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This educational activity contains discussion of
non-FDA-approved uses of agents and regimens.

Please refer to official prescribing information for
each product for approved indications.
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Clinicians in the Meeting Room

Networked iPads are available.

Review Program Slides: Tap the Program Slides button to review speaker
presentations and other program content.

Answer Survey Questions: Complete the pre- and postmeeting surveys.

Ask a Question: Tap Ask a Question to submit a challenging case or question for
discussion. We will aim to address as many questions as possible during the
program.

ofiifo

For assistance, please raise your hand. Devices will be collected at the conclusion of the activity.




Clinicians Attending via Zoom

Review Program Slides: A link to the program slides will be posted in the chat
room at the start of the program.

Answer Survey Questions: Complete the pre- and postmeeting surveys.

Ask a Question: Submit a challenging case or question for discussion using the
Zoom chat room.

Get CME Credit: A CME credit link will be provided in the chat room at the
conclusion of the program.




About the Enduring Program

* The live meeting is being video
and audio recorded.

* The proceedings from today will
be edited and developed into
an enduring web-based
video/PowerPoint program.

An email will be sent to all attendees when the activity is
available.

* To learn more about our education programs, visit our website,
www.ResearchToPractice.com




Second Opinion: Investigators Discuss How They Apply
Available Clinical Research in the Care of Patients with
Non-Small Cell Lung Cancer with an EGFR Mutation

Friday, May 31, 2024
6:30 PM - 8:30 PM CT (7:30 PM - 9:30 PM ET)

Faculty
Jonathan W Goldman, MD Zofia Piotrowska, MD, MHS
Corey J Langer, MD Joshua K Sabari, MD
Joel W Neal, MD, PhD

Moderator
Helena Yu, MD




. °« o . ‘-- Neil Love, MD
Consulting Clinical Investigators = 75 Research To Practice

W
\\"!‘ A

Miami, Florida

Roy S Herbst, MD, PhD John V Heymach, MD, PhD
Yale Cancer Center The University of Texas
New Haven, Connecticut MD Anderson Cancer Center

Houston, Texas

RESEARCH
TO PRACTICE



Agenda

Module 1: Contemporary Care for Patients with Nonmetastatic Non-Small Cell
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Module 3: Biological Rationale for and Emerging Role of Antibody-Drug
Conjugates in the Management of NSCLC with an EGFR Mutation — Dr Yu

Module 4: Other Emerging Strategies for Relapsed Metastatic NSCLC with an
EGFR Mutation — Dr Sabari

Module 5: Current and Future Management of NSCLC with an EGFR Exon 20
Insertion Mutation — Dr Piotrowska

Module 6: Management of Toxicities Associated with Available and Emerging
Therapies for NSCLC with an EGFR Mutation — Dr Neal
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Consulting Faculty Comments

ADAURA and LAURA trials: Integration of adjuvant osimertinib

Dr Roy S Herbst Dr John V Heymach
(New Haven, Connecticut) (Houston, Texas)

RESEARCH




QUESTIONS FOR THE FACULTY

Are there any circumstances in which you would use
adjuvant osimertinib for a patient with Stage IA disease
with an EGFR mutation outside of a clinical trial today?




Consulting Faculty Comments

Initial treatment approach for localized disease
with an EGFR mutation

Dr John V Heymach (Houston, Texas)




QUESTIONS FOR THE FACULTY

Are there patients for whom you would currently offer
osimertinib in lieu of adjuvant chemotherapy?

Among patients with Stage IB, Il and lll disease in ADAURA,
was there a notable difference in 5-year overall survival
between individuals who did and did not receive
chemotherapy?




QUESTIONS FOR THE FACULTY

Has osimertinib replaced durvalumab as consolidation
therapy for all patients with Stage Il disease with an

EGFR mutation?

Are there any situations in which you would still
consider durvalumab?




Consulting Faculty Comments

Potential role of ctDNA assays in the adjuvant setting

Dr Roy S Herbst (New Haven, Connecticut)
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QUESTIONS FOR THE FACULTY

What, if any, is the future role of ctDNA assays for
localized or locally advanced lung cancer?




Penn Medicine

Abramson Cancer Center

Division of Hematology & Oncology

Contemporary Care for Pts with Nonmetastatic EGFR-Mt (+) NSCLC

State-of-the-Art - 2024

Corey J. Langer, MD, FACP
Director of Thoracic Oncology
Abramson Cancer Center
Professor of Medicine
Perelman School of Medicine
University of Pennsylvania
Philadelphia, PA 19104

Corey.langer@uphs.upenn.edu
CP: 215-806-6152

I e
May 2024: RTP, FL


mailto:Corey.langer@uphs.upenn.edu

. Incidence of targetable EGFR mutations in localized, locally advanced and
metastatic NSCLC; optimal timing of and method for EGFR testing

. Long-term data, including overall survival (OS) outcomes and rates of CNS
disease recurrence, from the Phase Ill ADAURA trial evaluating adjuvant
osimertinib for patients with completely resected Stage IB to IlIA EGFR mutation-
positive NSCLC

. Ongoing efforts (eg, NeoADAURA, ADAURA2, PACIFIC-4, TARGET) seeking to
further define the role of osimertinib in localized NSCLC

. Emerging positive data from the Phase Ill LAURA trial assessing osimertinib after
chemoradiation therapy for patients with unresectable, Stage lll EGFR-mutated

NSCLC (plenary paper at ASCO 2024)

X Penn Medicine

." Abramson Cancer Center



More than 50% of pts with non-squamous NSCLC have oncogenic

drivers that potentially drive treatment choices

Early Stage

Metastatic Stage

FGFR1 or FGFR2 0.7% RIT10.2%
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Data from TCGA (Sanchez-Vega et al.'”, Ellrott et al.'”” and Data from MSK-IMPACT (Jordan et al.*) and
Hoadley et al.'), Imielinski et al."* and Kadara et al.'** (n = 741) FoundationOne (Frampton et al."®) panels (n = 5262)
- Skoulidis F, et al. Nat Rev Cancer. 2019;19(9):495-509. Penn Medicine
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Phase lll studies of adjuvant (first gen) EGFR TKis vs
chemotherapy in resected EGFR mutation positive NSCLC

ADJUVANT/ EVIDENCE IMPACT
CTONG 1104
Design Gefitinib 2 years Icotinib 2 years Gefitinib 2 years
v v v
Chemotherapy Chemotherapy Chemotherapy
Phase 3, n=222 Phase 3, n=322 Phase 3, n=232
Free (HR, 0.60; p=0.0054) (HR 0.36, p<0.01) (HR, 0.92; p=0.63)
Survival \/ \/ X

Overall mOS: 75.5 vs 62.8 mo mOS: NR vs NR
(HR 0.92; p=0.674) (HR, 1.03; p=0.89) X

Survival

X X

Zhong Lancet Oncology 2018; Zhong JCO 2021; He Lancet Respir Med 2021;Tada JCO 2022
- |

} PRESENTED BY: Benjamin Sol MBBS, PhD Pel’ll’l MediCine
2023 ASCO RERE A Solomon BJ et al. ASCO 2023;Abstract LBA3.

ANNUAL MEETING Abramson Cancer Center




ADAURA: Positive for primary endpoint Disease Free
Survival - initial analysis (2020)

Osimertinib 80 mg, . .
Patients with completely once daily ADAURA primary DFS analysis (stage IB—IIIA)*
resected il *Study reported early on recommendation of IDMC
stage* IB, Il, llIA NSCLC with o
EGFR mutations (L858R or Random zation i
Exon 19 del), with or without (N=682) 0'9 1
adjuvant chemotherapyt 0'8
L Z 07 -
2 06 -
2 05
=3 04 - Median DFS, months (95% CI)
g 0.3 - Osimertinib NR (NC, NC)
02 27.5 (22.0, 35.0)
01 - HR (99.12% CI) 0.20 (0.14, 0.30) Maturity: 29%
p<0.0001 osimertinib, 11%; placebo, 46%

|=|) FDA approval December 2020 o — T T T T T T T 1
r A pp 0 6 12 18 24 30 36 42 48 54

Time from randomization (months)
No. at risk

) L } Osimertinib 339 313 272 208 138 74 27 5 0 -

Regulatory approval in 98 additional countries R = & B TR 'R & R B 1 :

(not always with accompanying reimbursement) Herbst LBA5, ASCO Plenary session 2020 (Virtual): Wu et al. NEJM 2020
- r 1

| Penn Medicine
Solomon BJ et al. ASCO 2023;Abstract LBA3. Abramson Cancer Center



Adjuvant osimertinib has significantly improved CNS DFS

CNS metastases are a poor prognostic factor among patients with NSCLC, and are associated with

deterioration in quality of life’

Improved CNS efficacy with osimertinib treatment

* Osimertinib has shown
greater penetration of the
blood-brain barrier and
higher exposure in the
brain compared with other
EGFR-TKIs*4

*«  Adjuvant osimertinib
demonstrated CNS DFS*
benefit vs placebo in both
the stage II—IlIA and
IB—IIIA populations®®

T Pelers el 2l Coroer Trey. Rev 201649138162 2. Colckcugnel ¥, BEur ) Cancer 20568 528 2, Ballardel 3l Sl CancerRes 201222

2023 ASCO #ASCO23 prReEsENTED Ev: ROY S. Herbst

ANNUAL MEET

CNS DFS probability

1.0
0.9
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0.7
0.6
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0.3
0.2
0.1
0.0

No. at risk
Osimertinib
Placebo

24 Vstvanshanelal CanosrRes 2012,
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SLooondenos prderesl UNG sl neivoes sysiem, OF D cissaxel e sutaesd AS O “"‘ I '\N’
ECFR_cpicermal grox thsctor rosoetis ECFRm, ECFR MUt C UNICAL ONC
rNC 1

Herbst RS et al. ASCO 2023;Abstract LBA3.

ADAURA updated CNS DFS analysis®>® (stage lI=IIIA)

JCO January 2023

Median CNS DFS, months (96% CI)

NR (65.8, NC)

NR (NC, NC)

HR (95% CI)

0.24 (0.14, 0.42) Maturity. 13%

osimearinih, 9% placebo, 17%

I 1 I ) 1 ] I 1 ' L)
18 24 30 36 42 48 54 60 66 72
Time from randomization (months)

202 196 192 175 138 90 45 20 2 o
126 107 91 74 61 41 23 1" 1 0
al cut-cit Ap-i 11, 2022,
‘CHE "°a Snts wirs dained as r s L.u‘ nm TR (-:a:m.'.':-w rau:a
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Penn Medicine
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Updated/Final DFS analysis (2022)

- Updated DFS curves at protocol specified
maturity ~ 50% showed HR 0.23
(stage II/1lIA); HR 0.27 (stage IB-IlIA)

- Reduced risk of CNS recurrence (HR 0.24)

ADAURA updated DFS analysis (stage Il/llIA)
Data cut off: April 2022

DFS (probability)

Does the improvement in DFS
translate to improved Overall

014 —™ Osimertinib

Survival? - _—
0 5 12 18 24 30 36 42 48 54 60 66 72
Time Since Random Assignment (months)

—
Duration of Osimertinib
treatment Herbst, Wu et al. JCO 2023

2023 ASCO #ASCO23 pRESENTED BY:  Benjamin Solomon MBBS, PhD ASCO) By
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=2 renn lvledicine

Solomon BJ et al. ASCO 2023;Abstract LBA3. Abramson Cancer Center



Osimertinib improves Overall Survival in resected
EGFR mutation positive NSCLC
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- 1.0 =t i triiht —— ?5%
86% | il 89%
'-? 0.8 —
| i g 0:5 —
. ; 0.4 —
HR 0.49, Absolute benefit 5 years .., HRO0.49,
p=0.0004 ‘ 12% 24 p<0.0001
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Time from randomization (months)

Fish tail OS curves
as opposed to
“banana” shaped

OS curves

Absolute benefit 5 years

Time from randomization (months)

66

I I I 1
72 78 84 90

- Early but protocol pre-specified final analysis with 21% maturity and ~60

months median follow up

- Subsequent treatment: More patients in placebo arm received EGFR TKiIs

(88% vs 76%)

2023 ASCO #ASCO23 PRESENTED BY: Benjamin Solomon MBBS, PhD
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Benefit regardless of adjuvant chemotherapy

HR 95% Cl
Adjuvant Yes —_— I 0.49 0.30, 0.7
chemotherapy No : . | 0.25,0.83
0.1 1.0 10.0
Overall survival HR (95% CI)
Favors osimertinib Favors placebo
With adjuvant chemotherapy Without adjuvant chemotherapy
, I p— ‘ . 1.0 ~
' LI : T . Ly 1 By "--_h_‘_ 0,
g il iy Osimertinib g’ 0.9 - it ;Mﬁwwmmmb
E 0.8 4 : § 0.8 - :
o 07- | T7% o 0.7 1,
2 0.6 - I Placebo Q 0.6 I
r— | = I
.g 0:5 | I .g 0.5 4 | Placebo
e 04 1 c 044 I
® 03] : » 03] :
E 0.2 4 Overall HR (95% CI) ! ©® 0.24 Overall HR (95% CI) !
¢ 0.1 0.49 (0.30, 0.79) : 9 0.1J 0.47 (0.25, 0.83) ;
O o0 | O o0 |
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ADAURA Conclusions

ADAURA is the first phase 3 study of a targeted therapy in the adjuvant setting for
NSCLC to demonstrate an overall survival benefit

- firmly establishes adjuvant osimertinib as the standard of care for resected
EGFR mutation positive NSCLC and mandates EGFR mutation testing in early-
stage NSCLC

ADAURA is a groundbreaking trial in lung cancer moving targeted therapies from
advanced disease to the early-stage setting — opening a new chapter for precision
medicine with targeted therapy for early-stage NSCLC

2023 ASCO'  JPIYITl  rreseveo o Benjamin Solomon MBBS, PhD ASCO) Snstisns
ANNUAL MEETING S 00 ... KNOWLEDGE CON QUERS CANCER
Penn Medicine

Solomon BJ et al. ASCO 2023;Abstract LBA3. Abramson Cancer Center



ADAURA Conclusions
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ADAURAZ2: Study Design

Adult participants with completely resected
stage IA2 or |IA3* EGFRm NSCLC

Key eligibility cnterla

Confirmed pnmary nonN-squamous
pathological stage IA2 or IA3 (>1cm and
<3cm in size) NSCLC*

alone or in combination with other EGFR
mutations
+  Complete (RO) surgical reseclion of the
primary tumor with negative margins (by
lobectomy, segmentectomy or sleeve
resection)
. Tumor sample submission for central
pathology assessment of:
— Invasive tumor size
—  Presence of lymphovascular invasion
—  Tumor histology
+  WHO performance status 0/ 1
. No pre- / post-operative radiotherapy or
systemic therapy
*  Not eligible for any other local SOC
treatment

Stratification by:
Risk (high risk vs low riskT)
EGFR mutation type

(Exon19del vs L858R)
Race (Chinese Asian vs
non-Chinese Asian vs
non-Asian)

- FPI:
. LPI:

02-21-22
08-02-27

Pls: Jonathan Goldman, UCLA; Yauhiro Tsutani, Japan

Osimertinib 80 mg
PO QD

Randomization 1:1
(N=380) —

3-year treatment duration
until treatment completion,

discontinuation, or disease
recurrence

Tsutani Y et al. Clin Lung

Cancer. 2023;24(4):376-380.

Primary endpoint:
DFS per investigator assessment in
high-riskt stratum

Swondaly endpoints:

DFS in overall population
*  OS in high-risk! stratum
* OS in overall population

*  HRQoL

+  Safety / tolerability
+ PK

» CNSDFS

Penn Medicine

Abramson Cancer Center



TARGET Trial:

Phase Il in sensitizing and atypical EGFR mt (+) IB-llIIA

Key inclusion criteria

218 years (Taiwan 220 years)*
WHOPSO0/1

Confirmed primary non-squamous
EGFRm stage Il to llIB" NSCLC

Complete surgical resection with
negative margins

MRI or contrast CT brain scanning
is required pre-surgery or
pre=enrolment

EGFR mutations (common or
uncommon, excluding Ex20ins)*

Max, interval between surgery
and treatment:

» 10 weeks without
adjuvant chemotherapy

« 26 weeks with
adjuvant chemotherapy

Common EGFR mutations
(Ex19del or L858R) cohort: n=150 patients

Primary endpoint:
DFS%at 5 years

Secondary endpoints:
DFS%at 3 and 4 years;
OS at 3, 4 and 5 years;
safety and tolerability;
type of recurrence;
CNS metastases

Uncommon EGFR mutations
(G719X, L861Q, and/or S768l) cohort: n=30 patients

Osimertinib
Adjuvant 80 mg orally QD
chemotherapy for 5 years or
per investigator until recurrence,
and patient discontinuation
choice or death

Osimertinib
Adjuvant 80 mg orally QD
chemotherapy for 5 years or
per investigator until recurrence,
and patient discontinuation
choice or death

Secondary endpoints:
DFS%at 3, 4, and 5 years;
safety and tolerability;
type of recurrence;

CNS metastases

Soo RA et al. Clin Lung Cancer. 2024;25(1):80-84.

Radiographic scans
(preferably CT, or MRI)

will be performed at
baseline and for disease
recurrence at weeks 12
and 24 and then every 24
weeks thereafter until

study completion, disease
recurrence, or death. In
addition to pre-surgery or
pre-enrolment brain scans
(preferably MRI, or contrast
CT), brain scans will be
required at recurrence and
as clinically indicated during
treatment and follow-up

Penn Medicine

Abramson Cancer Center



NeoADAURA

Placebo QD PO +
carboplatin AUCS IV or cisplatin
75 mg/m? + pemetrexed :

Key inclusion criteria: 500 mg/m? [Vt By  Aduvant
« Age 218 years (3 cycles [21 days/cycle], Q3W) Invegtlgator Follow up to
« Primary non-squamous St 80 mo 0D PO MPR choice for EFS event’ or

stage IHIB N2 NSCLC* /R : guUL O+ 8 optimal care withdrawal
* Resectable disease R g Carboplatin A2UC5 IV or cisplatin fYig  (including | of consent,
» Confirmed EGFRm 75 mg/m* + pemetrexed osimertinib?) if sooner;

(Ex19del/L858R) 500 mg/m? V7 (3 cycles e |EFS, DFS & 0S
+ECOG PS 0/1 [21 days/cycle], Q3W) e chemotherapy

Osimertinib 80 mg QD PO
(29 weeks)
+ Target: 350
FPI: 12-16-20
LPI: 07-05-24
5 J

» Pls: Tsuboi, ...Chaft, J Frontiers Oncology 2021 Penn Medicine

Abramson Cancer Center



PACIFIC-4 post SBRT

Phase lll, randomized, placebo-controlled, double-blind multi-center study assessing the

efficacy and safety of durvalumab versus placebo following SoC SBRT in pts with
unresected clinical stage I/l LN (-) (T-T3NOMO) NSCLC

Figure 1 Study design » Later amended to have a 2" EGFR mt

(+), phase Il cohort, assigned to

N2630
SP ROEEENS 530T1c-T3

100 T1a/b Durva 1500 mgq 4 wks
x 24 mos

Osimertinib after completion of SBRT
% N =60

Inclusion Criteria Patient Sereening 11
+ Clinkcal Stage Wl

node negative S$OC

(T4~ TSNO) oo definitive

+ Medicaly SBRT'
Inoperable or Collect Baseline

refuse surgery IDNA Placeboq 4 wks

* Primary objective: PFS by BICR for Durva
N 300 $8RTI conpiee w7 daysct [ORTU See vs Placebo in Stage Tic — TBNOMO iNSCLC
e e * Secondary objectives: OS, LCSM, PKs,

« Contral vs

peripharal immunogenicity, Sx and health-related

QoL
* Tertiary: Assess PFS in EGF mt (+) cohort
» Study opening: 03-06-19
* Projected closure: 03-31-26
. I

Penn Medicine

Robinson CR et al. ASCO 2023;Abstract TPS8607. Abramson Cancer Center



Segueing EGFR TKis into LA-NSCLC




PACIFIC: Phase 3, Randomized, Double-blind,
Placebo-controlled, Multicenter, International Trial

Unresectable Stage IIl NSCLC

Durvalumab Primary endpoints
without progression after definitive 10 ma/ka 2w f to 12 th .
platinum-based cCRT* (22 cycles) Uit QZa LT D LD A Za L LALLE * PFS (BICR) using

N =476 RECIST v1.1%
18 years or older
1-42 days . 0S
WHO PS score 0O or 1 post-cCRT 2:1 randomization,
stratified by age, sex, and Key secondary endpoints

If available, archived pre-cCRT tumor y 29 Y ry P

smoking history
tissue for PD-L1 testing® « ORR, DoR, and TTDM
(BICR) using RECIST v1.1

Patients enrolled irrespective Placebo

of PD-L1 status q2w for up to 12 months « Safety

N = 713 randomized N =237 » Patient-reported outcomes

» Updated analyses of OS and PFS, assessed ~5 years after the last patient was randomized
(data cutoff: 11 January 2021; exploratory, post-hoc analysis)

. Treatment effects were estimated using stratified log-rank testsin the ITT population

. Medians and yearly landmark rates were estimated using the Kaplan—Meier method

Spigel et al., JCO 2022
. 1

Penn Medicine

Abramson Cancer Center



Updated OS (ITT)

1.0 — No. of events/ Median OS
total no. of patients (%) (95% Cl), months
09 —]
Durvalumab 264/476 (55.5) 47.5(38.1-52.9)
08 — Placebo 155/237 (65.4) 29.1(22.1-35.1)
stratified HR (95% Cl): 0.72 (0.59—-0.89)
8 07 = : Stratified HR from the primary analysis (95% Cl):12 0.68 (0.53-0.87)
.6
S 06— 1
- ' 49.7%
= 1
— 0.5 — 1
2 1
2 |
B 04 —] X
- 1
O 1
03 — .
1
02 — :
OSHR=0.72 i
{95% CI: 0.59-0.89) 1
01 — .
1
]
e 1 [ | | | | | |
01 3 6 9 12 15 18 21 75
No. at risk

Durvalumab 476 464 431 414 385 364 343 318 298 289 273 264 252 241 236 227 218 207 196 183 134 91 40 i8 2 0o

Spigel et al., JCO 2022

Penn Medicine

Abramson Cancer Center



Abstract 8541 ASCO 2022:

Durvalumab (durva) after chemoradiotherapy (CRT) in
unresectable, stage lll, EGFR mutation-positive (EGFRm) NSCLC:
Post hoc subgroup analysis from PACIFIC.

