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Objectives

* Review Practice Changing Data for Treatment of Lung Cancer

— Non-small cell lung cancer
0 Lorlatinib for front-line metastatic ALK+ NSCLC
0 Consolidative Osimertinib for Unresectable EGFR-mutated NSCLC

— Small Cell Lung Cancer
0 Consolidative Durvalumab for Limited Stage SCLC
o0 Tarlatamab for relapsed Extensive Stage SCLC

e Discuss Modern Controversies in Lung Cancer
— Perioperative systemic therapy for resectable NSCLC

— Combination therapies for metastatic, EGFR-mutated NSCLC
0 Chemotherapy + Osimertinib or Amivantamab + Lazertinib for 1L metastatic, EGFR-mutated NSCLC
0 Chemotherapy + Amivantamab for 2"? line metastatic, EGFR-mutated NSCLC
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New Standards of Care




First-line lorlatinib for metastatic ALK+
NSCLC




Lorlatinib for treatment naive, metastatic, ALK+ NSCLC (CROWN)
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Lorlatinib vs Alectinib (CROWN vs ALEX) - Lorlatinib PFS numerically better
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Lorlatinib has excellent CNS activity

Lorlatinib Crizotinib
Patients with measurable and/or 35 38 A
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Lorlatinib has unique side effect profile

TABLE 2. Summary of AEs

Lorlatinib Crizotinib
Safety Population (n=149) (n=142)
All-causality AEs, No. (%)
Any grade LOEY) DR TABLE A4. Summary of CNS AEs in the Lorlatinib Group
Grade 3/4 115 (77) 81 (57)
Grade 5 14 (9 7(5) Lorlatinib (n = 149)
Serious 65 (44) 45 (32)
e e 68 (48) Cluster Term Any Grade Grade 1 Grade?2 Grade3 Grade 4
Leading to dose reduction 34 (23) 21 (15) Any AEs, No. (%) 63(42) 36(24) 18(12) 8(H (M
Leading to permanent drug discontinuation 16 (11) 15 (11) Cognitive effects?® 41 (28) 25 (17} 11 (7) 5 (3) 0
Treatment-related AEs, No. (%) Mood effects® 31 @) 171 1208  2() 0
Any grade 145 (97) 133 (94)
Grade 3/4 99 (66) 55 (39) Speech effects® 9 (6) 6 (4) 2 (1) 1(1) 0
Grade 5 2(1) 0 Psychotic effects? 8 (5) 5 (3) 1(1) 1(1) 1(1)
Serious 1@ 90 -]
Leading to temporary drug discontinuation 58 (39) 51 (36)
Leading to dose reduction 31 (21) 19 (13)
Leading to permanent drug discontinuation 8 (5) 8 (6)

Abbreviation: AE, adverse event.
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Lorlatinib dose reduction does not impact efficacy
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Lorlatinib Case

70 yo F with ALK+
NSCLC and
multiple brain
metastases and
leptomeningeal
disease

{

Before lorlatinib 2 months after starting lorlatinib
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Take Aways - Lorlatinib

 Lorlatinib in treatment naive, metastatic, ALK+ NSCLC provides historically
long PFS and should be considered the new standard of care in this
setting

e Side effect profile can be challenging, but manageable with dose
reduction.

* Dose reduction does not appear to impact efficacy
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Osimertinib consolidation after
chemoradiation for unresectable,
EGFR-mutated NSCLC (LAURA)




LAURA- Background

* Immune checkpoint
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Osimertinib prolongs PFS after chemoradiation

Placebo 5.6 (3.7-7.4)

Hazard ratio for disease progression
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Osimertinib reduces risk of brain metastases

Sites of new lesions by BICR
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Osimertinib increases pneumonitis risk

All-causality adverse events (210%)*

* The most common AE in both arms was radiation pneumonitis; the majority were low grade (no Grade 4/ 5),
non-serious and manageable
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LAURA Take Home Points

e Osimertinib significantly improves PFS in unresectable, EGFR-mutated
NSCLC following chemoradiation and is the new standard of care in this
population.

* Pneumonitis risk increases slightly with Osimertinib after chemoradiation
and careful monitoring is necessary.
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Durvalumab consolidation after
chemoradiation for Limited Stage
Small Cell Lung Caner (ADRIATIC)




Durvalumab consolidation after chemoradiation improves OS

for LS-SCLC

A Overall Survival
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Median

Overall

No. of Deaths/  Survival
Total No. (%) (95% Cl)

mo
Durvalumab 115/264 (43.6) 55.9 (37.3-NR)
Placebo 146266 (54.9) 33.4 (25.5-39.9)

Stratified hazard ratio for death,
0.73 (98.321% Cl, 0.54-0.98)
P=0.01

Cheng et al, N Engl J Med 2024;391:1313-1327.




Durvalumab consolidation after chemoradiation improves OS

for LS-SCLC

Previous chemotherapy
Carboplatin-etoposide
Cisplatin-etoposide

Previous radiotherapy schedule
Once daily
Twice daily

Best response to concurrent CRT
Complete response
Partial response
Stable disease

Time from end of concurrent CRT to randomization
<14 days
14 to <28 days
=28 days

Receipt of prophylactic cranial irradiation
Yes
No
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31/91 (34)
84/173 (48.6)
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Durvalumab consolidation after chemoradiation improves PFS
for LS-SCLC

A Progression-free Survival
100+, Median
- 90 1 Progression-
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Tarlatamab for previously treated
Extensive Stage SCLC




Tarlatamab - Mechanism of Action

;
A
. Activation ,/ -\\\
205" «— | ()
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Tumor lysis Anti-DLLS3 BiTE: - half-life
Tarlatamab extender

SCLC cell death

knowledge changing life Anpaydin and Sage, Transl Lung Cancer Res 2023.




