)

Paz Ares VirtualESM02022, O’Brien ASCO 2022, Peters ESMO 2022



Adjuvant PD-1/PD-L1 10 trials

Drug/Trial Description Stages entered Description Primary
endpoint

Nivolumab US, NCI (ECOG), (IB (4cm)-llIA Phase 3 OS/DFS

ANVIL arm of Observational After Adj Chemo +/- Allows PD-L1 +/-

ALCHEMIST control radiation

Atezolizumab Global, Placebo IB (4cm)-llIA Phase 3 DFS

IMPOWERO010 controlled After Adj Chemo Allows PD-L1 +/-

Durvalumab Global, Placebo IB (4cm)-llIA Phase 3 DFS

Mermaid-1 controlled After Adj Chemo Allows PD-L1 +/-

Pembrolizumab ETOP/EORTC, IB (4cm)-llIA Phase 3 DFS

PEARLS Placebo After Adj Chemo Allows PD-L1 +/-

KN-091 Controlled
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Surrogates: PD-L1



CM816 PD-L1

Median
No. of Event-free Survival Unstratified Hazard Ratio for Disease Progression,
Subgroup Patients (95296 Q1) Disease Recurrence, or Death (952 CI)
Nivolumab plus Chemotherapy
chemotherapy alone
(N=179) (N=179)
mo
Overall 358 31.6 (30.2—NR) 20.8 (14.0-26.7) ———— ! 0.63 (0.45—-0.87)
Age s
<65 yr 176 NR (31.6-NR) 20.8 (14.0-NR) —_——— 0.57 (0.35-0.93)
=65 yr 182 30.2 (23.4—NR) 18.4 (10.6—31.8) —— 0.70 (0.45—1.08)
Sex H
Male 255 30.6 (20.0—NR) 16.9 (13.8—24.9) PR 0.68 (0.47—0.98)
Female 103 NR (30.5-NR) 31.8 (13.9-NR) —_——— 0.46 (0.22—-0.96)
Geographic region H
North America 91 NR (25.1—-NR) NR (12.8—NR) B 0.78 (0.38-1.62)
Europe 66 31.6 (13.4—NR) 21.1 (10.2—NR) s 0.80 (0.36—1.77)
Asia 177 NR (30.2—-NR) 16.5 (10.8-22.7) —_— H 0.45 (0.29-0.71)
ECOG performance-status score H
241 NR (30.2—NR) 22.7 (16.6—NR) —e— 0.61 (0.41—0.91)
1 117 30.5 (14.6—-NR) 14.0 (9.8—26.2) —_——— 0.71 (0.41—-1.21)
Disease stage at baseline H
IB or 11 127 NR (27.8—NR) NR (16.8—NR) —_——- 0.87 (0.48-1.56)
1A 228 31.6 (26.6—NR) 15.7 (10.8—22.7) e E 0.54 (0.37-0.80)
Histologic type of tumor 1
Squamous 182 30.6 (20.0—-NR) 22.7 (11.5—NR) —_—— 0.77 (0.49—-1.22)
Nonsquamous 176 NR (27.8—NR) 19.6 (13.8-26.2) - — 0.50 (0.32—0.79)
Smoking status E
Current or former smoker 318 31.6 (30.2—NR) 22.4 (15.7—NR) — e 0.68 (0.48—0.96)
Never smoked 39 NR (5.6-NR) 10.4 (7.7—20.8) H 0.33 (0.13-0.87)
- expression level .
<1% 155 25.1 (14.6-NR) 18.4 (13.9-26.2) _—— 0.85 (0.54—1.32)
=19% 178 NR (NR—NR)  21.1 (11.5—NR) —_——-——— H 0.41 (0.24—0.70)
1-49%6 98 NR (27.8—NR) 26.7 (11.5—-NR) —_— 0.58 (0.30-1.12)
=50%% 30 NR (NR—NR) 19.6 (8.2—NR) : 0.24 (0.10—0.61)
<12.3 mutations/megabase 102 30.5 (19.4—-NR) 26.7 (16.6—-NR) —_— 0.86 (0.47—-1.57)
=12.3 mutations/megabase 76 NR (14.8-NR) 22.4 (13.4—-NR) T 0.69 (0.33-1.46)
Type of platinum therapy H
Cisplatin 258 NR (25.1-NR) 20.9 (15.7—NR) e 0.71 (0.49-1.03)
Carboplatin 72 NR (30.5-NR) 10.6 (7.6—26.7) : 0.31 (0.14-0.67)
T

r T T T 1
0.125 0.25 0.50 1.00 2.00 4.00

Nivolumab plus Chemotherapy Better Chemotherapy Alone Better

Forde NEJM



AEGEAN: EFS using RECIST v1.1 (BICR) by subgroup (mITT)

