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Conclusion: highlights ASCO 2024.

Early stage resectable NSCLC

1. IMpower-010 practice confirming
2. CheckMate-816 practice confirming
3. CheckMate-77T practice reinforcing
Unresectable stage III NSCLC

4. LAURA practice changing
Oligometastatic NSCLC

5. NRG-LU002 practice reinforcing
Oncogene-driven metastatic NSCLC

6. EGFR(ex19/21) practice changing

7. EGFR(ex201ins) high potential

8. HER2 high potential

9. KRAS(G12(C) high potential

10.
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TOGA: highlights ASCO 2024.

Early stage resectable NSCLC

1. IMpower-010 practice confirming
2. CheckMate-816 practice confirming
3. CheckMate-77T practice reinforcing
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Ph3 IMpower-010: final DFS analysis adjuvant ICI.

No crossover

s . Atezolizumab
Completely resected " Cisplatin+ ) 1200 mg q21d
stage IB-IIIA NSCLC pemetrexed, 16 cycles
per UICC/AJCC v7 gemcitabine, Survival
- Stage IB't >4 | e follow-up
ge Ib tumors =24 cm vinorelbine
ECOG 0-1
Lobectomy/pneumonectomy ~ 1-4 cycles
«  Tumor tissue for PD-L1 analysis
N=1280
Stratification factors Primary endpoints Key secondary endpoints
- Male/female - Investigator-assessed DFS tested « OSinITT population
- Stage (IB vs Il vs llIA) hierarchically: « DFSin PD-L1 TC 250% (per SP263)
 Histology « PD-L1TC 21% (per SP263) stage II-1l1A population
- PD-L1 tumor expression status2: stage II-IllA population « 3-y and 5-y DFS in all 3 populations
TC2/3 and any IC vs TCO0/1 and + All-randomized stage II-IlIA population
IC2/3 vs TCO/1 and IC0/1 « ITT population (stage IB-IlIA)

® ¢
LEUVEN | |
Fellp E, et al. Lancet 2021. CANCER INSTITUTE LKI ’ ‘ .l.lcg



Ph3 IMpower-010: final DFS analysis adjuvant ICI.

1 EP: PD-L1 21% stage II-IlIA

68.5 vs 37.3m
HR 0.70 (0.55-0.91)

Minimum FU of 60m

100 4

80

60 -

DFS, %

A 5yr 10%

53.2%

40

Atezolizumab BSC
(n=248) (n=228)

DFS event, il (%)

113 (45.6) 127 (85.7)

Median DF S months 68.5 37.3

42.7%

20 - ['Stratified HR 0.70
(95% Cl) | (0.55, 0.91)
3.year DFS, % 627 | 521
o 5.year DFS, P 532 | 427
* T ¥ T T T T T T T T T T T T T
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90

No. at risk
Atezolzumab 248 226 207
BSC 228 186 160

191 175 159 144 130 125 118 93 48 32 7 4 1
143 129 120 108 95 91 86 69 42 21 6 4 NE

Wakelee H, et al. ASCO 2024; LBA8035
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A 5yr 20%

80 4
0,
6.1%
l .’._H_‘O—-O—O-O—H—O-
60 1
= i
é i
& 1
404 I Atezolizumab BSC o
(n=106) (n=103)
DFS evert, f (%) 34 (32.1) 55 (53.4) 45'8A’
Median DFS, months NE 429
204 [UnstatifiedHR 049
(95% C1) (032, 0.75)
3.yeor DFS 757 | 554
o [SyerFs 661 | 458
0 6 12 18 24 30 36 4 48 54 60 66 72 78 84 ©
Mornths
No. at risk
Atezolzunab 106 99 20 88 84 78 73 64 62 59 48 28 18 3 2 1
BSC 103 84 72 65 62 60 53 47 44 42 3/ 23 9 2 NE
LEUVEN

CANCER INSTITUTE

LKI

PD-L1 250% stage II-llIA EGFR/ALK wt
(post hoc)

NE vs 42.9m
HR 0.49 (0.32-0.75)
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Ph3 IMpower-010: second interim analysis for OS.

=
PD-L1 21% stage lI-llIIA I I

NR vs. 87.1m
HR 0.77 (0.56-1.06)

Minimum FU of 60m

PD-L1 >50% stage II-IlIA EGFR/ALK wildtype
A 5yr 18%

100 - i

82%
. | A 5yr 9% 80 4 P4 e

80+ 60 - _N\._..\* H R 0 ) 44
- 64%
’ o
60 - '
40 4 Atezoli 2umeb BSC
" 66% (n=106) (n=103) L
g ; 0S event, n (%) 22(208) 41 (39.8)
40 Ale(zru::llzzilar)tm ( rzg(z:e , : Median OS, morths NE 871
' 20 -
0S event, n (%) 72(29.0) 80 (35.1) : ::::::bd s © &‘; 74)
Median OS, mornths NE 87.1 ; <A
20 [Stratified HR 0.77 s _|Syem 05 a1 L | . |
(95% CI) (0.56, 1.06) : Syear OS 821 8.7
wgs’ : :i; ;gg E - .5 T T T T T T T T T T T T T T T
0 Syear OS, : : | 0 6 12 18 24 30 38 42 48 54 60 66 72 78 84 920
0 6 12 18 24 30 3 42 48 54 60 66 72 78 86 90 Months
No. # risk
— Months Atezolzumab 106 104 103 101 99 96 90 87 84 8 78 60 40 18 6 1
Atezolzumab 248 241 234 225 218 208 195 187 181 173 167 126 7 32 11 3 BSC 103 @%@ 95 90 8 77 75 68 65 €@ 58 4 N 15 4 -

BSC 228 214 205 198 185 172 166 152 144 134 129 103 65 29 9 4

® ¢
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Ph3 CheckMate-816: 4yr update ASC02024.

