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LBAS5, Amivantamab + Chemotherapy vs Chemotherapy as First-line Treatment in

EGFRExon 20 Insertion—Mutated Advanced NSCLC: Study Design of the Randomized Phase 3
Global PAPILLON Study

Primary endpoint
* PFS by BICR per
Amivantamab + RECIST v1.1

Key eligibility criteria
« Treatment-naive, locally ;
advanced or metastatic NSCLC BVNEE]}:!

» Documented EGFR exon 20 chemotherapy :
(n=153) Secondary endpoints

ORR
DOR

Stratification factors Chemotherapy OS :
« ECOG PS (n=155) PFS after first

insertion mutations
« ECOGPSO0Oor1

subsequent therapy
Symptomatic PFS
Time to subsequent
therapy

Safety

 History of brain metastases
* Prior EGFR TKI use

Optional crossover to
second-line amivantamab
monotherapy

ClinicalTrials.gov ID: NCT04538664

AUC, area under the curve; BICR, blinded independent central review; DOR, duration of response; ECOG PS, Eastern Cooperative Oncology Group Performance Status; EGFR, epidermal growth factor receptor;
NSCLC, non—small cell lung cancer; ORR, objective response rate; OS, overall survival; PD, disease progression; PFS, progression-free survival; Q3W, every 3 weeks; R, randomization;
RECIST v1.1, Response Evaluation Criteria in Solid Tumours version 1.1; TKI, tyrosine kinase inhibitor.

1. Girard N, et al. ESMO 2023. Abstract LBAS. 2. Zhou C, et al. N Engl J Med. 2023. doi:10.1056/NEJMo0a2306441.




LBAS5, Amivantamab + Chemotherapy vs Chemotherapy as First-line Treatment in

EGFRExon 20 Insertion—Mutated Advanced NSCLC: Primary Results of the Randomized Phase 3

Global PAPILLON Study
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free from progression, %
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Primary Endpoint: PFS by BICR

Amivantamab + chemotherapy reduced the risk of progression or death by 60%.

Median follow-up, Amivantamab + Chemothera
14.9 months chemotherapy Py
H 0,
Median (95% CI), 114 (98-13.7) 6.7 (5.6-7.3)
months
HR (95% Cl), 0.395 (0.30-0.53);
P <.0001
Amivantamab + chemotherapy
131%
' 3% Chemotherapy
0 3 6 9 12 15 18 21 24
Months
153 135 105 74 50 33 15 3 0
155 131 74 41 14 4 2 1 0

Amivantamab +

chemotherapy Chemotherapy
ORR 73% 47%
Median DOR 9.7 months 4.4 months
NE 24 .4 months
Median OS HR (95% Cl), 0.675 (0.42-1.09)
P=.106
Median DOT 9.7 months 6.7 months

Grade >3 AEs: 75% vs 54%

Rates of serious AEs (37% vs 31%) and
discontinuation of all study agents due to AEs

(8% vs 8%) were similar across arms

Treatment-related discontinuation of
amivantamab: 7%

AE, adverse events; BICR, blinded independent central review; DOR, duration of response; DOT, duration of treatment; HR, hazard ratio; NE, not estimable; NSCLC, non—small cell lung cancer; ORR, overall response rate;
0S, overall survival; PFS, progression-free survival.

1. Girard N, et al. ESMO 2023. Abstract LBA5. 2. Zhou C, et al. N Engl J Med. 2023. doi:10.1056/NEJM0a2306441.




LBA14, Amivantamab + Lazertinib vs Osimertinib as First-Line Treatment in Patients With

EGFR-mutated Advanced NSCLC: Study Design of the Phase 3, Global, Randomized,
Controlled MARIPOSA Trial

Key eligibility criteria
. Locally advanced or metastatic Serial brain MRIs were required for all patients. Primary endpoint