Tarlatamab - DelLLphi-301

2024 World Conference | SEPTEMBER 7-10, 2024 #WCLC24

on Lung Cancer SAN DIEGO, CA USA

wclc2024.iaslc.org

DeLLphi-301 Study Design v Dellofy

 Phase 2, open-label study (NCT05060016)

Part 1: Part 2: Part 3:
Dose Evaluation Dose Expansion Reduced Inpatient
Monitoring Period

Tarlatamab 10 mg
(n=188)

Key Inclusion Criteria

+ SCLC
« Previous treatment with ::‘ga:: BT Dose Tarlatamab 10 mg Tarlatamab 10 mg
22 lines (including R (n=12) (n=34)
. E|gt(g‘gﬂ;—g%u_l?l|3l) Same dosing as in Part 1 Same dosing as in Part 1
_ Tarlatamab 100 mg
+ Measurable disease =88
* Treated and stable brain (n = }

metastases allowed 1 mg on Day 1, followed by 100 mg

on Days 8, 15, and Q2W thereafter ImT analy5|s set

Primary Endpoint: ORR per RECIST 1.1 by BICR
Secondary Endpoints Included: DOR, DCR, PFS per RECIST 1.1 by BICR, OS, TEAEs, tarlatamab serum concentrations

knowledge changing life Sands et al, WCLC 2024.




Tarlatamab - DelLLphi-301 - Response Rates

2024 World Conference | SEPTEMBER 7-10, 2024 #WCLC24
on Lung Cancer SAN DIEGO, CA USA wclc2024.iaslc.org
4 .
] - \/ DeLL%m
Tarlatamab Anti-Cancer Activity
Part1+2
Tarlatamab 10 mg
Outcome (N =100)
Objective response rate, n (%) 40 (40)
(95% Cl for %) (30.3-50.3)
Complete response 3(3)
Partial response 37 (37)
Stable disease 30 (30)
Progressive disease 20 (20)
Not evaluable / no post-baseline scan® 10 (10)
Disease control rate, n (%) 70 (70)
(95% Cl for %) (60.0-78.8)

I Tarlatamab 10 mg demonstrated anti-cancer activity in heavily pretreated SCLC, with an ORR of 40%

knowledge changing life Sands et al, WCLC 2024.




Tarlatamab - DelLLphi-301 - PFS

B Progression-free Survival

Median Progression-free
Survival (95% Cl)

mo
7 100 Tarlatamab, 10 mg 4.9 (2.9-6.7)
S 80- Tarlatamab, 100 mg 3.9 (2.6-4.4)
E Tarlatamab, 10 mg
% 60
S 40- i 23
"::g Tarlatamab, 100 mg . r b g
g 20- 134 I :27 L 1 —
€ 0 . i : . .
0 3 6 9 12 15
Months
No. at Risk
Tarlatamab, 10 mg 100 53 35 18 2 0
Tarlatamab, 100 mg 88 41 26 15 3 0

knowledge changing life Ahn et al, N Engl J Med 2023;389:2063-2075.




Tarlatamab - DelLLphi-301 - durable responses

2024 World Conference | SEPTEMBER 7-10, 2024 #WCLC24

on Lung Cancer SAN DIEGO, CA USA wclc2024.iaslc.org

. . ¥ DeLLphi
Duration of Response and Time on Treatment 301

Tarlatamab 10 mg responders (n = 40)

A
4 - 3
AT e =
Ak 1 ] - -
-
5 = :
-l
- n . A First response (PR or CR)
= - Patients with a BOR of CR
A | = Patients with a BOR of PR
] - = ® Disease progression
I% - ] -» Ongoing treatment
a® W Death
T T T T
0 6 12 18 24

Duration of Treatment (Months)
* Median time to response was 1.4 months (IQR, 1.3-1.4)
* Median DOR was 9.7 months (95% CI, 6.9—NE) with 17/40 (43%) of responses ongoing at data cutoff

Data cutoff was January 12, 2024. Median follow up for DOR was 15.1 menths. The efficacy analysis set consists of patients in Parts 1 and 2 (N = 100). One patient did not receive tarlatamab 10 mg but was included in the ITT analysis. Part 3 was a
safety sub-study and was not included in this response analysis. BOR, best overall response; CR, complete response; DOR, duration of response; ITT, intention-to-treat; IQR, interquartile range; NE, not estimable; PR, partial response

knowledge changing life Sands et al, WCLC 2024.



Tarlatamab - DelLLphi-301 - durable control

2024 World Conference | SEPTEMBER 7-10, 2024 #WCLC24

on Lung Cancer SAN DIEGO, CA USA wclc2024.iaslc.org

" . ¥ DelLLphi
Sustained Disease Control* 301

150
Tarlatamab 10 mg (N = 1001) BogR « Tumor shrinkage was seen in 72% of
i pof i patients

« PD » The median duration of disease control
was 6.9 months (95% Cl, 5.4-8.6)

50+

26 patients (26%; 3 CR, 20 PR, 3 SD) had
sustained disease control* = 52 weeks

30% Reduction

% Change from Baseline in Sum of Diameters

—50+ Data cutoff, January 12, 2024. The efficacy analysis set consists of patients in Parts 1 and 2
(N = 100). One patient did not receive tarlatamab 10 mg but was included in the ITT analysis.
Part 3 was a safety substudy and was not included in this response analysis.
*Sustained disease control was defined as disease control (CR, PR, or SD) with time on
~1004 S - t have a postbaseline sca

ITT, intention-to-treat; NE, not
esponse; S0, stable disease.

esponse; CR, complete re:
, progressive disease; PR, partial

Sands et al, WCLC 2024.




Historically long OS for heavily treated population

2024 World Conference | SEPTEMBER 7-10, 2024 HWCLC24
on Lung Cancer SAN DIEGO, CA USA wclc2024.iaslc.org
: ¥ DeLLphi
1
Overall Survival 30
Tarlatamab 10 mg (N = 100)
1.0 -
Z
T 0.8-
1]
o
2 061 !
o |
- 1
g 0.4 7 : 1 1
s 0.2 - :B-month* 0S: 73.4% : 12-month? 08: 57.0% 1 18-month*0S: 46.0%
a | | :
00 - T T ! T II T ! T T T
0 3 6 9 12 15 18 21 24 27
Number of Patients at Risk: Months
Tarlatamab 10 mg 100 84 67 62 52 46 36 18 3 0
I Median OS was 15.2 months (95% CI, 10.8-NE)

knowledge changing life Sands et al, WCLC 2024.