Placebo Durvalumab

PACIFIC = — -
* 713 pts enrolled, 35 had EGFR A, % 64 46

mutations (2/3 exon 19/21, 1/3 “other”) I":: // 2: 584

* For all pts — OS HR 0.68, PFS HR 0.52 Asian, % 55 63

* Of 35 EGFR mutation+ pts, 24 rec'd PD-L1 <25% 36 67

durva, 11 pbo Med PFS, mo 11.2*
Med OS, mo 46.8**

* HR 0.91 (0.39, 2.13)
**HR 1.02 (0.39, 2.63)

ORR, % 26.1

X Penn Medicine

." Abramson Cancer Center



Rationale for Consolidation Tx with Targeted Tx in

Oncogenic-Driven LA-NSCLC

» Their empiric use, either as consolidation or concurrently with chemoradiation, in absence
of clear cut oncogenic drivers, has failed to yield an OS benefit

 SWOG-0023 and RTOG-0617 are examples

» Similarly, Durvalumab in the EGFR mt (+) population in PACIFIC has not resulted in any
PFS or OS advantage

» In retrospective analysis, pts with EGFR mt (+) LA-NSCLC receiving an “appropriate” TKI
fared better than those receiving CPI or undergoing observation

Penn Medicine

Abramson Cancer Center



Consolidation EGFR-Tyrosine Kinase Inhibitor

vs. Durvalumab vs. Observation in Unresectable
EGFR-Mutant Stage Il NSCLC

A.H. Nassar*, E. Adib#, D. Kaldas, J. Feng, T. AbuAli, J. Aredo, B. Fitzgerald, J. Bar, R. Thummalapalli, K. Parikh, R. Whitaker, L. Chen, J. Harris, A.
Ayanambakkam, S. Farid, D. Owen, J. Sharp, A.l. Velazquez, M. Ragavan, A. D'aiello, H. Cheng, Z. Piotrowska, M. Wilgucki, J.E. Reuss, T. Patil, Y.
Nie, J. Baena Espinar, H. Luders, C. Grohe, K. Sankar, M. Nagasaka, Y.P. Ashara, D.J. Kwiatkowski, R. Mak, A. Amini, A. Lobachov, J.J. Lin, T.
Marron, H. Yu, J.W. Neal, H.A. Wakelee, F.A. Shepherd, T.J. Dilling, J.E. Gray, A.R. Nagash*, S.B. Goldberg*, S.Y. Kim*

# Co-first authors

*Co-senior authors Am|n Nassar
Yale University
United States

Penn Medicine
Amin Nassar, MD WCLC 2023 Abramson Cancer Center



STUDY DESIGN & PATIENT DEMOGRAPHICS

Multi-institutional retrospective analysis

including 24 institutions
)

Inclusion Criteria:

= age 18 treated years 2015

later

(2) Stage lll, locally advanced,
unresectable NSCLC with
EGFR-sensitizing mutation

(3) Received =22 cycles of
platinum-based concurrent
chemoradiation

(4) No disease progression at time

of initiation of consolidation /

treatments
Co-primary endpoints: Disease-free survival (DFS) and overall
survival (OS)*
Secondary endpoints: Consolidation treatment-related adverse
events (trAE), central nervous system disease-free survival (CNS
DFS)

#multivariable including nodal status (N stage), stage 11l A/B/C AJCC 8th, and age

—~
—_—
N—"

Amin Nassar, Yale University, United States

Baseline characteristics

it Total Osimertinib Durvalumab Observation P-value
ngisr;’ g?t?r?ign (N=136) (N=33) (N=56) (N=47)
Age — Median (IQR) 66 [57, 72] 65 [60, 72] 67 [56, 71] 64 [57, 72] 0.8
Sex — Female 88 (64.7%) 22 (66.7%) 34 (60.7%) 32 (68.1%) 0.7
Race 0.2
Consolidation White 88 (64.7%) 22 (66.7%) 33 (58.9%) 33 (70.2%)
Durvalumab Asian 36 (26.5%) 9 (27.3%) 20 (35.7%) 7 (14.9%)
Black 6 (4.4%) 1(3.0%) 2 (3.6%) 3 (6.4%)
Smoking 0.06
Former/Current 55 (40.4%) 10 (30%) 32 (1.8%) 27 (57.4%)
Observation Never 81(59.6%) 23 (69.7%) 38 (67.9%) 20 (42.6%)
PD-L1 TPS* 04
<1% 35 (37.2%) 10 (40%) 15 (31.3%) 10 (47.6%)
>1% 59 (62.8%) 15 (60%) 33 (68.8%) 11 (52.4%)
Stage 0.31
A 52 (38.2%) 11 (33.3%) 20 (35.7%) 21 (44.7%)
B 68 (50.0%) 15 (455%) 30 (53.6%) 23 (48.9%)
ne 16 (11.8%) 7 (21.2%) 6 (10.7%) 3 (6.4%)
*Tumor proportion score
@ Penn Mgdicine
@AminNassarMD, WCLC 2023 Abramson Cancer Center



DISEASE-FREE AND OVERALL SURVIVAL

A) Disease-Free Survival B) Overall Survival

| Osimertinib Consolidation Osimertinib Consolidation Subsequent systemic therapy after
;g | ~ Obonatan Consolidation ;g - ~ Bbaenanan Consolidation consolidation treatment or observation
. | .
0.81 0.81 :
2 o7 ! > o7 Subsequent systemic therapy
= ' | =
g 06 | 8 o9 Arm EGFRTKI 10 Other Total
© 051 | o 057
o ] I o 04
0 0.4 0 P . o
L 03] o 03 Osimertinib 1 (3%) 1(3%)  1(3%) 3 (3.7%)
021 p<0.0001 ! 02{ p=0.31
I -
- | g; Durvalumab 37 (66%) 1(1.8%) 3(5.4%) 41 (51%)
0.01 . V1
0 0 o % 18 %0 0 12 24 36 48 60 72 8 9
Time (months) Time (months) Observation 35(74%) 1(2.2%) 1(2.2%) 37 (46%)
Number at risk Number at risk
i ini Osimertinib | 33 22 13 4 1 0 0 0 0
Somenne S 3 ! 0 Duvalmab| 58 53 43 3 18 4 0 0 0 Total 73 (90%) 3 (3.7%) 5(62%) 81
Observation | 47 18 12 8 2 2 Observation| 47 42 33 26 20 11 6 2 1
(') 1'2 2'4 3I6 4I8 6I0 0 12 24 36 48 60 72 84 96

Time (months) Time (months)

24-month CNS Relapse: Osimertinib: 6.7% (95% CI, 1.7-32); Durvalumab: 17% (95% CI, 8.1-30);
Observation: 11% (95% CI, 3.8-25)

Penn Medicine
Amin Nassar, Yale University, United States @AminNassarMD, WCLC 2023 Abramson Cancer Center



Rationale for Consolidation Tx with Targeted Tx in

Oncogenic-Driven LA-NSCLC

» Their empiric use, either as consolidation or concurrently with chemoradiation, in absence
of clear cut oncogenic drivers, has failed to yield an OS benefit

 SWOG-0023 and RTOG-0617 are examples

» Similarly, Durvalumab in the EGFR mt (+) population in PACIFIC has not resulted in any
PFS or OS advantage

» In retrospective analysis, pts with EGFR mt (+) LA-NSCLC receiving an “appropriate” TKI
fared better than those receiving CPI or undergoing observation

» Outcome data from ADAURA in resectable EGFR mt (+) NSCLC and ALINA in resectable
ALK (+) NSCLC would suggest that a similar approach in LA-NSCLC is worthwhile

Penn Medicine

Abramson Cancer Center



LAURA: Study Design

Phase lll, randomized, double-blind, placebo-controlled

Part |l Screening:
Eligibility
confirmation (28 days)

Post-CRT imaging: CR,PR,SD

Part | Screening: Determination of
EGFRm?

Confirmed eligibility

and randomization Treatment and follow-up

N=200 Osimertinib

Stage — cCRT 80 mg QD Open-label
HIA/INB/NC Following CRT randomization osimertinib Post-
EGFRm 2:1 Until objective Optional: Post- progression
NSCLC (osimertinib vs placebo) radiological disease progression, followed for
(Ex19del or progression per patients receiving PFS2°
L858R) Stratification: RECIST v1.1 by BICR osimertinib may TFST, TSST
Curative cCRT vs sCRT continue on open- and OS
intent - sCRT stage IlIA vs stage IIIB/IIIC label osimertinib
China vs non-China® Placebo —_—

LAURA Trial (NCT03521154)

Osimertinib Maintenance After Definitive Chemoradiation in A — plen 2024
Unresectable EGFR Mutation+ Stage Il NSCLC SCO p e ary 0
Primary Endpoint- BICR- confirmed PFS

Secondary Endpoints- CNS PFS, OS, PFS by mutation status, safety . e
15 pt- July 2018 Penn Medicine

Expected results- late 2022 Abramson Cancer Center




Conclusions: LA-NSCLC

» PACIFIC remains the SOC

» Optimal approach in PD-L1 0% is uncertain; “default” for now
remains Durvalumab post CT-XRT

» Strongly suspect pts with oncogenic driven tumors will benefit
from “appropriate” bio-marker specific TKls

Penn Medicine
Abramson Cancer Center



Osimertinib demonstrated overwhelming efficacy benefit for patients with unresectable,
Stage Il EGFR-mutated lung cancer in LAURA Phase Il trial

PUBLISHED 19 February 2024
First EGFR inhibitor and targeted treatment to demonstrate
progression-free survival benefit in Stage Ill setting

Positive high-level results from the LAURA Phase Il trial showed osimertinib demonstrated a statistically significant and highly clinically
meaningful improvement in progression-free survival (PFS) for patients with unresectable, Stage Il epidermal growth factor receptor-
mutated (EGFRm) non-small cell lung cancer (NSCLC) after chemoradiotherapy (CRT) compared to placebo after CRT.

Overall survival (OS) data showed a favorable trend for osimertinib, although data were not mature at the time of this analysis. The trial
will continue to assess OS as a secondary endpoint.

Each year an estimated 2.4 million people are diagnosed with lung cancer globally with 80-85% of patients diagnosed with NSCLC, the most
common form of lung cancer.!-3 Approximately 10-15% of NSCLC patients in the US and Europe, and 30-40% of patients in Asia, have EGFR
mutations.*” More than one in six patients with NSCLC are diagnosed with unresectable Stage Il disease (15%).8

Suresh Ramalingam, MD, Executive Director of Winship Cancer Institute of Emory University, Atlanta, US, and principal investigator in the trial,
said: “These results represent a major advance for patients with Stage Ill EGFR-mutated lung cancer who have a high propensity for
early progression and spread to the brain, and where no targeted therapy is available. LAURA shows osimertinib can provide impactful

clinical benefit and could become the first targeted treatment option for patients with Stage Il disease.”

The safety and tolerability of osimertinib in the LAURA trial was consistent with its established profile and no new safety concerns were reported
with osimertinib maintenance treatment following CRT.

X Penn Medicine

." Abramson Cancer Center




Agenda

Module 1: Contemporary Care for Patients with Nonmetastatic Non-Small Cell
Lung Cancer (NSCLC) with an EGFR Mutation — Dr Langer

Module 2: Evolving First-Line Treatment for Metastatic NSCLC with an EGFR

Mutation — Dr Goldman

Module 3: Biological Rationale for and Emerging Role of Antibody-Drug
Conjugates in the Management of NSCLC with an EGFR Mutation — Dr Yu

Module 4: Other Emerging Strategies for Relapsed Metastatic NSCLC with an
EGFR Mutation — Dr Sabari

Module 5: Current and Future Management of NSCLC with an EGFR Exon 20
Insertion Mutation — Dr Piotrowska

Module 6: Management of Toxicities Associated with Available and Emerging
Therapies for NSCLC with an EGFR Mutation — Dr Neal

RESEARCH
TTTTTTTTTT




Consulting Faculty Comments

Choosing optimal first-line therapy for metastatic disease with an
EGFR mutation; role of amivantamab

Dr Roy S Herbst Dr John V Heymach
(New Haven, Connecticut) (Houston, Texas)

RESEARCH




QUESTIONS FOR THE FACULTY

What is your current first-line therapy for a younger patient
with NCSLC with an EGFR mutation and CNS metastases?




QUESTIONS FOR THE FACULTY

What is your current first-line therapy for a patient who

experiences disease progression while receiving adjuvant
osimertinib?

Does this change at all for someone who completed 3 years
of osimertinib before disease progression?




QUESTIONS FOR THE FACULTY

If amivantamab/lazertinib are approved as first-line
treatment, for which types of patients will you prioritize
this regimen?




The Evolving First-Line Treatment Options for
Metastatic EGFR Mutation-Positive NSCLC

Jonathan W. Goldman, MD

Associate Professor, UCLA Hematology & Oncology
Director of Clinical Trials in Thoracic Oncology
Associate Director of Drug Development



First-Line EGFRm NSCLC

Landmark Studies

FLAURA: PFS and OS benefit with up-front osimertinib
monotherapy

FLAURAZ2: Osimertinib combined with chemotherapy versus
osimertinib alone

MARIPOSA: Amivantamab and lazertinib versus osimertinib

(V/elW'W David Geffen School of Medicine



FLAURA Trial: osimertinib vs 1st Gen TKI

e NEW ENGLAND
JOURNAL o MEDICINE

ESTABLISHED IN 1812 JANUARY 11, 2018

for the FLAURA Investigators*

Osimertinib in Untreated EGFR-Mutated Advanced
Non—Small-Cell Lung Cancer

J.-C. Soria, Y. Ohe, J. Vansteenkiste, T. Reungwetwattana, B. Chewaskulyong, K.H. Lee, A. Dechaphunkul,
F. Imamura, N. Nogami, T. Kurata, |. Okamoto, C. Zhou, B.C. Cho, Y. Cheng, E.K. Cho, P.J. Voon, D. Planchard,
W.-C. Su, J.E. Gray, S.-M. Lee, R. Hodge, M. Marotti, Y. Rukazenkov, and S.S. Ramalingam,

VOL. 378 NO. 2

Soria JC, Ohe Y, Vansteenkiste J, et al. NEJM 2018;378:113-125.

Patients screened
(N=994)
Notrandomized (n=438)
+ Eligibility criteria not fuffilled (n=417)
.| + Death(n=7)
| « Patientdecision(n=11)
v » Lostto follow up (n=1)
N + Other (n=2)
Randomized
(n=556)
|
v v

Allocated to osimertinib (n=279) (intent-to-treat)
» Received at least one dose of allocated treatment (n=279) (safety analysis set)
+ Didnot receive allocated treatment (n=0)

Allocated to comparator EGFR-TKI (n=277) (intent-to-treat)

» Received at least one dose of allocated treatment (n=277) (safety analysis set)
* Received gefitinib (n=183)
* Received erlotinib (n=94)

» Didnot receive allocated treatment (n=0)

|

|

Ongoing osimertinib treatment at time of data cutoff (n=61)
Discontinued treatment (n=218)

» Disease progression (n=153)

+ Adverse event (n=41)

* Patient decision (n=18)

+ Other* (n=6)

Ongoing comparator EGFR-TKI treatment at time of data cutoff (n=13)
Discontinued treatment (n=264)

» Disease progression (n=199)

« Adverse event (n=52)

« Patient decision (n=8)

+ Other* (n=4)

« Severe protocol non-compliance (n=1)

*Any reason not specifically recorded; for example, subject died.

EGFR denotes epidermal growth factor receptor, TKI tyrosine kinase inhibitor.

Ramalingam SS, Vansteenkiste J, Planchard D, et al. NEJM 2020 0;382:41-50.

J[6o/NV'\ David Geffen School of Medicine



FLAURA: Landmark survival rates and the number of patients continuing to receive
the first-line trial drug were consistently higher in the osimertinib group.

Table 1. Overall Survival and Continuation of First-Line Trial Drug.*

Variable

Overall survival — % (95% Cl)
At 12 mo
At 24 mo
At 36 mo

Patients continuing to receive first-
line trial drug — no. (%)

At 12 mo
At 24 mo
At 36 mo

Osimertinib

(N=279)

89 (85-92)
74 (69-79)
54 (48-60)

194 (70)
118 (42)
78 (28)

Comparator EGFR-TKI

(N=277)

83 (77-87)
59 (53-65)
44 (38-50)

131 (47)
45 (16)
26 (9)

* In the comparator group, patients received one of two tyrosine kinase inhibi-
tors of epidermal growth factor receptor (EGFR-TKI): gefitinib or erlotinib.

Grade 3 AE rate also favored osimertinib: 42% vs 47%.

Ramalingam SS, Vansteenkiste J, Planchard D, et al. NEJM 2020 0;382:41-50.

(V/elW'W David Geffen School of Medicine



FLAURA: PFS and OS Benefit

A Progression-free Survival in Full Analysis Set i
Nc?. of Median Progression-free Survival Hazard ratio, 0.80 (95.05% CI, 0.64-1.00
Patients (95% CI) 0.9 P-0.046
mo
Osimertinib 279 18.9 (15.2-21.4) 0.8
Standard EGFR-TKI 277 10.2 (9.6-11.1)
Hazard ratio for disease progression or death, S o
0.46 (95% Cl, 0.37-0.57) s
P<0.001 @ 0.6
§ 1.0+ ?_, '
£ § o5
'§ 0.8+ % Osimertinib
D o £ 04
§° e Osimertinib 3 . :
& g -5 034 Median Overall Survival Comparator EGFRTK]
own 0.4 a (95%C)
Z - mo
l‘-: 0.2- Osimertinib ~ 38.6 (34.5-41.8)
S Standard EGFR-TKI o e
& 00 I o s puaiiosmadt, . ¥ GFR-TKI
O 3 6 9 12 15 18 21 24 27 00 T T T T T T T T T T T T T T T T T 1
Month 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54
No. at Risk Months since Randomization
Osimertinib 279 262 233 210 178 139 71 26 4 0 No. at Risk
Standard 277 239 197 152 107 78 37 10 2 0 Osimertinib 279 276 270 254 245 236 217 204 193 180 166 153 138 123 8 S0 17 2 0
EGFR-TKI Comparator EGFR-TKI 277 263 252 239 219 205 182 165 148 138 131 121 110 101 72 40 17 2 0

»  QOsimertinib group: 38.6 m (95% CI, 34.5 — 41.8)

Soria JC, Ohe Y, Vansteenkiste J, et al. NEJM 2018;378:113-125. o Placebo group: 31.8m (950/0 C|, 26.6 — 36.0 )

Ramalingam SS, Vansteenkiste J, Planchard D, et al. NEJM 2020;382:41-50.