Median EFS, months (95% Cl)

D arm PBO arm
Subgroup n (N=366) (N=374) HR (95% CI)
All patients 740 NR (31.9-NR) 25.9 (18.9-NR) —e—i : 0.68 (0.53-0.88)
Age at randomization <65 years 358 NR (NR-NR) NR (18.9-NR) F———e—H 0.71 (0.47-1.04)
265 years 382 NR (17.9-NR) 24.5 (13.6-31.1) l—o—i: 0.69 (0.48-0.97)
Sex Male 530 NR (31.9-NR) 22.9 (14.3-31.1) —e— 0.61 (0.44-0.82)
Female 210 NR (17.5-NR) NR (13.6-NR) l—dl—| 0.95 (0.58-1.56)
ECOG PS 0 506 NR (31.9-NR) 25.4 (14.3-NR) e 0.65 (0.47-0.89)
1 234 NR (21.8-NR) 25.9 (14.3-NR) l—o—:—| 0.78 (0.49-1.22)
Race* Asian 307 NR (NR-NR) 25.4 (13.9-NR) 1, 0.60 (0.40-0.90)
Non-Asian 433 31.9 (21.8-NR) 26.2 (14.3-NR) ——e—H 0.76 (0.54-1.06)
Smoking Current 190 NR (NR-NR) 14.3 (8.1-NR) —_ : 0.48 (0.28-0.80)
Former 443 NR (31.9-NR) 25.9 (19.5-NR) ——e— 0.79 (0.57-1.10)
Never 107 NR (NR-NR) 24.5 (14.3-NR) : { 0.76 (0.35-1.58)
Histology Squamous 360 NR (31.9-NR) 26.2 (13.0-NR) ——e— 0.71 (0.49-1.03)
Non-squamous 375 NR (NR-NR) 25.4 (14.3-NR) I—O—lI 0.69 (0.48-0.99)
Disease stage Stage Il 214 NR (NR-NR) 31.1 (25.4-NR) T i 0.76 (0.43-1.34)
(AJCC 8t ed.) Stage IlIIA 338 NR (NR-NR) 19.5 (11.7-NR) e 1 0.57 (0.39-0.83)
Stage llIB 186 31.9 (11.7-NR) 18.9 (11.8-NR) Ll 0.83(0.52-1.32)
PD-L1 expression at baselinet TC <1% 247 NR (14.9-NR) 20.6 (13.9-NR) ——— 0.76 (0.49-1.17)
TC 1-49% 277 NR (31.9-NR) 25.4 (12.2-NR) —e—1U 0.70 (0.46-1.05)
TC 250% 216 NR (NR-NR) 26.2 (14.3-NR) ] 0.60 (0.35-1.01)
Planned neoadjuvant Cisplatin 196 NR (NR-NR) 31.1 (14.3-NR) A 0.59 (0.35-1.00)
platinum agent Carboplatin 544 NR (31.9-NR) 25.4 (14.3-NR) I—O—i: 0.73 (0.54-0.98)
0.25 0.5 1 2 3 4
HR

DCO = Nov 10, 2022; median EFS follow-up in censored patients: 11.7 months (range: 0.0-46.1); EFS maturity: 31.9%. Median calculated using

the Kaplan-Meier method; HR for all patients (mITT) calculated using a stratified Cox proportional hazards model. HRs for subgroups calculated using
unstratified Cox proportional hazards models. The size of circles is proportional to the number of events for each subgroup, and the horizontal bars
represent the 95% Cls. *Race was self-reported per the electronic case report form. TDetermined using the Ventana SP263 immunohistochemistry assay.
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NEOTORCH
INV-EFS Treatment Effects in Key Subgroups

Subgroups Toripalimab + Chemo Placebo + Chemo Hazard Ratio
Events/Total Events/Total 95% CI)

Disease Stage

A — i 34/136 65/136 0.44 (0.287, 0.661)

I11B e | 13/65 31/64 0.30 (0.149, 0.559)
PD-L1 Expression i

TC>=1% e — | 28/133 65/132 0.31(0.197, 0.481)

TC<1% or Not Evaluable I 19/69 32/70 0.59 (0.327, 1.034)
Pathological Type .