Nivolumab 360 mg q3w +
Key patient inclusion criteria chemotherapy? gq3w (3 cycles)
» Stage IB (=4 cm)-IlIIA NSCLC (per
AJCC 7t edition) Stratification
No known sensitizing EGFR or ALK * Stage (IB-Il vs 1lIA)
alterations « PD-L1(21% vs <1%)P

Treatment naive ° Sex

ECOG PS 0-1 Chemotherapy*© q3w (3 cycles)
(n=358) (n=179)

Optional
adjuvant

chemotherapy =
radiotherapy

<M AOUVCW

Primary endpoints Secondary endpoints
* pCR (0% viable tumor cells in lung * MPR, OS, time to death or distant
and lymph nodes), EFS (BICR) metastases, safety

aGemcitabine + cisplatin or paclitaxel + carboplatin for squamous and pemetrexed + cisplatin or paclitaxel + carboplatin for nonsquamous; °"determined by the PD-L1 28-8
pharmDx assay; paclitaxel + carboplatin; or cisplatin + vinorelbine or docetaxel or gemcitabine for squamous and cisplatin + pemetrexed for nonsquamous.

® ¢
Forde P, et al. NEJM 2022. Spicer J, et al. ASCO 2024; LBAS010. cANGER Nty | Lk ’ ‘ llcg



EFS (%)

Ph3 CheckMate-816: 4yr update ASC02024.

[0 Lung cancer-specific survival”
E NIVO + chemo Chemo NIVO + chemo Chemo
(n=179) (n=179) (n=179) (n=179)
Median 0S,2 mo NR NRe Median lung cancer- NR NR
HR (98.36% Cl); P value  0.71 (0.47-1.07); 0.0451° specific survival, mo
NIVO + chemo  Chemo Unstratified HR (95% Cl) 0.69 (0.49-0.97) Unstratified HR (95% Cl) 0.62 (0.41-0.93)
= (n=179) (n=179) 100 1004
Median EFS, mo 43.8° 18.4¢ 84%
80- HR (95% Cl) 0.66 (0.49-0.90) 80—>\\\w 77% o go_m‘%’ﬁ;—% e ((,79% .
e " R NIVO + chemo  § _ Vi A : .
_ PPyt SR aR _ 70% o ;%
60- 53% 49%¢ VO s chemo E ©° 64% | o ———r | rg o 66% Chemo
i ; 3 ‘ Chemo = é
40 ) 4 40 9 3 40
10 38 B @
204 o 20+ 3 20
0 H H 0 T T T T ) T T T T 1 0 T T T T T T | ) T T 1
’ : J J : J J . J J ; J 0 6 12 18 24 30 36 42 48 54 60 66 72 78 0 6 12 18 24 30 36 42 48 54 60 66 72 78
0 6 12 18 24 30 36 42 48 54 60 66 72 i S
R vl oo psiioiindin i cm pi Months from randomization Months from randomization
any PD-L1 any PD-L1
‘ DL
HR for EFS  0.66 (95%CI 0.49-0.90) HR for OS 0.69 (95%Cl 0.49-0.97)
64% stage 1A Interim OS analysis (median FU time 58mo) In nivolumab+chemo arm: pCR vs no pCR :
EFS is considered a surrogate marker for OS 4yr OS rate 95% vs 63%, HR 0.08 (0.02-0.34)

. LEUVEN s o
Spicer J, et al. ASCO 2024; LBAS010. cANGER Nty | Lk " llcg



Ph3 CheckMate-77T: subgroup analysis.

Key eligibility criteria Sk
« Resectable, stage IIA (> 4 cm)-1IIB NIVO 360 mg Q3W ersggc;ﬁ';
(N2) NSCLC (per AJCC 8th edition) + ) NIVO 480 mg Q4W
+ No prior systemic anti-cancer chemo® Q3W Surgery (13 cycles)
treatment (4 cycles)
* ECOG PS 0-1 Within 6 weeks S —
* No EGFR mutations/known ALK post-neoadjuvant .
alterations treatment
PBO Q3W Radiologic
- restaging
Stratified by + s PBO Q4W
histology (NSQ vs SQ), s urgery
disease stage (Il vs Ill), chemo® Q3W (13 cycles)
and tumor PD-L1 (2 1% vs < 1% vs (4 cycles)
not evaluable/indeterminate)
Primary endpoint Secondary endpoints Exploratory analyses
« EFS by BICR * pCR by BIPR « 0OS * Clinical outcomes by
- MPR by BIPR . Safety clinical stage Ill N2 or

non-N2 status

° 9
Cascone T, et al. ASCO 2024; LBA8OO?. CANGER NSty | LKI ’ Q llce



Ph3 CheckMate-77T: EFS from randomization.