J[6o/NV'\ David Geffen School of Medicine



FLAURAZ2: osimertinib with chemo vs osimertinib

End Point Analysis According to the Investigator
Osimertinib+
. . . Platinum—Pemetrexed Osimertinib Monotherapy
« Addition of platinum and pemetrexed improved: e i
Median progression-free survival (95% 25.5 (24.7-NQ) 16.7 (14.1-21.3)
Cl) —mo
¢ ORR from 76 to 83% Hazard ratio for disease progression 0.62 (0.49-0.79)1 —
or death (95% Cl)
« Duration of Response from 15.3 to 24.0 m Progressionfiee survival (95% CI) —
At12 mo 80 (74-84) 66 (60-71)
° mPFS from 16.7 tO 25-5 months (HR 0-62) At 18 mo 71 (65-76) 49 (42-54)
At 24 mo 57 (50-63) 41 (35-47)

Objective response (95% Cl) — % 83 (78-87) 76 (70-80)

Best objective response — no. (%)%

Complete response 1(<1) 2(1)
Partial response 231 (83) 208 (75)
Stable disease for 235 days§ 34 (12) 51 (18)
Disease progression 1(<1) 9 (3)
Deathq| 6(2) 3
Could not be evaluated 6 (2) 5(2)
. Disease control (95% Cl) — %ll 95 (92-98) 94 (90-96)
Planchard D, Janne P, Cheng Y, et al. NEJM 2023;389:1935-1948. . )
MedTr:::itlon of response (95% Cl) 24.0 (20.9-27.8) 15.3 (12.7-19.4)

Continued response (95% Cl) — %
At12 mo 80 (74-84) 64 (57-70)
At18 mo 69 (62-75) 44 (37-51)
At 24 mo 49 (41-57) 35 (27-42)




FLAURA2: benefits

A Progression-free Survival According to Investigator Assessment (full analysis set)

Median (95% Cl)
mo

Osimertinib+Platinum-Pemetrexed 25.5 (24.7-NC) EGFR mutation at randomization
Osimertinib 16.7 (14.1-21.3) S e E 65/172 94/169 0.60 (0.44-0.83)

difference, 8.8 mo

- Hazard ratio for disease progression or death, L858R mutation 55/106 70/107 0.63 (0.44-0.90)
Wy 62 (653 €1, 0.49-0.79); F<0.001 WHO performance-status score
%y 57%  Osimertinib+ 0 48/101 57/102 0.79 (0.54-1.16)

b pla?tx num-pemetrexed

S

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

Osimertinib

52/116 79/110 0.47 (0.33-0.66)
No 68/163 87/168 0.75 (0.55-1.03)

Probability of Progression-free Survival

12

Months since Randomization Osimertinib+Platinum-Pemetrexed Better Osimertinib Better

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

CNS Measurable Lesions

C Progression-free Survival among Patients with CNS Metastases at Baseline
Median (95% Cl) Osimertinib with pemetrexed Osimertinib
mo and platinum-based (N=38)

Osimertinib+Platinum—Pemetrexed 24.9 (22.0-NC) chemotherapy
Osimertinib 13.8 (11.0-16.7) Efficacy Parameter (N=40)

Hazard ratio for disease progression or death, *F
047 (95% C1. 0.33..0.66) CNS Tumor Response Assessment
CNS ORR, % (95% CI) 80 (64, 91) 76 (60, 89)
—y Geimertiniba Complete response, % 48 16
T4 platinum-pemetrexed Partial response, % 33 61

Osimertinib : ‘ CNS Duration of Response ™
Number of responders 32 29

Response Duration >6 months, 75 50
%

1215 18 21 24 Response Duration 65 34
Months since Randomization >12 months, %

Probability of Progression-free Survival

No. at Risk

Osimertinib+ 116 84 77 70 58 34
platinum-
pemetrexed

Osimertinib 110 60 50 37 32 21

Planchard D, Janne P, Cheng Y, et al. NEJM 2023;389:1935-1948. : N
Osimertinib package insert, released 4/29/24, accessdata.fda.gov. o,y David Geffen School of Medicine




FLAURA2: outstanding questions

—— Osimertinib + Platinum-Pemetrexed
—— Osimertinib

1.0 —focms

0.8

0.6

0.4

0.2

Probability of Overall Survival

0.0 I I I I

Median Overall Survival,
Months (95% ClI)
NR (31.9-NC)
NR (NC-NC)
Hazard ratio for death,
0.90 (95% Cl, 0.65-1.24) P=0.5238

|
0 3 6 9 12 15

T
18

21 24 271 30 33

Months since Randomization

No. at Risk:
Osimertinib +
Platinum- 279 267 258 253 244 237
Pemetrexed
Osimertinib 278 267 260 257 251 244

219

214

191 139 84 46 7

185 133 85 46 10

36

0

0

Percentage of Patients

100+

80+

60+

40-

20

Adverse Events

Bl Osimertinib + Chemotherapy Il

100

97

Any Event

71

24

Hematologic Toxic Effects

Osimertinib Monotherapy

64

27

Grade =3 Event

First interim OS analysis at 27% data maturity.

Second interim OS Analysis: at 41% data maturity, the OS interim results NR (38-NC) vs
36.7 m (33.2-NC)(HR 0.75; 95% confidence interval [CI] 0.57-0.97), not significant.

David Geffen School of Medicine



MARIPOSA: Amivantamab Plus Lazertinib
Versus Osimertinib as First-line Treatment
in EGFR-mutated Advanced NSCLC

Key Eligibility Criteria

Locally advanced or
metastatic NSCLC

Treatment-naive for
advanced disease

Documented EGFR
Ex19del or L858R

ECOG PS 0O or 1

Stratification Factors

EGFR mutation type
(Ex19del or L858R)

Asian race (yes or no)

History of brain
metastases? (yes or no)

Serial brain MRIs were required for all patients? . . .
Primary endpoint of progression-free

survival (PFS)® by BICR per RECIST v1.1:

Amivantamab + Lazertinib . Amivantamab + lazertinib vs osimertinib

(n=429; open-label)

1074)

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=21 6; innded) Intracranial PFS¢
Safety

Z
c
2
S
©
N
£
o
T
c
T
14
Y.
N
&

Dosing (in 28-day cycles

Amivantamab: 1050 mg (1400 mg if 280 kg) weekly for the first 4 weeks, then every 2 weeks Lazertinib monotherapyv arm was included
Lazertinib: 240 mg daily Py

Osimertinib: 80 mg daily to assess the contribution of components

Cho BC, Felip E, Spira A. ESMO Congress, Madrid 2023.
(I[6/W:\ David Geffen School of Medicine




Amivantamab:

Mechanism of Action

Blocking ligand-
induced activation

O

Antibody-dependent
cellular trogocytosis

"l

umour cell

lysis

Cell membrane

Antibody-dependent

cellular cytotoxicity
(ADCC)

g g
o1t 8 it
wasesonsmse | | || | |
ot Fommp EGFR  MET
Mobocertinib
P m ' v Receptor internalisation
_ pathway | | pathway and degradation
e 0
/o @
Cell proliferation
and survival B =

Anti-EGFR

Amivan

Anti-MET

Low fucose
Fc region

Vyse A, et al. Expert Rev Vaccines. 2021;20(10):1311-1325.

J[6o/NV'\ David Geffen School of Medicine



Anti-tumor activity of amivantamab + lazertinib combination
in CHRYSALIS trial (part 2 expansion cohort E):

+ % ¥
— _— — S & - 4 ¥
g R PR
R PR
PR
3

PR

NE

e
st
soe ¥
..' :
e B
* .-—'

Ak

P A ¥ S . P .
PR II
R PR
PR
PR
PR

PR PR

Cho, B.C., Kim, DW., Spira, A.l. et al. 2023 Nat Med 29, 2577-2585. Cho

Phase 1 CHRYSALIS: 20 patients with treatment-naive, EGFR Ex19del/L858R advanced NSCLC

Mutation type: B Ex19del
First response: PR
Progressive disease: PD
Treatment ongoing: p

6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38

Time on treatment (months)

* All 20 patients responded to amivantamab + lazertinib and demonstrated durable responses’
* At a median follow-up of 33.6 months, 10 of 20 patients were receiving ongoing treatment?

(I[6/W:\ David Geffen School of Medicine

BC, Felip E, Spira A. ESMO Congress, Madrid 2023.



Lazertinib Monotherapy Demonstrates Meaningful Clinical Activity

Median PFS
95% CI
Amivantamab + Lazertinib 23.7 mo (19.1-27.7)
Osimertinib 16.6 mo (14.8-18.5)
Lazertinib 18.5 mo (14.8-20.1)

Median follow-up: 22.0 months

Amivantamab + Lazertinib

Lazertinib
Osimertinib

<
s
[
o
b
c
i)
0
n
o
=
(<]
1
Q.
o
©
o
<
3
7]
e
[=
()
-
©
o

15 18
No. at risk Months

Amivantamab + Lazertinib 244 194
Osimertinib 205 160
Lazertinib 103 83

Cho BC, Felip E, Spira A. ESMO Congress, Madrid 2023.
UCLA



MARIPOSA: PFS Benefit

Primary Endpoint: Progression-free Survival by BICR?

Amivantamab + lazertinib reduced the risk of progression or death by 30% and improved median PFS by 7.1 months

C

100 -
Q .
< Median follow-up: 22.0 months M?:SI?: (I;II;S
Q
© 80 - Amivantamab + Lazertinib 23.7 mo (19.1-27.7)
"E Osimertinib 16.6 mo (14.8-18.5)
o
@ HR, 0.70 (95% CI, 0.58-0.85); P<0.001
601
(=2}
o
|
o Amivantamab + Lazertinib
S 40 -+
©
.§ J_h._"'—"'—' Osimertinib
o 20
c
2
it
©
o
O L) L) L) L) L) L) L) L) 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

Primary endpoint: amivantamab + lazertinib vs osimertinib

Events/N
Favors Favors Amivantamab +

Subgroup Amivantamab + Lazertinib ¢——> Osimertinib HR (95% C) Lazertinib Osimertinib
All randomized patients @ H 0.70 (0.58-0.85) 192/429 252/429
Age category i

<65 years 2 2 0.50 (0.39-0.65) 94/235 153/237

265 years - 1.06 (0.80-1.41) 98/194 99/192

<75 years 2 2] } 0.70 (0.57-0.85) 165/378 220/376

275 years >—Q—f—< 0.77 (0.46-1.30) 27/51 32/53
Sex '

Female @1 0.70 (0.55-0.90) 112275 140/251

Male -0 0.74 (0.55-0.98) 80/154 1121178
Race {

Asian @ | 0.67 (0.52-0.86) 105/250 144/251

Non-Asian >—.—l‘ 0.75 (0.56-0.99) 851117 108/177
Weight category I

<80 kg @ { 0.70 (0.57-0.86) 161/376 209/368

280 kg —e+— 0.77 (0.48-1.22) 31/53 43/61
ECOG PS !

0 >—.4‘—4 0.79 (0.56-1.12) 56/141 76/149

1 @ | 0.66 (0.52-0.82) 136/288 176/280
History of smoking 1

Yes ’—‘7‘1 0.78 (0.56-1.08) 67/130 79/134

No HOH | 0.67 (0.53-0.84) 125/299 173/295
History of brain metastases !

Yes Q! 0.69 (0.53-0.92) 94/178 111172

No @ } 0.69 (0.53-0.89) 98/251 141/257
EGFR mutation Il

Ex19del O | 0.65 (0.51-0.85) 101/257 1421257

L858R | »0—) | 0.78 (0.59-1.02) 90171 110172

0.1 1 10
Amivantamab
BICR-assessed + Lazertinib Osimertinib

response, n (%)?

ORR

All responders

Confirmed
responders

86%

80%

(95% CI, 76-84)

(95% Cl, 83-89)

(n=429)

(n=429)

85%

(95% Cl, 81-88)

76%

(95% Cl, 71-80)

Best response®

CR 29 (7) 15 (4)
PR 334 (79) 335 (81)
SD 30 (7) 42 (10)
PD 7(2) 11 (3)
NE/UNK 21 (5) 11 (3)
Ongoing 209 of 336 151 of 314
responses (62%) (48%)

David Geffen School of Medicine




MARIPOSA: outstanding questions

Interim Overall Survival

Early survival data show a trend favoring amivantamab + lazertinib vs osimertinib

Amivantamab + Lazertinib

Osimertinib

Median follow-up: 22.0 months

—
X
o
£
2
5
o
o
S
©
o
<
3
)
2
c
]
2
©
o

HR, 0.80 (95% Cl, 0.61-1.05); P=0.112

15 18 21
Months

No. at risk
Amivantamab + Lazertinib 429 360 293 201
Osimertinib 429 349 280 186

Cho BC, Felip E, Spira A. ESMO Congress, Madrid 2023.
(I[6/W:\ David Geffen School of Medicine



Most common TEAEs (220%)

MARIPOSA: outstanding questions

Related to EGFR Paronychia % 5% Safety prOﬁIe of amivantamab +
inhibition Rash . lazertinib was consistent with prior
Diarthea o 9 reports, mostly grades 1-2

Dermatiis acneiform : EGFR- and MET-related AEs were

Stomats higher for amivantamab + lazertinib
except diarrhea, which was higher
for osimertinib

Pruritus
Related to MET Hypoalbuminemia
inhibition Peripheral edema

Other IRR Incidence of grade 4-5 AEs was
ALT increased % g low and comparable between arms

Constipation

Rates of ILD/pneumonitis remained
COVID-19 low, at ~3% for both arms

Adverse Event of Special Interest: VTE?

AST increased

Anemia

Nausea /o .2 B Amivantamab + Lazertinib: grade 1-2
. B Amivantamab + Lazertinib: grade 23
Hypocalcemia % d B Osimertinib: grade 1-2
Cough W Osimertinib: grade 23 Amivantamab + Osimertinib VTE rates were higher for amivantamab +
Lazertinib (n=421) (n=428) lazertinib
Any VTE, n (%) 157 (37) ¢ Most common preferred terms were
Grade 1 5 (1) pulmonary embolism and deep vein

Grade 2 105 (25) thrombosis
Grade 3 43 (10) Most VTEs were grade 1-2

Grade 4 2(0.5) Incidence of grade 4-5 VTEs was low (<1%)
: and comparable between arms
Grade 5 2(0.5)

i Rates of discontinuations due to VTE were low
Any VTE leading to death, n (%) 2(0.5) and comparable between arms
Any VTE leading to any discontinuation, n (%) 12 (3) At time of first VTE:
Anticoagulant use at time of first VTE, n (%) +  Most patients were not on anticoagulants

On anticoagulants 5(1) 0 «  Majority in the amivantamab + lazertinib
Not on anticoagulants 152 (36) 39 (9) arm occurred within the first 4 months

Median onset to first VTE 84 days 194 days Prophylactic dose anticoagulation is now

Within first 4 months, n (%) 97 of 157 (62) 13 0f 39 (33) recommended for the first 4 months of treatment
in ongoing trials of amivantamab + lazertinib

Toxicities and QOL may determine if the benefit is “worth it.”

Cho BC, Felip E, Spira A. ESMO Congress, Madrid 2023.
(I[6/W:\ David Geffen School of Medicine



Amivantamab plus lazertinib vs osimertinib in first-line
EGFR-mutant advanced non-small cell lung cancer
(NSCLC) with biomarkers of high-risk disease: A

secondary analysis from the phase 3 MARIPOSA study

2024 ASCO Annual Meeting; Abstract 8504
Friday, May 31st; 3:57PM CDT

I/l David Geffen School of Medicine



Agenda

Module 1: Contemporary Care for Patients with Nonmetastatic Non-Small Cell
Lung Cancer (NSCLC) with an EGFR Mutation — Dr Langer

Module 2: Evolving First-Line Treatment for Metastatic NSCLC with an EGFR
Mutation — Dr Goldman

Module 3: Biological Rationale for and Emerging Role of Antibody-Drug

Conjugates in the Management of NSCLC with an EGFR Mutation — Dr Yu

Module 4: Other Emerging Strategies for Relapsed Metastatic NSCLC with an
EGFR Mutation — Dr Sabari

Module 5: Current and Future Management of NSCLC with an EGFR Exon 20
Insertion Mutation — Dr Piotrowska

Module 6: Management of Toxicities Associated with Available and Emerging
Therapies for NSCLC with an EGFR Mutation — Dr Neal

RESEARCH
TTTTTTTTTT




Consulting Faculty Comments

Novel HER3-targeted antibody-drug conjugate patritumab
deruxtecan for NSCLC with an EGFR mutation

AN

Dr Roy S Herbst (New Haven, Connecticut)

RESEARCH




QUESTIONS FOR THE FACULTY

Should all patients experiencing disease progression on
first-line osimertinib undergo repeat biomarker testing to
identify potentially targetable mechanisms of resistance?




QUESTIONS FOR THE FACULTY

Assuming you had access to amivantamab/chemotherapy
and patritumab deruxtecan, how would you likely sequence

them for a patient experiencing disease progression on
osimertinib?

In which line of therapy would you likely use them?




Consulting Faculty Comments

Management of transformed small cell lung cancer (SCLC);
FDA approval of the bispecific T-cell engager tarlatamab
for previously treated extensive-stage SCLC

Dr John V Heymach (Houston, Texas)

RESEARCH
TTTTTTTTTT



QUESTIONS FOR THE FACULTY

What do you see as the future role, if any, of bispecific
antibodies in small cell lung cancer?




Memorial Sloan Kettering
Cancer Center..

Biologic rationale for and emerging role

of antibody drug conjugates in
management of EGFR-mutant NSCLC

Helena Yu, MD

Associate Attending

Research Director, Thoracic Oncology Service
Memorial Sloan Kettering Cancer Center
May 31, 2024



e HER3 as a target in EGFR-mutant lung cancer

* ADC structure and patritumab deruxtecan (HER3-DXd)

* Phase 2 study of HER3-DXd (HERTHENA-Lung01)

* Phase 3 study of HER3-DXd (HERTHENA-Lung02)

* Datopotamab deruxtecan in EGFR+ NSCLC (TROPION-Lung05)

Memorial Sloan Kettering
Cancer Center..



HER3 as a therapeutic target

EGFR/HER3 heterodimerization HER3 expression in NSCLC HER3 poor prognostic biomarker

HER1(EGFR) HER3 HER2 HER3 Inactive HER3

Primary lung tumors n=51

- 0 negative (n=6) §
QS ekl S I 8- negative (n=6)
'“"\»‘ emr’( T 3
. l r\ S '\» —
UGS g { g intermediate
?’f‘\\.,‘ 53 £s o
£ intermediate i
3% (n=26) Bs
K s r\'lg.’ﬁ' = strong (n=4) .
! a5y e
':"",,' "k K, strong (n=4)
\."ﬂf'\f" e ,(f o. o
'l‘\- .\,k’.f" T T T T T T T by v 4 T r - v
_ o ‘1&;,;,;};;'" | 0 20 40 60 B0 100 120 0 20 40 60 80 100 120
SR e RS o time to metastasis (months) RFS (months)
- .52 % &
Flleng TSN, et
¥ 1 ' - “,“

Memorial Sloan Kettering Chen Frontiers 2024
Cancer Center..

Scharpenseel Sci Rep 2019



Patritumab deruxtecan — HER3 Antibody drug conjugate

Human anti-HER3 Deruxtecan
IgG1 mAb™4 |
o] H (o] H o H
o] O H o :
[ 0—’*—0 0 Wo° d

Cleavable tetrapeptide-based linker

Topoisomerase | inhibitor payload
(DXd)

HER3-DXd Dose Escalation?

Patritumab deruxtecan IV Q3W
Recommended dose for expansion: HER3-DXd 5.6 mg/kg IV Q3W

6.4 mg/kg (n=5)

Locally advanced/metastatic
NSCLC with
EGFR mutations

Progression with prior
EGFR TKIl treatment

5.6 mg/kg (n=12)
4.8 mgl/kg (n=15)

mmmg 3-2 mg/kg (n=4)

Guided by the modified continual reassessment method using
escalation with overdose control.

Bast changa in SoD (BICR)
from baseline, %
g

Memorial Sloan Kettering
Cancer Center..

Progression-free survival probability

1.0 1

o o
® ©

0.7 1
0.6
0.5
0.4 -
0.3 1
0.2 4

o
—

Patients treated with HER3-DXd 5.6 m/kg (n = 57)
Median (95% CI) PFS: 8.2 (4.4-8.3) months

ORR 39%
PFS 8.2mo
DOR 6.9mo0
3 6 9 12 15 18
Months
e Lo Eommr o1 A
SR
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Phase 2- HERTHENA-LungO1

HER3-DXd IV Q3W

Patient population Fixed dose

5.6 mg/kg

» Advanced EGFR-mutated NSCLC
* Progression on most recent systemic therapy

February 18, 2021

Decision point
A benefit-risk assessment of
phase 1 data supported the

» Prior EGFR TKI and prior platinum-based
chemotherapy (amended protocol required

Enrollment
continued
(N=225)°

—» February 18, 2022

prior osimer[inib) closure of the uptitration arm
. Inaf:tive or previously treated asymptomatic Uptitration Enroliment
brain metastases allowed g;g:g i-g mgxg discontinued [—
« Pretreatment tumor tissue required® C3D1 and later cycles: 6.4 mgikg | (N=50)°
January 18, 2021 » September 16, 2021

Primary endpoint
* cORR by BICR

Key secondary
endpoint

* DOR by BICR

Cancer Center..

