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Relapse Patterns Following Chemo-RT

Higher rate of systemic relapse in EGFR mutated patients

Akamatsu et al Yagishita et al Tanaka et al Lim et al Our Study
Failure
EGFR wild-type 84 (26/31) 79 (129/164) 71 (53/75) NA 79 (110/139)
EGFR mutated 77 (10/13) 74 (25/34) 83 (24/29) NA 94 (32/34)
ALK positive 85 (11/13)
Locoregional failure
EGFR wild-type 32 (10/31) 33 (54/164) 35 (26/75) 45 (31/69)° 45 (63/139)
EGFR mutated 15 (2/13) 15 (5/34) 14 (4/29) 12 (3/26)° 21 (7/34)
ALK positive 54 (7/13)
Distant failure
EGFR wild-type 58 (18/31) 63 (102/164)° 40 (30/75) 39 (27/69)° 61 (85/139)
EGFR mutated 69 (9/13) 71 (24/34)° 76 (22/29) 50 (13/26)" 79 (27/34)
ALK positive 46 (6/13)
Nakamura et al, Clin Lung Cancer, 2019.
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Incidence of Brain Metastasis Post Chemo-RT

BM
EGFR-m EGFR-w Odds Ratio

Study BM Total BM Total ' OR 95%-CI W(fixed)
Akamatsu 6 13 4 3l — 5.79 [1.27:2629]  13.6%
Yagishita 4 29 15 155 _ 149 [0.46; 487]  43.5%
Tanaka 10 29 11 75 s 3.06 [1.13; 8.31] 42.9%
Fixed effect model 71 261 - 275 [1.42; 5.31]  100%
Heterogeneity: I-squared=0%, tau-squared=0,p=0.3685 I I I : I

0.1 051 2 10
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LAURA Phase 3 double-blind study design

Patients with locally advanced, unresectable Osimertinib 8o mg,

i il : : .
stage IlI* EGFRm NSCLC withno once daily Treatment duration until BICR-assessed progression
progression during / following definitive - (per RECIST vi.1), toxicity, or other discontinuation

+ Randomization
CRT' treatment criteria

2:1
Key inclusion criteria: (N=216) Open-label osimertinib after BICR-confirmed
* 218 years (Japan: 220) —— progression offered to both treatment arms$
« WHOPSo0/1 Stratification by:
. Concurrent vs sequential CRT
* Confirmed locally advanced, unresectable Stage IIIA vs stage IIIB/IIIC
stage llI* NSCLC China vs non-China Tumor assessments:

* Exagdel / L858R¥
* Maximum interval between last dose of
CRT and randomization: 6 weeks

* Chest CT/MRI and brain MRI
EE— e * At baseline, every 8 weeks to Week 48, then every
12 weeks until BICR-assessed progression

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

Lu S et al, NEJM, 2024.
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Progression-free survival by BICR

Median PFS, months (95% Cl)
I Osimertinib 39.1 (31.5, NC)

Placebo 5.6 (3.7, 7.4)
PFS HR (95% Cl): 0.16 (0.10, 0.24),
p<0.001

Maturity 56%:
osimertinib 40%, placebo 86%

Probability of progression-free survival

30 33 36 39 42 45 48 51 54 57 60 63

No. at risk Time from randomization (months)

Osimertinib 143 127 114 109 99 96 83 76 69 61 49 37 28 16 9 6 4 2
Placebo 73 59 31 25 15 10 9 6 6 4 4 3 3 3 2 1 1 o 0 0 0
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Sites of new lesions by BICR

Patients with new lesions

Brain

Lung

Liver

Lymph nodes

Bone

Adrenal

Peritoneum / omentum
Pelvis

Spleen

Other

. Osimertinib n=143

. Placebo n=73

70 60 50 40 30 20

40 50

S etal, NEJM . . . .
tuseta, ok Patients with new lesions (%)
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CNS progression-free survival by neuroradiologist BICR*

Osimertinib Placebo

* Reduced risk of CNS progression or death with osimertinib vs placebo (n=143) (n=73)
Total CNS PFS events, n (%) 29 (20) 30 (41)
CNS RECIST progression* 18 (13) 26 (36)
Death in absence of CNS progression 11 (8) 4 (5)
Censored patients, n (%) 114 (80) 43 (59)
" Median CNS PFS, months (95% Cl)  NR (NC,NC) 14.9 (7.4, NC)
& ”Ll A B | A 1 1
2 L L AL _ HR: 0.17 (0.09, 0.32),
S p<0.001 (nominal)
=
E
g | | |
o
o
0.2 | :
0.1
00 1 1 1 E 1 1 1 E 1 1 1 1 1 1 1 1 1 1 1 1 1
0 3 6 9 12 15 18 29 24 27 30 33 36 39 42 45 48 51 54 57 60 63
_ Time from randomisation (months)
No. at risk

