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Adjuvant vs neo -adjuvant

IMPOWERO010
(fase 3)

Keynote091/
PEARLS (fase 3)

NADIM | (fase 2)

CHECKMATE 816

(fase 3)

CT+Adjuvant
atezolizumab

Adjuvante
pembrolizumab
(CT aanbevolen)

CT+Neo-
adjuvante
nivolumab+ad]
nivolumab

CT+Neo-
adjuvante
nivolumab

Ib-llla

Ib-llla

Ib-llla

42.3 vs 35.3m (all PD-
L1); HR 0.79. PDL1+:
HR 0.66

median 53.6 vs 42.0
m:; HR 0.76; 95% CI
0.63-0.91 (all PD-L1)

7% op 24m

31.6m vs 20.8. HR 0.63




PEARLS KEYNOTE 091

Eligibility for Randomization
* No evidence of disease
« ECOGPS0or1

* Adjuvant chemotherapy

* Considered for stage I1B
(T 24 cm) disease

» Strongly recommended for
stage Il and A disease

+ Limited to <4 cycles

Eligibility for Registration
* Confirmed stage IB (T 24 cm),
II, or NANSCLC per AJCC v7
* Complete surgical resection with
negative margins (R0)
* Provision of tumor tissue for
PD-L1 testing

Dual Primary End Points Secondary End Points
* DFS in the overall population * DFSin the PD-L1 TPS 21% population

* DFSin the PD-L1 TPS 250% * OS in the overall, PD-L1 TPS 250%, and
population PD-L1 TPS 21% populations

* Lung cancer-specific survival in the
overall population

+ Safety

Pembrolizumab 200 mg Q3W

PD-L1 testing - :
for<18 administrations (~1 yr)

done centrally using
PD-L1IHC
22C3 pharmDx

Placebo Q3W
for <18 administrations (~1 yr)

Stratification Factors: disease stage (1B vs Il vs IlIA), PD-L1 TPS (<1% vs 1-49% vs 250%), adjuvant chemotherapy (yes vs no), geographic region (Asia vs E. Europe vs W. Europe vs ROW)



Objective: Explore the Potential Impact of the Type of Surgical
Resection, Baseline Disease Burden, and Use of Adjuvant CT on DFS

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

No. Participants .
Overall 4121177 ; 0.76 (0.63-0.91)

Overall 4721177 0.76 (0.63-0.91
- ( ) Received adjuvant chemotherapy

No 64/167 T 1.25 (0.76-2.05)
Type of surgery ;

Bilobectomy 33/92 0.85 (0.43-1.69) Yes 40811010 E 0.73(0.60-0.89)

Lobectomy 374/925 0.78 (0.64-0.96) No. cycles of adjuvant chemotherapy ’
1-2 28/67 0.59 (0.28-1.26)

Pneumonectomy 501127 0.71 (0.40-1.24) .
34 380/943 : 0.74 (0.61-0.91)

PN status Adjuvant platinum :
161/490 0.63 (0.46-0.86) Carboplatin only 157/355 . 0.77 (0.57-1.06)

179/456 0.7 (057-1.03) Cisplatin only 236/608 0.73 (0.57-0.95)

Adjuvant chemotherapy regimen

132/231 1.00 (0.71-1.41) ’
Carboplatin + paclitaxel  63/135 v 1.21(0.73-1.98)

Tumor size Carboplatin + vinorelbine 68/151 : 0.51(0.31-0.83)
<4 cm 200/491 0.91(0.69-1.20) Cisplatin + gemcitabine ~ 27/57 : 0.65 (0.30-1.40)

>4 cm 271/685 0.70 (0.55-0.89) Cisplatin + vinorelbine  191/491 0.74 (0.55-0.98)

Other 59/176 0.68 (0.41-1.14)
02 0.5 4 . 4
-« A S S S
Pembrolizumab Placebo 02 g0 W 20 5180

Better Better Pembrolizumab Placebo
b Better Better

2022 AS CO m PRESENTEDBY: Content of this presentation is the property of the As O foi?éif%i?f)'[&?

JyOtl D. Patel, MD FASCO author, licensed by ASCO. Permission required for reuse. KNOWLEDGE CONQUERS CANCER

ANNUAL MEETING Northwestern University




Control Arm
Primary Endpoint

Randomized Patients

Stage |
Il
A

PD-L1

Chemotherapy

IMpower 010

BSC

DFS lI-1lIA, PD-L1 > 1%
Hierarchial testing DFS II-111A

1280 enrolled after resection
1005 patients randomized

11.8%
46.7%
41.1%

<1% 44%
>1% 53.5%

1-4 cycles cisplatin required

HR 0.79

PEARLS/KN-091

Placebo

DFS IB-1lIA
DFS IB-1lIA, PD-L1 > 50%

1955 registered
1177 patients randomized

14.3%
56.7%
28.8%

<1% 39.5%
1-49% 32.3%
>50%  28.3%

Chemotherapy recommended,
carboplatin permitted

HR 0.76




Adjuvant vs neo -adjuvant

IMPOWERO010
(fase 3)