Baseline characteristics

HER3-DXd 5.6 mgl/kg (N=225)

Age, median (range), years 64 (37-82)
Female, n (%) 132 (59)
Asian, n (%) 105 (47)
Time since initial NSCLC diagnosis, median (range), months 41.0(9.1-224.7)
ECOG performance status, n (%) (2)21 ;3(1( ;32)“49 (56)
Sum of target lesion diameters at baseline (BICR), median (range), mm 68 (11-248)
History of CNS metastasis, n (%) 115 (51)
Brain metastasis at baseline (BICR), n (%) 72 (32)
Liver metastasis at baseline (BICR), n (%) 75 (33)
N . Ex19del 142 (63)
X 0/ \b
EGFR-activating mutations, n (%) L858R 82 (36)
No. of prior lines of systemic therapy Median (range) 3 (111
= o 1 )
(locally advanced/metastatic) 2 pnqr Iln_es, e, i)
=2 prior lines, n (%) 165 (73)
Prior EGFR TKI therapy 225 (100)
Memorial Sloan Kettering Prior cancer regimens, n (%) Prior third-generation EGFR TKI 209 (93)
9 ik Prior platinum-based chemotherapy 225 (100)

Yu WCLC 2023



Phase 2- HERTHENA-LungO1

Subset with cORR by Patient and Disease Characteristics at Study Entry
Prior EGFR TKI prior 3G EGFR ORR
Confirmed responses (any) and PBC TKl and PBC N_cORR%
and survival (N=225) (n=209) Overal = f;s g&;g '—0—‘:
< . bt
cORR (95% CI), % 29.8 (23.9-36.2) 29.2 (23.1-35.9) Age 265: o w7 |
CR 1(0.4) 1(0.5) o Female 132 280 — et
PR 66 (29.3 60 (28.7 o
Best overall ik = Asian 105 257 —0—‘—*
response SDs 99 (44.0) 91 (43.5) Race White 92 304 ——
(BICR), n (%) Other 28 429 % .
i eSA L) AUGLE0) EGFRactvatng  Ex19del 142 268 —t—
NE® 16 (7.1) 16 (7.7) mutation L858R 82 354 e
! P History of brain Yes 115 287 R
DCR (95% Cl), % 73.8 (67.5-79.4) 72.7 (66.2-78.6) History f| o a0 |
DOR, median (95% CI), mo 6.4 (4.9-7.8) 6.4 (5.2-7.8) . Yes 90 333 ————s
Prior immunotherapy No 135 274 ‘
PFS. median (95% Cl), mo 55 (5.1-5.9) 55 (5.1-6.4) "
No. of prior regimens 2 58 27 S S
0S, median (95% Cl), mo 11.9 (11.2-13.1)  11.9 (10.9-13.1) for advanced disease > 165 327 -
. T 0 10 20 30 4 5 60
o 250 | o Confirmed ORR, %
x 2
£ g :
= 2 209 ] . ..
gL . x -Efficacy was seen across clinical subgroups
3 1 o .
> & oo -No association between tumor membrane
= 100 - :
2 § HER3 expression and response to HER3- DXd
o0 50 -
o | g
_ Confirmed BOR (BICR) CR/PR NE
Meemorial Sloan Kettc Blomerker-evahiatie paerts, uin 5417 89199 35043 16/16 Yu WCLC 2023
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Phase 2- HERTHENA-LungO1

100.0 HER3-DXd 5.6 mg/kg (N=225)>

Confirmed best overall response (BICR) ool ;
e mCR ®mPR SD mPD m=mNE + Ongoing treatmen

.
: ; il 1 (11|
ool ST

+ + + - + + — H+ o+

Best change in sum of diameters (BICR)
from baseline, %

EGFRTK
ressiance
mechanisms

A0 ARRE | 0L AARE a0 | i

Intracranial response by CNS BICR Pts with BrM at baseline
per CNS RECIST and no prior RT (N=30)
Confirmed ORR (95% Cl), % 33.3 (17.3-52.8)

CR, n (%) 9 (30.0)°

PR, n (%) 1(3.3)

SD, n (%) 13 (43.3)

PD, n (%) 4 (13.3)

DCR (95% Cl), % 76.7 (57.7-90.1)

emorial Sloan Ketterin, DOR, median (95% CI), mo 8.4(58-92
Canoer Centon o118 ) (5:8-92) Yu WCLC 2023



Phase 3- HERTHENA-Lung02

Patient population (n = 560)

M . locall HER3-DXd
i IERE TG ) o'\cl:gc);/Laéjvgtr;]ced 5.6 mg/kg iv. QBW Treatment until:
o win an (21-day cycles) Progressive disease

EGFR-activating mutation (exon

19 deletion or L858R) Platinum-based chemotherapy: gg:ﬁf BHuic ey
* Received one or two lines of Cisplatin (75 mg/m?) or Ty
EGFR TKI treatment including a carboplatin (AUC5) Q3W x Binar P
third-generation EGFR TKI, and four cycles + pemetrexed
progression on or following (500 mg/m?) Q3WP
treatment with a third-generation
EGFR TKI
e Stable brain metastases are
permitted?®

Primary endpoint: Progression-free survival by BICR
Secondary endpoints: Overall survival by inv, objective response rate, duration of response, clinical benefit
rate, disease control rate, time to response, safety, biomarkers

Enrollment began August 2022, study is closed to enrollment
179 clinical sites from 21 countries globally

Memorial Sloan Ketterin;
Cancer Center.. ¢ Mok Fut Med 2023



TROP2 as a therapeutic target

Overall Survival
Adenocarcinoma

1.0

fibronectin
= RN
0.8

No/low TROP2 expression (n=98)

asg 0.6-
integrin
0.4-
DAG CK : "l
m outside cell 0.2 High TROP2 expression (n=172)

’ STAT Log-rank: P = 0.023
v ‘ ®) 0 50 100 150 200 250
Wi 5 m 1 Overall survival (months)

recruitment to o
Q ms.decell :

l
call proltferation

Trop-2

/

claudin

DNA replication pAR P1 EMT —» Metastasis
and accumulation
of DNA damage transcription of targetgenes ..

Iroe

E

s

histochemical staining for TROP2. Note the membranous staining of tumor cells. TROP2 expression in adenocarcinoma,
without expression (A) and with weak (B), moderate (Q), and intense (D) expression. TROP2 expression in squamous cell carcinoma, without
expression (E) and with weak (F), moderate (G), and intense (H) expression.

>

Figure 3 |

Parisi C Trtmt Rev 2023
$ Pak W J Surg Onc 2012

Memorial Sloan Kettering

Cancer Center..
ancer Center Inamura Oncotarget 2017
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Datopotamab deruxtecan

Datopotamab Deruxtecan o0 - Median (95% C1), I I
months? 44(42-586) [37(2942)
Humanized anti-TROP2 80 — HR 0.75 (0.62-0.91)
Deruxtecan™* P-value 0.004
= Prespecified
= 60 boundary (2-sided) (RENS
2 40.8
5 - w.1
20 %2 M
17.8
Topoisomerase | inhibitor payload o -+ Censored . . . : . . i ,
(DXd) 0 2 4 6 8 10 12 14 16 18
S Dato-DXd Docetaxel
Key Eligibility Criteria _ _ ORR (95% CI), %" 26.4(215-318) 12.8(9.3-17.1)
+ NSCLC (stage IIB, IC, or V) Dato-DXd Dual Primary Endpoints DOR (95% Cl), mo 7.1 (56-10.9) 5.6 (5.4-8.1)
- ECOGPS of 0or 1 ed « PFSbyBICR
« No prior docetaxel 6 mg/kg Q3W « 0S
Without actionable genomic alterations? (N=299) Non-squamous
1 or2 prior lines, including platinum CT and (with and without AGAs)
anti-PD-(L)1 mAb therapy Secondary Endpoints 100
With actionable genomic alterations . . o
+ Positive for EGFR, ALK, NTRK, BRAF, ROST, ORR by BICR m:;ahns(%/n cl
MET exon 14 skipping, or RET + DOR by BICR 80 56(447.0) | 37(2942)
1 or 2 prior approved targeted therapies + . Safety HR 0.63 (0.51-0.78)
platinum-based CT, and <1 anti-PD-(L)1 mAb 3;-, 60 ORR, % 312 128
3 DOR, months 7.7 56
H
® 401
20
+ Censored

. . 0 T T T T T T T T 1
Memorial Sloan Kettering Lisbere ESMO 2023
Cancer Center. g 0 2 4 6 8 10 12 14 16 18



Phase 2- TROPION-Lung05

Endpoints?

Key inclusion criteria
« Stage llIB, lliC, or IV NSCLC Primary: ORR by BICR
« Presence of 21 actionable genomic alteration (EGFR, ALK, ROST, Secondary:
NTRK, BRAF, MET exon 14 skipping, or RET) Losl + ByBICRand investigator: DOR,
. 6 mg/kg DCR, CBR, PFS, TTR
ECOGPSof Oor 1 | Q3w o
* Byinvestigator: ORR
‘M Weoftagekedbermy | « 08, safety, PK,immunagenicty
* 1 or 2 prior cytotoxic agent-containing therapies including platinum-
based therapy in the metastatic setting
+ Radiographic disease progression after targeted therapy
Demographic characteristics Dato-DXd
(N=137)
Median age (range), years 60 (29-79)
Female, n (%) 83 (61)
EGFR Histology, n (%)
mustggoone Adenocarcinoma 130 (95)
ROS1 i History of brain metastasis, n (%)? 70 (51)
7% Median prior lines of therapy for adv/met disease 3
_. SR rea(rsr;ongement Prior lines of therapy, n (%) 137 (100)
\ " MET exon 14 skipping 23 prior lines of therapy for adv/met disease 98 (72)
BRAF:;;:taUOH e Prior platinum chemotherapy 137 (100)
Prior anti-PD-1/anti—-PD-L1 immunotherapy 49 (36)

$ Memorial Sloan Kettering 22 prior lines of targeted therapies for indicated 82 (60) Paz Ares ESMO 2023
T Cancer Center.. genomic alteration



Phase 2- TROPION-Lung05

100 No. of prior systemic lines for
80 advanced or metastatic disease
All Patients Patients with 60
Response per treated with EGFR ALK g‘ 40 W12 W23
BICR patients mutations  rearrangement S .,
(N=137) (N=78) (N=34) % o
gg‘:)“"""“’"' 49(35.8)  34(436) 8 (23.5) 2 'jg
195% Cije [27.8-44.4] [32.4-55.3] [10.7-41.2) §
Median DOR 7.0 7.0 7.0
(95% Cl), months ~ (4.2-9.8)  (4.2-10.2) (2.8-8.4)
nD‘(:;)“"""““" 108 (78.8)  64(82.1) 25 (73.5)
[95% CI (71.0-85.3] [71.7-89.8] (55.6-87.1] =
Median PFS
’ 54 58 43 xk
(O G 4770)  (54-83) (2.6-6.9)
months g’_so i
EGFR subset: sensitizing EGFR § sil
mutation, previous treatment with 100 |
H H H (o) -15 4 A A A A A A A L L i A L A L 1 L L i
OSImertmlb’ ORR was 49.1% NIRRT B T R e SR G R W< NS | O AR - YOI S R R R
Months

Memorial Sloan Kettering
Cancer Center.. Paz Ares ESMO 2023



ADC Toxicity

Dato-DXd

H E R3' DXd Most Common TEAEs Occurring in 215% of Patients (N=225)

TEAEs Occurring in 215% of Patients;

All Grades (N=137)2

Nausea 35 23 2

Stomatitis 29 20 10
Alopecia 36 16°
Constipation 23 9

Decreased appetite ERVIEVEN
Fatigue PRI

* 137 (100%) had TEAEs
(grade 23, 47%)
* 129 (94%) had
treatment-related

Vomiting  [IEZIIIEN 1 TEAEs (grade 23, 29%)
fnema . W oeser ° 30(22%),13(10%), 2
covip-19 [ERRE B cec2 (2%) had TEAEs associated
Rash B cadexs With dose reduction,
Cough discontinuation, death
0 20 40 60
Patients, %
AESI Incidence by Graded
n (%) Total Grade1 Grade2 Grade 23
Oral mucositis/stomatitis 90 (66) 45(33) 30 (22) 15 (11)
Ocular surface toxicity® 36(26) 26(19) 7(5) 3(2f
IRR 22(16) 15(11)  7(5) 0
Adjudicated drug-related 5 (4) 1(1) 3(2) 1(1)e

ILD

Memorial Sloan Kettering
Cancer Center..

Yu WCLC 2023

Paz Ares ESMO 2023

Nausea 3% 63% 66%
Thrombocytopenia (grouped PT)® 21% 23% 44%
Decreased-appetite 3% 39% 42%
Neutropenia (grouped PT)* 19% 16%  36%
Constipation 34% 349%
Anemia (grouped PT)" = 14% 19%  33%
Fatigue 6% 25% 31%
Diarrhea 1% 26% 28%
Vomiting 1% 26% 27%
Leukopenia (grouped PT)° 10% 16%  26%
Alopecia 25% 25%

Asthenia 5% 14% 19%
Dyspnea 4% 14% 19%
Aspartate aminotransferase increased 1% 16%  17%

Hypokalemia 5% 12% 17% Grade =3
Cough = 16% 16% Grade 1/2
Abdominal Pain (grouped PT)*  16%  16%
0;% 26% 46% 60'% 80'% 10I0%
Proportion of patients
Safety summary HER3-DXd 5.6 mg/kg
Any TEAE, n (%) 224 (99.6)
| Associated with treatment discontinuation2 16 (7.1) |
Associated with treatment dose reduction 48 (21.3)
Associated with treatment dose interruption 91 (40.4)
Treatment-related TEAE, n (%) 215 (95.6)
Grade =3 102 (45.3)
Adjudicated_intf-:‘rstitial lung disease, n (%) 12 (5.3)
[All were adjudicated as treatment-related] ’
Grade 1/2 9 (4.0)
Grade 3/4 2(0.9)/0
Grade 5 1(0.4)




* Antibody drug conjugates are being assessed in all lines of therapy, in particular after
progression on 1L treatment

HER3 is expressed widely in EGFR+ NSCLC, has poor prognostic significance and is
associated with acquired resistance to EGFR TKils

HER3-DXd is active in patients with EGFR+ NSCLC after EGFR TKI and chemotherapy and
is effective across all mechanisms of resistance

TROP2 is expressed in NSCLC, and Dato-DXd is an active ADC targeted TROP2

Dato-DXd is active in adenocarcinoma after progression on initial therapy and appears
to be especially active in EGFR+ NSCLC

Memorial Sloan Kettering
Cancer Center..



Agenda

Module 1: Contemporary Care for Patients with Nonmetastatic Non-Small Cell
Lung Cancer (NSCLC) with an EGFR Mutation — Dr Langer

Module 2: Evolving First-Line Treatment for Metastatic NSCLC with an EGFR
Mutation — Dr Goldman

Module 3: Biological Rationale for and Emerging Role of Antibody-Drug
Conjugates in the Management of NSCLC with an EGFR Mutation — Dr Yu

Module 4: Other Emerging Strategies for Relapsed Metastatic NSCLC with an

EGFR Mutation — Dr Sabari

Module 5: Current and Future Management of NSCLC with an EGFR Exon 20
Insertion Mutation — Dr Piotrowska

Module 6: Management of Toxicities Associated with Available and Emerging
Therapies for NSCLC with an EGFR Mutation — Dr Neal

RESEARCH
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Consulting Faculty Comments

Repeat genetic testing after disease progression on osimertinib;
treatment options for osimertinib-resistant NSCLC

Dr John V Heymach _
(Houston, Texas) (New Haven, Connecticut)

RESEARCH




QUESTIONS FOR THE FACULTY

For a patient who receives first-line
osimertinib/chemotherapy and experiences disease
progression after 3 years, what second-line therapy do
you typically consider?

Will you rechallenge with platinum/pemetrexed?

Do you think your approach will change if/when
patritumab deruxtecan is approved?




QUESTIONS FOR THE FACULTY

Given they both rely on a deruxtecan payload, do you
have any concerns about potentially utilizing
datopotamab deruxtecan for a patient with NSCLC with
an EGFR mutation who has previously received
patritumab deruxtecan?




Emerging Strategies for Relapsed
Metastatic EGFRm NSCLC

Joshua Sabari, MD
Assistant Professor of Medicine
NYU Langone Health
Perimutter Cancer Center



Outline

* Biology of acquired resistance

* On-target vs Off-target mechanism of resistance
« MARIPOSA-2: Amivantamab + Chemotherapy 2L
* Role for Immunotherapy in EGFR mutant NSCLC



Acquired Resistance

EGFR mutant NSCLC

LYLV L
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Acquired Resistance

SERELE Response Resistance

Companion Diagnostic (CDx) Associated Findings

GENOMIC FINDINGS DETECTED FDA-APPROVED THERAPEUTIC OPTIONS

EGFR exon 19 deletion (L747_A750>P) Gefitinib
Osimertinib
Erlotinib

OTHER SHORT VARIANTS AND SELECT REARRANGEMENTS AND COPY NUMBER
ALTERATIONS IDENTIFIED

Results reported in this section are not prescriptive or conclusive for labeled use of any specific therapeutic product.
See professional services section for information on the alterations listed in this section as well as any additional detected copy number
alterations, gene rearrangements, or biomarkers.

OTHER BIOMARKERS WITH POTENTIAL CLINICAL SIGNIFICANCE

CHEK2 E308fs*12 * EGFR C797S
CTNNB1 S33F



Acquired Resistance

Companion Diagnostic (CDx) Associated Findings

GENOMIC FINDINGS DETECTED FDA-APPROVED THERAPEUTIC OPTIONS

EGFR L858R Afatinib
Gefitinib
Osimertinib

Companion Diagnostic (CDx) Associated Findings Erlotinib

Dacomitinib
GENOMIC FINDINGS DETECTED FDA-APPROVED THERAPEUTIC OPTIONS

EGFR exon 19 deletion (L747_A750>P) Gefitinib

Osimertinib Due to the low tumor purity, sensitivity for the detection of copy number alterations including ERBB2 is reduced due to

Erlotinib sample quality. Refer to appendix for limitations statement. Sensitivity for the detection of other alterations and genomic
signatures may also be reduced and the TMB score may be underreported. See Appendix: About FoundationOne CDx for
details. This report, or some of the results within, is qualified due to sample insufficiency or sample quality. Please contact

FMI Client Services for more information and, if within 30 days of the report date, to discuss potential options for retesting
OTHER SHORT VARIANTS AND SELECT REARRANGEMENTS AND COPY NUMBER R
ALTERATIONS IDENTIFIED

Results reported in this section are not prescriptive or conclusive for labeled use of any specific therapeutic product.

See professional services section for information on the alterations listed in this section as well as any additional detected copy number
alterations, gene rearrangements, or biomarkers. OTHER ALTERATIONS & BIOMARKERS IDENTIFIED

Results reported in this section are not prescriptive or conclusive for labeled use of any specific therapeutic product. See
professional services section for additional information.

OTHER BIOMARKERS WITH POTENTIAL CLINICAL SIGNIFICANCE

CHEK2 E308fs*12 * EGFR C7975S Microsatellite status Cannot Be Determined © § | MET amplification § |
CTNNBI1 S33F

Tumor Mutational Burden Cannot Be Determined ¥ NFKBIA amplification *
FANCC splice site 166-2A>G NKX2-1 amplification §

© POTENTIAL RESISTANCE

Individual patient response to listed therapies may vary based on genomic profile and other factors. See professional
services section for additional information including alteration association with potential resistance.

@ Microscellzte status wos reported s Connot Be Determaned os the M score could not be determuned 6s QC requarements were not met. Fatients wath ths result should
consider re-testing with FoundotionOne CDx or 6n orthogonal (elternottve) method, 3f chmcully appropniote.

§ Refer to sppendix for | nts relted to detection of Gy copy rumber oiterotions, gene revrrongements, BRCA2/2 oiterotiors, LOF, MSI, or TMB results in
this section.