Osimertinb 143 130 121 115 105 104 94 8 74 63 49 37 28 17 9 6 4 2 2 2 1 0
Placebo 73 63 36 26 19 16 12 8 8 6 3 3 < ¢ g 2 2 1 1 0 0 0
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Exposure-adjusted analysis for most-common AEs (210%)

When adjusting for exposure, AEs reported at an increased rate (>3 events difference per 100 patient-years in comparison to placebo) were all
previously identified osimertinib ADRs (diarrhea, paronychia, stomatitis and decreased white blood cell count)

Overall rates of exposure-adjusted Grade 23 AEs and SAEs (per 100 patient-years) were similar between arms: 17.7 and 19.5 (osimertinib) vs
12.6 and 15.4 (placebo), respectively

Diarrhea 18 | | 14
Rash 12 | | 14
COVID-19 10| 18
Paronychia o[ |1
Cough 21 110
Decreased appetite 71 186
Dry skin 6] |6
Pruritus e[| |7
Stomatitis 6|3
Decreased white blood cell count 6|3 [ Osimertinib, all grades
Pneumonia 6] |8 " Placebo, all grades
Anemia 5114
Musculoskeletal chest pain 2[] 113
1 (IJO 8I0 GIO 4I0 2I0 0 2I0 4I0 6I0 8I0 1 (I)O

Exposure-adjusted rate, per 100 patient-years*

ATLANTA— Terufumi Kato | Osimertinib After Definitive CRT in Unresectable
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Osimertinib + Chemo: FLAURA2

Safety run-in period (N=30)

Publi . ;
ublished in ESMO QOpen, 2021 Osimertinib 80 mg (QD)

+ pemetrexed 500 mg/m?
+ carboplatin AUCS5 Maintenance @

. . or cisplatin 75 mg/m? osimertinib 80 mg (QD)
advanced | metastatic EGFRM NSCLC @Wor 4cyclesfor [l "+ pemetrexed (@aWy
Stratification by: platinum-based Follow-up:
Key inclusion criteria: * Race (Chinese Asian / LR « RECIST 1.1 assessment at
- Aged =18 years (Japan: 220 years) - non-Chinese Asian/  _ __ 6 and 12 weeks, then every
- Pathologically confirmed non-Asian) Randomization 12 weeks until RECIST 1.1
non-squamous NSCLC « EGFRm (local / central 1:1 (N=557) defined radiological disease

progression or other withdrawal

- Ex19del / L858R (local / central test) test) critoria were met
« WHOPSO/1 * WHOPS (0/1) Osimertinib 80 mg (QD)

» No prior systemic therapy for advanced

NSCLC « Primary endpoint: PFS by investigator assessment per RECIST 1.1#§
+ Stable CNS metastases were allowed*
» Brain scans at baseline (MRI / CT)

» Sensitivity analysis: PFS by BICR assessment per RECIST 1.1
» Secondary endpoints: OS, ORR, DoR, DCR, HRQoL, safety (AEs by CTCAE v5) and PFS2#*

Janne P et al, WCLC, 2023.
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Progression-free survival per investigator

* Median PFS was improved by ~8.8 months with osimertinib plus platinum-pemetrexed vs osimertinib monotherapy

Median PFS, months (95% ClI)

1.0 == Osimertinib + platinum-pemetrexed 255 (24.7, NC)

0.9 = E I Osimertinib monotherapy 16.7 (14.1, 21.3)
80% HR (95% Cl) 0.62 (0.49, 0.79);

0.8 - v p<0.0001

0.7 = | ! Overall maturity: 51%

R ! Median follow-up for PFS*, months (range):

0.6 = 66 A’l Osimertinib + platinum-pemetrexed, 19.5 (0-33.3)
i Osimertinib monotherapy, 16.5 (0-33.1)

0.5 -

0.4 = |
41% 1
0.3 =

0.2 =

Probability of progression-free survival

0.1 =

0 T T ] | | |
0 3 6 9 12 15 18 21 24 27 30 33 36

Time from randomization (months)

No. at risk:

279 254 241 225 207 187 165 133 84 42 21 3 0
278 246 227 203 178 148 119 94 67 48 21 1 0

—ATLANTA———
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PFS per investigator in patients with / without
CNS metastases at baseline*

Without CNS metastases

Median PFS, months (95% ClI)
Osimertinib + platinum-pemetrexed 27.6 (24.7, NC)
Osimertinib monotherapy 21.0 (16.7, 30.5)

With CNS metastases

Median PFS, months (95% Cl)
Osimertinib + platinum-pemetrexed 24.9 (22.0, NC)
Osimertinib monotherapy 13.8 (11.0, 16.7)

HR (95% Cl) 0.47 (0.33, 0.66) HR (95% Cl) 0.75 (0.55, 1.03)
< 1.0 1.0 =
2
c
0.8 0.8
s @
29 06- 0.6 -
i
85 04- 0.4 -
Sy
o o _ _
= 0.2 0.2
o
e 0 T T T T T T T T T T T 1 0 T T T T T T T T T T T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 0 3 6 9 12 15 18 21 24 27 30 33 36
Time from randomization (months)
No. at risk:
l 116 101 98 93 84 77 70 58 34 19 8 2 0 163 153 143 132 123 110 95 75 50 23 13 1 0
110 95 84 73 60 50 37 32 21 13 L5) 1 0 168 151 143 130 118 98 82 62 46 35 16 0 0
ATLANTA

Janne P et al, WCLC, 2023.

3% LUNG CANCER SYMPOSIUM

for Advancing Clinical Education



MARIPOSA (Phase 3): 1L amivantamab + lazertinib vs
osimertinib among patients with EGFR-mutated, advanced NSCLC

/ \ Serial brain MRIs were required for all patients?
Key Eligibility Criteria Primary endpoint of progression-free

survival (PFS)® by BICR per RECIST v1.1:
* Amivantamab + lazertinib vs osimertinib

Amivantamab + Lazertinib
(n=429; open-label)

* Locally advanced or
metastatic NSCLC

Secondary endpoints of
amivantamab + lazertinib vs osimertinib:

Osimertinib «  Overall survival (OS)P
(n=429; b|inded) » Objective response rate (ORR)
* Duration of response (DoR)

» PFS after first subsequent therapy (PFS2)
Lazertinib + Symptomatic PFS°

(n=216; blinded) * Intracranial PFS¢
Safety

Treatment-naive for
advanced disease

*  Documented EGFR
Ex19del or L858R

ECOG PSOor1

Stratification Factors

* EGFR mutation type
(Ex19del or L858R)

2:2:1 Randomization (N=1074)

Asaniracoi(yesionio) Dosing (in 28-day cycles

» History of brain Amivantamab: 1050 mg (1400 mg if 280 kg) weekly for the first 4 weeks, then every 2 weeks [L

k metastases? (yes or noy Lazertinib: 240 mg daily

Osimertinib: 80 mg daily

azertinib monotherapy arm was included
to assess the contribution of components

Baseline brain MRI was required for all patients and performed <28 days prior to randomization; patients who could not have MRIs were allowed to have CT scans.
Brain scan frequency was every 8 weeks for the first 30 months and then every 12 weeks thereafter for patients with a history of brain metastasis and every 24
weeks for patients with no history of brain metastasis

* Asian patients 60%
*  Smokers 30%

* Brain mets 40%

* Exon 19 60%

ATLANTA Cho BC, et al. ESMO 2023. Abstract LBA14 »'?)
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MARIPOSA: Progression-free Survival

Progression-free Survival in the Amivantamab-Lazertinib Group as Compared with the Osimertinib Group
100+ Median Progression-free
Z Survival (95% Cl)
g 804 2 o 3 mo
w Amivantamab-Lazertinib  23.7 (19.1-27.7)
& Ens Osimertinib  16.6 (14.8-18.5)
©
gp 40-~’A"““’~’> i i ' -,1Amivantamab—lazertinib
s Hazard ratio for disease progression or death, | ; . —
O 204  0.70 (95% Cl, 0.58-0.85) | : Osimertinib
& P<0.001 | :
0 T T T T T : T T = T T 1
0 3 6 9 12 15 18 21 24 27 30 33
Months
No. at Risk
Amivantamab-lazertinib 429 391 357 332 291 244 194 106 60 33 8 0
Osimertinib 429 404 358 325 266 205 160 90 48 28 10 0
Cho B et al, NEJM, 2024.
ATLANTA———
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MARIPOSA: Safety Results