Non-squamous Cell Carcinoma - l 12/45 21/45 0.54 (0.257, 1.079)

Squamous Cell Carcinoma L S | 35/157 76/157 0.35(0.234, 0.523)
Age I

<65 —,—y | 33/140 66/138 0.41 (0.267, 0.618)

>=65 —_—————— I 14/62 31/64 0.34(0.177, 0.635)
Sex I

Male —— I 42/181 91/189 0.38(0.259, 0.541)

Female - I 521 6/13 0.54 (0.154, 1.796)
ECOG I

0 D I 20/70 38/73 0.44 (0.249, 0.743)

1 —— I 27/132 59/129 0.36 (0.226, 0.566)
Smoking I

Yes (Including Smoker or Former) L — | 39/174 88/181 0.37(0.252, 0.539)

No : 8/28 9/21 0.52(0.193, 1.358)

0.000 0.500 1.000 1.500 2.000
Toripalimab Better Placebo Better

Lu, S ASCO Virtual Plenary April 20, 2023



IMpower010 PD-L1

Subgroup (including

EGFR/ALK+) n HR (95% Cl)b-c
PD-L1 status by SP263

TC <1% 383 ag 0.97 (0.72, 1.31)

TC 21% 476 g 0.66 (0.50, 0.88)

TC 1-49% 247 = 0.87 (0.60, 1.26)

TC 250% 229 o 0.43 (0.27, 0.68)

All patients¢ <1:ym—. R > 0.79 (0.64, 0.96)

o1 10 100

Felip ESMO2021



KN-091 DFS in Key Subgroups, Overall
Population

Subgroup

Overall
Age
<65 years
>65 years
Sex
Female
Male
Geographic region
Asia
Eastern Europe
Western Europe
Rest of world
ECOG performance status
0
1
Smoking status
Current
Former
Never

No. Events/ Hazard Ratio (95% CI)
No. Participants
4721177 — 0.76 (0.63-0.91)
213/558 ¢ 0.73 (0.56-0.96)
259/619 — 0.84 (0.66-1.07)
158/373 —— 0.73 (0.54-1.00)
314/804 B 0.81(0.65-1.01)
96/211 — R 0.74 (0.49-1.10)
90/229 — 0.84 (0.56-1.27)
245/604 B 0.77 (0.60-1.00)
41133 — 0.74 (0.40-1.39)
288/723 —— 0.78 (0.62-0.99)
184/454 —— 0.79 (0.59-1.06)
53/165 ———— 0.42(0.23-0.77)
340/859 —- 0.84 (0.68-1.04)
791153 — 0.72 (0.47-1.13)
T T T 1
0.2 0.5 1 2 5
"~ Pembrolizumab Placebo
Better Better

Response assessed per RECIST v1.1 by investigator review

Data cutoff date: September 20, 2021

Subgroup No. Events/ Hazard Ratio (95% Cl)
No. Participants .

Overall 47211177 — 0.76 (0.63-0.91)
Pathologic stage i

B 46/169 —— 0.76 (0.43-1.37)

I 2461667 —— 0.70 (0.55-0.91)

A 1781339 —— 0.92 (0.69-1.24)
Received adj Py

No 64/167 ——— 1.25(0.76-2.05)

Yes 408/1010 —— 0.73 (0.60-0.89)
Histology

Nonsquamous 330/761 — 0.67 (0.54-0.83)

Squamous 142/416 — 1.04 (0.75-1.45)
PD-L1 TPS i

<1% 195/465 < H 0.78 (0.58-1.03)

1-49% 160/379 —— 0.67 (0.48-0.92)

>50% 117/333 =t 0.82 (0.57-1.18)
EGFR mutation

No 186/434 e 0.78 (0.59-1.05)

Yes 473 ———— | 0.44 (0.23-0.84)

Unknown 246/670 + 0.82 (0.63-1.05)

7 95 1 3}
h Pembrolizumab Placebo o
Better Better

Paz Ares VirtualESM02022, O’Brien ASCO 2022, Peters ESMO

2022
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IMpower010: DFS in key subgroups of the
PD-L1 TC 21% stage IlI-lllA population