Plegse refer to oppendix for Explenation of Clinical Sigmifscance Classifscation ond for varonts of unknown sigraficonce (VUS).




Resistance Mechanisms to EGFR TKI

Resistance mechanisms to second-line osimertinib Resistance mechanisms to first-line osimertinib

C797X
L718Q
C797X EGFRamp
L792X G724S
: ‘ G796X [ Acquired EGFR mutations 'ﬁ/ S768|

‘ L718Q
‘.7— EGFRamp/other EGFR tertiary mut*

METamp (7-15%)

10-26% & —— ©x20ins [] Acquired amplifications
METamp (5_50%)A [J Acquired oncogenic fusions HEF2amei(l-2is)
SPTBN1-ALK
) ) iy RET fusions
[ Acquired MAPK-PI3K mutations ¥ BRAF fusions

30-40%

— HER2amp (5%)™*
O Acquired cell cycle gene alterations BRAFV600E (3%)
' PIBKCA (7%)
KRAS (3-4%)

— PI3KCAamp (5%)
HER2 (1%)

o < \—— FGFR3 fusions
NTRK fusions

: Transformations (SCLC, SCC
\ \¥ ;‘E}Iffus_'ons . : : CCND1amp
usions
CCND2am
CCND1 amp BRAF fusions CCNE1 ams
CCND2amp CDK4
CCNE1amp BRAFV600E (3%) CDKGZQZ

] unknown

(
CDK6amp PIBKCA (4-11%)
CDKN2A E27fs KRAS (2-8%)

-

EGFR T790M is the predominant mechanism with 1%t and 2" generation TKIs
Acquired EGFR or HER2 mutations, and EGFR, HER2, or MET amplification are common with first-line osimertinib

v" Other mechanisms include acquired cell cycle gene alterations, MAPK-PIK3CA alterations (BRAF V600E, KRAS), and

acquired oncogenic fusions (ALK, RET)

y

Westover D, et al. Ann Oncol. 2018;29(Supp 1):i10—i19; Leonetti A, et al. Br J Cancer. 2019;121:725-737.



Mechanisms of Resistance to TKI

Mutations Bypass Mutations in Downstream State
in the Drug Target Signaling Effectors Transformation

Small cell lung cancer
Impact drug binding o Squamous cell lung cancer
ncogene
Amplification @ (:J
o—_ - }
-o—_F =~ (ac) C:)'
Oncogene
Rearrangement MEK ©
°“““’°'"‘T Cell Cycle s ERK

(] /G; S

Checkpoint



Overcoming Resistance — Combination Strategies

(A) On-target resistance (B) Off-target resistance

* Selective (On-target resistance) ©/\0/\®/\®/\&/\®
» EGFR T790M, C797S, G724S Y ! T I]f YKTY

* Acquired vs de novo = l
3 3nd 4t generation EGFR TKI v

S RAS RAS RAS*
] 1 / Ilist‘()lugicfll \
* Non-selective (Off-target resistance) ] v b ansformation

Downstream MET amplification
mutations

BRAF BRAF BRAF EMT transition

l JAK N-cadherin: Up-regulation

PI3K*
« MET /BRAF / RET / ALK / HER2 / PI3K Jr

Py E M T State t ra n Sfo r. m at i O n S i i \L l E-cadherin: Down-regulation
AKT
® Foracivaing | G MEK MEK l NSCLC to SCLC
e Novel \N\IOOVA | EGFResec e t f ti
Novel MOA crtcnan | N

* Bispecifics P oot || X SioR _ )
* T-cell engagers EGIR signaling | = s l l
* Antibody drug conjugates ; /) I

* Conventional chemotherapy combinations
Expression of genes involved in
) proliferation and survival
Houssein C. et al Cancer 2023



Targeting Acquired RET, ALK, and Other Fusions

Acquired RET Fusions Acquired ALK Fusions

Precombination Targeted Therapy Postcombination Targeted Therapy

Osimertinib

2
£
(S ~D~O~ )
R 100 e T EGFRI Q
> BLU- =
2 -o- BLU 657 PC9EV S
= -+~ EGFRi + BLU-667 1 uM :
‘® 50 EGFRI o
> -e- BLU-667 PCQCCDC6-RET ‘g
% — EGFRi + BLU-667 1 uM v
O 044 - o
0 10 100 1000 %
Drug Concentratlon, nM o
e}
'c 2
b £
] °
© Q2
a <
+ +
0 2
= =
= =
E : [
£ «Q E
s N
o
o Y o

1. Piotrowska Z et al. Cancer Discov. 2018;8:1529-1539. 2. Offin M et al. JCO Precis Oncol. 2018;2:P0.18.00126.



ORCHARD: Biomarker-Directed Study in Advanced
EGFRmut NSCLC Progressing on 1L Osimertinib

*  Open-label, multicenter, multidrug, biomarker-directed phase 2 platform trial
Group A: Treatment Based on Resistance Mechanism Detected?

RR: 419
Osimertinib 80 mg QD + savolitinib 300/600 mg QD® -=» 8 = 20) &

Analysis of MET alterations
tumor biopsy

from patients EGFR C797X — Osimertinib 80 mg QD + gefitinib 250 mg QD Until PD

with EGFRmut

NSCLC — EGFR alterations — Osimertinib 80 mg QD + necitumumab 800 mg V¢ — Follow-up

progressing on for OS
first-line ALK rearrangements [Hasmnd Osimertinib 80 mg QD + alectinib 600 mg BIDd
osimertinib

monotherapy RET rearrangements |asmd Osimertinib 80 mg QD + selpercatinib 160 mg QD

« Group B: Nonmatched arm for patients without a detectable resistance mechanism will sequentially be assigned
to durvalumab + chemotherapy > osimertinib + necitumumab > others

 Group C: Observational arm for patients whose optimal treatment falls outside of group A or B (eg, transformation to SCLC)

« Patients with failed baseline NGS results go directly to follow-up

a Future arms may be added. ® Savolitinib dose 300 mg QD for all new patients. ¢ Day 1 and 8 of 3 week cycle. ¢ 300 mg BID in Japan.
1. Cho BC et al. J Thorac Oncol. 2021;16:S598. 2. Yu H et al. Clin Lung Cancer. 2021;22:601. 3. Yu H et al. ESMO 2021. Abstract 1239P.



CHRYSALIS-2: 2L Amivantamab + Lazertinib post

progression on Osimertinib

Best overall response: ll PR M SD M PD 1 NE/UNK
Treatment status:

» Ongoing @ Completed/Discontinued i

:g 3 Progressive dis Pre Post
50—;
30% g 97
ORR (95% CI, 21-40) [ il T A S S
- 3 »
Median 10.8 months - W et Dot oo
DOR (95% Cl, 5.5-NE) = o0 — A — "
S 203 : ' y
b 69% 3 07 - - N\ NN e T e - LT i e
EBR (95% Cl, 59-78) £ 403 B B
S -50-; .
: 5.7 months § 99 =
Median PFS (95% CI, 4.0-8.2) 3 ;2 S
903
Median OS Not estimable 0
-120—g : : |
0 4 8 12 16

Besse B et al. CHRYSALIS-2 ASCO 2023 Abstract 9013

Months in study

RR overall:
RR MET
RR MET




Phase Il MARIPOSA-2: Study Design

- ce . Serial Brain MRIs Were Required for All Patients?
Key Eligibility Criteria g Dual Primary Endpoint of

PFSc¢ by BICR per RECIST
vi.1

* Locally advanced or metastatic NSCLC

e Amivantamab-Lazertinib-Chemotherapy P P e T A Ty

vs Chemotherapy
Amivantamab-Chemotherapy
vs Chemotherapy

» Documented EGFR Ex19del or L858R

*  Progressed on or after osimertinib
monotherapy, as most recent line of
therapy

=657)

Chemotherapy Secondary Endpoints:
(n=263)

« ECOGPSOor1 + Objective Response Rate (ORR)¢

+ Duration of R DoR

+ Stable brain metastases were allowed: uration of Response (DoR)

- Radiation or definitive therapy was not
required (untreated)

Amivantamab-Chemotherapy * Overall Survival (OS)°
(n=131)

¢ Intracranial PFS

2:2:1 Randomization (N

Stratification Factors - Time to Subsequent Therapy®

\ » PFS After First Subsequent Therapy (PFS2)d

Osimertinib line of therapy (first vs second) /Dosinq (in 21-Day Cycles)

Amivantamab: 1400 mg (1750 mg if >80 kg) x first 4 weeks, then
1750 mg (2100 mg if >80 kg) Q3W starting at Cycle 3 (Week 7)
Lazertinib: 240 mg QD starting after completion of carboplatin®

: + Symptomatic PFS¢
» Asian race (yes or no) ymp

» Safety
. Wi : Chemotherapy Administered at the Beginning of Every Cycle
HIStOI‘y of brain metastases (yes or no) + Carboplatin: AUCS for the First 4 Cycles K /
\- Pemetrexed: 500 mg/m? Until Disease Progression /

aPatients who could not have MRI were allowed to have CT scans.

bAIl patients randomized before November 7, 2022, initiated lazertinib on the first day of Cycle 1
®Key statistical assumptions: 600 patients with 350 events across all 3 arms would provide approximately 83% and 93% power for amivantamab-

chemotherapy and amivantamab-lazertinib-chemotherapy, respectively, vs chemotherapy to detect a HR of 0.65 using a log-rank test, with an
overall two-sided alpha of 0.05

P Passaro A, et al. Ann Oncol. 2024;35(1):77-90.
NCT: 04988295



MARIPOSA-2: Objective Response Rate and
Duration of Response by BICR

ORR (95% CI)

OR=3.0
100 - P<0.001
OR=3.1
P<0.001
80 - 1 Amivantamab-
64% Amivantamab- Lazertinib-
63% BICR-assessed Chemotherapy Chemotherapy Chemotherapy
Response, n (%)® (n=263) (n=131) (n=263)
60 - Best Response
CR 1(0.4) 2(2) 6 (2)
PR 93 (36) 81 (62) 157 (61)
40 + ) 82 (32) 30 (23) 61 (24)
PD 52 (20) 10 (8) 14 (5)
20 NE/UNK 32(12) 7(5) 21 (8)
; - 5.6 mo 6.9 mo 9.4 mo
Mt on (95% Cl, 42-96)  (95% Cl. 5.5-NE)  (95% CI, 6.9-NE)
-

Amivantamab-
Lazertinib-

Chemothera Amivantamab-
PY Chemotherapy Chemotherapy®

Passaro A, et al. Ann Oncol. 2024;35(1):77-90.



MARIPOSA-2: Progression-Free Survival by BICR

o 100 4 Amivantamab-Chemotherapy Amivantamab-Lazertinib-
§ vs Chemotherapy Chemotherapy? vs Chemotherapy
o Median PFS: 6.3 vs 4.2 months Median PFS: 8.3 vs 4.2 months
£
"é' 80 + HR, 0.48 HR, 0.44
o e (95% ClI, 0.36-0.64) (95% Cl, 0.35-0.56)
@ ' P<0.001 P<0.001
(]
‘5’: 60 +
o
S
Q.
e
© 40 +
_g Amivantamab-Lazertinib-Chemotherapy
F3 . 1 L
: a
S 4 : : Amivantamab-Chemotherapy
-t
© : |
- - m: Chemotherapy
0 L : L} Il L
0 3 6 9 12 15 18
: Months
No. atrisk
Amivantamab-Chemotherapy 131 99 49 27 7 0 0
Amivantamab-Lazertinib-Chemotherapy 263 194 104 52 21 4 0
Chemotherapy 263 135 49 17 6 0 0

aAmivantamab-lazertinib-chemotherapy arm includes all patients regardless of the dosing regimen received.

bNormal P-value: endpoint not part of hierarchal hypothesis testing.

BICR, blinded independent central review; Cl, confidence interval; HR, hazard ratio; PFS, progression-free survival

Median follow-up: 8.7 months..

Consistent PFS Benefit by Investigator:

HR, 0.41 (8.2 vs 4.2 months; P<0.001%)

Passaro A, et al. Presented at the European Society for Medical Oncology 2023 Meeting. 20-24 October 2023. Madrid, Spain. Abstract LBA15.

HR, 0.38 (8.3 vs 4.2 months; P<0.001")



MARIPOSA-2: Intracranial PFS

Amivantamab + chemotherapy reduced the risk of intracranial progression or death by 45%

Amivantamab-Chemotherapy

— 100 1 vs Chemotherapy
X Median icPFS: 12.5 vs 8.3 months
$ HR, 0.55
&= 80 = (95% ClI, 0.38-0.79)
c P=0.0012
)
0
m 1
E 60 - 1
[@)] |
o } }
| I |
Q. | X Amivantamab-Chemotherapy
Q 1 1
5 40 | |
o 1 )
< : |
; } ]
" : | Chemoth
- 20 ! ! emotherapy
@ : :
o : |
0 ! :
0 3 6 9 12 15 18
Months
No. at risk
Amivantamab-Chemotherapy 131 103 72 40 11 0 0
Chemotherapy 263 167 89 37 13 1 0

Median follow-up: 8.7 months.
Passaro A, et al. Presented at the European Society for Medical Oncology 2023 Meeting. 20-24 October 2023. Madrid, Spain. Abstract LBA15.



MARIPOSA-2: Overall Survival

At time of data cut off median follow up was 8.7 months; 40% maturity

100

80 Amivantamab-Chemotherapy

60

40

20

HR, 0.77
(95% Cl, 0.49-1.21)

Patients who are surviving (%)

Chemotherapy

0
0 3 6 9 12 15 18 21
Months
No. at risk
Amivantamab-Chemotherapy 131 122 89 54 24 1 0
therapy 263 229 158 85 39 8 0

Passaro A, et al. Presented at the European Society for Medical Oncology 2023 Meeting. 20-24 October 2023. Madrid, Spain. Abstract LBA15.



MARIPOSA-2: Summary of Adverse Events

Treatment duration, median (range)

Amivantamab +

Chemotherapy (n=130)

Chemotherapy
(n=243)

6.3 months (0-14.7)

3.7 months (0-15.9)

No. of chemotherapy cycles, median (range)

Carboplatin 4 (1-4) 4 (1-5)

Pemetrexed 9(1-22) 6 (1-23)
e, i
Any AEs 130 (100) 227 (93)
Grade 23 AEs 94 (72) 117 (48)
Serious AEs 42 (32) 49 (20)
AEs leading to death 3(2) 3(1)
Any AE leading to treatment:

Interruption of any agent 84 (65) 81 (33)

Reductions of any agent 53 (41) 37 (15)

Discontinuations of any agent 24 (18) 9 (4)
Discontinuations of all agents due to AE 14 (11) 10 (4)

Passaro A, et al. Presented at the European Society for Medical Oncology 2023 Meeting. 20-24 October 2023. Madrid, Spain. Abstract LBA15.



MARIPOSA-2: Trial Summary

Amivantamab + lazertinib +

chemotherapy
n =263

ORR 63‘V>
mPFS 8.3 mo

Intracranial
MPES 12.8 mo

DoR 9.4 mo

Amivantamab + Chemothera
chemotherapy py
n=131 n =263
64°/> 36%

HR = 0.48
6.3mo %o " 4.2mo
HR = 0.55
12.5 mo ‘95"&0‘?5)81'0-79) 8.3 mo
6.9 mo 5.6 mo

Most common TEAES:
Neutropenia, thrombocytopenia,

rash, stomatitis

IRR, anemia, paronychia, nausea,

Most common TEAEs:
Neutropenia,
thrombocytopenia, IRR,
nausea, rash

Most common TEAEs:
Neutropenia, anemia

Passaro A, et al. Ann Oncol. 2024;35(1):77-90.




Utility of PD1/PD-L1 inhibitors in EGFRm NSCLC

Phase lll IMpower150: Carboplatin, Paclitaxel, Bevacizumab and Atezolizumab; Subset
Analysis of EGFR/ALK mutated NSCLC

Phase Ill ORIENT-31: Sintilimab plus chemotherapy for patients with EGFR-mutated non-
squamous non-small-cell lung cancer with disease progression after EGFR tyrosine-
Kinase inhibitor therapy

Phase Ill CheckMate 722: Nivolumab + Pemetrexed/Platinum Chemotherapy in TKI-
Resistant, EGFR-Mutated, Metastatic NSCLC

Phase Il KEYNOTE-789: Pembrolizumab + Pemetrexed/Platinum Chemotherapy in TKI-
Resistant, EGFR-Mutated, Metastatic NSCLC




EGFR Mutant NSCLC Post TKI May Benefit from PD1 +
Chemotherapy + VEGFI

IMpower150
Stage IV or \

recurrent metastatic
non-squamous NSCLC
Chemotherapy-naive*
Tumour tissue available
for biomarker testing
Any PD-L1IHC status = 4.4.

Stratification factors:
- Sex
= PD-L1 IHC expression
= Liver metastases

\_  N=1202 )

EGFR mutant patients

Maintenance therapy
Am A Atezo+Bev+

Atezolizumab +

carboplatin + paclitaxel Atezolizumab Ch emo
4 or 6 cycles 100 100 1
90 HR, 0.60 90 +
(95% CI: 0.31, 1.14) i At h
S o ezo+chemo
Atezolizumab + Atezolizumab 70 70
carboplatin + paclitaxel + ~ 607 = 60 H?, 1.0701 »
+ bevacizumab [ i b 2 s @ 507 : Y (95% CI: 0.57, 1.74)
evacizuma 2 ' 3 h
4 or 6 cycles 401 ; 40 i
= Bev+chemo —~ . L 3] Bev+chemo
Arm C (control) 207 Vedion 0% 161 : Mo 05, 20.4 207 Median 0S. 181 mo | | Median OS, 19.0 mo
= - edian 81mo | edian OS, 29.4 mo o - 11.7,27. i - 135, 28.
Carboplatm + pacl'ta‘el Bevacizumab 101 (95% CI: 11.7,27.8) | (95% CI: 24.9, NE) aa s : i (5% CL: 13.5.28.5)
e e T S N . "SI & i T c " - 02 E e e
0 3 6 ] 12 15 18 21 24 27 30 33 36 30 42
4 or 6 cycles No. at ik Time (months) — Time (months)
ABCP 26 28 26 23 21 19 18 17 17 14 10 10 7 5 2 ACP 33 31 31 20 25 18 17 15 12 11 10 8 8 5 3 1 1
BCP 32 31 27 25 21 18 16 13 13 12 10 a 7 4 4 BCP 32 31 27 25 21 18 16 13 13 12 10 e 7 4 4 1

Nogami et al., JTO, 2021
) HR0.60 (0.31-1.14) HR1.00 (0.57-1.74)

Subset Analysis; not pre-specified

West et al., Lancet Oncol, 2019



OS: KEYNOTE-789: Chemotherapy = Pembrolizumab in
TKI-Resistant, EGFR-Mutated, Metastatic NSCLC

Pembro + CT
(n =245)
Events, n (%) 214 (87.3) 224 (90.7)
61.6%
59_4ty: Median OS, mo (95% Cl)  15.9 (13.7-18.8) 14.7 (12.7-17.1)

HR: 0.84 (95% Cl: 0.69-1.02; P =.0362%*)

30.6%

26.4% 14.6%

11.4%

L1
IS

Patients at Risk

] I 1 1 1 I 1 1 1 I 1 1 1 1 1
6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51
Mo from Randomization

Pembro+CT 245 234 217 182 151 129 114 99 75 65 50 40 29 23 13 7 3 0

Yang. ASCO 2023. Abstr LBA900O.



KEYNOTE-789 Final Analysis: OS by PD-L1 TPS

PD-L1 TPS 1% PD-L1 TPS <1%
Pembro + CT Pembro + CT
(n=106) (n=127)
Events, n (%) 88 (83.0) Events, n (%) 115 (90.6)
mOS, mo (95% Cl)  18.6 (12.5-22.9) mOS, mo (95% Cl)  15.7 (12.4-18.8)
100 2 392 HR: 0.77 (95% Cl: 0.58-1.02) 1009 HR: 0.91 (95% CI: 0.70-1.19)
. 0
801 56.9% 801
g 60+ : 60 - :
8 40- 18.3% 40+
13.0%
20. T T O | 20'
= 1 1 LLl
O ] ] ] : ] ] ] ; ] ] ] : ] ] ] ] | O ] ] ] ; ] ] ] : ] ] ] : ] ] ] ] |
O 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 0O 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51
Mo from Randomization Mo from Randomization
Pembro + CT 106 101 92 80 66 58 54 50 40 35 26 21 16 15 10 5 2 0 127 122 114 96 79 66 55 47 34 29 23 18 12 8 3 2 1 O
Placebo + CT

Yang. ASCO 2023. Abstr LBA900O.