Keynote091/
PEARLS (fase 3)

NADIM | (fase 2)

CHECKMATE 816

(fase 3)

CT+Adjuvant
atezolizumab

Adjuvante
pembrolizumab
(CT aanbevolen)

CT+Neo-
adjuvante
nivolumab+ad]
nivolumab

CT+Neo-
adjuvante
nivolumab

Ib-llla

Ib-llla

Ib-llla

42.3 vs 35.3m (all PD-
L1); HR 0.79. PDL1+:
HR 0.66

median 53.6 vs 42.0
m:; HR 0.76; 95% CI
0.63-0.91 (all PD-L1)

7% op 24m

31.6m vs 20.8. HR 0.63




Adjuvant vs neoadjuvant

Median (95% Cl)
27.1 (22.6-34.9)
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# at risk Time from registration (months)
431 320 225 186 161 139 116 94 79 66 47 36 29 22 18 8




Rationale voor neo -adjuvante
behandeling

u Upfront behandeling micrometastasen
u  Compliance

u Meer RO

u Respons kan geévalueerd worden

u  Downstaging

u Betere resectabiliteit

u Analyse van tumor biologie en respons op therapie



Compliance

IMPO010: 65% completed treatment
KN091: 50.8% completed treatment

CM816: 94% completed Neoadjuvant Ch-l0 treatment
NADIM: 100% completed Neoadjuvant Ch-10 treatment

Provencio M



Downstaging /betere
resectabiliteit /meer RO

,—» 5 p had unresectable disease

NADIM: Downstaging rate: 90%; RO Surgery: 89%

Shu: Downstaging rate: 69%; RO Surgery: 87%

3/4 p had disease that was deedmed

to be unresectable

CM 816: RO Surgery 83% (Ch-10) vs 75% (Ch)

Provencio M



Assessingresponse/ adherence to
surgery

u discrepantie tussen radiografische en pathologische respons

u Geen heelkunde: 10% in Nadim , 17% in CH816 IO arm vs 25% in CT
arm.

Concerns or Doubts: Risk of progression/no surgery

[

- Shu
Ch-10 II-llIIA

No surgery 17 ; 3%
(12% 1B/Il) (13% 1B/11)
(17% 1lIA) (25% 11IA)

(5.% IB/1) (2.% IB/I1)
(8% IIA) (14% 111A)

Progression

Provencio M



NADIM |

NSCLC
1A
resectable
patients

(N2 or TANOM1)

NADIM: Neo-Adjuvant I[mmunotherapy

Chemo-Immunotherapy for Stage IIIA Resectable NSCLC: Phase 2 Study’

Muiticiscipiinany
: team
Neoadjuvant
treatment

Nivolumab 360 mg +
paclitaxel 200 mg/m? +
carboplatin AUC 6

—>[ Sumgay | >

(Ihthe 3td ot Athweek
from day 21 cycle 3 of

IV, Q30 heoad|ivant tre stme bl

3 eycles

Blood
extradion
(C3)

Tumor block

1. Provencio M et al. WCLC 2018, Abstract 0A0105.

Tumor block

Adjuvant treatment inttiated
bhetween 3 and 8 weeks after

Adjuvant surgical resection

treatment

Nivalumab
240 mg QW for Follow
4 months and up

nivolumab (3 years)
450 mg Q4 for

8 monthe

V(1 year)

Phase 2

Single arm

Qpen label

Multicenter

Resectable IlIA NSCLC
46 patients

Blood
extraction
(every 6 monthe)

PeerView.com

PFS 77.1% op 24m




CheckMate 816: surgical outcomes with neoadjuvant NIVO + chemo in resectable NSCLC

CheckMate 816 study designa.

Key eligibility criteria
« Newly diagnosed, resectable,
stage IB (> 4 cm)-IlIA NSCLC
(per TNM 7th edition)
« No known sensitizing EGFR » adjuvant | =—s
mutations or ALK alterations chemo + RT

Stratified by
stage (IB/1l vs 1lIA),
PD-L1P (> 1% vs < 1%¢), and sex

Primary endpoints l >oints included
«  pCRby BIPR

« EFS by BICR : . jery; peri- and
rgery-related AEs

Database lock: September 16, 2020; minimum follow-up: 7.6 months for NIVO + chemo and chemo arms.

aNCT02998528; this study included an exploratory arm: NIVO 3 mg/kg Q2W (3 cycles) + ipilimumab 1 mg/kg (cycle 1 only). Data from this arm are not included in this presentation; ®PDetermined by the PD-L1 IHC
28-8 pharmDx assay (Dako); cIncluded patients with PD-L1 expression status not evaluable and indeterminate; INSQ: pemetrexed + cisplatin or paclitaxel + carboplatin; SQ: gemcitabine + cisplatin or paclitaxel +
carboplatin; ¢Vinorelbine + cisplatin, docetaxel + cisplatin, gemcitabine + cisplatin (SQ only), pemetrexed + cisplatin (NSQ only), or paclitaxel + carboplatin.