NSCLC Ng:f:O174 ) __ (amivantamab + lazertinib vs
« Treatment-naive for advanced = Amivantamab + lazertinib osimertinib)

disease (n =429; open_|abe|) * PFS by BICR per RECIST v1.1
deletion or L858R : o (amivantamab + lazertinib vs
+ ECOG PS 0 or 1 Qe osimertinib)
(n = 429; blinded) . 0S
- ORR
Stratification factors - DOR

» PFS after first subsequent therapy
» Symptomatic PFS
* Intracranial PFS

* EGFR mutation type (exon 19 Lazertinib
deletion vs L858R) (n =216; blinded)

 Asian race (yes vs no) - Safety
 History of brain metastases -
Lazertinib monotherapy arm was
(yes Vs no) included to assess the contribution of

components.

ClinicalTrials.gov ID: NCT04487080

BICR, blinded independent central review; DOR, duration of response; ECOG PS, Eastern Cooperative Oncology Group Performance Status; EGFR, epidermal growth factor receptor; NSCLC, non—small cell lung cancer; ORR, overall
response rate; OS, overall survival; PFS, progression-free survival; R, randomization; RECIST v1.1, Response Evaluation Criteria in Solid Tumours version 1.1.

Cho BC, et al. ESMO 2023. Abstract LBA14.



LBA14, Amivantamab + Lazertinib vs Osimertinib as First-Line Treatment in Patients With

EGFR-mutated Advanced NSCLC: Primary Results of the Phase 3, Global, Randomized,
Controlled MARIPOSA Trial

PFS by BICR
100
X . .
N Median follow-up, Amivantamab + Osimertinib
g 22.0 months lazertinib
L7 80 Median PFS (95% Cl), ) i
g 739, months 23.7 (19.1-27.7) 16.6 (14.8-18.5)
o : HR (95% CIl), 0.70 (0.58-0.85);
g_ | P<.001
E 60 650/0 i
S .
- 48%
g = Amivantamab + lazertinib
® 40 |
g 34%5 Osimertinib
£ !
3
9 20
c
2
hd
©
o
0 - ~ :
0 3 6 9 12 15 18 21 24 27 30 33
No. at risk Months
Amivantamab + 429 391 357 332 291 244 194 106 60 33 8 0
lazertinib
Osimertinib 429 404 358 325 266 205 160 90 48 28 10 0

BICR, blinded independent central review; HR, hazard ratio; NSCLC, non—small cell lung cancer; PFS, progression-free survival.
Cho BC, et al. ESMO 2023. Abstract LBA14. NCT ID: NCT04487080.



LBA15, Amivantamab + Chemotherapy + Lazertinib vs Chemotherapy in EGFR-mutated

Advanced NSCLC After Progression on Osimertinib: Study Design of MARIPOSA-2, a Phase 3,
Global, Randomized, Controlled Trial

Key eligibility criteria

» Locally advanced or metastatic Serial brain MRIs were required for all patients.
NSCLC 5.
2:2:1
DIBEIMETIEE ISCIE e 16 N =657 Amivantamab + lazertinib + Dual primary endpoint of PFS

deletion or L858R

Progressed on or after osimertinib
monotherapy (as most recent line)
ECOG PS Oor 1

Stable brain metastases were Chemotherapy
R (n=263)

chemotherapy by BICR (RECIST vi. 1)
(n = 263) Amivantamab + lazertinib +
chemotherapy vs chemotherapy
« Amivantamab + chemotherapy
vs chemotherapy

allowed; radiation/definitive therapy
was not required (untreated)

Secondary endpoints
ORR

Amivantamab + chemotherapy g(S)R

Stratification factors
» Osimertinib line of therapy « Intracranial PFS
(first vs second) - Time to subsequent therapy
« Asian race (yes vs no) » PFS after first subsequent therapy
« History of brain metastases * Symptomatic PFS
+ Safety
(yes vs no)

(n=131)

ClinicalTrials.gov ID: NCT04988295

AUC, area under the curve; BICR, blinded independent central review; DOR, duration of response; ECOG PS, Eastern Cooperative Oncology Group Performance Status; NSCLC, non—small cell lung cancer; ORR, overall response rate;
0S, overall survival; PFS, progression-free survival; Q3W, every 3 weeks; R, randomization; RECIST v1.1, Response Evaluation Criteria in Solid Tumours version 1.1.