Subaroup N HR(95% CIl® Subaroup ') HR(5% Che
|
Al patients 476 < 0.66 (0.50, 0.88) Al patients 476 \ 0.66 (0.50, 0.88)
Age | Stage >
<65y 287 A 0.67 (0.46, 0.96) A 161 , ‘l . 073 (0.43, 1.24)
265y 189 * 0.64 (0.41, 1.01) B 83 '_ . 41 0.7 (035, 1.69)
Sex N A 232 Y 0.62 (0.42, 0.90)
Male 318 K> 0.69 (0.48, 0.99) i
. Regional lymph node stage |
Female 158 2% | 0.61(0.38, 0.97) (°N) b i
Race AL NO 106 , 0.88 (0.45, 1.74)
White 328 €4 [ 0.63 (0.45, 0.89) N 108 ®, 059 (0.36, 0.97)
Asian 134 P 0.63 (0.37, 1.06) A . > (66 (044 099
ECOG PS L .
o 265 i 0.57 (0.40, 0.83) EGFR mutation status
1 209 f: D 0.79 (0.51, 1.23) Yes 0.57 (0.26,
Tobacco use history No ‘ 0.67 (0.45, 1.00)
Never 92 ) .‘ 1 0.63 (0.37, 1.10) Unknowne 0.61(0.38, 0.98)
Previous 309 & 0.54(037,0.78) ALK rearrangement status
Current 75 <& 1.24 (0.58, 2.64)
Histol Yes : 1.05 (0.32, 3.45)
istology ‘
Squamous 181 0.78 (0.47, 1.29) No 0.64 (0.4, 0.93)

Non-squamous 295 0 1 10 0 0.60 (0.42, 0.84) o0
. .
H Q H 0
T ) d—-10.

Clinical cutoff: January 21, 2021. 2 Per SPSES SST2B SE8ifea B2 GIPSHiRints: unstratified for all other subgrougls
89.2% and 80.7% of patients in the ITT population with unknown EGFR or ALK stalus, respecively, had squamous NSCLC and were not required o undergo local or central testing.

Dr. Heather A. Wakelee ASCO 2021, abstr 8500:IMpower010 Interim Analysis; https://bit.ly/33t6JJ; Felip Lancet 2021


https://bit.ly/33t6JJ

KN-091 DFS in Key Subgroups, Overall
Population

Subgroup No. Events/ Hazard Ratio (95% Cl) Subgroup No. Events/ Hazard Ratio (95% CI)
No. Participants No. Participants .

Overall 47211177 — 0.76 (0.63-0.91) Overall 4721177 e 0.76 (0.63-0.91)

Age Pathologic stage :
<65 years 213/558 —— 0.73 (0.56-0.96) 1B 46/169 — = 0.76 (0.43-1.37)
>65 years 259/619 s 0.84 (0.66-1.07) I 246/667 —— 0.70 (0.55-0.91)

Sex 1A 178/339 —— 0.92 (0.69-1.24)
Female 158/373 . 0.73 (0.54-1.00) Received adj f herapy :
Male 314/804 =g 0.81(0.65-1.01) No 64/167 + 1.25 (0.76-2.05)

Geographic region Yes 408/1010 - 0.73 (0.60-0.89)
Asia 96/211 —plam 0.74 (0.49-1.10) Histology
Eastern Europe 90/229 — 0.84 (0.56-1.27) Nonsguamous 330/761 —— 0.67 (0.54-0.83)
Western Europe 245/604 & 0.77 (0.60-1.00) Squamous 142/416 — 1.04 (0.75-1.45)
Rest of world 41133 —— 0.74 (0.40-1.39) PD-L1 TPS

ECOG performance status <1% 195/465 44 0.78 (0.58-1.03)
0 2881723 —— 0.78(0.62-0.99) 1-49% 160/379 — 0.67 (0.48-0.92)
1 184/454 — 0.79 (0.59-1.06) >50% 117/333 —e—— 0.82(0.57-1.18)

Smoking status EGFR mutation j
Current 53/165 ———— 0.42 (0.23-0.77) No 186/434 + 0.78 (0.59-1.05)
Former 340/859 —- 0.84 (0.68-1.04) Yes 4073 ———— 0.44 (0.23-0.84)
Never 79153 = = 0.72(047-1.13) Unknown 246/670 —— 0.82 (0.63-1.05)