Use of immunotherapy in driver population

(n=3T) BRAF
(n=32) MET
(n=246) KRAS

(n=27) HERZ

Table 2. PFS according to primary oncogenic driver from initiation of ICl

(7=115) EGFR _

(n=19) ALK
(n=16) RET

(=) RO31

EVT/N Median PFS [95% ClI] (months)

KRAS 208/271 3.2[27;4.5]
EGFR 117/125 2.1[1.8;2.7]
BRAF 34/43 3.1[1.8,4.6]
HER2 23/29 25[1.8;3.5]
MET 26/36 34[1.7,6.2]
ALK 21/23 25[15;3.7]
ROST - -

RET 15/16 21[13;4.7]

0 10 20 30 4 50 e 7O 80 90 100
Percent of patients

I F B s PR/CR

Mazieres et al Immunotarget Ann Oncol 2018

EVT, event; N, number.



Immune Related Adverse Events

Hypophysitis Pneumonitis

Thyroiditis Hepatitis

Adrenal insufficiency Pancreatitis

Motor and sensory
neuropathies

Enterocolitis

Dermatitis Arthritis




Immune Related Adverse Events

Hypophysitis Pneumonitis

Thyroiditis Hepautis

Pancreatitis

Adrenal insufficienc

AN NAL 0F
oncoLogy [aN] 1B

Enterocolitis

Dermatitis ORIGINAL ARTICLES THORACIC TUMORS | VOLUME 30, ISSUE 5, P839-844, MAY 01, 2019

Severe immune-related adverse events are common
with sequential PD-(L)1 blockade and osimertinib

A.J. Schoenfeld « K.C. Arbour «H. Rizvie .. GJ. RielysHA Yu 2 1 » M.D. Hellmann 2 7 >

Show all authors « Show footnotes

Open Archive * DOI: https://doi.org/10.1093/annonc/mdz077
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Consulting Faculty Comments

Second-line treatment of metastatic NSCLC with
EGFR exon 20 insertion mutations

Dr John V Heymach (Houston, Texas)




QUESTIONS FOR THE FACULTY

What is your usual first-line therapy for a patient with
NSCLC with an EGFR exon 20 insertion mutation?




QUESTIONS FOR THE FACULTY

Which novel agents do you believe are the most
promising for patients with progressive NSCLC with an
EGFR exon 20 mutation?

Would you like to have access to any of these therapies
at the current time?




Current and Future Management of EGFR
Exon 20 Mutation-Positive NSCLC

Zosia Piotrowska, MD, MHS
Massachusetts General Hospital
May 31, 2024



SENSITIZING

Distinguishing between EGFR mutations in NSCLC

Common EGFR Mutations

Exon 19 Deletions (~45%)

Extracellular domain Tyrosine kinase domain
Most commonly between AA E746 and A750: ‘l | [ )
E746_A750del, L747_P753insS, L747_T751del, _— i H v I-— o —_ E’“’" e E’“’" E’°°" E"°"

L747_A750insP, E746-S752insV, etc

L858R point mutation (exon 21), (~40%)
Atypical EGFR Mutations Loop following C-helix

=
—=
-
o
L
)
(18]
©
S
(©
©
=
©
)
(7]
O
L o4
-
-
-
2]
2
Ll
o

L861Q, G719X, S768l, etc

763 J 764 766 | 767 | 768 770 § 711 | 772 |} 773
Others (TKI sensitivity varies) , D A Y V M A S v D N p H v c
S ———— 1st-gen EGFR TKI sensitivity Poziotinib senstivity Afatinib sensitivity
. A763_Y764insFQEA
Exon 20 Insertions (AA 761-775) : e T T
(16%) (9%)
A767_V769d
B " A767_V768dup D770_N771insX ”::"%)'“P
$768_D770dupSVD (19%) (14%)
V768_D770insSSV

V769_D770insASV %) i
D770_N771ins... PT72_HT73inaX

(5%)
D770_P772dup —

(%)

N771_H773dup
N771_P772ins...

P772_H773dupPH
\V774ins Meador CB et al. Cancer Disc. 2021;11:2145-2157.




Amivantamab for EGFR Exon 20 Insertions

A Exon20ins location
W Halical region (762-766)
n-80° W Near loop region (767-772}
M Far loop region (772-775)
Not datacted by ctDNA

Amivantamab

- EGFR and MET bispecific antibody

 Initially received accelerated FDA
approval (2021) for patients with
EGFR exon 20 insertion mutations

w
][ ““| “Illll‘“lll”ll
whose disease has progressed on :
o e annum-basec B E S R A A e 1

ChemOthera py' Helical region (n - 1) Near loop (n - 54) Far loop (n - 8)

ORR - 100% ORR - 41% ORR - 26%
CBR - 100% CBR - 70% CBR - 75%

Best Change From Baseline in
SoD of Target Lesions (%)
§388b885o3nus88388

i

CHRYSALIS (Phase 1) Trial:

Efficacy population: 81 patients
Confirmed ORR 40% (95% Cl, 29-51)
mDOR 11.1 (95% Cl, 6.9-NR)

mPFS 8.3 mos (95% Cl, 6.5-10.9)

Park K et al. J Clin Oncol. 2021;39:3391-3402.



Amivantamab for EGFR Exon 20 Insertions

With longer follow up of 114 EGFR exon 20 ins+ patients who
received amivantamab monotherapy on the CHRYSALIS trial,

42% had sustained clinical benefit (> 12 cycles)

Change from baseline in SoD
of target lesions (%)

-80 — Best overall response: [l PR |l SD
] Treatment status: P Ongoing @ Completed/discontinued
4 Progressive di Pre Post
-100
T T T T T T T T T T
4 0 12 16 20 24 28 32 36 40

Garrido-Lopez P, ELCC 2023

Months in study

Patients
at risk

100 +

%Patients without event

% { Y} (95% Cl, 5.6-8.8)

%Patients without event
3

Progression-free Survival

Median PFS2: 6.9 months

0 3 6 9 12 15 18 21 24 27 30 33 36 39
Months from date of first dose

114 8 60 41 37 30 23 16 12 8 4 2 1 0

Overall Survival

80
70 4
60 1
50 A
40 4
30
20 4

Median OS: 23 months

1 year (95% CI, 18.5-29 5)

I
1
I
|
1
.
|
1
I
I
1
I
I
1
I
|
1
I
|

Patients

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48

Months from date of first dose

atrisk 114 108 101 83 75 67 59 53 46 42 26 13 6 3 2 2 0




Amivantamab Toxicities

IRRs

AE (21 5% of Treatment- = : : Safetyt Z:pmatlonT(N=:14) : e . Initial loading (once weekly x 4 weeks) ' ' Maintenance (once every 2 weeks) .
emargent AS). (4
EGFR-related IS ® ® ® ® ® ® *—>
Rasha 98 (86) 4 (4) 98 (86) 4 (4) C1 C1D8 C1D15 C1D22 c2p1 C2D15 28-day cycles
Paronychia 51 (45) 1(1) 48 (42) 1(1) 0 ©

s Amivantamab infusion
Stomatitis 24 (21 ) 0 21 (1 8) 0 Day 1 Day2 g 1050 mg (<80 kg)
Pruritus 19 (17) 0 19 (17) 0 B HOme 0k
MET-related L —

Hypoalbuminemia 31 (27) 33) 17 (15) 2(2) PyT—— . Pre<nfusion medication
Peripheral edema 21 (18) 0 11 (10) 0 —” - MRequied  Optiond]
oter | —

Infusion related reaction 75 (66) 3 (3) 75 (66) 3(3) Storad, anthistamine,anfiyrots, pfate. and aniameds optonal) o meeton
Constipation 27 (24) 0 7 (6) 0

Nausea 22 (19) 0 13 (11) 0

Dyspnea 22 (19) 2 (2) 6 (5) 0 Infusion reactions occur with 1st infusion in ~2/3 of

Fatigue 21 (18) 2(2) 14 (12) 1(1)

patients, but are mitigated by the new subcutaneous

Increased ALT 17 (15) 1(1) 14 (12) 1(1) ] )
formulation of amivantamab.

Park K, Lung Cancer 2023.
Haura EB et al. ASCO 2019. Abstract 9009.



PAPILLON: First-line Amivantamab + Chemotherapy

Key Eligibility Criteria

Treatment-naive,?
locally advanced or
metastatic NSCLC

Documented
EGFR Exon 20
insertion mutations

ECOG PS0or1

Stratification Factors

ECOG PS

History of brain
metastasesP

Prior EGFR TKI use2

PAPILLON: Phase 3 Study Design

=308)

Amivantamab-Chemotherapy Primary endpoint: Progression-free survival
(n=1 53) (PFS) by BICR according to RECIST v1.1¢

Secondary endpoints:
» Objective response rate (ORR)°
* Duration of response (DoR)

1:1 Randomization (N

Chemotherapy «  Overall survival (OS)°
(n=15%5) « PFS after first subsequent therapy (PFS2)

+ Symptomatic PFS
+ Time to subsequent therapy?

Dosing (in 21-day cycles Safety

Amivantamab: 1400 mg (1750 mg if 280 kg) for the first 4 weeks, then
1750 mg (2100 mg if 280 kg) every 3 weeks starting at week 7 (first day
of cycle 3)
Chemotherapy on the first day of each cycle:

Carboplatin: AUCS5 for the first 4 cycles

Pemetrexed: 500 mg/m?2 until disease progression

MY Optional crossover to 2d.line
amivantamab monotherapy®

*Amivantamab given weekly for 4 weeks, then every 3 weeks starting at week 7

Girard N, ESMO 2023
Zhou C, NEJM 2023



PAPILLON: First-line Amivantamab + Chemotherapy

Primary Endpoint: Progression-free Survival by BICR

Amivantamab-chemotherapy reduced risk of progression or death by 60%

S 100 1 Median follow-up: 14.9 months Mg’si;:‘ (;'):s
g Amivantamab-Chemotherapy 11.4 mo (9.8-13.7)
"é 80 A Chemotherapy 6.7 mo (5.6-7.3)
% | HR, 0.395 (95% CI, 0.30-0.53); P<0.0001
5 60
s 0
'g ! Amivantamab-Chemotherapy
2 2]
n‘_u 0 . . . :. . : o : f:hemotherapy
0 3 6 9 12 15 18 21 24
No: at risk _ Months
Amivantamab-Chemo Chemo
ORR 73% (95% Cl, 65-80) 47% (95% Cl, 39-56)
mPFS 11.4 mo (9.8-13.7) 6.7 (95% Cl, 5.6-7.3) HR 0.395 (95% Cl, 0.30-0.53)
[0S (interim*) NE 24.4 mo (95% Cl, 22.1-NE) HR 0.675 (95% Cl, 0.42-1.09)]

OS data are immature (~33% maturity), 66% of patients who progressed crossed over to amivantamab.

Girard N, ESMO 2023
Zhou C, NEJM 2023



PAPILLON: Safety

Amivantamab-Chemotherapy Chemotherapy
Most common AEs of any cause n=155

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

Associated with EGFR inhibition Ami + Chemo Safety:

IR SDED UL, L 2 * Toxicities of Ami (IRR, paronychia,
Rash 81 (54) 17 (11) 12 (8) 0

Dermatiis acneiform 47 (31) 6 (4) 5 (3) 0 rash, edema) appear to be

ST i) LU, 9(6) B additive with chemo (hematologic
Diarrhea 31 (21) 5 (3) 20 (13) 2(1) .

Associated with MET inhibition toxicities)

Hypoalbuminemia 62 (41) 6 (4) 15 (10) 0 * Neutropenia was slightly higher in
Peripheral edema 45 (30) 2(1) 16 (10) 0 oL

— combination

Neutropenia 89 (59) 50 (33) 70 (45) 35 (23) * Pneumonitis: 3% in Ami-Chemo
Anemia 76 (50) 16 (11) 85 (55) 19 (12)

Infusion-related reaction 63 (42) 2(1) 2(1) 0 .

Constipation 60 (40) 0 47 (30) 1(1) * Dose reductions:

Leukopenia 57 (38) 17 (11) 50 (32) 5(3) « Any agent; 48% vs. 23% (36%
Nausea 55 (36) 1(1) 65 (42) 0 )

Thrombocytopenia 55 (36) 15 (10) 46 (30) 16 (10) reduced amivantamab)
Decreased appetite 54 (36) 4(3) 43 (28) 2(1) * Discontinuation:

Alanine aminotransferase increased 50 (33) 6 (4) 56 (36) 2(1) .

Aspartate aminotransferase increased 47 (31) 1(1) 51 (33) 1(1) * Any agent; 24% vs 10% (7%
COVID-19 36 (24) 3(2) 21 (14) 1(1) discontinued Ami)

Hypokalemia 32 (21) 13 (9) 13(8) 2(1)

Vomiting 32 (21) 5 (3) 29 (19) 1(1)

Girard N, ESMO 2023 and Zhou C, NEJM 2023



Amivantamab + chemo is now the SOC in the front-line

Network®

S ensive NCCN Guidelines Version 5.2024
NCCN Rt Non-Small Cell Lung Cancer

NCCN Guidelines Index
Table of Contents
Discussion

EGFR EXON 20 INSERTION MUTATIONM"

FIRST-LINE THERAPYYdd

Amivantamab-vmjw

+ carboplatin/
pemetrexeddd
(nonsquamous)
(category 1) (preferred)

—> Progression4>{

EGFR exon
20 insertion
mutation

}_. or
Systemic therapy
Adenocarcinoma
(NSCL-K 1 of 5)
or

Squamous Cell
Carcinoma

(NSCL-K 2 of 5)

* For frail patients where the toxicities of amivantamab + chemotherapy are a concern, consider

Tumor
response
evaluation

Progression——

SUBSEQUENT THERAPY%

Systemic Therapy,

Subsequent
(NSCL-K 4 of 5)
Systemic Therapy,
Amivantamab-vmjw — [SubsequentTff
(NSCL-K 4 of 5)

Progression

|
Progression— Amivantamab-vmjw

Response 4-6 Tumor
or stable cycles response
i eee evaluation
disease (total) valuati Response Maintenance |
or stable |—»|therapy Progression
disease (NSCL-K 3 of 5)

sequential use of carboplatin/pemetrexed followed by amivantamab.



Oral drugs in development for EGFR exon 20 insertions

« In contrast to exon 19 deletions, exon 20 g il i

insertions shift the C-helix P-loop of the EGFR T Wil
‘ - “C;E:?’“x - »

protein into the binding pocket, resulting in a

steric hindrance which is structurally unique -t
- Novel, fourth generation, EGFR TKls have been 2 ;
S

- Traditional (first, second and third generation)
EGFR TKls have limited binding and limited
clinical activity.

from other types of EGFR mutations.
developed specifically to overcome EGFR exon gl
20 insertions.

Vyse S, Huang PH. Signal Transduct Target Ther. 2019



Zipalertinib (CLN-081) — Phase 1/2a Study Design (NCT04036682)

STUDY SCHEMA

Accelerated Titration (N=1) Rolling Six (N=6) Phase 1 Expansion (N=7)

Phase 2a Expansion (N=23)

[ 150mgBID |

KEY ELIGIBILITY

« Confirmed recurrent or metastatic NSCLC with documented
EGFR ex20ins mutation demonstrated by local laboratory

* Prior treatment in the recurrent/metastatic setting including a

| platinum-based chemotherapy regimen unless declined

1
( 100 mg BID | = 100 mg BID |=> 100 mg BID I=d! 100 mg BID
1
( 65 mg BID | = [ 65 mg BID = 65 mg BID ]
t
[ 45 mg BID |
t
[ 30 mg BID )= 30 mg BID )

* Dose escalation used both an accelerated titration and
rolling-six design

* Phase 1 and Phase 2a dose expansion cohorts enrolled
additional patients at dose levels meeting pre-defined
thresholds for efficacy and tolerability

* Prior treatment with an EGFR exon20in-targeting drug was
allowed only in dose-escalation cohorts

+ Patients with CNS metastases stable for >4 weeks prior to
C1D1 were eligible

TREATMENT PLAN

 Patients receive CLN-081 twice daily and may continue to
receive treatment until disease progression, unacceptable
toxicity or withdrawal of consent

« Tumor response was assessed by investigators according to
Response Evaluation Criteria in Solid Tumors (RECIST 1.1)
at 6 weeks and every 9 weeks thereafter

Yu H, et al. ASCO 2022;Abstract 9007.



Zipalertinib (CLN-081) — Patient Demographics

TABLE 1. Summary of Patient Demographics

Previous systemic cancer regimens,® No. (%)

Characteristic All Patients (N = 73) 0 3 (4)
Age, years, median (range) 64 (36-82) 1 22 (30)
Female, No. (%) 41 (56) 2 32 (44)
EGFR exon 20 insertion mutation, No. (%) 3 or more 16 (22)
Helical 2 (3) Median (range) 2 (1-9)
Near-loop 52 (71) Previous EGFR TKIs (non-ex20ins), No. (%) 26 (36)
Far-loop 9 (12) Previous afatinib or gefitinib 13 (18)
Undetermined 10 (14) Previous osimertinib 13 (18)
ECOG performance status, No. (%) Previous poziotinib and/or mobocertinib,® No. (%) 34
0 22 (30) Previous PD-1/PD-L1 inhibitor, No (%) 40 (55)
1 51 (70) History of CNS metastases, No. (%) 28 (38)

Piotrowska Z, et al. JCO 2023



Zipalertinib (CLN-081) — Efficacy Results

In a phase 1/2a study, 71 patients received zipalertinib after prior platinum-based chemo (39 were treated

at RP2D of

100mg BID).

A

Best Response and Change From
Baseline, Sum of Target Lesions (%)

150 mg|

100 mg

Subjects by Dose Level

100

80 A

-100

Dose level [l <65 mg [l 100 mg [l 150 mg

bbbbb

A PR
M PD

P Treatment ongoing

T T T T T T T T T T T T
0 2 4 6 8 10 12 14 16 18 20 22 24

Treatment Duration (months)

Change From Baseline (%)

Dose level [ AIl100mg [l <65mg [l All 150 mg

T T T T T
6 8 10 12 14

T T T T T
16 18 20 22 24

Time Since First Dose (months)
All Dose Levels (N=73) 100 mg BID (N=39)
Conf ORR 38.4% 41%
mDOR 10 mo (95% Cl, 6-NC) NR
mPFS 10 mo (95% Cl, 6-12) 12 mo (95% Cl, 5-13)

Piotrowska Z, et al. JCO 2023



Zipalertinib (CLN-081) — Safety

Treatment-Related AEs Observed in > 10% of Subjects

100 mg BID (N=39)

Overall(N=73)

AE All Grade Grade >3 All Grade Grade >3
Rash 32 (82) 0 58 (80) 1(1)
Paronychia 12 (31) 0 23 (32) 0
Diarrhea 14 (36) 0 22 (30) 2 (3)
Fatigue 8(21) 0 15 (21) 0
Anemia 5(13) 1(2.6) 14 (19) 7 (10)
Dry skin 7 (18) 0 13 (18) 0
Nausea 4 (10) 0 12 (16) 0
Stomatitis 5(13) 0 10 (14) 0
Alopecia 6 (15) 0 9(12) 0
Dry eye 7 (18) 0 9(12) 0
Nl 3(8) 1(3) 8 (11) 3 (4)
Decrea_sed 4 (10) 0 8 (11) 0
appetite

Piotrowska Z, et al. JCO 2023



Sunvozertinib (DZD9008) — Phase Il Study Design

WU-KONG6 Study Design

Primary endpoint:

. .
Locally advanced or metastatic IRC assessed’ ORR
NSCLC Secondary end point:
Confirmed EGFR exon20ins in DZD9008 « IRC assessed!’ DoR

tumor tissues ) ORR (investigator assessed),

Key inclusion criteria:

Received 1 — 3 lines of prior PFS, DCR, tumor size changes
systemic therapies 300 mg, QD OS

Disease progressed on or after Safety and tolerability
platinum-based chemotherapy

Pharmacokinetics

T According to RECIST 1.1. Tumor assessment every 6 weeks
IRC, independent review committee; ORR, objective response rate; DoR, duration of response; PFS, progression free survival, DCR, disease control rate; OS, overall survival.

Data cut-off for analysis: October 17, 2022

Wang M, et al. ASCO 2023.