No OS difference between chemosensitive and chemoresistant SCLC

2024 World Conference | SEPTEMBER 7-10, 2024 HWCLC24
on Lung Cancer SAN DIEGO, CA USA wclc2024.iaslc.org
& .

¥ DelLLphi

301

Overall Survival

Tarlatamab 10 mg (N = 100)

1.0 Progression-free Interval after 1L Platinum < 90 days
2 Progression-free Interval after 1L Platinum 2 90 days
T 08
(3]
o
2 06" !
o 1
- 1 1
g 0.4 7 1 1 1
< 0.2 - :B-month* 08:73.4% : 12-montht 0S: 57.0% 1 18-month*0S: 46.0%
: 1
(7] I | |
00 h T T ! T Il T I T T T
0 3 6 9 12 15 18 21 24 27
Number of Patients at Risk: Months
Tarlatamab 10mg 100 84 67 62 52 46 36 18 3 0
< 90 days 39 31 26 25 21 18 13 7 0
= 90 days 55 48 39 35 29 26 21 9 2 0

OS was similar regardless of progression-free interval after 1L platinum treatment (< 90 d vs = 90 d)

Median follow-up for OS was 20.7 months. Data cutoff, May 16, 2024. The efficacy analysis set consists of patients in Parts 1 and 2 (N = 100). One patient did not receive tarlatamab 10 mg but was included in ITT analysis. Part 3 was a safety
substudy and was not included in this response analysis. *95% Cl, 63.2-81.2. 195% Cl, 46.3-66.3. ¥95% CI, 35.6-55.8. Progression-free interval after first line platinum treatment is defined as days from the last first line platinum treatment to disease
progression or start of second line treatment, whichever is earlier. ITT, intention-to-treat; NE, not estimable; 08, overall survival

Sands et al, WCLC 2024.
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Tarlatamab - DelLLphi-301 - CRS/ICANS

Any grade |l Grade 3 or 4

A Tarlatamab, 10 mg (N=133)

Cycle 1 Cycle 2 Cycle 3

Day 8: 10 mg Day 15: 10 mg Day 1: 10 mg Day 15: 10 mg Day 1: 10 mg
Day 8-14 Day 15-27

Tarlatamab Dose: Day 1: 1 mg
Timing of Adverse :
Event: Day 1-7

100+

Day 1-14 Day 15-27 Day 1-14

)

“
50
454
404
35+
304
254
204
154
10

i 3
ZLIO & 0! 2 0 1 0!l 0o 0 0

CRS ICANS CRS ICANS CRS ICANS CRS ICANS CRS ICANS CRS ICANS

40

28

Percentage of Patients

Ahn et al, N Engl J Med 2023;389:2063-2075.




Tarlatamab Case Study

Baseline Baseline

* 66 yo M with ES-SCLC, progression on CT
after 4 cycles of chemoimmunotherapy

¢ Grade 1 CRS with C1D1 tarlatamab

(persisted for 72 hours).

— Received one dose of dexamethasone on day 4 with
resolution of fevers.

e Grade 1 CRS with C1D8. No tx needed, new
hypoxia prompts CT chest which shows
disease progression.

2 weeks after starting tarlatamab

* Nofurther CRS with C1D15 or C2D1 4 weeks after starting tarlatamab

e CT A/P shows disease response after
C1D15, feeling very well and hypoxia
resolved

knowledge changing life



Tarlatamab Take Aways

e Provides unprecedented duration of response and overall survival in
heavily pretreated ES-SCLC

— Even chemorefractory patients can benefit

* CRS occurs frequently in 1st cycle, but is manageable and rarely severe
— Inconvenience and unique toxicities can be barriers to treatment

* Unclear CNS activity/safety for patients with untreated brain metastases

e Promising treatment but may not be appropriate for all

knowledge changing life




Controversies




Neoadjuvant vs Perioperative
Chemoimmunotherapy for resectable
NSCLC




Immunotherapy for Resectable NSCLC

Trial Name Regimen DFS/EFS pCR
Impower 010 Adjuvant atezolizumab x 1 year HR 0.66 (0.50-0.88; p=0.0039) for PD-L1+ N/A
Keynote 91 Adjuvant Pembrolizumab x 1 year HR 0.76 (0.63-0.91; p=0.0014) N/A
CheckMate 816 Neoadjuvant chemo+nivolumab x 3 cycles HR 0.63 (0.43-0.91; p=0.005) 24%
Keynote 671 Perioperative HR 0.58 (0.46-0.72; p<0.001) 18.1%

Neoadjuvant chemo+pembrolizumab x 4 and
adjuvant pembrolizumab g 3 weeks x 13 cycles

AEGEAN Perioperative HR 0.68(0.53-0.88; p=0.004) 17.2%
Neoadjuvant chemo+durvalumab x 4 and adjuvant
durvalumab g4wk x12 cycles

Checkmate 77T Perioperative HR 0.58 (0.42-0.81; p<0.001) 25.3%
Neoadjuvant chemo+nivolumab x 4 and adjuvant
nivolumab q 4 wk x 1 year




Neoadjuvant vs Perioperative chemolO

Perioperative vs neoadjuvant NIVO: Patient-level analy

Methods: perioperative NIVO vs neoadjuvant NIVO + chemo

Surgery

1

' Analysis patient populations

1
CheckMate 8161 {Neoadjuv?;\'zylmls? * Chemo} : Patients who had surgery

1

1
CheckMate 77T? [Neoadj':va?t 4NIV? +) Chemo] “ Patients who had surgery and

up ot eyeres ! received > 1 dose of adjuvant NIVO

Endpoint
EFS (BICR) landmarked from time of surgery

+ In lieu of a head-to-head trial, exploratory propensity score weighting analyses (ATT® and ATEP) were performed to
allow simplified reproduction of a randomized trial by adjusting for clinically relevant baseline demographics and
disease characteristics® between study populations and reducing the confounding effects of these factors

— Subgroup analyses were not weighted due to smaller sample sizes

» Median duration of follow-upd: 29.5 months (CheckMate 816) and 33.3 months (CheckMate 77T)

knowledge changing life Forde et al, WCLC 2024.