Stage Il N2 Stage Ill non-N2

NIVO PBO NIVO PBO
(n=91) (n=90) (n=55) (n=57)
Median EFS, mo 30.2 10.0 Median EFS, mo NR 17.0
_ (95% Cl) (26.9-NR) (8.1-15.1) (95% Cl) (24.2-NR)  (10.6-NR)
100 HR (95% Cl) 0.46 (0.30-0.70) 190 HR (95% Cl) 0.60 (0.33-1.08)
80- 70%b 80- 7 4%4
S 60 y  reon S 60 " ew
c e 62% “ . —
40 | .. 40 : PBO
20- PBO 20-
0 T t T T T T 1 0 T t T T T T 1
0 6 12 18 24 30 36 42 0 6 12 18 24 30 36 42
No: gtrisk Months from randomization Months from randomization
NIVO 91 69 57 49 28 10 1 0 5 42 35 29 21 5 1 0
PBO 90 59 34 23 11 5 2 0 57 42 32 20 12 5 2 0

Median follow-up (range): 25.4 months (15.7-44.2). *Time from randomization to any disease progression precluding surgery, abandoned surgery due to unresectability or disease progression, disease progression/recurrence
after surgery, progression in patients without surgery, or death due to any cause. b295% Cl: b58-78; <34-55; 960-84; =48-74; f0.29-0.84; 20.21-0.88. "N2 subcategory was not reported in 1 patient in the NIVO arm.

ik
) LEUVEN
Cascone T, et al. ASCO 2024; LBA8007. cANCER INsTITUTE | LK ’ ‘ llcg



Ph3 CheckMate-77T: cN-ypN in stage III.

NIVO (n = 115)° PBO (n = 111)
Any downstaging: 52% Any downstaging: 45%
Downstaging to ypNO: 46% YpN3 Downstaging to ypNO: 36%
1 (1%)
ypN2

26 (23%
ypN2 cN2 — ( )

S 24 (21%) 64 (58%)
cN2 —
69 (60%)
) ypN1
N . 13 (11%) ™ ypN1
18 (16%) 21C(Fg%) 29% , D 18 (16%
ypNO ypNO
73 (64%) 62 (56%)
cNO cNO
27 (24%) 25 (22%)

o o
LEUVEN
Cascone T, et al. ASCO 2024; LBA8007. CANGER INSTITUTE | LKI | " llcg



Ph3 CheckMate-77T: EFS from surgery.
EFS from definitive surgery

EFS from randomization?
Stage Il N2 Stage Il N2
NIVO PBO NIVO PBO
(n=91) (n=90) (n=70) (n=66)
Median EFS, mo 30.2 10.0 Median EFS, mo NR 8.9
(95% Cl) (26.9-NR) (8.1-15.1) (95% Cl) (23.8-NR) (6.1-15.6)
150 HR (95% Cl) 0.46 (0.30-0.70) HR (95% CI) 0.32 (0.19-0.54)
80 _ 70%P
g 60_ | g - — “h:'::::
m 3 - o~
i 45%° \H\‘m—t
20 PBO
0 T E  ; T T T 1
0 6 12 18 24 30 36 42
R— Months from randomization 12 18 24
NIVO 91 69 57 49 28 10 1 0 Months from surgery
PBO 90 59 34 23 11 5 0
[ EFS HRs from randomization: 0.49f (single-station N2) and 0.432 (multi-station N2)" ]

e 9
LEUVEN |
caNCER INsTITUTE | HKI | " 11Cg

Cascone T, et al. ASCO 2024; LBA8OO7.



Stage 11l N2

Ph3 CheckMate-77T:

EFS from surgery by pCR.

100-0=0=rt
kY T
) NIVO (pCR
80— e (PCR)
'\ Sp——
60 k‘l e_e'‘a‘:’_é-eap)—o-cn,
;\? I Ay ] . . .
< . o=~ NIVO (no pCR) no pCR likely benefits from adjuvant phase
i - PBO (pCR) be —0— —0— —o
40~ B
HR (95% Cl) “—o —m——-—,
20 NIVO vs PBO PBO (no pCR)
pCR NCa3
. No pCR 0.48 (0.27-0.86)
| | | |
0 6 12 18 24 30 36
T Months from surgery
pCR 20 20 19 12 5 0 0
pCR 5 5 5 3 1 0 0
No pCR 42 31 27 21 3 0
No pCR 55 32 21 11 7 3 0
[ Landmark EFS HRs for no pCR2: 0.59° (single-station N2) and 0.36< (multi-station N2)d ]

Cascone T, et al. ASCO 2024; LBA8OO7.

LEUVEN
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Survival by stage in phase 3 trials
| CheckMate:816 | CheckMate77T | KeyNote671 |  AEGEAN

Study design Open label Double blind Double blind Double blind
c-stage per TNM9 [1A-11IB(N2) [1A-11IB(N2) [IA-11IB(N2) [HA-11IB(N2)
Primary EP pPCR and EFS EFS EFS and OS pPCR and EFS
ICI nivolumab nivolumab pembrolizumab durvalumab
EFS per ITT HR 0.66 HR 0.59 HR 0.58 HR 0.68
EFS stage IlIA HR 0.54 HR 0.51 HR 0.57 0.57

EFS stage I1IB(N2) na na HR 0.57 0.83

EFS N2a (single-station)

EFS N2b (multi-station)
OS stage llIA na na 0.74 na
OS clinical N2 na na 0.74 na

Spicer J, et al. ESMO 2023. ASCO 2024; LBAS010, LBAS007, ASO11. HEUVEN | | ’ § licg



TOGA: highlights ASCO 2024.