1. Passaro A, et al. ESMO 2023. Abstract LBA15. 2. Passaro A, et al. Ann Oncol. 2023;50923-7534(23)04281-3.



LBA15, Amivantamab + Chemotherapy + Lazertinib vs Chemotherapy in EGFR-mutated

Advanced NSCLC After Progression on Osimertinib: PFS in MARIPOSA-2, a Phase 3, Global,
Randomized, Controlled Trial

100 PFS by BICR
X Amivantamab + Amivantamab + lazertinib
c chemotherapy vs + chemotherapy vs
L)
® gp chemotherapy chemotherapy
8 Median PFS
bed ’ 6.3 vs 4.2 months 8.3 vs 4.2 months
g; months
bd o 0.48 (0.36-0.64) 0.44 (0.35-0.56)
e 59% HR (95% ClI) P < 001 P < 001
£ 60
= :
-
()
)
-
o 40 Amivantamab + lazertinib +
g chemotherapy
£
3
S 20 .
g Amivantamab + chemotherapy
=
© :
o i Chemotherapy
0 ! 1
0 3 6 9 12 15 18
No. at risk Months
Amivantamab + 131 99 49 27 7 0 0
chemotherapy
Amivantamab + lazertinib + 263 194 104 52 21 4 0
chemotherapy
Chemotherapy 263 135 49 17 6 0 0

BICR, blinded independent central review; HR, hazard ratio; PFS, progression-free survival.
1. Passaro A, et al. ESMO 2023. Abstract LBA15. 2. Passaro A, et al. Ann Oncol. 2023;50923-7534(23)04281-3.



LBA12, Dato-DXd vs Docetaxel in Previously Treated Advanced/Metastatic NSCLC: Study
Design of the Randomized Phase 3 TROPION-LungO1 Study

Key eligibility criteria
* NSCLC (stage llIB, llIC, or IV)
ECOGPS O or 1
No prior docetaxel Dual primary
Without actionable genomic ; Dato-DXd endpoints
alterations: 6 mg/kg Q3W  PFS by BICR
* 1 or 2 prior lines, including platinum (n=299) M ON
chemotherapy and anti—PD-(L)1
_therap_y : : Docetaxel Secondary endpoints
With a.c.tlonable genomic alterations: 75 mg/m2 Q3W * ORR by BICR
» Positive for EGFR, ALK, NTRK, BRAF, (n = 305)  DOR by BICR
ROS1, MET exon 14 skipping, or RET » Safety
« 1 or 2 prior approved targeted therapies
+ platinum-based chemotherapy, and
<1 anti-PD-(L)1 therapy

ClinicalTrials.gov ID: NCT04656652

BICR, blinded independent central review; dato-DXd, datopotamab deruxtecan; DOR, duration of response; ECOG PS, Eastern Cooperative Oncology Group Performance Status; NSCLC, non—small cell lung cancer;
ORR, overall response rate; OS, overall survival; PD-(L)1, programmed cell death protein 1 or its ligand; PFS, progression-free survival; Q3W, every 3 weeks; R, randomization.

Lisberg A, et al. ESMO 2023. Abstract LBA12.



LBA12, Dato-DXd vs Docetaxel in Previously Treated Advanced/Metastatic NSCLC: Results of

the Randomized Phase 3 TROPION-Lung01 Study

PFS by BICR
Dato-DXd Docetaxel
H 0,
Median (95% CI), 4 4 4 2.5 6) 3.7 (2.9-4.2)
months
HR (95% Cl), 0.75 (0.62-0.91);
P=.004
Prespecified boundary (2-sided),
0.008

1 28.2%

17.8% = Docetaxel

100
80
S
>
i
= 60
Q2
©
Q2
o
o 40
n
L
o
20
0
0 2
No. at risk
Dato-DXd 299 216
Docetaxel 305 186