Neoadjuvant vs Perioperative chemolO

Perioperative vs neoadjuvant NIVO: Patient-level analy

Landmark EFS (BICR) from definitive surgery

100~
80+ Periop NIVO?2
(CheckMate 77T)
S 60-
® : . Weighted (ATE)®
vy
m 40~ Neoadj NIVO + chemo Periop Neoadj
(CheckMate 816) NIVO? NIVO + chemo
20- (n=139.4) (n=147.59
| HR (95% Cl) 0.61 (0.39-0.97) |
0 T T T T T T T 1
0 6 12 18 24 30 36 42 48
Months from surgery
No. at risk
Periop NIVO  139.4 128.0 118.1 112.9 79.7 42.5 13.0 31 0
Neoadj N+C 147.5 121.0 106.2 84.2 39.1 12.1 2.2 0 0

* HR (95% Cl): ATTd weighted analysis, 0.56 (0.35-0.90); unweighted analysis, 0.59 (0.38-0.92)

knowledge changing life Forde et al, WCLC 2024.




Patients without pCR may benefit more from more 10

Perioperative vs neoadjuvant NIVO: Patient-level analysis

Landmark EFS? (analysis population) by pCR status2P
pCR* No pCR

100 *—l—lﬁ—| " o
80
& 60/ 3
vy v
[T [T
" 40 L
Periop Neoadj Periop Neoadj
204 NIVOd NIVO + chemo 204 NIVOd NIVO + chemo
(n = 50) (n = 43) (n=73) (n =96)
0 HR (95% Cl) 0.58 (0.14-2.40) 0 HR (95% Cl) 0.65 (0.40-1.06)
0 6 12 18 24 30 36 39 0 6 12 18 24 30 36 42 48
No. at risk Months from surgery Months from surgery
Periop NIVO 50 50 48 47 36 18 4 0 73 62 55 53 35 22 8 4 0
Neoadj N+C 43 40 39 35 19 6 2 0 96 75 60 47 19 7 1 0 0

Median follow-up: CheckMate 816, 29.5 months; CheckMate 77T, 33.3 months. ®Patients with non-evaluable pCR status were excluded. "Unweighted analyses.
pCR rates in this analysis population: perioperative NIVO, 40.7%; neoadjuvant NIVO + chemo, 30.5%. “Includes only patients who received = 1 dose of adjuvant NIVO.

Forde et al, WCLC 2024.
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Immunotherapy for Resectable NSCLC Take Aways

* Nuanced discussion with patient, no universal strategy currently
— Randomized phase lll trials being designed to try to identify best strategy

e We favor neoadjuvant chemoimmunotherapy for node positive disease
(particularly stage 3)
— Consider additional adjuvant immunotherapy if no pathologic CR

knowledge changing life



New treatment options for 1L,
metastatic, EGFR-mutated NSCLC




The “Old” Days: FLAURA

A Progression-free Survival in Full Analysis Set

1.0+
No. of Median Progression-free Survival Hazard ratio, 0.80 {95.05% Cl, 0.64-1.00)
Patients (95% Cl) 0.9 P=0.046
)
Osimertinib 279 18.9 (15.2-21.4) 0.3
Standard EGFR-TKI 277 10.2 (9.6-11.1) _
Hazard ratio for disease progression ar death, S o074
0.46 {95% CI, 0.37-0.57) H
P0.001 2 06
i e
T Q
T 3 05
E s Osimertinib
g £ 047
3 - 3
&'z Osimertinib -§ 0.3 Median Overall Survival Comparator EGFR-TKI
e 3 o (95% Cl)
(="
= " 0.2 mo
= Ly Osimertinib  38.6 (34.5-41.8)
= Comparator  31.8 (26.6-36.0)
e Standard EG PR 01 EGFR-TKI
a 0.0 T T T T T T T 1
o 3 5 g 12 15 18 31 24 327 0.0 T T T T 1 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 39 42 45 48 51 54
Manth Months since Randomization
Mo. at Risk No. at Risk
Qsimertinib 279 262 231 210 17% 139 71 16 1 Q Osimertinib 279 276 270 254 245 236 217 204 193 180 166 153 138 123 86 50 17 2 0
Stardard 277 230 157 152 W07 78 3 W 2 @ Comparator EGFR-TKI 277 263 252 239 219 205 182 165 148 138 131 121 110 101 72 40 17 2 0
EGFR-TEI

knowledge changing life Ramalingam et al, N Engl J Med 2020;382:41-50.




The “Old” Days: FLAURA

Subgroup No. of Patients Hazard Ratio (95% CI)
Overall 556 —e— 0.79 (0.63-0.98)
Sex E

Male 206 ——t 0.79 (0.55-1.14)

Femnale 350 e 0.79 (0.60-1.04)
Age :

<65 yr 298 —— 0.72 (0.54-0.57)

=65 yr 258 —— 0.87 (0.63-1.22)
Race i

Asian 347 = 1.00 (0.75-1.32)

Non-Asian 209 —— 0.54 (038-0.77)
Smoking history i

Yes 199 e 0.70 (0.49-1.00)

No 357 —— 0.85 (0.64-1.12)
CNS metastases at trial entry E

Yes 116 —— 0.83 (0.53-1.30)

No 440 —— 0.79 {0.61-1.01)
WHQ performance status H

0 228 —— 0.93 (0.63-1.37)

1 327 —— 0.70 (0.54-0.91)
EGFR mutation at randomization E

Exon 19 deletion 349 —— 0.68 (0.51-0.50)

L858R 207 —— 1.00 (0.71-1.40)

“EGFR mutation detected by DNA in blood T

Positive 359 —e—i 0.77 (0.60-0.99)

Negative 124 —_— 0.72 (0.37-1.36)
Centrally confirmed EGFR mutation E

Positive 500 —.— 0.75 (0.60-0.95)

Negative 6 : NC (NC-NC)

0.‘10 0.‘2 0?30‘.4 0!5 1!0 ZTO 10.0
Osimertinib Better Comparator EGFR-TKI
Better

Ramalingam et al, N Engl J Med 2020;382:41-50.
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New Kids on the Block

MEDICAL

Cor

FLAURA2:
Chemotherapy + Osimertinib

A Progression-free Survival According to | ig (full analysis set)

Median (95% Cl)

mao

Osimertinib+Platinum—Pemetrexed 25.5 (24.7-NC)

T 104 Osimertinib 16.7 (14.1-21.3)
H 0.9 difference, 8.8 mo
a 08 % Hazard ratio for disease progression or death,
E =] = ., 0.62 (95% Cl, 0.49-0.79); P<0.001
T 0.7
.5 0.64 4 57% Osimertinib+
n : W, platinum-pemetrexed
?n 0.5 Osimertinib i ——
2 044 —+
o I
5 0.3+ !
£ 024 !
| 014 :
3 i
£ oo I ; T T T T T T T