013 05 1 2 _ 5 02 05 1 2 5
Response assessed per RECIST v1.1 by invesnga?oer’P%’l%uE”mab Placebo "~ Pembrolizumab Placebo
Data cutoff date: September 20, 2021 etter Better Better Better

Paz Ares VirtualESM02022, O’Brien ASCO 2022, Peters ESMO 2022



ADAURA: Randomized Phase lll of 3 years Adjuvant
Osimertinib improves DFS in pts w resected EGFRmut
NSCLC

Primary population: Stage Il/lIIA Overall population: Stage IB/II/IIA

10T 10

0.9 0.9
g s S o8
g o7 g 07
236 < 86
25 3
3 04 3 04
€ 03 803
o o

02 02

0.1 0.1

00 T T T T T T T T 1 0 ¥ T T T T T T T |

0 6 12 18 2% 30 36 42 48 0 6 12 18 2% 30 36 a2 4
Time from randomisation (months) Time from randomisation (months)
No. at risk
Osimertini 233 219 189 137 97 52 18 2 0 339 313 212 208 138 74 27 5 0
Placebo 237 190 127 82 51 27 9 1 0 343 287 207 148 88 53 20 3 1
Median DFS, months (95% C|) HR (99.06% Cl) Median DFS, months (95% c|) HR (99.12% C|)
- Osimertinib NR (38.8, NC) 0.17 (0.11, 0.26) - Osimertinib NR (NC, NC) 0.20 (0.14, 0.30)
19.6 (16.6, 24.5) P<0.0001 P<0.0001

275 (22.0,35.0)
Cl, confidence interval; NC, not calculable; HR, hazard ratio; NR, not reached
ADAURA data cut-off: 17 January, 2020

Tsuboi ESMO 2020



ADAURA: UPDATED DFS BY STAGE
(AJCC / UICC 7TH EDITION)

1.0% Stage IB Stage IB Stage Il Stage IlIA
z % 4 year DFS rate, %
2 064 (95% Cl)

Ly — Osimertinib 80 (70, 87) 74 (64, 82) 85 (54, 74)
S 02 59 (48, 68) 42 (33, 51) 14(8,22)
0.9 A—————————r——7— Overall HR 0.41 0.34 0.20

0 6 12 18 24 30 3% 42 48 54 60 66 72 (95% Cl) (0.23,0.69)  (0.23,052)  (0.14,0.29)
No. at risk Time from randomisation (months)

Osimertinb106 94 91 87 8 78 75 63 49 28 13 3 0
Placebo 106 97 89 81 75 71 63 54 43 25 14 3 0

10+ Stage I 1.0+ Stage IlIA
Z 08 > 08
3 =
§ 0.6+ § 0.6
S ]
g 0.4+ mca- 0.4+
0.2+ 2 02+
0-U L L L L L] L] L] L] L] L] L] L] 0-0 L] L] L] L] L] L] L] L] L] L] L] L]
0 6 12 18 24 30 36 42 48 54 60 66 72 0 6 12 18 24 30 36 42 48 54 60 66 72
No. at risk Time from randomisation (months) No. at risk Time from randomisation (months)
Osimertinib 118 112 107 101 99 9 87 69 47 24 13 0 Osimernb 115 110 109 101 97 9% 8 69 43 21 7 2 0

Placebo 118 100 81 74 66 58 51 47 30 17 8 1 0 Placebo 119 91 60 50 40 33 23 14 11 6 3 0

DFS by investigator assessment; Tick marks indicate censored data

AJCC / UICC, American Joint Committee on Cancer / Union for International Cancer Control; Cl, confidence interval; DFS, disease-free survival; HR, hazard ratio
Data cut-off: April 11, 2022,

congress



DFS did NOT = OS in other EGFR TKI Adjuvant trials

: BUT ADAURA + OS (per Press release)!!
RADIANT DFS/OS — EGFR M+ CTONG1104/ADJUVANT: DFS/OS