1. Forde PM, et al. Oral presentation at the AACR Annual Meeting; April 8-10, 2021; virtual. Abstract 5218.

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.

Y ERIERE .om vs 20.8m
PCR 24.0% vs 2.2%, OR 13,94




EFS by depth of pathological regression (primary tumor)2: NIVO + chemo

» Based on a ROC curve analysis, depth of pathological regression (measured by %RVT) as a continuous
variable in the primary tumor appeared to be predictive of EFS at 2 years for NIVO + chemo (AUC = 0.74),
but not for chemo (AUC = 0.54)

Depth of pathological regression EFS by %RVT categories: NIVO + chemo
%RVT in the primary tumor): NIVO + chemo

94% 90%
80 b 0-5% RVT‘

60
> 5-30% RVT

Median EFS,
Months (95% Cl)

40— Months OSXQ)
45% 0-5% RVT NR (31.6-NR)
(> 0-5% RVT) Aol B 0 o) 2 S\ ke S
> 5-30% RVT NR (13.6-NR)
20 -

> 30-80% RVT 26.6 (11.6-NR)
> 80% RVT 18.9 (13.4-27.8

0,4, s — o . = e + = 3
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42
_____________________________ — Months from randomization

.................................... 0-5% RVT 63 63 59 57 57° 85 55 500 46 26 21 9 4 2 0
>5-30%5 RVT 24 23 21 19 19 15 15 14 10 5 4 2 1 L =

viable tum

Change in tumor area with

Summary of EFS by pCR and MPR (primary tumor only).

NIVO + chemo (n=141) Chemo (n=126)

pCR (n) vs no pCR (n) 46 vs 95 Swvs 121

Minimum follow-up: 21 months; median follow-up: 29.5 months.
2Path-evaluable patient population.

Median EFS, months MR wvs 278 MR wvs 26.2
HR (95% CT) 0.18 (0.07-0.46) MNC2

MPR (n) vs no MPR (n) 72 vs 69

Median EFS, months MR ws 25.1

HR (95% CI) 0.26 (0.14-0.50) 0.48 (0.22-1.05)

#HR was NC for the chemo arm due to only 5 pts having a pCR
computed; NR, not reached.

Provencio M



Nivolumab + chemotherapy versus chemotherapy as neoadjuvant treatment
resectable stage [IIA NSCLC: Primary endpoint results of pathological complet
response ( pCR) from phase Il NADIM Il trial.

\LOJIVEIN Study design

NSCLC
Locally advanced
Potentially resectable
Stage [IIA-11IB
(8t edition)
EGFR/ALK excluded

/

y

Translational research
—
‘ Stool sample ‘
:
Tumor block

Blood sample

Baseline

+ Paclitaxel 200 mg/m2 SURGERY v Nivolumab 480 mg

Experimental arm
Nivolumab 360 g Adjuvant treatment o
/ Follow up
+ Carboplatin AUC5 IV, QAW \_ (5 years) 4
IV, Q3W (6 months) S ——
(3 Cycles)
within 3rd-4th w.

(+7d.) from day 21
cycle 3 Neo

Control arm
Observation

Paclitaxel 200 mg/m2 RO ,«' 5 ey up
+ Carboplatin AUC5 _( SURGERY }—* Q12w — )

\ y
IV, Q3W (6 months) LW

(3 Cycles)

U
Stool Tumor
sample block
Blood Blood Blood Blood Blood
sample sample sample sample sample

After After After At 3rd & 6th At progression
cycles 1&2 cycle 3 surgery month

Provencio M



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

60 A
OR =17.88(95% CI 1.70-36.51)
50 1
|
£ 40 + 36.8%
1=
@ 30 A =
b p=0.0068
o
o 20 A
10 - 6.9%
0 - a . 3 5 z b
NIVO + Chemo Chems MPR" rate with neoadjuvant NIVO + CT vs CT in the ITT population
n/N 21/57 2/29
Percentage of patients with a complete response 80 -
70 - OR =6.94 (95% Cl 2.14-22.52)
I
60 A
= 52.6%
2 50 A
&
T 40 -
o =
x p=0.0012
=
20 1 13.8%
10 A
0 .
NIVO + Chemo Chemo
n/N 30/57 4/29
Percentage of patients with a complete response or a major response NNT:2.57 (1.76-4.81)