Unresectable stage III NSCLC
4. LAURA practice changing



Ph3 ADAURA : adj Osi for resected stage II-IIIA EGFR-Mt NSCLC.

104 A 5yr12%

0.9+ N
= " . Osimertinib
z o :
a 0.7 | Placebo
T 06 , : : :
3 5-Yr Overall Survival . Design without crossover,
3 05- (95% Cl) I 0 : rd
B 5 t ; but 38% received 3" gen

A4 percen ; -

2 I
£ s Osimertinib 85 (7989) : HR 0.49 EGFR TKI at relapse in
2 4y Placebo 73 (66-78) : placebo arm
S - Hazard ratio for death, 0.49 (95.03% Cl, 0.33-0.73) ;

0.1 P<0.001 |

|

o.0- T I . : : . . : .
0 6 12 18 24 30 36

42 48 54 60 66 72 78 84 90
Months since Randomization

Median duration of FU for OS 61.7m in osi arm and 60.4m in placebo arm

. LEUVEN
Tsuboi M, et al. NEJM 2023 CANCER INSTITUTE LKI " .l..l.cg



To cure or to delay relapse by 3yr of therapy?

Stage IB Stage Il Stage IlIA

Hazard ratio for disease recurrence or death (95% CI)
0.41(0.23 to 0.69)

Hazard ratio for disease recurrence or death (95% Cl)
0.20 (0.14 t0 0.29)

Hazard ratio for disease recurrence or death (95% Cl)
0.34 (0.23 t0 0.52)
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HR 0.41 (0.23-0.69) HR 0.34 (0.23-0.52) HR 0.20 (0.14-0.29)

Longer follow-up needed

_ LEUVEN s o
Herbst R, et al. J Clin Oncol 2023 CANCER INsTITUTE | LKI | ’ ‘ llcg



Ph3 LAURA: optimal therapy for unresectable stage III EGFR-Mt NSCLC

Patients with locally advanced,
unresectable staae III* EGFRm NSCLC

with no progression during / following
definitive CRTT treatment

Key inclusion criteria:

« 218 years (Japan: 220)

« WHOPSO0/1

« | Confirmed locally advanced,
unresectable stage IlI* NSCLC

- Ex19del / LB58RY

« Maximum interval between last dose of
CRT and randomization: 6 weeks

Osimertinib 80 mg,
once daily

Randomization
2:1
(N=216)

Stratification by:
Concurrent vs sequential CRT
Stage llIA vs stage IIB/IIC
China vs non-China

Treatment duration until BICR-assessed progression
(per RECIST v1.1), toxicity, or other discontinuation
criteria

Open-label osimertinib after BICR-confirmed
progression offered to both treatment arms$

Tumor assessments:

. IChest CT / MRI and brain MRI |
« At baseline, every 8 weeks to Week 48, then every

12 weeks until BICR-assessed progression

Endpoints

* Primary endpoint:assessed by BICR per RECIST v1.1 (sensitivity analysis: PFS by investigator assessment)
+ Secondary endpoints included: OS, CNS PFS, safety

Ramalingan S, et al. ASCO 2024; LBA4

LEUVEN D " Ueg



Ph3 LAURA:

Ongoing treatment
at data cut-off

Osimertinib after
BICR-confirmed
disease progression

Median follow-up
for PFS (all patients)

osimertinib consolidation.

Randomized N=216

!

Osimertinib n=143

Ongoing osimertinib n=80 (56%)

Discontinued n=63 (44%)
Disease progression* n=36 (25%)
AE n=19 (13%)
Patient decision n=4 (3%)
Initiated other anticancer therapy n=1 (1%)
Othert n=3 (2%)

Osimertinib post-PD n=15 (28%)*

22.0 months

Ramalingan S, et al. ASCO 2024; LBA4

}

Placebo n=73

Ongoing placebo n=7 (10%)

Discontinued n=66 (90%)
Disease progression* n=54 (74%)
AE n=5 (7%)
Patient decision n=3 (4%)
Initiated other anticancer therapy n=1 (1%)
Incorrect initiation of study treatment n=1 (1%)
Othert n=2 (3%)

Crossover to osimertinib n=50 (81%)#*

5.6 months

LEUVEN

CANCER INSTITUTE LKI

Data cut-off: January 5. 2024.

’..‘ llcg



Ph3 LAURA: PFS analysis osimertinib consolidation.

0.4

0.3

L. Median PFS, months (95% CI)
0.9 Osimertinib 39.1 (31.5, NC)

w Placebo 0.6 (3.7, 7 4)

E 0.8

i & PFS HR (95% CI): 0.16 (0.10, 0.24),

g ’ p<0.001

g 0.6 Maturity 56%:

g osimertinib 40%, placebo 86%

2 05

S f——— —

Q.