HR (95% Cl) = 0.92 (0.62-1.36) p=0.674 100
= Erlotinib Placebo
a0,
3
3
S -
o B
] ER
E Placebo (32 events) H
3 Median: 28.5 m & 16:39.6%
® FR 1
£ Erlotinib (39 events) E
o Median: 46.4 m f—— 16:22.6%
3 »
g Log-rank test: p=0.0391 2.2%
1
HR: 0.61 (95% CI: 0.384, 0.981) (NS S S S—
0 12 24 3% 4 e 72 8 9%
18 24 30 36 42 48 Time (months)
Disease-free Survival (Months) S 0 06 we @ Sm 8@ BE 86 ous

v e a6 A 6 @ am WE s one

Number at Risk
Placebo 59 49 43 35 30 23 15 12 10
Erlotinib 102 94 80 76 68 56 35 22 10

— Erlotinib Placebo -
Hazard raio (95% ) = 092 (0.62-1.36) p=0.674
> w0
3 =
2 _
2 R
[N 2
= Placebo (13 events) H
g Median: not reached w0 I
3 OS NEGATIV H !
= Erlotinib (22 events) !
S Median: not reached % 1
5 . :
© Log-rank test: p=0.8153 i
o i
HR: 1.09 (95% CI: 0.545, ] % & % m o
. Time (months)
18 24 30 36 42 48 Cons 110 10361 801 G S ) G 1808 0us)

w W06 BAI SHE) e an W eus ons

Overall Survival (Months)

Number at Risk
Placebo 59 57 56 53 51 50 41 30 24
Erlotinib 102 100 94 91 88 86 75 43 26

Kelly JCO 2015

Wu Y-L, et al. ASCO 2020. Abstract 9005
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Surrogates: ctDNA

How do we avoid overtreatment



The Promise of MRD

CT and PET-CT CT and PET-CT
3 3
[ 4 g
Diagnosis: Radiotherapy or surgery| JMRD post-treatment
Localized Lung Cancer +/- chemotherapy assessment
ctDNA ctDNA
quantification quantification
R DS

=+ No ctDNA detected at MRD landmark
=+ ctDNA detected at MRD landmark

100==—1 100
£ 3 80 5 — 80
ST S
€8 o] P < 0.001 B o P < 0.001
S D .2
=] $ 40 % S 404
e 03
i © 204 B D 20
o o
0 . : : , ; , 0 : : : ; ; ,
0 6 12 18 24 30 36 0 6 12 18 24 30 36
Time from landmark (mo) Time from landmark (mo)

M. Diehn / Stanford
Chaudhuri et al Cancer Discovery 2017



CM816 ctDNA data

ctDNA clearance and association with pathological response

ctDNA clearance rate (C1D1 to C3D1)2 ctDNA clearance and pCR rates

[o:
o
)
o
o
)

With ctDNA clearance Without ctDNA clearance
&
[}
g
8 60 - 56%P 60 -
ki g
[¥] - 46%°
5
Q ; 40 A
v (6]
< =%
=
2
w
e 20 A
2
©
o
0%¢ 3%
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 reason for sample attrition were

lack of tissue for WES and lack of quality control pass for tissue and plasma; "ctDNA clearance 95% Cl: NIVO + chemo, 40-71; chemo, 20-50; °pCR rates 95% Cl for NIVO + chemo: with CtDNA clearance, 26-67; without 1
CtDNA clearance, 0-18.

Forde CM816 AACR



IMpower010 ctDNA data

In all ctDNA-evaluable stage lI-lIA patients, mDFS was NR (atezo) vs 31.4 months

(BSC), with an HR of 0.69 (95% CI: 0.53, 0.89)

DFS in ctDNA-defined subgroups
1.0 - (stage II-lIIIA population)

DFS
o
(9]

;

T T

0 3 6 9 12 15 18
No. at risk
Atezo, ctDNA- 218 206 199 192 189 180 17(
Atezo, ctDNA+ 53 47 37 33 29 28 27

BSC,ctDNA+ 59 53 34 24 21 16 15

Zhou C et al, ESMO 10 2021

21 24 27 30 33 36 39 42 45 48 51 54 57

Months

166 151 131 112 73 58 3!
25 23 17 14 10

13 13

9

8

6

ctDNA+

ctDNA-

mDFS, mo

BSC
(n=204)

NR NR

HR (95% Cl)

0.72 (0.52, 1.00)

ctDNA+

mDFS, mo

19.1 7.9

HR (95% Cl)

0.61(0.39, 0.94)




Adjuvant Durvalumab for Early Stage
NSCLC with ctDNA MRD after surgery —
ongoing trial