Provencio M




Secondary endpoints — Safety (I)

Adverse events G 3-4 summary (ITT population)
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©
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NIVO + Chemo Chemo
14/57 3/29

No grade 5 treatment-related adverse events were observed

Provencio M



ALV Secondary endpoints — Predictive biomarkers

Predictive biomarkers of response (pCR)? to neoadjuvant NIVO + CT (ITT population)®

Patients who achieved pCR had higher PD-L1 expression than patients who did not
pCR rate raised across increasing categories of PD-L1 TPS

Predictive value of PD-L1 TPS for pCR was AUC 0.728 (95% Cl 0.58-0.87; p = 0.001)
OR for pCR in the PD-L1 positive group (21%): 16.0 (95% Cl 1.86-137.61; p = 0.007)

80 p=0.014 (Fisher’s exact test)

. Complete

‘ Incomplete + major

PD-L1 TPS

<1% 1% - 49%

Complete Incomplete + major

Pathological response PD-L1 Tumor Proportion Score

apCR was defined as 0% residual viable tumor cells in both primary tumor (lung) and sampled lymph nodes; bPatients who did not undergo surgery were considered as non-responders
IQR, interquartile range; ITT, intention-to-treat; pCR, pathological complete response; TPS, tumor proportion score, RR, risk ratio; PD-L1 positive group defined as >1% TPS.

PRESEN.TED i Ma"an.o PI’OV-enCIO M D' Ph p' Content of this presentation is the property of the J éff,iféit“gi%%'f;‘g‘?
2022 ASCO #ASCO22 Hospital Puerta de Hierro Majadahonda-Madrid, SPAIN

X author, licensed by ASCO. Permission required for reuse.
ANNUAL MEETING Spanish Lung Cancer Group KNOWLEDGE CONQUERS CANCER




Adjuvant vs neoadjuvant

u  Keynote091/impower010 patient I NADI M/ c he c lpatient e 816
u Grotere tumorload bij neo -adjuvant
u Selectie bias in adjuvante trials

u Inclusie vanaf neo -adjuvante behandeling vs na heelkunde



17

L. . PD-L1
Predictive Biomarkers NADIM |

p=0.014 (Fisher's exact test)

wn
o
-
P
o
Q
o

<1% 1% - 49%

PD-L1 Tumor Proportion Score

R CPR MPR IPR

Provencio M, ASCO 2022; Forde P, N Engl J Med, 2022; Provencia M, Lancet Oncol, 2020.

2022 AS CO m ERESENTED.BY: Content of this presentation is the property of the AS O éff:?éit%ifégig{cy

Jessica Donington, Thoracic Surgery University of Chicago author, licensed by ASCO. Permission required for reuse. KNOWLEDGE CONQUERS CANCER

ANNUAL MEETING




Impower010

ctDNA+

TC <1%" TC <19%"

mDFS, mo

0.95

0.60, 1.50

Zhou et al, annals of Oncology 2021



Nadim

PFS (probability)
0S (probability)

HR = 1.0 {ref)

Log-rank HR = 1.0 (ref) . Log-rank
HR =0.87 {0.20 to 3.75)

P=251 HR = 0.79 {0.24 to 2.59) P= .46

20 20
Time (months) Time (months)

No. at risk:
26 — 35 35 33 31
10 8

No. at risk:
—_— 35 33 29
— 11 9 8 7 —_— 1" 10

Clinical response —=— CR/PR =—=— SD Clinical response =+ CR/PR =—— SD

0S (probability)

=
©
-0
o
P
=3
»
w
a

Log-rank HR = 1.0 (ref) - Log-rank

P=.054 HR = 0.26 {0.07 10 P=.004 HR =0.04 (0.00 t0 0.5

20 30 20
Time (months) Time {months)

No. at risk: No. at risk:
27 27 27 26 26
13 10 13 1" 9

Postneoadjuvant sample —&— Undetectable ctDNA —&— Detectable ctDNA Postneoadjuvant sample —+— Undetectable ctDNA —&— Detectable ctDNA




Take home messages

u Meer opties in lokaal gevorderd
operabel NSCLC

u Neo-adj en adj patienten verder
typeren (stadium, N -status, ctDNA )

u Groep operabele patiénten breidt uit
(shift pacific =>nadim ?)

u Nood aan chemotherapie? Welke
cytotoxisch agens?

u Nood aan adjuvante 1/O?