S

2

=

3

(=]

o

0.2

0.1

0.0

No. at risk

Osimertinib 143 127 114 109 99 9% 83 76 69 61 49 37 28 16 9 6 4 2 2 2 1 0

Placebo 73 59 31 25 15 10 9

»
(o)]
i
i
w
w
w
N
=
=
o
o
o
o
o

Data cut-off: January 5, 2024.

° 9
; : LEUVEN
Ramalingan S, et al. ASCO 2024; LBA4 CANGER INSTITUTE | LK ’ ‘ llcg



Ph3 LAURA: 0S analysis osimertinib consolidation.

1.0

0.9

0.8

0.7

0.6

0.5

0.4

0.3

Probability of overall survival

0.2

0.1

0.0

No. at risk
Osimertinib

Placebo

Median OS, months (95% CI)
N Osimertinib  54.0 (46.5, NC)
Placebo NR (42.1, NC)
: OS HR (95% Cl): 0.81 (0.42, 1.56),
- *
. p=0.530
e . ,
: I Maturity 20%: I
o : : osimertinib 20%, placebo 21%
1
1
1
= , ,
! T
1
1
== 1
1
1
el 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 63
Time from randomization (months)
143 142 438 “135 4133 130 4127 115 41000 86 71 B9 49 37 28 19 42 9 4 2 1 0
73 73 71 70 ©68 €65 62 5HB 48 41 3 23 19 15 11 9 4 3 1 1

Ramalingan S, et al. ASCO 2024; LBA4

Data cut-off: January 5, 2024.
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Ph3 LAURA: tolerability consolidation osimertinib

The most common AE in both arms was radiation pneumonitis; the majority were low grade (no Grade 4 / 5),

48 | 2
36 | 2 | 14

non-serious and manageable

Radiation pneumonitis
Diarrhea

Rash

COVID-19

Paronychia

Cough

Decreased appetite
Dry skin

Pruritus

Stomatitis

WBC count decreased
Pneumonia’

Anemia

Musculoskeletal chest pain

| 38

24 |

| 14

20 | 1

17

16 |

15 N 5
13015
13 I 7
12 ] 3
12113
11 34l 8

10[1] /4
3112

Interstitial lung disease (grouped term)
was reported in 11 (8%) patients in the
osimertinib arm*

The majority were Grades 1/ 2;

Grade 5 n=1

I:l Osimertinib, all grades
[} Osimertinib, Grades 3
D Placebo, all grades
. Placebo, Grades 23

100 90 80

Ramalingan S, et al. ASCO 2024; LBA4

60 50 40 30 20 10 0

10

Patients (%)

20 30

40 50 60 70 80 90 100

LEUVEN I] ’~ Ueg




Ph3 ADAURA: tolerability adjuvant

Diarrhoea 47| 3 l <1 20
Paronychia a1
Dry skin 5[ ] 7
Pruritis 1| 9
Cough 20 18 4cy 12w
Stomatitis 182} | 4
URTI 1tabl/d 1611 |11
Nasopharyngitis 3yrs 15| 10
Decreased appetite 1#4__1] 4
Dermatitis acneiform 2] 5
Mouth ulceration 12|13 O Osimadin), & grades
Nausea 0[<] 6 B Osimertinib, Grades 3/4
Weight decrease 0[] 3 Placebo, all grades
Arthralgia 1] 1 Placebo, Grades 3/4

100 90 80 70 60 50 40 30 20 10 O 10 20 30 40 50 60 70 80 90 100
Percentage of patients with adverse event (%)

Any AE leading to dose interruption 27% vs 13%
dose reduction 12% vs 1% - drug discontinuation 13% vs 3%

Herbst R, et al. J Clin Oncol 2023

osimertinib

Osimertinib will be reimbursed in BE from
July 1st 2024 as adjuvant treatment after RO
resection in patients with stage IB-1l1IA (TNM 7)
NSCLC and typical EGFR mutation
(L858R or ex19 deletions)

LEUVEN I] ’~ Ueg



TOGA: highlights ASCO 2024.

Oligometastatic NSCLC
5. NRG-LU0O2 practice reinforcing



Ph2 NRG-LUOO2: OMD maintenance therapy +/- LCT

Key Eligibility Criteria
Metastatic NSCLC s/p 4-5
cycles of 1stline therapy

No progression + limited
mets (0-3 extracranial

sites) that are amenable
to SBRT/RT +/- surgery

21 residual disease site
after induction therapy
amenable to LCT

Primary Endpoints

Therapy Alone . Target improvement in 6-
month and 12-month PFS
Stratification rates 39->60% and
Histology: Squamous vs 37>75% (HR 0.60)
Non-Squamous * Phase 3: OS
Systemic Therapy: 10 vs « Target improvement in 1
Chemo Alone year and 2-year OS rates
47%—>68% and 612>77%
(HR 0.68)

SBRT/RT +/- Surgery,
Followed by Maintenance
Systemic Therapy

Secondary Endpoints
« PROs, QoL

* Radiation criteria : SBRT 1, 3 or 5fr ; RT primary site 45Gy 15fr ; maintenance within 2wks of completion of LCT.

lyengar P, et al. ASCO 2024; A8506.
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Ph2 NRG-LU0GO2: OMD maintenance therapy +/- LCT