0 3 ] 9 12 15 18 21 24 27 30 33 36
Months since Randomization

No. at Risk
Osimertinib+ 279 254 241 225 207 187 165 133 84 42 21 3 0
platinum-—
pemetrexed
Osimertinb 278 246 227 203 178 148 119 94 67 48 21 1 0

knowledge changing life

Mariposa:
Amivantamab + Lazertinib

A Progression-free Survival in the Amivantamab-Lazertinib Group as Compared with the Osimertinib Group
100 Median Progression-free
Survival (95% €1)

mo
Amivantamab-Lazertinib ~ 23.7 (19.1-27.7)
Osimertinib  16.6 (14.8-18.5)

Amivantamab-lazertinib

Hazard ratioc for disease progression or death,

Osimertinib

Percentage of Patients
&

20 0.70 (95% CI, 0.58-0.85)
P<0.001
0 T T T T T T T T T T 1
3 € 9 12 15 13 21 24 27 30 33
Manths

No. at Risk
Amivantamab-lazertinib 429 391 357 332 291 244 194 106 &0 33 8 0
Osimertinib 429 404 358 325 266 205 160 %0 48 23 10 0

Planchard et al, N Engl J Med 2023;389:1935-19

Cho et al, N Engl J Med 2024.




FLAURAZ2

A Progression-free Survival According to Investigator Assessment (full analysis set)
Median (95% Cl)

mao

Osimertinib+ Platinum—Pemetrexed 25.5 (24.7-NC)

T 10+ Osimertinib 16.7 (14.1-21.3)
I 0.9 difference, 8.8 mo
@ 04 Hazard ratio for disease progression or death,
E gl = 0.62 (95% CI, 0.49-0.79); P<0.001
T 0.7
‘5 0.6 T e 57% Osimertinib+
E 0-5 Osi irib H platinum-pemetrexed
BB el simertini ;
2 044 : 4
s 0.3+ \
£ 0.2- :
| 014 i
= 1
E 0-':'[ T T T T T T T T T T T 1

0 3 & 9 12 15 18 21 24 27 i0 13 i6

Months since Randomization

Mo. at Risk
Osimertinib+ 279 254 241 225 207 187 165 133 84 42 11 3 0
platinum-
pemetrexed
Osimertinib 278 246 227 203 178 148 119 94 &7 48 11 1 0

Planchard et al, N Engl J Med 2023;389:1935-1948

knowledge changing life




FLAURAZ2

C Progression-free Survival among Patients with CNS Metastases at Baseline

Ma. at Risk

Osimertinib+
platinum-—
pemetrexed

Osimertinib

Probability of Progression-free Survival
=
il

Median (95% CI)
ma

Osimertinib+ Platinum-Pemetrexed 24.9 (22.0-NC)
Osimertinib 13.3 (11.0-18.7)

: Hazard ratio for disease progression or death,
x (.47 (95% CI, 0.33-0.56)

l_'!i

: s
R

Osimertinib+
num-pemetrexed

Osimertinib

T T T T T T 1

T T T
0 3 ] 9 12 15 18 21 24 27 30 3 k)
Months since Randomization

11e 101 98 93 B4 7 70 B 34 19 & ' o

110 95 B4 73 &0 50 37 3z 21 13 5 1 0

knowledge changing life

D Progression-free Survival among Patients without CNS Metastases at Baseline

Median (353 Cl)

ma

Osimertinib+ Platinum—Pemetrexed 276 (24.7-NC)
Osimertinib  21.0 (16.7-30.5

0.75 (95% CI, 0.55-1.03)

“-_“31___ .

-

Osimertinib

Probability of Progression-free Survival
(=]
[,
1

}

Hazard ratio for disease progression or death,

Osimertinib+
. platinum—pemetrexed

0.0 T T T T T T

Months since Randomization

Nao. at Risk
Osimertinio+ 163 153 143 132 123 110 95 75 50 23
platinum-—
pemetrexed
Osimertinic 168 151 143 130 118 98 82 62 46 35

T
0 3 L 9 12 13 18 21 24 27 30

13

16

3 L7
1 0
o o

Planchard et al, N Engl J Med 2023;389:1935-1948



FLAURAZ2

Osimertinib+ Hazard Ratio for Disease Progression
Subgroup Platinum—Pemetrexed  Osimertinib or Death (95% Cl)
no. of events/no. of patients

Overall .

Stratified log-rank analysis 120/279 166/278 —a— i 0.62 (0.49-0.79)

Unadjusted Cox proportional-hazards analysis 120/279 166,278 —a— | 0.62 (0.49-0.78)
Sex i

Male 51/106 73/109 —_— 0.54 (0.37-0.77)

Female 69/173 93/169 — 0.67 (0.49-0.92)
Race

Asian Chinese 26/71 43/69 —_— 3 0.49 (0.30-0.81)

Asian non-Chinese 54/107 65/107 e 0.76 (0.53-1.09)

Non-Asian 40/101 58/102 —— 0.55 (0.37-0.83)
Method used for tissue testing !

Central 52/121 67/119 —a 0.73 (0.51-1.05)

Local 68/158 99/159 — 0.55 (0.40-0.74)
Age at screening i

<65 yr 73/174 97/166 —— 0.59 (0.44-0.80)

=65 yr 47/105 69/112 e 0.68 (0.47-0.98)
History of smoking |

Yes 43/91 57/97 — 0.63 (0.42-0.94)

No 77/188 109/181 —— | 0.61 (0.46-0.82)
EGFR mutation at randomization !

Exon 19 deletion 65/172 94/169 —— 0.60 (0.44-0.83)

L858R mutation 55/106 70/107 —— 1 0.63 (0.44-0.90)
WHO performance-status score :

0 48/101 57/102 m 0.79 (0.54-1.16)

1 72/178 109/176 — | 0.53 (0.39-0.72)
CNS metastases at baseline ]

Yes 52/116 79/110 —— ! 0.47 (0.33-0.66)

No 63/163 87/168 [a— 0.75 (0.55-1.03)

D!l O.IS 1‘0 2!0

Osimertinib+Platinum—Pemetrexed Better Osimertinib Better

CoL




FLAURAZ2

Figure 56. Overall Survival Interim Analysis.