4

156
120

6 8 10 12 14 16 18

Time since randomization, months
96 74 46 24 10 2 0
63 42 19 14 7 0 0

Dato-DXd Docetaxel

ORR (95% Cl)

26.4% (21.5%-31.8%) | 12.8% (9.3%-17.1%)

DOR (95% Cl)

7.1 (5.6-10.9) months 5.6 (5.4-8.1) months

oS

100
Dato-DXd

12.4 (10.8-14.8)

Docetaxel

Median (95% ClI), 11.0 (9.8-12.5)

months

80
- HR (95% Cl), 0.90 (0.72-1.13)
>
= 60
=
©
K]
o
8 40 ) .
» Information fraction
o Dato-DXd

at interim analysis
20 (events/total events

required): 74% Docetaxel
0
0 2 4 6 8 10 12 14 16 18 20 22
No. at risk Time since randomization, months
Dato-DXd 299 273 243 201 166 121 85 56 33 14 6 1
Docetaxel 305 273 239 193 156 115 76 42 29 13 4 1

Nonsquamous HR (95% CI): 0.77 (0.59-1.01)

Squamous HR (95% Cl): 1.32 (0.87-2.00)

Trial is continuing to final OS analysis.

BICR, blinded independent central review; dato-DXd, datopotamab deruxtecan; DOR, duration of response; HR, hazard ratio; NSCLC, non—small cell lung cancer; ORR, overall response rate; OS, overall survival;

PFS, progression-free survival.

Lisberg A, et al. ESMO 2023. Abstract LBA12.




LBAS56, KEYNOTE-671 Study of Perioperative Pembrolizumab for

Early-Stage NSCLC: Study Design

Key eligibility 1:1 Pembrolizumab 200 m g

. g lvV Q3w
criteria N =786 + Pembrolizumab Du:l p_rlrtnary
* Pathologically cisplatin and gemcitabine or Surgery 200 mg IV Q3w jj €NApoInts

* EFS per investigator
review
OGN

for up to 13 cycles

confirmed, resectable
stage Il, IlIA, or IIIB
(N2) NSCLC per AJCC R)

cisplatin and pemetrexed
for up to 4 cycles

8th edition

No ricl)lr thera Key secondary

surae AR + S || Placebo IV Q3W | ERUIEEENTROE.T
gery > cisplatin and gemcitabine or — for up to 13 cycles BIPR

ST et LT cisplatin and pemetrexed - Safety

sample for PD-L1 for up to 4 cycles
evaluation
ECOGPS Oor 1

ClinicalTrials.gov ID: NCT03425643

October 16, 2023: FDA approved pembrolizumab + platinum-based chemotherapy neoadjuvant treatment, with continuation of single-agent

pembrolizumab as postsurgical adjuvant treatment for resectable (tumors 24 cm or node-positive) NSCLC.

AJCC, American Joint Committee on Cancer; BIPR, blinded independent pathological review; ECOG PS, Eastern Cooperative Oncology Group Performance Status; EFS, event-free survival; FDA, US Food and Drug Administration;
IV, intravenous; mPR, major pathological response; NSCLC, non—small cell lung cancer; OS, overall survival; pCR, pathological complete response; PD-L1, programmed cell death protein ligand 1; Q3W, every 3 weeks;
R, randomization; TPS, tumor proportion score.

1. Spicer JD, et al. ESMO 2023. Abstract LBA56. 2. Wakelee H, et al. N Engl J Med. 2023;389:491-503. 3. FDA. Oct 16, 2023. https://www.fda.gov.