Progression-Free Survival Overall Survival

+ Censored

p=0.8210 (logrank)

HR (95% CI1)=1.05 (0.70, 1.56)

+ Censored
p=0.6638 (logrank)
HR (95% CI)=0.93 (0.65, 1.31)

median FU time 22mo

Percent Alive

Percent Alive

i 1-year OS rate 75.8% vs 76.5%

1-year PFS rate 48% vs 51.5%
(Target 1-year PFS rate of 75%)
—— LCT+ST —— ST 0|[——LCT+sT ——s8T

90 65 52 41 17 LCT+ST| 134 112 97 80 58 25
ST| 80 47 33 29 18 10 ST| 81 65 53 45 31 18

0 6 12 18 24 30 36 0 6 12 18 24 30 36
Months Since Randomization

0
LCT+ST | 134

Months Since Randomization

Fail/Total 1yr PFS Rate (95% CI) 2yr PFS Rate (95% Cl) Fail/Total 1yr OS Rate (95% CI) 2yr OS Rate (95% CI)
ST 49 /80 48.0% (35.9, 59.0) 35.9% (24.8, 47.2) ST 37181 75.8% (64.0, 84.2) 58.1% (45.6, 68.8)
LCT+ST 89/134 51.5% (42.5, 59.8) 40.1% (31.5, 48.6) LCT+ST 70/134 76.5% (68.1, 82.9) 54.1% (44.9, 62.5)

LCT associated with increased toxicity: Grade 22 TRAEs (73% vs 84%) and Grade 23 Pneumonitis (1% vs 10%)

lyengar P, et al. ASCO 2024; A8506. HEUVEN | | " llcg




Ph2 NRG-LUOO2: OMD maintenance therapy +/- LCT

Study considerations

» well balanced arms (age, sex, histology, KPS, number of lesions, systemic therapy)
» 91% received ICl as part of induction ; PDL1 ??; 58% had BOR SD to induction

» up to 25 lesions at baseline; 85% <2 target lesions after induction

» 13% MLNSs included as eligible site ; XRT to primary in 31% pts only ; 10% G3+ Pn

Conclusions

» NRG-LU002 does not support routine use of LCT in oligo-induced OMD
» Local consolidation therapy remains reasonable option in selected OMD cases

» Incorporation of PET/CT and high sensitivity imaging
» Consensus on what defines the ideal OMD population for LCT needed

lyengar P, et al. ASCO 2024; A8506. HEUVEN | | ,‘ llcg



TOGA: highlights ASCO 2024.

Oncogene-driven metastatic NSCLC

6.
7.
8.
9.

EGFR(ex19/21)
EGFR(ex201ns)
HER2

KRAS (G12C)

practice changing
high potential
high potential
high potential




Ph3 PALOMA-3: lazertinib + SC versus IV amivantamab.

ﬂey sligithity criterta \ = SC Amivantamab + Lazertinib Co-primary endpoints®:
. ;c:::{a 2‘2"52%"38’ 8 (n=2086) * Cirough (NONinferiority)?
N
N D= e
+ Disease had progressed on or E S — * C2 AUC (noninferiority)
after osimertinib and platinum- 2 i
based chemotherapy, 8~ : R
irrespective of order T v Amivant(anrg;?;)' Lazertinib Secondary endpoints:
- Documented EGFR Ex19del B « ORR (noninferiority)
or L858R s
« ECOG PS 0-1 [Dosinq (in 28-day cycles) = * PFS (supenontY)
SC Amivantamab®® (co-formulated with rHuPH20 and * DoR
Stratification factors administered by manual injection): 1600 mg (2240 mg if . Patient satisfaction
- Brain metastases (yes or no) 280 kg) weekly for the first 4 weeks, then every 2 weeks
EGFR mutation type (Ex19del i » Safety
= L85:R)a 0 e (L 2 H0e IV Amivantamabb: 1050 mg weekly (1400 mg if 280 kg)
) 3 for the first 4 weeks, then every 2 weeks thereafter ,
ETace Uisian va non-Ceian)  Lazertinib: 240 mg PO daily 3 Exploratory endpoints:
* Type of last therapy . OS
k‘“"“em"'b e °"°'“°"‘e'apy Prophylactic anticoagulation recommended

for the first 4 months of treatment

® ¢
Leighl N, et al. ASCO 2024; LBA8505. Leighl N, et al. J Clin Oncol 2024, Epub. cANGER INry | LK ’ Q e
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Ph3 PALOMA-3: lazertinib + SC versus IV amivantamab.

Cirough at C2D1

Geometric mean ratio=1.15
(90% Cl, 1.04-1.26)

SC Amivantamab Arm IV Amivantamab Arm
(n=160) (n=142)

AUCy.01s of amivantamab (pg-h/mL)

350,000+

300,000

250,000

200,000+

150,000+

100,000+

50,000+

C2AUCp1p15

Geometric mean ratio=1.03
(90% CI, 0.98-1.09)

T

SC Amivantamab Arm

* Geometric mean ratio for Cy,4, at steady state (C4D1) was 1.43 (90% Cl, 1.27-1.61)

IV Amivantamab Arm
(n=140) (n=132)

Key:

Dermal DCs (o)
Activated Dermal DCs *
Langerhans cells o
Activated Langerhans cells *
Therapeutic protein A
Blood vessels ’
Lymphatic vessels —

DCs presenting protein
antigen
LCs presenting protein *
antigen
LN-Resident DCs *
LN-Resident DCs
presenting protein antigen
o

Naive CD4+ T cells

‘ E"eren lymphatics

Administration : SC <5 minutes ; IV 2-5 hours (dayclinic chair time in real world 4-8 hrs)

Leighl N, et al. ASCO 2024; LBA8505. Leighl N, et al. J Clin Oncol 2024, Epub.
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Ph3 PALOMA-3: lazertinib + SC versus IV amivantamab.