Median Overall Survival,
Months (95% CI)
—— Osimertinib + Platinum-Pemetrexed NR (31.9-NC)
— Osimertinib NR (NC-NC)
Hazard ratio for death,

1.0 o 0.90 (85% Cl, 0.65-1.24) P=0.5238

0.8 1

0.6

0.4 +

0.2

Probability of Overall Survival

0.0 T T T T T T T T T T T 1

0 3 8 9 12 15 18 21 24 27 30 33 36
Months since Randomization

Mo. at Risk:
Osimertinib +
Platinum- 279 287 288 253 244 237 219 191 139 84 46 7 0
Pemetrexed
Osimertinib 278 267 260 257 251 244 214 185 133 85 46 10 0

knowledge changing life Planchard et al, N Engl J Med 2023;389:1935-1948




FLAURAZ2

Table 3. Adverse Events.*

Event

Anemia
Diarrhea
Nausea
Decreased appetite
Constipation
Rash
Fatigue
Vomiting
Stomatitis
Neutropenia
Paronychia

Neutrophil count
decrease

Covid-19%

ALT increase

Platelet count decrease
Thrombocytopenia

Dry skin

AST increase

Blood creatinine increase

White-cell count
decrease

Peripheral edema

Any Grade
128 (46)
120 (43)
119 (43)
35 (31)
81 (29)
77 (28)
76 (28)
73 (26)
63 (25)
68 (25)
65 (24)
62 (22)

57 (21)
56 (20)
51 (18)
51 (18)
50 (18)
43 (17)
46 (17)
44 (16)

42 (15)

Osimertinib + Platinum—Pemetrexed

(N=276)
Grade 1 Grade 2 Grade 3
30 (11) 43 (16) 55 (20)
83 (30) 29 (11) 3(3)
81 (29) 34 (12) 4(1)
49 (18) 28 (10) 8(3)
60 (22) 20 (7) 1(<1)
55 (20) 21 (8) 1(<1)
45 (16) 23 (3) 8(3)
50 (18) 20 (7) 3(1)
40 (14) 27 (10) 1(<1)
4(1 27 (10) 30 (11)
28 (10) 35 (13) 2(1)
5(2) 26 (9) 25 (9)
23 (8) 31 (11) 2(1)
36 (13) 16 (6) 4
19 (7) 11 (4) 18 (7)
19 (7) 13 (5) 16 (6)
43 (16) 7(3) 0
42 (15) 5(2) 1(<1)
33 (12) 13 (5) 0
7(3) 28 (10) 8 (3)
33 (12) 9(3) 0

Grade 4

Any Grade
22 (8)
112 (41)
28 (10}
26 (9)
28 (10)
57 (21)
26 (9)
17 (6)
50 (18)
9(3)
73 (27)
16 (5)

39 (14)
21 (8)
19 (7)
12 (4)
66 (24)
13 (5)
12 (4)
18 (7)

12 (4)

Osimertinib Monotherapy

(N=275)
Grade 1 Grade 2 Grade 3
15 (5) 6(2) 1(<1)
89 (32) 22 (8) 1(<1)
22 (3) 6(2) 0
18 (7) 6(2) 2(1)
23 (8) 5(2) 0
46 (17) 11 (4) 0
24 (9) 1(<1) 1(<1)
13 (5) 4(1 0
32 (12) 17 (6) 1(<1)
3() 4(1) 2(1)
37 (13) 35 (13) 1 (<)
6(2) &) 2(1)
18 (7) 21 (8) 0
17 (6) 3 (1) 1(<1)
18 (7) 1(<1) 0
6(2) 3(1) 3(1)
62 (23) 4(1) 0
12 (4) 0 1(<1)
10 (4) 2(1) 0
9(3) 3(3) 1(<1)
9(3) 3 (1) 0

Grade 4

o

O 0o 0o O O O O o o o o

o O O O © O o o

=1

knowledge changing life
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FLAURAZ2

Adverse events leading to discontinuation of osimertinib
e 11% in chemo + osimertinib group
e 6% in osimertinib group

Dose interruptions of osimertinib
e 43% in chemo + osi
. 19% in osi

Osimertinib dose reductions
J 10% chemo + osi
. 3% osi

Chemotherapy discontinuation
e 76% received the 4 planned cycles of platinum + pemetrexed
e 17% discontinued platinum and 43% discontinued pemetrexed due to AEs.

knowledge changing life Planchard et al, N Engl J Med 2023;389:1935-1948.




FLAURA2

e Pros

e Significant gains in PFS
with combination therapy

= Particularly in L858R and
pts with underlying brain
metastases

knowledge changing life

e Cons

Significantly increases toxicity
(mainly cytopenias)

Unclear if combination
impacts overall survival



Mariposa

B Progression-free Survival in Amivantamab-Lazertinib Group as Compared with the Osimertinib and the Lazertinib Monotherapy Groups

Median Progression-free

100~ Survival (95% Cl)
2 3 & mo
$ 80- Amivantamab—Lazertinib  23.7 (19.1-27.7)
= Osimertinib  16.6 (14.8-18.5)
[ Lazertinib  18.5 (14.8-20.1)
- 60—
g [ e T St e S et i e A i . Amivantamab-lazertinib
g - — ' ‘
= i i [ -
E a0 i ! : Osimertinib
& | | i Lazertinib
E I I ] I | : I . | I I I ] 1
0 3 & 9 12 15 18 21 24 27 30 i3
Maonths
Mo. at Risk
Amivantamab-=lazertinib 429 391 157 332 291 244 194 106 ol 33 8 0
Osimertinib 429 404 358 325 266 205 180 90 43 28 10 0
Lazertinib 216 200 174 157 134 103 23 41 19 G 2 0

Cho et al, N Engl J Med 2024.
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Mariposa