LBAS6, KEYNOTE-671 Study of Perioperative Pembrolizumab for

Early-Stage NSCLC: Coprimary Endpoints at A2

0S, I1A2
Median (range) follow-up, 36.6 (18.8-62.0) months

Pembrolizumab

arm
Patients with event 27.7% 36.0%
100 == i 0
Median (95% CI),  \r (NR-NR) 52.4 (45.7-NR)
87.6% months
_— HR (95% Cl), 0.72 (0.56-0.93);
80 i 79.0% P=.00517
i ; 71.3%
E i , 67.1%
60 ; : i ; Pembrolizumab arm
R : ' ' ;
%) : : Z :
(@] ' 1 !
40 : ' : ;
20 i . -
0 , . : :
0 6 12 18 24 30 36 42 48 54 60 66
No. at risk Months
Pembm"z“"a’ran': 397 371 347 327 277 205 148 108 69 32 4 0
400 379 347 319 256 176 125 77 39 20 4 0

100

80

60

EFS, %

40

20

EFS, IA2
Median (range) follow-up, 36.6 (18.8-62.0) months

Pembrolizumab
arm

Patients with event 43.8% 62.0%

Median (95% Cl),

months 472 (329-NR)  18.3 (14.8-22.1)

HR (95% Cl), 0.59 (0.48-0.72)

61.5%
Pembrolizumab arm

48.4%

54.3%

No. at risk
Pembrolizumab
arm

397

400

6 12 18 24 30 36 42 48 54 60 66
Months

339 282 250 196 142 102 62 37 10 0 0

308 232 189 128 87 66 34 18 6 1 0

EFS, event-free survival; HR, hazard ratio; IA2, interim analysis 2; NR, not reached; NSCLC, non—small cell lung cancer; OS, overall survival.
Spicer JD, et al. ESMO 2023. Abstract LBA56.




LBA1, CheckMate 77T: Phase 3 Study Comparing Neoadjuvant Nivolumab + Chemotherapy vs

Neoadjuvant Placebo + Chemotherapy Followed by Surgery and Adjuvant Nivolumab or
Placebo for Previously Untreated, Resectable Stage II-Illb NSCLC

EFS
Median (range) follow-up, 25.4 (15.7-44.2) months

Primary endpoint .
. » Nivolumab EFS by BICR Nivolumab
K(?y e."glblllty NproRy 360 mg G3W Surgery Nivolumab arm
criteria > (within 6 weeks 480 mg Q4W Secondary 100 (n=229) (n=232)
« Resectable, stage chemotherapy post—neoadjuvant (1 year) endpoints Median (95% CI)
IIA (>4 cm) to llIB Q3w therapy) - pCRby BIPR h "NR (28.9-NR) 18.4 (13.6-28.1)
(N2) NSCLC (per (4 cycles) mPR by BIPR 80 months
AJCC 8th edition) R> oS 73% 70% HR (95% ClI), 0.58 (0.42-0.81);
No prior systemic Safety b 0 P=.00025
anticancer treatment '
EC(ECG;;DRS (0] otrt1 Placebo Q3W Surgery Exp'oratory o\° 60
e A R ¥ (within 6 weeks Placebo Q4w | |ELEIELE %
pheies »| chemotherapy 1 post-neoadjuvant (1 year) EFS by pCR/mPR e Nivolumab arm
SHSISEONS Q3w therapy) EFS by adjuvant TR
" EEEs) treatment
20
0 H '
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42
ClinicalTrials.gov ID: NCT04025879 No. at risk Time since randomization, months
Nivolumab arm 229 208 173 157 141 134 115 89 69 46 20 7 4 2 0

232 204 165 138 118 106 78 59 44 29 19 10 6 1 0

Median follow-up: 25.4 months. Database lock date: September 6, 2023.

AJCC, American Joint Committee on Cancer; BIPR, blinded independent pathological review; BICR, blinded independent central review; ECOG PS, Eastern Cooperative Oncology Group performance status; EFS, event-free survival;
HR, hazard ratio; mPR, major pathological response; NSCLC, non—small cell lung cancer; OS, overall survival; PBO, placebo; pCR, pathological complete response; PD-L1, programmed cell death protein ligand 1; Q3W, every 3 weeks;
Q4W, every 4 weeks; R, randomization.

Cascone T, et al. ESMO 2023. Abstract LBA1. NCT ID: NCT04025879.
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