Primary endpoint: pCR (ITT)

_60

350 985

&

540

130 1 [N

3

v 20

3

£10 C -

NADIM I NADIM | CheckMate 816
u Nivo + Chemo u Chemo

Provenc o M, ASCO 2022, Forde P, N Engl J Med, 2022, Provencia M, Lancet Oncol, 2020.

Donington J




L okaal gevorderd
iInoperabel NSCLC



No. of Events/ Median OS
Arm Total No. of Patients (%) (95% CI), Months

Durvalumab 264/476 (55.5) 47.5 (38.1 to 52.9)
83.1% Placebo 155/237 (65.4) 29.1 (22.1 to 35.1)

(95% Cl, 79.4 10 86.2) Stratified HR (95% CI): 0.72 (0.59 to 0.89)

66.3% Stratified HR from the primary analysis (95% Cl): 0.68 (0.53 to 0.87)**
(61.8 to 70.4)

56.7%
74’6% (52.0to 61.1) 49.7%
(68.5 10 79.7) (45.0 to 54.2) 42.9%
i ‘ (38.2 10 47.4)
55.3%
(48.6 t0 61.4)
: 43.6%
(37.110 49.9)
]

0S (probability)

1
36.3% '
(30.1 0 42.6) 33.4%
(27.31039.6)

3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72 75

Time Since Random Assignment (months)
No. at risk:
Durvalumab 476 464 431 414 385 364 343 319 298 289 273 264 252 241 236 227 218 207 196 183 134 91 40

18
Placebo 237 220 199 179 171 156 143 133 123 116 107 99 97 93 91 83 78 77 74 72 56 33 16

7

No. of Events/ Median PFS
Arm Total No. of Patients (%) (95% Cl), Months

Durvalumab 268/476 (56.3) 16.9 (13.0 to 23.9)
Placebo 175/237 (73.8) 5.6 (4.8t07.7)

Stratified HR (95% Cl): 0.55 (0.45 to 0.68)

55.7% Stratified HR from the primary analysis (95% CI): 0.52 (0.42 to 0.65)’
(95% Cl, 51.0 to 60.2)
4 45.0%

(40.1 to 49.8) 39.7%

(34.7 to 44.7) 35.0%

o,
(29.9 to 40.1) ae1%

(28.0 to 38.2)
1

|

34.5%

(28.3 t0 40.8)
[}

PFS (probability)

(21591;/" 31.2) 20.8% 19.9% 9.0%
.3 to 4 o 19.0%
: (15|.3 to 26.9) (1.4.4 to 26.1) (13.6 t0 25.2)

21 24 27 30 33 36 39 42 45 48 51 54 60 63 66 69 72

Time Since Random Assignment (months)
No. at risk:

Durvalumab 476 377 301 267 215 190 165 147 137 128 119 110 103 97 92 85 81 78 67

Placebo 237 164 105 87 68 56 48 41 37 36 30 27 26 25 24 24 19 OnCOI 2022




KEYNOTE-799 (NCT03631784)

COHORT A (Squamous and nonsquamous NSCLC)

Pembrolizumab Pembrolizumab 200 mg

200 mg Q3W Q3w
Study Population + + Pembrolizumab
« Aged 218 years Paclitaxel Paclitaxel 45 mg/m? QW / 200 mg Q3W®
200 mg/m? Q3W / Carboplatin AUC2 QW /

« Stage IIIA-C, unresectable, locally
advanced, pathologically confirmed,
previously untreated NSCLC Cycles 2-3

* Measurable disease per RECIST v1.1 4

* ECOGPSOor1

Carboplatin AUC6 Q3W Thoracic radiotherapy?®

Cycles 4-17

Pembrolizumab 200 mg S Do )l

» Adequate pulmonary function Q3w in
* No prior systemic immunosuppressive P : . Pemetrexed 500 mg/m? Pembrolizumab
ithi emetrexe: 200 3WP
therapy within 7 days 500 mg/m? QAW / Q3w/ mg Q

Cisplatin 75 mg/m? Q3W /
Thoracic radiotherapy?

COHORT B (Nonsquamous NSCLC only)

Cisplatin 75 mg/m2 Q3W

Primary Objectives .. . .

¢ ORR per RECIST version 1.1 by BICR Statls.tlcal Analysis Petalls s S

¢ Percentage of patients who develop grade 23 pneumonitis Efficacy assessed in all patients with first study dose before
Secondary Objectives or on October 31, 2019 (PE population)

« PFS, OS, safety * Safety assessed in all patients in the as-treated popula™

Cohort A CohortB

BICR, blinded, independent central review; PE, primary efficacy.
260 Gy in 30 daily 2-Gy fractions. PTreatment will continue until cycle 17 is completed or until documented disease progression, unacceptable AEs, intercurrent illness that prevents f n=112
administration of treatment, or study withdrawal. Pembrolizumab therapy will be discontinued permanently in patients who develop grade 23 or recurrent grade 2 pneumonitis.

n=102
ORR, % (95% CI) 71.4(62.1-79.6)  75.5(66.0-83.5)
ReCk et al Median DOR,® mo (range)  NR (1.9+ to 32.54)  NR (1.6+ to 32.5+)
64.0
Median PFS," mo (95% CI)  30.65 (16.6-NR) NR (20.6-NR)
55.3
Median 05,2 mo (95% CI) NR (26.1-NR) NR (33.0-NR)

24-mo rate, % 64.3 71.2

“+"indicates no PD by time of last disease assessment. *Kaplan-Meier estimate.