SC Amivantamab Arm (n=206) [ ¥ AMIAEIEMA Arm
Most common AEs of any cause by (n= )

preferred term (220%), n (%) All grades Grade 23 All grades Grade 23 |

Associated with EGFR inhibition

Paronychia 111 (54) 8 (4) 108 (51) 3(1)
Rash 95 (46) 8 (4) 91 (43) 8 (4)
Dermatitis acneiform 64 (31) 18 (9) 69 (33) 12 (6)
Stomatitis 57 (28) 1(0.5) 69 (33) 5 (2) " Venous thromboembolism
Diarrhea 43 (21) 3(1) 39 (19) 2(1) . .
Associated with MET inhibition SC: 3% IV: 14%
Hypoalbuminemia 96 (47) 9 (4) 77 (37) 8 (4) |
Peripheral edema 52 (25) 6(3) 58 (28) 105  Treatment interruption
Other
Nausea 60 (29) 1(0.5) 52 (25) 3(1) | SC: 62% IV: 60%
Increased ALT 46 (22) 6 (3) 56 (27) 8 (4) |
Decreased appetite 45 (22) 1(0.5) 52 (25) 3(1) - Treatment reduction
Fatigue 44 (21) 3(2) 43 (20) 5(2) . .
Vomiting 44 (21) 2(1) 41 (20) 1 (0.5) SC: 31% IV: 25%
Constipation 42 (20) 0 42 (20) 1(0.5) |
Headache 42 (20) 1(0.5) 36 (17) 1(0.5) Treatment discontinuation
ncreased A 4 () 2
o T . R (Cr e SC: 9% IV: 12% (some > IRR)

® ¢
Leighl N, et al. ASCO 2024; LBA8505. Leighl N, et al. J Clin Oncol 2024, Epub. P | LKI | " llcg



Ph3 PALOMA-3: lazertinib + SC versus IV amivantamab.

SC Amivantamab ' IV Amivantamab

Arm (n=206)

Arm (n=212)

ORR, % (95% CI)?

All responders 30 (24-37) 33 (26-39)
Relative risk, 0.92 (95% CI, 0.70-1.23); P=0.001

Confirmed 27 (21-33) 27 (21-33)

responders Relative risk, 0.99 (95% CI, 0.72-1.36), P<0.001
Best response, n (%)

CR 1(0.5) 1(0.5)

PR 61 (30) 68 (32)

SD 93 (45) 81 (38)

PD 37 (18) 42 (20)

Not evaluable 14 (7) 20 (9)
DCR, % (95% CI)® 75 (69-81) 71 (64-77)
Hiodian tma 5o 15 (1.2-6.9) 15 (1.2-9.9)
response (range), mo
Duration of Response, 11.2 (6.1-NE 8.3 (5.4-NE)

mo

80 4

60 -

40 -

20 4

Patients who are progression-free (%)

100 c\\

Progression-free Survival

PFS was numerically longer with SC vs IV amivantamab, with an HR of 0.84

PFS is not significant superior

y X Median PFS
Median follow-up: 7.0 mo (95% Cl)
SC Amivantamab Arm 6.1 mo (4.3-8.1)

IV Amivantamab Arm 4.3mo (4.1-5.7)

| HR, 0.84 (95% CI, 0.64-1.10); P=0.20

a7

SC Amivantamab Arm

No. at risk
SC Amivantamab Arm 206
IV Amivantamab Arm 212

0 2 4 6 8 10 12 14 16
Months
153 116 57 37 14 3 0 0
154 109 43 23 7 3 0 0
LEUVEN

Leighl N, et al. ASCO 2024; LBA8505. Leighl N, et al. J Clin Oncol 2024, Epub.
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Ph3 PALOMA-3: lazertinib + SC versus IV amivantamab

100 - Median follow-up: 7.0 mo

= HR, 0.62 (95% C1, 0.42-0.92); nominal P=0.02 Concerns ~ OS benefit
O 80" .o . .
S Stratification factors were brainmets,
]
> O e type of last therapy, EGFR-Mt type
: 60 1 IV Amivantamab Arm
a | L L 1| | - . .
0 z B I Between groups differences in
> 0 g | mechanism of osimertinib resistence
| |
y il OS benefit assouated with SC PFS is not superior
; ! | Imbalance in receipt of subsequent
0 2 4 6 8 10 12 14 16 therapy
Months
No. at risk
SC Amivantamab Arm 206 192 163 109 " 36 10 0 0
Am 212 191 144 92 51 24 10 1 0