C Subgroup Analysis

Subgroup Amivantamab-Lazertinib Osimertinib Hazard Ratio for Disease Progression or Death (95% Cl)
no. of eventsftotal no, of patients
All patients 1927429 252429 - i 0.70 (0.58-0.85)
Age i
<65 yr 94/235 153/237 ek 0.50 (0.39-0.65)
=65 yr 98/194 99/192 . 1.06 (0.80-1.41)
<75 yr 165/378 220/376 . | 0.70 (0.57-0.85)
=75 yr 27/51 32/53 ——— 0.77 (0.46-1.30)
Sex H
Male 1127275 140/251 e 0.70 (0.55-0.90)
Fernale 80/154 112/178 e 0.74 (0.55-0.98)
Race i
Asian 105/250 144251 —.— | 0.67 (0.52-0.86)
Non-Asian 85/177 108/177 —e— 0.75 (0.56-0.99)
Weight i
<80 kg 161/376 209/368 . 0.70 (0.57-0.86)
=80 kg 31/53 43/61 —e— 0.77 (0.48-1.22)
ECOG performance-status score H
0 56/141 76/149 —at 0.79 (0.56-1.12)
1 136/288 176/280 . 0.66 (0.52-0.82)
History of smoking :
Yes 67/130 79/134 e 0.78 (0.56-1.08)
No 1257299 173295 i 0.67 (0.53-0.84)
History of brain metastases i
Yes 94/178 111/172 ) 0.69 (0.53-0.92)
No 98/251 141/257 ——t] 0.69 (0.53-0.89)
EGFR mutation !
Ex19del 1017257 142/257 —.— | 0.65 (0.51-0.85)
L858R 90/171 110/172 e 0.78 (0.59-1.02)
1 L] F rivivey L] LI LN L) |

0.1 1.0 10.0

Amivantamab—Lazertinib Better Osimertinib Better

knowledge changing life Cho etal, N Engl J Med 2024.




Mariposa

Median Overall
Survival (95% Cl)
mo

Amivantamab-Lazertinib Could not be estimated
Osimertinib Could not be estimated

100+ ;
80- : Amivantamab-lazertinib
o |
2
<
£ e
I
2 60 ' Osimertinib
I i
m 1
G '
o ]
o i
EP 40+ !
. 1
5 i
¥} :
a ]
20+ :
Hazard ratio for death, 0.80 (95% Cl, 0.61-1.05) E
0 T 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 429 403 389 382 374 360 293 201 122 58 14 0
Osimertinib 429 416 409 395 372 349 280 186 110 54 13 0

knowledge changing life

Cho et al, N Engl J Med 2024.



Mariposa

Table 3. Adverse Events.*

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) 31 (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

knowledge changing life Cho etal, N Engl J Med 2024.




Mariposa

Amivantamab-Lazertinib Osimertinib
Event (N=421) (N=428)
All Grade =3 All Grade =3
Paronychia 288 (68) 46 (11) 121 (28) 2 (<)
Infusion-related reaction 265 (63) 27 (6) 0 0
Rash 260 (62) 65 (15) 131 (31) 3 (1)
Hypoalbuminemia 204 (48) 22 (5) 26 (6) 0
Increased alanine aminotransferase 152 (36) 21 (5) 57 (13) 3(2)
Peripheral edema 150 (36) 8(2) 24 (86) 0
Constipation 123 (29) 0 55 (13) 0
Diarrhea 123 (29) 9(2) 190 (44) 3(1)
Dermatitis acneiform 122 (29) 35(8) 55 (13) 0
Stomatitis 122 (29) 5(1) 90 (21) 1 (<1)
Increased aspartate aminotransferase 121 (29) 14 (3) 58 (14) 5(1)
Covid-19 111 (26) 8(2) 103 (24) 9(2)
Decreased appetite 103 (24) 4 (1) 76 (18) 6 (1)
Pruritus 99 (24) 2 (<1) 73 (17) 1 (<1)
Anemia 96 (23) 16 (4) 91 (21) 7(2)
Nausea 90 (21) 5(1) 58 (14) 1 (<1)
Hypocalcemia 88 (21) 9(2) 35 (8) 0
Asthenia 78 (19) 12 (3) 46 (11)
knowledge Changing Pulmonary embolism 73 (17) 35 (8) 20 (5) 10 (2)




Mariposa

RYBREVANT

« Your first dose of RYBREVANT" will be split across 2 days
» Your first infusions can take about 4 to 8 hours
» Your dose may be adjusted to help manage possible side effects

+ After your first week, you'll get 1infusion each week for the nexi 3weeks

Weeks 2- 4
» Infusions can get shorter
Week ' 5 « Starting on Week 5you'll get one infusion every 2 weeks
and on » Infusions take about 2 hours

https://www.rybrevant.com/mariposa/what-to-expect/dosing-and-administration/




Mariposa

e Pros e Cons
e Significant gains in PFS e Substantial increase in
with combination therapy challenging toxicities

e Large time commitment

e Qverall survival data is
immature

MEDICA , ing life
" :1 AL knowledge changing life




EGFR management is not “one size fits all”

EGFR exon 19 del + TP53
3 pleural mets

NED after 4 years of
osimertinib

'y

On osimertinib

Cc .
OF WISCONSIN

Before osimertinib



EGFR management is not “one size fits all”

EGFR exon 19 del +

-
P,

i t‘.\\
A .

knowledge

C(C . S :
OF WISCONSIN Before osimertinib 2 months after osimertinib 9 months after starting osimertinib




Can we use ctDNA to help stratify risk and adapt therapeutic approach?

Week 6 non-clearance Week 6 clearance
0.9+ Osimertinib Comparator EGFR-TKI Osimertinib Comparator EGFR-TKI
0.8 (n=30) (n = 40) (n=134) (n=124)
’ Events, n (%) 23 (77) 34 (85) 66 (49) 99 (80)
0.7 4 2 mPFS, months (95% CI) 11.1 (6.8-13.8) 8.2 (5.0-9.6) 19.8 (15.1-NC) 10.2 (9.5-11.1)
e HR (95% ClI); P value 0.69 (0.40-1.17); P=0.164 0.40 (0.29-0.55); P < 0.0001

Probability of PFS
o
13
L

0.4 4
0.34
024 — Osimertinib non-clearance
; —-——— 3 — — Comparator EGFR-TKI non-clearance
0.1 overall survval e ]H_ - —— Osimertinib clearance
————— — — Comparator EGFR-TKI clearance
0 T T T T T T T T 1
0 3 6 9 12 15 18 21 24 27
Number of patients at risk Time from randomization (months) NCT04410796: Randomized phase 2 trial
— 30 29 23 15 12 7 4 2 0 0 evaluating osimertinib +/- chemotherapy after
_— 34 23 14 9 6 4 0 0 0 failure to clear ctDNA with osimertinib alone.
— 434 131 117 108 90 74 40 15 2 0 .
—-= 124 118 99 76 47 35 14 3 1 0 Currently recruiting.