22 by American Society of Clinical Oncology



Mesting Absaract | 2022 ASCO Annual Mesting |

St“dy DESign LUNG COMNCER-NON-SMALL CELL LOCAL REGIONAL/SMALL CELL/AOTHER THORM

C Cl fiati
Platinum Doublet Chemotherapy
PLUS

Radiation (Dose 59.4-66 6 Gy)

I

Subjects that have completed chemotherapy ' radiation will have radwology
scans within 56 days of completing treatment

Subjects that have completed up to 2 cycles of consolidanon therapy wall
have radiclogy scans wathun 56 days of completing treatment

OR

Stable Disease or Response (PR, CR)

Progressive Disease

|

I

Completion of eligibility
requurements and study regastration

Not Eligible ]

|

Randomization 1:1
Subjects will be stratified by:
* stage (IITIA vs IIIB) and
= hustology (SqQCC vs. non-SqCC vs. NOS)

Nivolumab
480mg IV every
4 weeks for up
to 6 cycles

~

Consolidation nivolumab plus ipilimumab or nivolumab
alone following concurrent chemoradiation for patients
with unresectable stage III non-small cell lung cancer:

BTCRC LUN 16-081.

' ook v v e

Leeg Andrew Durnr
Shaca IBrahim lalad

| Median F/u, months (range)

e Mamaan

27.7 (2-44.2)

29.2(3.2-46.8)

Progression Free Survival*

I 8- Month (95% CI)

63.7 (47.3-76.2)

P-value

67.6 (51.4-79.5)

- el =0.1

<(0.1 —

Arm 2
Nivolumab 240mg I'V every 2 weeks
PLUS
Ipilimumab Img/kg IV every 6 weeks
for up to 4 cycles (12 doses Nivolumab and 4 doses of Ipilimumab)

Median, months (95% ((

258 (16.5-NR)

254 (18.6-NR)

Overall Survival

\\

/

18- Month (95% CI)

82.7 (69.2-90.6)

85.7(72.3-92.9)

24- Month (93% CI)

77.7(63.1-87.1)

80,6 (65.8-89.5)

Median, months (95% CI)

NR (NR-NR)

NR (28.1-NR)

* 6 pts non-evaluable for PFS endpoint (2 in arm 1, 4 in arm 2)

et al, abstract 8509




CIDNA

ctDNA Detection Predicts Progression

B Early during consolidation CPI Cc At the end of consolidation CPI

A Before consolidation CPI

100
—— Not detected (n = 30) —— Not detected (n = 24) I«‘—‘—‘-“L_‘_‘_‘_‘
Detected (n = 8) Detected (n=7) 75
—— Not detected (n = 22)

Detected (n=7)
50

25

P <0.0001 " P <0.0001
L L 3 - r 1 1
10 20 30 40 50 0 10 20 30 40 50

0 10 20 30 40 50 0
Time since starting CPI (months)

Time since starting CPI (months) Time since starting CPI (months)

Fig. 3. (A-C) Kaplan-Meier analysis of progression free survival (PFS) stratified by ctDNA detection after completion of CRT (A), prior to cycle
2 day 1 of CPI (B), and at the end of the CPI (C). P values were calculated using the log-rank test.

ctDNA Analysis after One Cycle of CPI Predicts Outcomes

Cc ctDNA response pattern

A ctDNA status after B ctDNA response pattern

one cycle of CPI 100
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Fig. 4. (A) Distribution of ctDNA response patterns after one cycle of CPI. (B-C) Kaplan-Meier analysis of PFS (B), and overall survival (OS)
(C) stratified by ctDNA response pattern. P values were calculated using the log-rank test. Only patients with evaluable pre- and early during
CPI are included (n=31). “Decreasing”: ctDNA decreased between the pre-CPI and C2D1 time points. “Increasing”: ctDNA increased between

the pre-CPIl and C2D1 time points. “Not detected”: ctDNA was not detected pre-CPI.
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Total No. of Months 12-Month PFS
Treatment Arm Patients (%) (95% CI1)? Rate, % (95% CI) HR, % (95% CI)P:¢