Leighl N, et al. ASCO 2024; LBA8505. Leighl N, et al. J Clin Oncol 2024, Epub. LEUVEN | | ’ ‘ llcg



Ph3 PALOMA-3: lazertinib + SC versus IV amivantamab

Conclusions SC dosing of amivantamab and prophylactic antico

» demonstrated PK non-inferiority

» demonstrated safety consistency (off target MET/EGFR inhibition)

» demonstrated safety advantage (reduced rate of IRR and VTE)

» demonstrated convenient reduction in infusion time with financial impact
» demonstrated non-inferior efficacy

» clinically meaningful advance for patients and HCPs
» | would favour SC dosing of amivantamab once approved

Leighl N, et al. ASCO 2024; LBA8505. Leighl N, et al. J Clin Oncol 2024, Epub. LEUVEN | | ’ ‘ llcg
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Ph2 WUKONG1l: sunvozertinib in EGFR(ex20ins)-Mt NSCLC.

Oral potent and selective inhibitor targeting EGFR
mutations, while sparing wild-type EGFR signaling

300 m
Common (2 2%) 2 grade 3 TRAE, n (n%) (N=1 12)
m . Diarrhea 19(17.1)
N Confirmed ORR 45% (95%Cl 34-56)
| Durable: 9-month DoR rate 57% Blood creatine phosphokinase increased 12 (10.8)
Anaemia 4 (3.6)
Rash 4 (3.6)

| Treatment Group: 300 mg - All (N = 106)|

L RARA D TR OEER SR B VL DA RR T BE DXV TSR b OB DR Ry dre AR SRR TN ERRN AR TR R i BB O DLl i DAR
R W e s e R s B e e R s o s O e o s RS TR T BN R B S SR P Na e 5885 35558,
Pan” 4

Ly
% Nty &

P A A e D A o S G TN B C S TAS S E S C BT PR BN L RS RS A S G RES P O O Pap B AT IS SL S
PN AN A T 1Y L YN A Y oY S R Y Y X A Y X AT SRR R Y Y Y Y R N 3 R 3 A XD L s

> REZILIENT3 : phase 3 first-line RCT Cht +/- zipalertinib (CO+)

Yang J, et al. ASCO 2024; A8513

TRAEs > treatment reduction : 36%

TRAESs > treatment discontinuation : 6.3%

LEUVEN | LKI
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Phlb Beamion Lung-1: zongertinib in HER2-Mt NSCLC

Oral potent tyrosine kinase inhibitor selectively

binding to the TKD of HER2 S Total (N=83)
404 TRAEs (%) d Allgrades G23
ORR 74% and DCR 91% Any TRAE* 75.9 9.6

-E 00 - - e Diarrhea 42.2 1.2
= Rash' 12.0 0.0
% g Decreased appetite 9.6 0.0
Sw 97 ALT increased 8.4 3.6
5 AST increased 8.4 1.2
.- ©-20-
m el
£ 3
£ S-40- Ph1b NSCLC Safety (n=42)
47
Q
m 604

_80_

> Beamion Lung-2: phase 3 first-line RCT, TKI vs Cht-10 (CO+)

Heymach J, et al. ASCO 2024; A8514. L2 | | " llcg



Phl/2 combination therapy: KRAS(G12C)inh plus ¢“X”

Treatment combinations of direct inhibitor of KRAS G12C
» orthogonal combinations (immunotherapy, chemotherapy)
» vertical combinations blocking steps of signaling pathway (SHP2, EGFR)

_ olomorasib + pembro glecirasib + JAB-3312 | fulzerasib + cetuximab

KRAS G12Ci + ICI KRAS G12Ci + Cht KRAS G12Ci + SHP2i  KRAS G12Ci + EGFRmAb
1L n=17 n=37 n=102 n=33
ORR 77% 65% 77% 82%
PFS 73% @12mo median 10.8mo median 12.2mo nr
grade 23 TRAEs diarrhea 13%, LFT 8% mainly Cht 49% diarrhea <5% mainly skin 18%
AE > discontinuation olomorasib 3% sotorasib 5% glecirasib 2% cetuximab 8%

> SUNRAY-01: phase 3 first-line RCT (PDL1 >250%), ICl + olomorasib vs ICI + placebo
> SUNRAY-01: phase 3 first-line RCT (any PDL1), Cht-IO + olomorasib vs Cht-IO + placebo
> CodeBreak-202: phase 3 first-line RCT (PD-L1 <1%), Cht-1O vs Cht-sotorasib

ASCO 2024; A8510 - A8512 - A3008 L2 | | " llcg



Conclusion: REO highlights ASCO 2024.

Early stage resectable NSCLC

1. IMpower-010 practice confirming A5Y DFS +20%
2. CheckMate-816 practice confirming pCR 4Y 0S 95%
3. CheckMate-77T practice reinforcing III-N2 no pCR
Unresectable stage III NSCLC

4. LAURA practice changing HR 0.16
Oligometastatic NSCLC

5. NRG-LUGO2 practice reinforcing oligo # N
Oncogene-driven metastatic NSCLC

6. EGFR(ex19/21) practice changing SC dosing

7. EGFR(ex201ins) high potential 1L phase 3

8. HER2 high potential 1L phase 3

9. KRAS(G12(C) high potential 1L phase 3



Thank you for your attention.
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