Sunvozertinib (DZD9008) — Patient Demographics

Demographics and Baseline N = 97 Patient Treatment History N= 0
Characteristics

Median age, years (range) 58 (29, 79) Median prior anti-cancer therapy, n (range) 2 (1, 3)

Male/Female, n (%) 39 (40.2)/58 (59.8) Prior anti-cancer therapy type, n (%)

History of smoking, Yes(%)/No(%) 32 (33)/65 (67) Chemotherapy 97 (100)

Baseline brain metastasis, n (%) 31 (32.0) Platinum-based chemotherapy 97 (100)

Mutation subtypes, n (%) EGFR TKI 26 (26.8)
769_ASV 38 (39.2) PD-1/PD-L1 34 (35.1)
770_SVD (17 5) Anti-VEGF 58 (59.8)
Others 42 (43.3) Others 16 (16.5)

» As of October 17,2022, a total of 104 subjects with over 30 EGFR Exon20ins subtypes were enrolled and the last subject has been
followed up for 6 months. A total of 97 patients were included in the efficacy analysis set.

Wang M, et al. ASCO 2023.



Sunvozertinib (DZD9008) — Efficacy Results

In the WU-KONGS6 trial, 97 patients were treated with sunvozertinib at the RP2D of 300mg QD (all received prior

platinum-based chemotherapy, 1-3 prior lines of therapy.)

Target Tumor Size Change per IRC Assessment
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Mutation Subtype

BM, brain metastasis

Confirmed ORR, 59/97 (60.8%)
mDOR not reached (median follow up 5.6 mo, 64% pts still responding)

Common Treatment-Emergent Adverse Events
(N=104 safety population)
AE All Grade Grade >3
Diarrhea 70 (67) 8 (8)
CPK Increase 60 (58) 18 (17)
Rash 56 (54) 1(1)
Anemia 51 (49) 6 (6)
Creatinine Increase 39 (38) 0
Paronychia 34 (33) 2(2)
Body weight decrease 30 (29) 1(12)
WBC decrease 27 (26) 0
Lipase 27 (26) 2(2)
Vomiting 25 (24) 1(1)
Decreased appetite 25 (24) 2(2)
Mouth ulceration (24 (23) 0

Wang M, et al. ASCO 2023.



EGFR Exon 20 TKIs in Development

mPFS Major Toxicities
D RP2D RR
rug : 0 mDOR Tox, % All Grade (% 3+)
.. Diarrhea, 67% (7.7%)
1 7 ’
S"{:)";;;;:;g')b 300 mg QD 0 o ) 60.8% NR Rash, 54% (1%)
g CPK Increase, 58% (17%)
. .. Diarrhea, 30% (3%)
2 ’
Z'('Ziﬁf;':l";’ 100 mg BID (100 n9;9 BID) 41% 12N':° Rash, 80% (1%)
& Paronychia: 32% (0%)
.. 30 69% mPFS Rash, dry skin, nail disorders, diarrhea
F e TBD ’ ! ’ !
urmonertinib (Tx naive) (Tx Naive) 10.7 mo stomatitis, LFTs
4/13 Rash 54%, Diarrhea 40%, Stomatitis
RIC114* TBD NR ! !
ORIC >0 (EGFR exon 20) 30%, Paronychia 28%
. .. Diarrhea, 76% (0%)
5 ’
Os'{:;rr:“'b 17 24% 9'?\1?0 Fatigue, 67% (10%)
g Rash, 38% (0%)
.. 114 7.3 mo Diarrhea, 91% (21%)
Mob tinib® 160 D 28% (BICR ’
obocertint mg Q (PPP) % (BICR) 17.5 mo Rash, 45% (0%)
4.2 mo Diarrhea, 79% (25%)
Poziotinib’ 16 mg QD 115 15% 7'4 o Rash, 60% (28%)
' Stomatitis, 52% (9%)
BDTX-1898 Clinical Development Halted
BLU-451° Clinical Development Halted

juswdo|anap

ul J93uo| ON

1. Wang M, ASCO 2023; 2. Piotrowska Z, JCO 2023; 3. Han B, et al, WCLC 2023 OA03.04; 4. Murray BW, AACR 2022, NCT05315700; 5. Piotrowska Z et al., ASCO 2020, Abstract 9513; 6. Zhou C, et al. JAMA

Oncol 2021; 7. Le X, AACR 2020; Socinski M, ESMO 2020; 8. Schram A, et al, ASCO 2021, Abstract 3028; 9 Spira A, et al, ASCO 2022




Ongoing First-Line EGFR Exon 20 TKI Trials

Zipalertinib + Chemo

REZILIENT3 .
NCT05973773 Recruiting
Chemo
Sunvozertinib
WU-KONG28 Recruiting
NCT05668988
Chemo
Furmonertinib
FURVENT
NCT05607550 Recruiting

Chemo




Conclusions

- EGFR exon 20 insertions are distinct from other EGFR mutations, and best identified
using NGS testing.

- Chemo + amivantamab is now the preferred first-line regimen for fit patients, but
requires careful toxicity management.

- Multiple new EGFR TKIs targeting EGFR exon 20 insertions are in development with
improving efficacy and safety.

- First-line trials are testing novel EGFR TKls with and without chemotherapy, and may
change our front-line standard of care.
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Adverse events associated with EGFR-targeted therapies
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QUESTIONS FOR THE FACULTY

Do you follow the same interstitial lung disease (ILD)
monitoring and management protocols for patritumab
deruxtecan as you do for trastuzumab deruxtecan?

What grade of ILD would prompt you to recommend
treatment interruption? When would you permanently
discontinue patritumab deruxtecan for patients with
documented ILD?




QUESTIONS FOR THE FACULTY

What are the most common toxicities that have been noted
with patritumab deruxtecan?

Which of these do you find most challenging to manage?

Which of these do you believe are most detrimental to
patient quality of life?




Consulting Faculty Comments

Toxicity profile of amivantamab and management
of associated side effects

Dr John V Heymach (Houston, Texas)




QUESTIONS FOR THE FACULTY

What are the most common toxicities reported with
amivantamab?

Which of these do you find most challenging to manage?

Which of these do you believe are most detrimental to
patient quality of life?




Management of Toxicities Associated
with Available and Emerging
Therapies for EGFR-Mutant NSCLC

Joel W. Neal, MD, PhD
Associate Professor, Stanford University
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Management of Toxicities Associated with Available and Emerging Therapies for EGFR-Mutant
NSCLC — Dr Neal

e Spectrum, frequency and severity of toxicities with third-generation EGFR TKiIs (eg, osimertinib,
lazertinib)

e Incidence of common (eg, dermatologic AEs, fatigue, musculoskeletal pain, stomatitis) and less
frequently occurring (eg, ILD, ocular AEs) toxicities with amivantamab

e Available results with and ongoing evaluation of a subcutaneous formulation of amivantamab

e Spectrum of commonly occurring AEs (eg, Gl toxicities, fatigue, myelosuppression) associated with
patritumab deruxtecan

e Pathophysiology, rates, severity and timing of ILD in clinical trial experiences with patritumab
deruxtecan; strategies to monitor for and manage ILD



Spectrum, frequency and severity of toxicities with third-generation EGFR TKis
(eg, osimertinib, lazertinib)

Osimertinib AEs (FLAURA2)

Lazertinib AEs (Phase 2 study) :

Table 3. Adverse Events.*

Table 3. Treatment-Emergent Adverse Events (>10% of Patients) Event OSImem(nrsllezA;Sn)Otherapy
Lazertinib 240 mg (N = 78) Any Grade Grade 1 Grade 2 Grade 3 Grade 4

Adverse Event Al Grades Grade 3 Grade 4 Grade 5 Anemia 22 (8) 15 (5) 6 (2) 1(<1) 0
Patient with at least one TEAE 76 (97.4) 21 (26.9) 3(3.8) 3(3.8) Diarrhea 112 (41) 89 (32) 22 (8) 1(<1) 0
Rash 29 (37.2) 1(1.3) 0 0 Nausea 28 (10) 22 (8) 6(2) 0 0
Pruritus 27 (34.6) 0 0 0 Y )
Parethesia 26 (33.3) 2 (2.6) 0 0 Decreased appetite 26 (9) 18 (7) 6 (2) 2 (1) 0
Headache 22 (28.2) 0 0 0 Constipation 28 (10) 23 (8) 5(2) 0 0
Muscle spasms 22 (282) 0 0 0 Rash 57 (21) 46 (17) 11 (4) 0 0
Diarrhea 21 (26.9) 1(1.3) 0 0 .
Decreased appetite 20 (25.6) 0 0 0 Fatigue 2612) 282) DG B0 0
Paronychia 16 (20.5) 1(1.3) 0 0 Vomiting 17 (6) 13 () 4 (1) 0 0
Cough 16 (20.5) 0 0 0 Stomatitis 50 (18) 32 (12) 17 (6) 1(<1) 0
Constipation 15 (19.2) 0 0 0 .
Ty 13 (16.7) 0 0 0 Neutropenia 9 (3) 3(1) 4 (1) 2 (1) 0
Fatigue 12 (15.4) 0 0 0 Paronychia 73 (27) 37 (13) 351(13) 1(<1) 0
Aspartate aminotransferase increased 11 (14.1) 0 0 0 Neutrophil count 16 (6) 6 (2) 8 (3) 2(1) 0
Dizziness 10 (12.8) 0 0 0 decrease
Alanine aminotransferase increased 10 (12.8) 0 0 0 Covid-19t 39 (14) 18 (7) 21 (8) 0 0
Myalgia 10 (12.8) 0 0 0 .
T 9 (11.5) 0 0 0 ALT increase 21 (8) 17 (6) 3 (1) 1(<1) 0
Stomatitis 9 (11.5) 0 0 0 Platelet count decrease 19 (7) 18 (7) 1(<1) 0 0
Blood creatinine increased 9 (11.5) 0 0 0 Thrombocytopenia 12 (4) 6 (2) 3 (1) 3 (1) 0
Dry skin 8 (10.3) 0 0 0 .
Vomiting 8 (10.3) 1(1.3) 0 0 Diyiskin B2i(z4) ez i) 2 ¢
Pulmonary embolism 8 (10.3) 1(1.3) 1(1.3) 1(1.3) AST increase 13 (5) 12 (4) 0 1(<1) 0
Note: Data expressed as number of patients (%). Blood creatinine increase 12 (4) 10 (4) 2 (1) 0 0

White-cell count 18 (7) 9(3) 8 (3) 1(<1) 0

Cho JTO 2022 dezrease
Peripheral edema 12 (4) 9(3) 3(1) 0 0

JWN NOTE: Lazertinib monotherapy safety data
from MARIPOSA has not been presented Planchard NEJM 2023



Amivantamab safety overview (1/2)

Incidence of common (eg, dermatologic AEs, fatigue, musculoskeletal pain, stomatitis) and less frequently occurring (eg,
ILD, ocular AEs) toxicities with amivantamab

MARIPOSA' MARIPOSA-22
First-line amivantamab + lazertinib vs osimertinib Second-line amivantamab + chemo +/- lazertinib
Exon 19 del or Exon 21 L858R mutation vs chemo alone

Exon 19 del or Exon 21 L858R mutation

Lazertinib (N=421 et Chemotherapy (n=130 n=243 Chemotherapy

Most common Most common TEAEs (n=151)
TERES (28} All Grades YR Il =2°% by preferred ] Al
by preferred term, D 23 term, n (%) L any cause by preferred Grade 23
% Associated with EGFR inhibition term (220%), n (%) Grades
Associated with EGFR inhibition Paronychia 48 (37) 3(2) 1(0.4) 0 Associated with EGER inhibition
Paronychia 68 11 28 0.5 Rash 56 (43) 8 (6) 12 (5) 0 .
Rash 61 15 30 1 Stomatitis 41 (32) 1(1) 21 (9) 0 Paronychia 85 (56) 10(7) 0 0
Diarrhea 29 2 a4 1 Diarrhea 18 (14) 1(1) 16 (7) 1(0.4) Rash 81(54)  17(11) 12 (8) 0
Dermatitis 29 8 13 0 Associated with MET inhibition Dermatitis acneiform 47 (31) 6(4) 5(3) 0
acneiform Hypoalbuminemia 29 (22) 3(2) 21 (9) 1(0.4) Stomatitis 38(25) 2(1) 9(6) 0
Stomatitis 29 1 21 0.2 Peripheral edema 42 (32) 2(2) 15 (6) 0 Diarrhea 31(21) 5(3) 20(13) 2(1)
Pruritus 23.5 0.5 17 0.2 Associated with chemotherapy Associated with MET inhibition
Associated with MET inhibition Neutropenia 74 (57) 59(45)  101(42)  52(21)  ynoalbuminemia 62 (41) 6 (4) 15 (10) 0
Hypoalbuminemia 48 6 6 0 Thrombocytopenia 57 (44) 19 (15) 72 (30) 22 (9) Peripheral edema 45 (30) 2(1) 16 (10) 0
Peripheral edema 36 2 6 0 Anemia 51 (39) 15 (12) 97 (40) 23 (9)

Leukopenia 37(28) 26 (20) 68 (28) 23(9)

NOTE: Lazertinib monotherapy safety data from MARIPOSA has not been presented

AE, adverse event; chemo, chemotherapy; EGFR, epidermal growth factor receptor; MET, mesenchymal epithelial transition; TEAE, treatment-emergent adverse event.
1. Cho B, et al. ESMO 2023. Oral presentation #LBA14. 2. Passaro A, et al. Ann Oncol. 2024;35:77-90. 3. Zhou C, et al. N Engl J Med. 2023;389:2039-2051.



Amivantamab safety overview (2/2)

Incidence of common (eg, dermatologic AEs, fatigue, musculoskeletal pain, stomatitis) and less frequently occurring
(eg, ILD, ocular AEs) VTE toxicities with amivantamab

MARIPOSA' MARIPOSA-22
First-line amivantamab + lazertinib vs osimertinib Second-line amivantamab + chemo +/- lazertinib
Exon 19 del or Exon 21 L858R mutation vs chemo alone

Exon 19 del or Exon 21 L858R mutation

Most common . ' Most common AEs of Amivantamab-
. Osimertinib (n=428) Amivantamab- Chemotherapy
e I e cromatrapy 30 | roes) RANLOTl  hemotesny |2
P gl All Grades | Grade >3 (e Y] Most common S
% Grades | . TEAEs (225%) Al - Grade 23
Other by preferred term, FLURE P Grades -
Infusion-related 63 6 0 0 n (%) Other
reaction Other Neutropenia 89 (59) 50 (33) 70 (45) 35 (23)
Alanine 36 5 13 2 Infusion-related 76 (58) 7 (5) 1(0.4) 0 Anemia 76(50)  16(11)  85(55)  19(12)
aminotransferase eaetion ) )
creased Infusion-related reaction 63 (42) 2 (1) 2 (1) 0
Constipation 29 0 13 0 Hatsed 28lid5) L) 20137) 2l Constipati 60 (40 0 47 (30 1L (il
Constipation 50 (38) 1(1) 72 (30) 0 CAIsApation 0] =0] (1)
Aspartate 28 3 13 1 Leukopenia 57 (38) 17 (11) 50 (32) 5(3)
i Decrefased 40 (31) 0 51 (21) 3 (1) cEm— 55 (36) 1(1) 65 (42) 0
increased appe.tl.te Thrombocytopenia 55(36) 15(10) 46(30)  16(10)
SOMIDgE 25 2 221 2 vomiting 32(25) 1) SZLHE SRR oo s i appetite sa(36)  4(3)  43(28)  2(1)
Decreased appetite 25 1 17 il Fatigue 36 (28) 4(3) 47 (19) 4(2) o op
Anemia 23 4 22 2 Asthenia 34 (26) 1(1) 40 (16) 51(2) aminotransferase 50 (33) 6 (4) 56 (36) 2(1)
Nausea 21 1 13.2 0.2 Alanine 26 (20) 7 (5) 67 (28) 10 (4) nereaced
Hypocalcemia 21 2 8 0 aminotransferase Aspartate
Cough 15 0 21 0 increased aminotransferase 47 (31) 1(1) 51 (33) 1(1)
Any VTE 37 11 9 4 AESIs by grouped term, n (%) increased
. Rash* 92 (71) 13 (10) 30 (12) 0 COVID-19 36 (24) 3(2) 21 (14) 1(1)
NOTE: Lazertinib monotherapy safety data :
Py y VTE' 13 (10) 3(2) 11 (5) 7 (3) Hypokalemia 32 (21) 13 (9) 13 (8) 2(1)
from MARIPOSA has not been presented ILD 2(2) 1(1) 0 0 Vomiting 32 (21) 5(3) 29 (19) 1(1)

*Grouping includes the following preferred terms: rash, dermatitis acneiform, rash maculo-papular, erythema, acne, rash pruritic, rash erythematous, rash macular, drug eruption, folliculitis, dermatitis, skin lesion, rash pustular, papule, rash follicular, exfoliative
rash, pustule, rash papular, skin exfoliation. *Grouping includes the following preferred terms: pulmonary embolism, deep vein thrombosis, embolism, renal vein thrombosis, venous thrombosis limb, venous thrombosis, embolism venous, jugular vein
thrombosis, superficial vein thrombosis, thrombophlebitis, thrombosis.

AE, adverse event; AESI, adverse event of special interest; chemo, chemotherapy; EGFR, epidermal growth factor receptor; ILD, interstitial lung disease; TEAE, treatment-emergent adverse event; VTE, venous thromboembolism.

1. Cho B, et al. ESMO 2023. Oral presentation #LBA14. 2. Passaro A, et al. Ann Oncol. 2024;35:77-90. 3. Zhou C, et al. N Engl J Med. 2023;389:2039-2051.



Role of EGFR in Skin Physiology and Model of
EGFR-Inhibitor-Induced Reactions

Box 1 | Roles of EGFR in skin physiology

e Stimulation of epidermal growth * * *
¢ Inhibition of differentiation
. ) Growth and migration Chemokine expression | |[Abnormal maturation and differentiation

e Stimulation of keratinocyte migration through o2 | I

integrins ¢
e Activation of phosphatidylinositol turnover I ator cell e
e Activation of phospholipase A2 and, subsequently,

arachidonic acid and prostaglandin E2 l
e Stimulation of vasoconstriction =3 | Cutaneous injury >
* Diacylglycerol formation I 4

Xerosis and it

EGFR, epidermal growth factor receptor. * * + e 1

Tenderness | | Papulopustules | | Periungual inflammation| |Hair and nail plate disturbance

Lacouture ME. Nat Rev Cancer 2006;6(10):803-12.




Effects of EGFR Inhibition in Skin

Apoptotic cell

Lacouture ME. Nat Rev Cancer 2006;6(10):803-12.

a. Normal expression of EGFR-
dependent molecular markers.

b. During EGFR inhibitor therapy,
pEGFR is abolished in all epidermal
cells and MAPK expression is
reduced. Inhibition of

EGFR in basal keratinocytes leads to
growth arrest and premature
differentiation.

c. The release of inflammatory cell
chemoattractants recruits leukocytes
that release enzymes, causing
apoptosis and tissue damage, with
consequent apoptotic keratinocytes
and dilated vessels.

d. Decreased epidermal thickness
with a thin stratum corneum that lacks
the characteristic basket-weave
configuration, indicating abnormal
differentiation.



Management of EGFR Dermatologic Complications
(not much has changed since 2015)

Initiation of EGFR inhibitortherapy

Y

. * Dailyfragrance-free moisturizer ;
Preventive + Daily broad-spectrum sunscreen (SPF 30), eruption present

Papulopustular

therapy physical blocker preferred reactive therapy)
¢ Oral antibiotic: * Topicalantibiotic:
* doxycycline 100 mg BID or * clindamycin 1% lotion BID or
* minocycline 100 mg daily or BID or * dapsone 5% gel BID or
* tetracycline 500 mg BID * mupirocin 2% ocintment BID
* Hydrocortisone 1% ocintment BID * +/- oral antibiotics (doxycycline, minocycline,
or tetracycline, cephalexin, TMP/SMX)

* Obtain bacterial and/or no pruritu.y \zruritus

viral studies from lesions | ifany+ , .
e Start dilute bleach soaks <€«—— | Assess for any atypical features - Topical
« recalcitrantto treatment steroid
positive negative * pain
culture culture + heavilycrusted
« vesicles
Treat with Consider skin * rash developing>8 weeks after
appropriate biopsy, systemic EGFR inhibitorstart date
antibiotic steroids or * rash activein areas of skin
isotretinoin outside of face, scalp, chest, back

Fig. 2. Practical management of EGFR inhibitor-related papulopustular (acneiform) eruption.