Durvalumab + monalizumab 21/62 (33.9) 15.1 (13.6 to NE) 72.7 (58.8 to 82.6) 0.42 (0.24 t0 0.72)
Durvalumab + oleclumab 22/60 (36.7) NR (10.4 to NE) 62.6 (48.1t0 74.2) 0.44 (0.26 to 0.75)
Durvalumab 38/67 (56.7) 6.3 (3.7t0 11.2) 33.9(21.2t0 47.1) =
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Coast Durva, monalizumab 15.1mn




Gemetastaseerd 0 geen driver

Outcomes of anti  dPD-(L)1 therapy with or without chemotherapy
(chemo) for first -line (1L) treatment of advanced non osmall cell lung
cancer (NSCLC)withPD -L1 score O 50%:. FDA pooled anal:

Chemo-lO Trials 10-only Trials
Investigational Regimen Investigational Regimen

KEYNOTE-021* Pembrolizumab + Chemo™* CheckMate 026 Nivolumab™**
KEYNOTE-189 | Pembrolizumab + Chemo** KEYNOTE-024 | Pembrolizumab™*
KEYNOTE-407 Pembrolizumab + Chemo** KEYNOTE-042 Pembrolizumab™*

IMpower150 Atezolizumab + Bevacizumab + Chemo*** | IMpower110 Atezolizumab™*

IMpower130 Atezolizumab + Chemo™* CheckMate 227 Nivolumab + Ipilimumab**

CheckMate-9LA  Nivolumab + Ipilimumab + Chemo™** EMPOWER-Lung1 Cemiplimab**

Abbreviations: Chemo-lIO=platinum-based doublet chemotherapy immunotherapy; IO=immunotherapy.
* Cohort G

** Control arms: Platinum-based doublet chemotherapy

*** Control arm in IMpower150: Bevacizumab plus platinum-based doublet chemotherapy

Akinboro O.



Exploratory OS, PFS, and ORR: NSCLC PD-L1 >50% k&

N=455 N=1,298

OS
Median, months (95% CI) 25.0 (19.0, NE) 20.9 (18.5, 23.1)
HR (95% CI) 0.82 (0.62, 1.08)

PES
Median, months (95% CI) 9.6 (8.4, 11.1) 7.1 (6.3, 8.3)
HR (95% CI) 0.69 (0.55, 0.87)

ORR
% (95% CI) 61 (56, 66) 43 (41, 46)
Odds ratio e20E RS

Abbreviations: Chemo-IO=platinum-based doublet chemotherapy plus immunotherapy; Cl=confidence interval; HR-hazards ratio; IO=immunotherapy; N=number; NSCLC=non-small-cell lung
cancer; NE=not estimable; ORR=objective response rate; OS=overall survival; PD-L1=programmed death ligand-1; PFS=progression-free survival.
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OS in NSCLC PD-L1 250% in selected subgroups

Hazard Ratio
Median OS (95% CI)

Chemo-lO
25.0 (19.0, NE)

Subgroup N

Overall 1753 HH
Age
<65 years
65-74 years

-
-

898
642

. NE)
. NE)

>=75 years 185 —ITl—l

ECOG
0 602
1+ 1148

=
HH

Smoking Status |
Current/former smokers 1549 HH
Never smokers 197 H—=—

| I | |
0.250.50 1.0 2.0
<---Chemo-|O Better--- ---|O-only Better--->

FOUA

Median OS (95% Cl)
|O-Only
20.9 (18.5, 23.1)

23.3 (20.0, NE)
6 (16.0, 21.9)
18.9 (15.1, NE)

Abbreviations: Chemo-IO= platinum-based doublet chemotherapy plus immunotherapy; Cl=confidence interval; ECOG=Eastern Cooperative Oncology Group Performance Status;

IO=immunotherapy; NE=not estimable; NSCLC=non-small-cell lung cancer; OS=overall survival; PD-L1=programmed death ligand-1.
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C owerall survival by subgroups in the PD-L1 =50% population D' Progression-free survival by subgroups inthe PD-L1 «50% population
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Figure 3: Correlation of change in target tumour memurement (last observation carried foreard) with
baseline PD-L1 proportion scores

Correlation of percentage change in target tumour measurement with baseline PD-L1 in intention-to-treat
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Favours cemiplimab  Favours chematherapy Favours cemiplimab  Favouwrs chemotherapy

Turmaur resparie
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Table 3: Comelation of survival and objective response with baseline PD-L1 proportion scores for
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@ I EGFR-sensitising (17%
n / I ALK (7%)
I EGFR other (4%)
B MET (3%)
f I >1 mutation (3%)
{ I HER2 (2%)
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EEEEE I BRAF (2%)
\ [ RET (2%)
[ NTRK1 (1%)
\ W [ PIK3CA (1%)
\ \ I MEK1 (1%)
\ Unknown oncogenic

driver detected (31%)
[ KRAS (25%)