Gray et al, Clin Cancer Res 2023;29:3340-3351




How | treat metastatic EGFR-mutated NSCLC in 1L

. Individualized approach with shared decision making with ctDNA to help inform decision making

. Single-agent osimertinib remains very reasonable, particularly for:
J Low burden of metastatic disease
J No brain metastases
o EGFR exon 19 deletion
o Frail or elderly patients

o Consider chemotherapy and osimertinib for:
. High-volume/symptomatic brain metastases
. Heavy burden of disease with other poor prognostic markers (L858R, TP53)
. Failure to clear ctDNA after 6 weeks of osimertinib

o Amivantamab + Lazertinib
o Discuss this option, but toxicity and time burden is too much to recommend routinely
o Subcutaneous Amivantamab and Lazertinib is more appealing but not yet approved
o Equal efficacy
. Dramatically decreased IRR, VTE risk, treatment time

knowledge changing life




Treatment after Osimertinib
progression for metastatic, EGFR-
mutated NSCLC




Mariposa-2: Chemotherapy + Amivantamab Prolongs PFS compared with chemo alone

Median progression-free

n survival, months (95% C1)
Amivantamab—chematherapy 131 8.2(6.8-10.9)
Amivantamab—azertinib-chemotherapy 263 8.3(7.1-9.9)
Chemotherapy 263 42(40-45)

Amivantamab-chemotherapy versus chematherapy:

Hazard ratio for disease progression or death, 0.41 (95% C1 0.30-0.54)
Amivantamab—lazertinb—chemotherapy versus chemotherapy

Hazard ratio for disease progression or death, 0.38 (95% C1 0.30-0.48)

B
100 -
3
E 80
g 60
e
=3
g 40 -
E 20 -
&
0
0
No. at risk

Amivantamab-chemotherapy 131
Amivantamab-lazertinib-chematherapy 263
Chemotherapy 263

knowledge changing life

201
139

61
110

9 12 15 18
Months

33 8 0 0

57 23 4 0

19 6 0 0

Passaro et al, Ann Oncol 2024;35:77-90.




Mariposa-2: Chemotherapy + Amivantamab Prolongs intracranial PFS compared with

chemo alone

B Median intracranial
progression-free survival,
n months (35% Cl
A.mmmanm—mmnmrmam 24 NE (5.6-NE)
larertinb-chemotherapy 56 11.1{7.0-13.5)
100 - Chemaotherapy 61 6.3(3.56.5
Amivantamab—chemotherapy versus chemotherapy:
Ha:arﬂmhnfaﬁseaﬁammmmnrmm 0.36 (0.16-0.84)
s b-lazertinib-chemotherapy versus chemotheragy
.g 80 Hazard ratio for disease pruqrmmmueam 0.44 (0.25-0.79)
E g 1 1 -
E E 60 - L‘_ul%— Amivantamab-chematherapy
o) ] i J
s 8
_§ g a0 - Amivantamab-lazertinib-
g § chemaotherapy
2
E 20
0 T T T T 1
0 3 6 9 12 15
Months
No. at risk
Amivantamab—chemotherapy 24 20 13 8 1 0
ab-tazertinib-ch therapy 56 42 22 10 5 1]
Chematharapy 61 32 17 7 1 0
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Figure 3 Intracranial progression-free survival.

Passaro et al, Ann Oncol 2024;35:77-90.



Adverse events increased with chemotherapy+amivantamab

Predominant AEs in the amivantamab-containing

arms were hematologic and EGFR-and MET-related
Most hematologic AEs were transient, with majority occurring in Cycle 1

The safety profile of amivantamab-chemotherapy is consistent
with that of its individual components

Amivantamab-
Chemotherapy 2&';3‘;‘:;::; Lazertinib-
(n=243) (n=130) Chemotherapy
(n=243)
Il

Most common EGFR-, MET-, and Al All Al |
chemotherapy-associated AEs, n (%) grades | STRIES | o jes | Crade:d | grades ,Gradetg

Any AEs 227(93) 117(48) 130 (100) 94(72) 263 (100) 242 (92)

Paronychia 1(0.4) 0 48(37) 3(2) 133(51) N@)

e Rash 12(5) 0 56(43) 8(6) 126(48) 17(6)

Hypoalbuminemia  21(9) 1(0.4) 29(22) 3(2) 104(40) 12(5)

MET | Peripheral edema 15(6) 0 42(32) 2 85(32) 1(04)
Chemotherspy Neutropenia 101(42) S2(21) 74(57) 59(45) 181(69) 144 (55)
Thrombocytopenia 72(30) 22(9) 57(44) 19(15) 158(60) 96(37)

Other | Infusion-relasted  y(04) 0  76(8) 7(5) 148(56) 90)

ICLOr receplior; SAE, serious adverse event; TEAE, (reatment-emengent adverse event.

kn O\A,Vle dge Cl’ AE, adverse event; EGFR, epidermal growth fa

Passaro et al, Ann Oncol 2024;35:77-90.



Chemotherapy + Amivantamab Take Aways

e Chemotherapy + Amivantamab prolongs PFS and intracranial PFS
compared with chemo alone after Osimertinib progression

e Significantly increased toxicity with combination approach

e Consider for fit, highly motivated patients after Osimertinib progression
— Particularly if high MET expression?

knowledge changing life




Summary

 New Standards of Care
— Lorlatinib for treatment naive, stage 4, ALK+ NSCLC
— Osimertinib after chemoradiation for stage 3, unresectable, EGFR-mutated NSCLC
— Durvalumab after chemoradiation for LS-SCLC
— Tarlatamab for ES-SCLC after progression on at least 1 line of therapy

e Still controversial
— Best Immunotherapy strategy for patients with resectable NSCLC

0 Consider additional immunotherapy if no pathologic CR to neoadjuvant chemoimmunotherapy
— Chemotherapy + Osimertinib for "high-risk,” treatment naive, metastatic EGFR-mutated NSCLC

— Chemotherapy + Amivantamab for metastatic, EGFR-mutated NSCLC after progression on
osimertinib

knowledge changing life




Thank you
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