Amivantamab-Lazertinib Osimertinib
Event (N=421) (N =428)

All Grade =3 All Grade =3

number of patients (percent)

Any event 421 (100) 316 (75) 425 (99) 183 (43)
Any serious event 205 (49) 143 (33)
Any event resulting in death 34 (8) 3N (7)
Event leading to interruption of any trial agent 350 (83) 165 (39)
Event leading to dose reduction of any trial 249 (59) 23(5)

agent
Event leading to discontinuation of any trial 147 (35) 58 (14)

agent

Cho B et al, NEJM, 2024.
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Similar HR in patients with or without the high-risk factor

PFS without and with cleared EGFRm ctDNA at Week 9

PFS for patients with high-risk features
(89% of patients had 21 high-risk feature at baseline)

Patients who are progression-free (%)

100 1

75 1

25 A

Without Cleared EGFRm ctDNA? at Week 9

Median follow-up: Median PFS
220mo (95%CI)
Ami+ Laz 16.5mo (9.3-18.4)
Osi 9.1mo (5.5-11.1)

| HR, 0.49(95% C1, 0.27-0.87); P=0.015 |

62%

el | Ami+Laz

Patients who are progression-free (%)

—— o

[10%

9 M2; M5 M8 21 4 20 ‘AN
Months

With Cleared EGFRm ctDNA® at Week 9

100 1

75 1

50 1

25 A

0

Median follow-up: Median PFS

2.0mo (95%C))

Ami+ Laz 24,0 mo (20.2-NE)
Osi 16,5 mo (14.9-19.9)

HR, 0.64(95% C!, 0.48-0.87); P=0.004]

Ami + Laz

Osi

0 3 6

9 12 15 18 20 24 21 N
Months

All randomized patients'

History of brain metastases (41%)'

Liver metastases at baseline (16%)

Detectable baseline ctDNA by NGS® (85%)

TP53 co-mutations (54%)

Detectable baseline EGFRm ctDNA by ddPCRe (70%)

—_ i

HR (95% Cl)
0.70 (0.58-0.85)

0.69 (0.53-0.92)
058 (0.37-0.91)
0.71(0.57-0.89)
0.65(0.48-0.87)
0.68 (0.53-0.86)

Without cleared EGFRm ctDNA® at Week 9 (15%)

Py i

0.49 (0.27-0.87)

0 1

Favors Ami + Laz +=—————> Favors Osi

Subgroup analysis showed similar HR in patients with or without the “high risk” factors
Thus, these factors are prognostic but not predictive
NOT clinically applicable for selection of patient for Ami/Laz

ATLANTA
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Felip E, et al. ASCO 2024. Abstract 8504.
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MET and EGFR-based Resistance Mechanisms )

Ami + Lazin

Amivantamab + lazertinib significantly reduced the incidence of acquired MET amplifications 1L EGFR+ NSCLC
and EGFR resistance mutations vs osimertinib

B Osimertinib (n=140)
B Amivantamab + Lazertinib (n=113)

P=0.017

15 -

I
13.6%2

Patients (%)

Secondary EGFR resistance

MEFampiification mutations (C797S, L718X, G724X)

Acquired MET amplifications were ~3-fold lower and EGFR resistance mutations were ~8-fold lower
for amivantamab + lazertinib versus osimertinib

ATLANTA
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Besse B et al, ESMO 2024.
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MARIPOSA-2 TRIAL

4 N ) Amivantamab-Lazertinib-Chemotherapy®
Key Eligibility (n=263)
Criteria € :
2 Secondary/Exploratory Efficacy
« Locally advanced or 8 (" ) Endpoints Reported:
metastatic NSCLC ED Chemotherapy
— 9% © . .
« Documented EGFR 'g 1 (n=263) Overall survival (OS)
Ex19del or L858R €= + Time to symptomatic progression (TTSP)
. P;togfes§ed’t9n.gf : « Time to treatment discontinuation (TTD)
after osimertini i =
e o S + Time to subsequent therapy (TTST)
(as most recent line) « PFS after first subsequent therapy (PFS2)
« ECOGPSO0or1
\_ y, Focus of this presentation

« The second interim analysis of OS was prespecified for when ~75% of the planned OS events were observed

» The significance level at the second interim analysis for OS was determined based on the O’Brien-Fleming alpha
spending approach (2-sided alpha: 0.0142) as implemented by the Lan-DeMets method

Popat S et al, ESMO 2024

—  ATLANTA——
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MARIPOSA 2: OVERALL SURVIVAL

Amivantamab-chemotherapy continues to demonstrate a clear and improving OS trend vs chemotherapy?