12
months
It 10d
Consent, Cohort O End-of-
screening, | | assignme Durvalumab Durvalumab treatment
Standar MRD 1500 mg IV 1500 mg IV
CTscan & nt
d of study léltest, (3] & every 4 wks : every 4 wks,
C.re registration scan x 2 doses CT Chest
Cohort 1 weeks 24,
36, 48
+ ,

Stage I-lll MRD .
NSCLC (n =~18) e
(>1cm status,
solid for hﬁ%
stage ) Cohort 2 every 12

MRD-

Erimary endpoint:
MRD* ctDNA response at 8 weeks Surveillance (no additional therapy)
Research labs,

Standard of Care CT Scans (weeks 8, 24, 36, 48)

® Disease-free survival (DFS)
® Overall survival (OS)
® Safety

Pls: Neal and Diehn



There is ALWAYS a risk for Toxicity:IR AE by site

Uveitis

Sjogren syndrome
Conjunctivitis and/or
blepharitis

Episcleritis and/or scleritis
Retinitis

Pneumonitis
Pleuritis
Sarcoid-like granulomatosis

| Hepatitis !

Pancreatitis

™

Fatigue

Encephalitis

Meningitis
Polyneuropathy
Guillain—Barré syndrome
= Subacute inflammatory
neuropathies

= Hypophysitis

Autoimmune diabetes

Skin rash
Pruritus
Vitiligo
DRESS

Psoriasis
Stevens—Johnson
syndrome

Arthralgia

Arthritis
Myositis
Dermatomyositis

Martins F, et al. Nat Rev Clin Oncol. 2019 Sep;16(9):563-580. PMID 31092901

= Thyroiditis
= Adrenalitis

= Myocarditis

= Pericarditis

= Interstitial nephritis

= Glomerulonephritis

= Colitis
= Enteritis
= Gastritis

Anaemia

Neutropenia
Thrombocytopenia
Thrombotic
microangiopathy
Acquired haemophilia
= Vasculitis




o ECTURE SERIES Program Directors
A/‘ Mh[>l’|<> = g L), -

EVDL'V'IN‘G’STREATIVIENTS FOR THE ONCOLOGY PR\A'GTICE'

a How the Masters Treat Cancer . L

= s i = n i EEEE H L - e = =3 ir
: - cEm = i BSs i == == z
p— ]
<=2 MEC CANCERENOW A CC |sioma Nes
<J -
> s L S EXPERT bl B s st b

Neo-adj vs adj — how much does it matter?
Both beneficial, maybe all patients will get Peri-operative (ie both)
How much does the chemotherapy matter?
? Concurrent better, in KN-091 only benefit if given after chemotherapy (not
instead of)
Does PD-L1 matter?
YES (except in 1 trial)
How do driver mutations factor in? Confusing in the 10 setting for EGFR
Do we use stage to determine strategy? Probably
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Neo-Adjuvant Adjuvant
1)Achieves high pCR 1) Atezo Improves DFS in pts with PD-L1+ stage II-IllA NSCLC
2)Requires treating every patient — 2) Pembro Improves DFS but no selection criteria

toxicity, overtreatment

3) Can potentially be limited to those with ctDNA after resection
3)Risks ~10-20% loss of surgery — not there yet

4)All ongoing neo-adjuvant trials 4)By definition all patients have had surgery
also give adjuvant therapy

*Could neo-adjuvant *Can adjuvant 10 alone be sufficient to avoid chemotherapy?
chemotherapy-lO be given instead
of surgery if pCR achieved? Neo-Adj preferred for stage IlI

Adjuvant may be better for stage /1|
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cccccccccccc

TKI therapy — Osimertinib Profound DFS benefit as Adjuvant in EGFRmut
NSCLC

Ongoing neo-adjuvant trial, OS data to be reported, ? Other drivers
Neo-adjuvant 10

— Nivolumab + Chemotherapy a standard

Positive trials with durvalumab, toripalimab, pembrolizumab
Adjuvant 10

— Adjuvant Atezolizumab and Pembolizumb both Positive trials
Many other trials coming soon!
Biomarkers

-PD-L1 useful in most trials, look for driver mutations
How do we avoid “over-treatment?”

-ctDNA and other technology
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Use the right treatment to achieve the best
possible outcome for every patient

Do not give any more treatment than is
necessary to achieve cure