The Lancet 2016
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Discovery of direct KRAS®12C jnhibitors

Switch Ii ~

_gih
pocket »

AMG 510 (sotorasib) forms a - binding, site
covalent bond with cysteine 12 ' O ' 9 &8

in a binding pocket near & | n AN GDP
switch-lI Sotorasib @~ |

Upon drug binding, KRASG12¢
is locked in its GDP (off) state

Ostrem JM, Peters U, Sos ML, Wells JA, and Shokat KM Nature 2013
Canon J et al Nature 2019




Gemetastaseerd

u KRYSTALL: Activity and safety of adagrasib (MRTX849) in patients
with advanced/metastatic non dsmall cell lung cancer (NSCLC)
harboring a KRAS ©2¢ mutation. T —

ORIGINAL ARTICLE

Adagrasib in Non—Small-Cell Lung Cancer
Harboring a KRAS“** Mutation

Pasi A. Janne, M.D., Ph.D., Gregory J. Riely, M.D., Ph.D.,
Shirish M. Gadgeel, M.D., Rebecca S. Heist, M.D., M.P.H.,
Sai-Hong |. Ou, M.D., Ph.D., Jose M. Pacheco, M.D., Melissa L. Johnson, M.D.,
Joshua K. Sabari, M.D., Konstantinos Leventakos, M.D., Ph.D.,

Edwin Yau, M.D., Ph.D., Lyudmila Bazhenova, M.D., Marcelo V. Negrao, M.D.,
Nathan A. Pennell, M.D., Ph.D., Jun Zhang, M.D., Ph.D., Kenna Anderes, Ph.D.,
Hirak Der-Torossian, M.D., Thian Kheoh, Ph.D., Karen Velastegui, B.Sc.,
Xiaohong Yan, Ph.D., James G. Christensen, Ph.D., Richard C. Chao, M.D., and
Alexander |. Spira, M.D., Ph.D.

NEJM



Long term Codebreak 100 data
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Efficacy KRAS G12C inhibitor: Adagrasib vs. Sotorasib

Parameter Adagrasib (KRYSTAL-1) Sotorasib (CodeBreaK100)'
116 (112 for efficacy) 126 (124 for efficacy)
Prior Platinum Chemo + 10 98% 81%

ORR 43% 37.1%
(95% CI 33.5-52.6) (95% Cl 28.6-46.2)

DCR 80% 80.6%
(95% Cl 70.8-86.5) (95% Cl 72.6-87.2)

TTR, median (range) 1.4 mo 1.4 mo
(0.9-7.2) (1.2-10.1)

DOR, median 8.5 mo 11.1 mo
(95% Cl 6.2-13.8) (95% CI 6.9-NE)

PFS, median 6.5 mo 6.8 mo
(95% Cl1 4.7-8.4) (95% Cl1 5.1-8.2)

0OS, median 12.6 mo 12.5 mo?
(95% Cl 9.2-19.2) (95% Cl 10.0-NE)

Follow-up, median 12.9 mo 15.3 mo?

1= Skoulidis et al. N Engl J Med. 2021 Jun 24;384(25):2371-2381; 2=Pooled phase 1/2 of 174 pts with median f/u 24.9 mo, median OS 12.5 mo (95% CI 10.0-17.8), 1-year OS
50.8%, 2-year OS 32.5% (Dy G et al. AACR 2022)
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Activity of adagrasib (MRTX849) In
patients with KRASG12C -mutated
NSCLC and active, untreated CNS

metastases In the KRYSTAL-1 trial.

u onbehandelde CNS me t acol®rte

u Geencerebellaire met ao s



Efficacy Outcome

Objective response rate, n (%)

Best overall response, n (%)
Complete response (CR)
Partial response (PR)
Stable disease (SD)
Progressive disease (PD)

Not evaluable

Disease control rate, n (%)

Patients with Non-target

Lesions Only (n=4)

2 (50%)

4 (100%)

Patients with Target

Lesions (n=15)2

4 (27%)

12 (80%)

Overall (n=19)P

6 (32%)

3 (16%)
3 (16%)c
10 (53%)

2 (11%)

1 (5%)¢

16 (84%)

Sabari J
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Gemetastaseerd - verderelijns

« Target antigen should be highly expressed on tumour
cells with limited expression on healthy tissues

« Antibody should have high affinity and avidity for
tumour antigen

Antibody

Linker

| Drug

« Stable in circulation
« Must efficiently release the

» Highly potent since only a
limited number of molecules
cytotoxic agent inside tumour cell can be attached to the antibody

The Lancet 2016