100

o 807 {70%
>
S 60
) I |
o :
0 :
2 401 : .
3 ; : Ami-Chemo
{2 Median OS I I
£ Median follow-up: 18.1 mo (95% Cl) : : Chemo
w= 20 1 Ami-Chemo 17.7 mo (16.0-22.4) i i
& Chemo 15.3 mo (13.7-16.8) ! i
HR, 0.73 (95% CI, 0.54-0.99); P=0.039b | ! |
0 3 6 9 12 15 18 21 24 27
No. at risk Months
Ami-Chemo 131 124 115 101 88 63 39 15 2 0
Chemo 263 242 213 174 147 103 49 21 6 0
ATLANTA——
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Improvement in RR and PFS

* At a median follow-up of 8.7 months, amivantamab-chemotherapy and amivantamab-lazertinib-chemotherapy
reduced the risk of progression or death by 52% and 56%, respectively

P 100 1 Amivantamab-Chemotherapy Amivantamab-Lazertinib-Chemotherapy?2
é vs Chemotherapy vs Chemotherapy
8 Median PFS: 6.3 vs 4.2 months Median PFS: 8.3 vs 4.2 months
T
[
< e HR, 0.48 HR, 0.44
> (95% Cl, 0.36-0.64) (95% Cl, 0.35-0.56)
3 P<0.001 P<0.001
T 1
Y 60 ]
g
o
o
9
(1}
(=]
-§ 40 -
o Amivantamab-Lazertinib-Chemotherapy
c 1l L1y
2
T 20
o : Amivantamab-Chemotherapy
t |
|
E Chemotherapy
0 L] L] L] ; 1
0 3 6 9 12 15 18
Months

131 99 49 27 o o

263 194 104 52 21 4 o

263 135 49 17 o o

Passaro A, et al. ESMO 2023. Abstract LBA15.
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P<o0.001

P<0.001
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Chemotherapy

Partners for Advancing Clinical Education

63%

!

64%

Amivantamab-
Lazertinib-
Chemotherapy=

Bio Ascend



Patritumab deruxtecan: efficacy in EGFR MT NSCLC

RR 30%
MDOR: 6.4m

30 cBOR + Ongoing
20 T == e e e e e e e e i e i B CR B PR SD @ PD NE treatment | ==is = - i= s m e s s s s e e e e e s e e e e
I | [ [
SO
E, . 1
o 0 b i
® L -2 5 ! Bl 5
£ g 30 ______________________________________________+____+_ -1
(]
22 40
S E
g5 50
SE -
k7] -60
[0
m -70
-80
-90
-100
EGFRactvating £ % % % 5 2 % 8 % g g 2 2 & 5 5 8 2 5 g 8 pwog g 5 2 g B 2 B g g & g & g 5 & ¥ O OERE Z g ¥
muaons £ § 2 & § E §E £ § 8§ 2 § 2 E 8 8 £ §8 288 § 2 m% % 5 B S EE OE S 2 E 8 R 8 R EEEHGE g S S
Other EGFR 5] g 2 3 ey 2 ‘;‘?‘M m g ) &
mutations 3 % 2 % ABT1 2 @;ﬂ g 3 ﬁ
o
Amplifications g EPIW = g % 5; e
x Q = | o X ) Q | o [
2 3 80 m \.;0 2 m PRy m
s S O 0 S X 3 > I B |
Non-EGFR 3 i o : g = < S 39 S8 g R B é% %
mutations o o) = = N 7 X B N © 1 & [
miow H B3 et s H H H : SHS
o D N @ (=3 ) e
E i - d i SHE =
Janne P et al, Cancer Discovery, 2022. H H
! FDA approval delayed due to 3 party manufacturing issues
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Media > News releases > News release

Patritumab Deruxtecan Demonstrated
Statistically Significant Improvement in
Progression-Free Survival Versus Doublet
Chemotherapy in Patients with Locally Advanced
or Metastatic EGFR-Mutated Non-Small Cell Lung
Cancer in HERTHENA-Lung02 Phase 3 Trial

222222222222
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Conclusions

= EGFR mutation testing should be done for stage |ll NSCLC
= (Osimertinib is approved following ChemoRT
= Multiple options for 18t line therapy
- Individualized based on patient preferences and characteristics
= Salvage therapy options are increasing
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