Pugilese, Neal and Kwong Current Treatment Options Oncology 2015



Ocular Toxicity with EGFR Inhibition

Scleritis Retinal vein
conjunctivitis: occlusion:
- pemetrexed; - MEK - inh;
- docetaxel; Central retinal artery
- oxaliplatin; occlusion:
- EGFR - TKI; - cisplatin;
- EGER - mAb; Retinal pigment
=MEKSin; _—— Superior rectus m. _g_fngtstg?atin;
Lids Orbit/Peri-Orbit ‘7' PN Purtscher (etinogathy:
EGFRTKI EGFR TKI Somed odora: Sclera Superior oblique m. - gemcitabine;
EGFR mAb — EGFR mAb W / Retinal atroghy..
BSP Ber-Abl/cKit i Keratitis: / ChOI'Old - PHA - 848125;
MEKi Anti-CTLA4 mAb — bacltaxel:
- paclitaxel,
Thinning of comeal <€—Cornea & 4 -~ Retina Maculopathy:
epithelium: & - carboplatin;
~EGFR- TKT, Macula -ALK - inh;
- EGFR - mAb : Macular pigment
Pupil l: Lens Vitreous humor Fovea changes:
- cisplatin;
Lashes | Trichomegaly: /? 7, - carb9p|at|n;
EGFR TKI e Tear Ducts -EGFR-TKI; ris "\ - Cystokmaciian
EGFR mAb — EGFR mAb -EGFR - mAb: \ N 7w m i
MEKi MEKi - MEK - inh; - pacllta_xel,
-ALK - inh;
Ciliary body 7 -
; ‘__// Optic nerve
Cavemous sinus — Optic neuritis:
syndrome: : : . - cisplatin;
et Inferior oblique m. Inferior rectus m. _car’t’)oplaﬁn;
Pe_riorbigay edema: ALK - inh;
i g:ggggtin- Lacrimal duct stenosis: Optic neuropathy:
-ALK -inh: - oxaliplatin; - paclitaxel;
== Y, . - docetaxel; - MEK - inh
%‘?ﬁﬁn’l Epiphora: -ALK - inh;
- EGFR - mAb; - docetaxel;

Increased lacrimation:
- MEK - inh;

[FEGFR-mAb; ]

Renouf DJ et al. J Clin Oncol 2012;30(26):3277-86.
Agustoni F et al. Cancer Treat Rev 2014;40(1):197-203.



Available results with and ongoing evaluation of a subcutaneous formulation of amivantamab

L 4
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Cancer Congress 2024

Subcutaneous Amivantamab

Administered Every 4 Weeks (Q4W) in
Patients With Advanced Solid Malighancies:
The Phase 1b PALOMA Study
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Available results with and ongoing evaluation of a subcutaneous formulation of amivantamab

Background

5‘6

PALOMA

Table 1: Demographics and Baseline Characteristics

e Amivantamab is an EGFR-MET bispecific antibody with immune T
p . AR amivantama
cell-directing activity Characteristic, n (%) (n=19)

e |V amivantamab? has an IRR rate of 67% (grade 23: 2%)* Median age, years (range)
o To manage IRRs, the first dose is split over 2 days, with an average Male / female
administration time of ~4 hours Body weight: <80 kg / =80 kg
R
o PALOMA (NCT04606381),> a phase 1b study, evaluated PK and safety ~ ,___
of SC amivantamab?? —
o Q2W and Q3W SC doses have been previously reported® No. of prior systemic therapies
o SC amivantamab has an IRR rate of 16% (grade =3: 0%) 1-3
o First dose does not need to be split over 2 days with an average 24
administration time of 4—7 minutesd Cancer type
NSCLC

Adenocarcinoma
Squamous cell carcinoma
Other solid tumor®

( ) A Q4W dose for SC amivantamab was evaluated

for PK and safety

62 (39-84)
9 (47)/10 (53)
16 (84) / 3 (16)

13 (68)
6 (32)

10 (53)
9 (47)

17 (89)
16 (94)
1(6)
2 (11)

2Q2W IV dose (1050 mg or 1400 mg if >80 kg); Q3W IV dose (1750 mg or 2100 mg if >80 kg). *Eligible patients were those who had advanced solid tumors and who may benefit from EGFR/MET—directed therapy.
The Q2W and Q3W SC amivantamab doses were identified to be 1600 mg (2240 mg if >80 kg) and 2400 mg (3360 mg if >80 kg), respectively. “The recommended administration rate was ~2 to 3 mL/min. *One patient

had colorectal cancer and the other had renal cell cancer.

EGFR, epidermal growth factor receptor; IRR, infusion-related reaction; IV, intravenous; NSCLC, non-small cell lung cancer; PK, pharmacokinetics; Q2W, every 2 weeks; Q3W, every 3 weeks; Q4W, every 4 weeks;

SC, subcutaneous.

o 1. Moores SL, et al. Cancer Res. 2016;76(13):3942-3953. 2. Vijayaraghavan S, et al. Mol Cancer Ther. 2020;19(10):2044-2056. 3. Yun J, et al. Cancer Discov. 2020;10(8):1194-1209. 4. Minchom A, et al. Presented at:
‘ American Society of Clinical Oncology (ASCO) 2023; 2-6 June 2023; Chicago, IL, USA. 5. RYBREVANT® (amivantamab-vmjw). Published 1 April 2021. Accessed 31 January 2024. hitps://www.rybrevant.com.
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Available results with and ongoing evaluation of a subcutaneous formulation of amivantamab

Safety Profile @6

SC amivantamab Q4W (n=19)2

TEAESs (215%) by preferred term, n (% EETEE T o Most common TEAESs were EGFR- and MET-related,
Associated with EGFR inhibition S
Dermatitis acneiform 14 (74) 2(11) pnmarlly of grade Tt02
Paronychia 11(38) 1(9) o Safety profile of SC amivantamab Q4W was consistent
Slomatiis §(32) 0 ith previous amivantamab monotherapy safety data’
Pruritus 4 (21) 0 o py safety
Associated with MET inhibition _ _ _
Peripheral edema 5 (26) 0 e Grade =3 TEAEs with SC amivantamab occurred in
Hypoalbuminemia 3 (16) 0 9 (47%) patients
Other
Myalgia 8 (42) 0 o 3 events were reported to be related to treatment
Fatigue 6(32) 0 (2 dermatitis acneiform, 1 paronychia)
Nausea 6 (32) 1(5)
Back pain 5 (26) 1(5) ; b ;
Pyrexia 121) 5 e Cumulative g.rouped rash® of all grades occurred in
Vomiting 4 (21) 1(5) 15 (79%) patients
Dyspnea 4 (21) 1(5)
| Headache 4 (21) 0 | e Two patients discontinued SC amivantamab, due to
IRR 3(16) 0
Concipation 316) 5 TEAESs both unrelated to treatment
Cough 3(16) 0
Pleural effusion 3 (16) 1(5)
Hypomagnesemia 3 (16) 0
ALT increased 3 (16) 0

3Clinical cutoff: 18 December 2023. *Rash is defined by the following preferred terms: dermatitis, dermatitis acneiform, rash erythematous, and| rash maculopapular.
ALT, alanine aminotransferase; EGFR, epidermal growth factor receptor; IRR, infusion-related reaction; IV, infravenous; SC, subcutaneous; Q4W, every 4 weeks; TEAEs, treatment-emergent adverse events.
‘ 1. Minchom A, et al. Presented at: American Society of Clinical Oncology (ASCO) 2023; 2-6 June 2023; Chicago, IL, USA.
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Available results with and ongoing evaluation of a subcutaneous formulation of amivantamab

Incidence of IRRs and IRR-related Symptoms

SC amivantamab Q4W?2

IRRs, all grades 16%
IRRSs, grade 23

IRR-related symptoms

Historic IV amivantamab®

67%

(N

Three patients (16%) experienced IRRs
with SC amivantamab Q4W:; all were
grade 1to 2

Chills
Dyspnea o IRR onsetwas 3, 11, and >24 hours
Nausea following administration
Flushing
Ches‘di\slco"?tTOH No patients required treatment for IRRs
omiting . .
Pyrexia except for one patient who received
HVpO‘(e:“S‘OL‘ diphenhydramine and clotrimazole for
oug .
Hypertension pI'UI'ItUS
Hypoxia .
Pruritus No recurrent IRRs were reported with
Asymptomatic tachycardia consecutive administrations
Headache
Wheezing
Tachypnea
Urticaria

100% 75% 50% 25% 0% 25% 50% 75% 100%

3All IRR symptoms with SC administration are listed; clinical cut off: 18 December 2023.
®IRR symptoms in [V amivantamab are reported in all patients treated at the RP2D in the CHRYSALIS study based on a March 2021 data cutoff.

‘ IRR, infusion-related reaction; IV, intravenous; Q4W, every 4 weeks; RP2D, recommended phase 2 dose; SC, subcutaneous.
European Lung Cancer Congress 2024
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Available results with and ongoing evaluation of a subcutaneous formulation of amivantamab
e : : £y
Additional Subcutaneous Amivantamab Studies ..

(" Phase 2 PALOMA2 (" "\ [ Phase3PALOMAS M )

e SC Q2W and SC Q4W amivantamab + lazertinib in
1L EGFR-mutated NSCLC (MARIPOSA population)

EGFR-mutated NSCLC after osimertinib
and platinum-based chemotherapy (3L)

e SC Q3W amivantamab + chemotherapy:

o 1L EGFR Exon 20 insertion—mutated NSCLC

(PAPILLON population)
o EGFR-mutated NSCLC after progression on E SC Amivantamab Q2W + Lazertinib

osimertinib (MARIPOSA-2 population)

k Primary endpoint: ORR per RECIST v1.1 / \ Primary endpoint: PK non-inferiority2 /

+ Additional cohorts

*The co-primary PK non-inferiority endpoints were C,,,,, on Cycle 2 Day 1and AUCy, 55 of SC amivantamab versus [V amivantamab.
@ 1L, first-line; 3L, third-line; AUC, area under the curve; C,,,, frough concentration; D, day; EGFR, epidermal growth factor receptor; IV, intravenous; NSCLC, non-small cell lung cancer; ORR, objective response rate; PK,
‘ pharmacokinetic; Q2W, every 2 weeks; Q3W, every 3 weeks; Q4W, every 4 weeks; R, randomized; RECIST, Response evaluation criteria in solid tumors; SC, subcutaneous.

e lCC European Lung Cancer Congress 2024




Subcutaneous amivantamab vs intravenous
amivantamab, both in combination with lazertinib, in
refractory EGFR-mutated, advanced non-small cell
lung cancer (NSCLC): Primary results, including overall
survival (OS), from the global, phase 3, randomized
controlled PALOMA-3 trial.

Leighl NB et al.
ASCO 2024; Abstract LBA8505
May 31, 2024 | 4:09 PM —4:21 PM CDT




ORR and DoR

* ORR was noninferior between the SC and IV amivantamab arms

* DoR was 11.2 months in the SC arm vs 8.3 months in the IV arm, with twice as many patients, 29% in the SC arm vs
14% in the IV arm, having a response =6 months

DoR
SC Amivantamab IV Amivantamab 100 i
Arm (n=206) Arm (n=212) *
ORR, % (95% Cl)2 g, oo
All responders SOiZa= ) s =
P Relative risk, 0.92 (95% ClI, 0.70-1.23); P=0.001 S : SC Amivantamab Arm
Confirmed 21 (21_33) 27 (21_33) g % 7 l v A|11iCz;nta|11ab Alrm |
responders Relative risk, 0.99 (95% Cl, 0.72-1.36); P<0.001 ©
Best response, n (%) i 40-
Median DoR
I(;s ; (0::)) 61£§O352) ?, Median follow-up: 7.0 mo (95% C)
iE0) (B2) ;‘: 207 'SC Amivantamab Arm 11.2 mo (6.1-NE)
SD 93 (45) 81(38) = IV Amivantamab Arm 8.3 mo (5.4-NE)
PD 37 (18) 42 (20) o 0 : l ] : ‘ u
Not evaluable 14 (7) 20 (9) 0 ‘ 4 6 8 10 12
DCR, % (95% Cl)e 75 (69-81) 71(64-77) Months from date of first response
Median time to R diii
response (range), mo 1(1226.9) Lo(l2-88) Whiibweh o 7 p 25 N a 0 0

#The objective response (CR or PR) was assessed using RECIST v1.1and analyzed using logistic regression. The lower bound of the 95% Cl indicated 270% retention of ORR exceeding the predefined 60% retention assumed
for determining noninferiority. "PNot protocol specified.

Cl, confidence interval; CR, complete response; DCR, disease controlrate (CR+PR+SD); DoR, duration of response; 1V, intravenous; mo, months; NE, not estimable; ORR, objective response rate; PR, partial response;
RECIST, Response Evaluation Criteria in Solid Tumors; SC, subcutaneous; SD, stable disease.

Presented by NB Leighlatthe American Society of Clinical Oncology (ASCO) Annual Meeting; May 31-June 4, 2024; Chicago, IL, USA




Overall Survival

There was an OS benefit associated with SC amivantamab, with an HR of 0.62 compared to the IV amivantamab arm?®

100 =
Median follow-up: 7.0 mo
85%
HR, 0.62(95% CI, 0.42-0.92); nominal P=0.02
§ 80 =
s
'% WL JUu Nl SC Amivantamab Arm
o 60 + IV Amivantamab Arm
m 1 | | - 1 ]l 1 ]
=} T
£
» 40 +
L
[ —
9
et
e
20 -
0 L] 1 ] ] 1 1
0 2 4 6 8 10 12 14 16
Months
No. atrisk
SC Amivantamab Arm 206 192 163 109 s 36 10 0 0
IV Amivantamab Arm 212 191 144 92 51 24 10 1 0

Note: The efficacy population included all the patients who had undergone randomization. *There were 43 deathsin the SC amivantamab arm and 62 deathsin the [V amivantamab arm.NominalP value was calculated from a
log-rank test stratified by history of brain metastases, Asian race, EGFR mutation type (Ex19del or LB58R), and last line of therapy (osimertinib or platinum-based therapy); the prespecified endpoint was exploratory and not part of
hierarchical hypothesis testing.

Cl, confidence interval; EGFR, epidermal growth factor receptor; Ex19del, Exon 19 deletion; HR, hazard ratio; IV, intravenous; mo, months; OS, overall survival; SC, subcutaneous.

Presented by NB Leighlat the American Society of Clinical Oncology (ASCO) Annual Meeting; May 31-June 4, 2024; Chicago, IL,USA



Incidence of IRR-related Symptoms

IV Amivantamab Arm
(n=210)

SC Amivantamab Arm
(n=206)

IRRs, all grades 13%
IRRs, grade 3

Infusion-related
AEs (22%)

Chills

Pyrexia

Dyspnea

Nausea

Vomiting

Cough

Hypoxia
Hypotension
Sinus tachycardia
Erythema

Chest discomfort
Hypertension
Flushing
Dizziness

Rash
Hyperhidrosis
Increased heart rate

66%

100% 75% 50% 25% 0% 25% 50%

Note: The safety population included all the patients who had undergone randomization and received 21 dose of any trial treatment.
AE, adverse event; IRR, infusion-related reaction; IV, intravenous; SC, subcutaneous.

75%

100%

* IRRs were observed in 13% of patients
in the SC arm vs 66% in the IV arm,

representing a 5-fold reduction
— There were no grade 4 or 5 IRRs
— Most IRRs occurred during Cycle 1

* IRRs leading to hospitalization were
not observed in the SC arm vs 2 events
in the IV arm

* No IRR-related discontinuations
occurred in the SC arm vs 4 events
in the IV arm

Presented by NB Leighlat the American Society of Clinical Oncology (ASCO) Annual Meeting; May 31-June 4, 2024; Chicago, IL, USA



Spectrum of commonly occurring AEs (eg, Gl toxicities, fatigue, myelosuppression) associated with patritumab deruxtecan

Patritumab
Deruxtecan

The Safety Profile of HER3-DXd Was Manageable and Tolerable RERTHENA-Ling01

* Median time to onset of adjudicated ILD was 53 (range, 9-230) days.

HER3-DXd 5.6 mg/kg Most Common TEAEs Occurring in 215% of Patients (N=225)
SalchL=Unmnany ) Nausea 3% 63% 66%
AT UERE 2SS Thrombocytopenia (grouped PT)" 21% 23% ° 449, o
| Associated with treatment discontinuation® 16 (7.1) Igecreage d-z oite 3 - — - 42°/°
Associated with treatment dose reduction 48 (21.3) PR ZZ PTY - :6% o 1
Associated with treatment dose interruption 91 (40.4) P (g pt Z ) °34°/ 1
Grade 3 TEAE, n (%) 146 (64.9) Al r‘;‘f ;pdaF'f’T"c o e i
Treatment-related TEAE, n (%) 215 (95.6) (9 i L,
Associated with death® 4 (1.8) D,a 'ﬁ”e e s g W
Grade 23 102 (45.3) V'a"_t_ea e e
Serious TEAE 34 (15.1) _ omiing TREENELT—. 27%
— " - . Leukopenia (grouped PT)" 10% 16% 26%
Adjudicated interstitial lung disease, n (%) :
oo 12 (5:3) Alopecia 25% 25%
[All were adjudicated as treatment-related] Asthenia SR %
Grade 1 1(0.4) > e o
Ciade? 8 (3.6) _ . yspnea 4% o 19%
Aspartate aminotransferase increased 1% 16% 17%
Grade 3 2 (0.9) g
Hypokalemia 5% 12% 17% Grade 23
Grade 4 0 Couah 9 0 Grade 1/2
Grade 5 1(0.4) Npas s ;:9'_ ] 16°/o 160A>
Primary data cutoff, 21 Nov 2022. o Fam (groupe ) . 16@ 1(.)‘ s . T T . T T - 1
Median treatment duration: 5.5 (range, 0.7-18.2) months. 0% 20% 40% 60% 80% 100%

Proportion of patients

Any hematologic toxicities typically occurred early in treatment, were transient, and were not associated with clinical sequelae

Yu WCLC 2023



Pathophysiology of Interstitial Lung Disease (ILD)

Normal Interstitial Lung Disease

Perfusion and Reduced ventilation with
reduced oxygenation

ventilation

CO,

Gas exchange between capillary Scar tissue reduces 02 and
(blood vessel) and alveoli (lung CO02 gas exchange

tissue) and downstream blood
oxygenation shown as red blood

https://www.chemoexperts.com/images/side-effects/Interstitial%20Lung%20Disease-%20ILD.jpeg



Pathophysiology, strategies to monitor for and manage ILD

Real-World Perspectives and Practices for Pneumonitis/

“Multiple mechanisms of action play a role in pneumonitis/

Interstitial Lung Disease Associated With Trastuzumab L0 related o various aniconcer therapies g ractaton,
. . cyclin-dependent kinase 4/6 inhibitors, and chemotherapy).

Both cytotoxic and immune mechanisms of action

Deruxtecan Use in Human Epidermal Growth Factor Poth eyotoxic and Immune mechanisms of o eve

— - 1 suggested that alveolar macrophage update and redistribution

Receptor 2—-Expressing Metastatic Breast Cancer B ou e et ot
pneumonitis/ILD. However, further research is still necessary

Hope S. Rugo, MD' (%); Christine L. Crossno, PharmD?; Yaron B. Gesthalter, MD?; Kristen Kelley, MD?([5); Heather N. Moore, PharmD* (); to delineate the exact mechanism.”

Mothaffar F. Rimawi, MD® (3); Kelly E. Westbrook, MD*(%); and Saundra S. Buys, MD?

DOI httpsy//doi.org/10.1200/0P.22.00480

Stdep .1' ILD su.spe_cted . Step 2: Confirm . Step 3: Manage
uring monitoring
If ILD is suspected, Evaluations may include T-DXd administration must
interrupt T-DXd be interrupted for any ILD
HRCT events, regardless of grade
Rule out pneumonitis/ILD if a Pulmonologist consultation (infectious disease !
patient develops radiographic consultation as clinically indicated) Refer to dose modifications
changes potentially consistent Blood culture and CBC; other blood tests could and toxicity management
with pneumonitis/ILD or be considered, as needed guidelines for T-DXd
develops an acute onset of Consider bronchoscopy and BAL if clinically (Tables 1 and 2)
new or worsening pulmonary indicated and feasible
or other related PFTs and pulse oximetry (SpO,)
signs/symptoms, such as ABGs, if clinically indicated
dyspnea, cough, or fever All events of ILD, regardless of severity or
seriousness, should be followed until resolution,
including after drug discontinuation

Rugo JCO Oncol Pract 2023



Strategies to monitor for and manage ILD

Complete history and physical

HRCT

Pre-T-DXd treatment Basel.lne SpO, ) - o
Consider pulmonary consult for patients with significant lung comorbidities
Provide patient education on risk and symptom identification

e %

( HRCT at least every 12 weeks, or every 6-9 weeks with baseline respiratory symptoms )
On T-DXd treatment Vitals signs including SpO, and symptom assessment with treatment visits

(. J

4 )

T-DXd-related ILD/pneumonitis should be suspected when

Radiographic changes potentially consistent with ILD/pneumonitis are seen
Patient experiences acute onset of new or worsening pulmonary signs/symptoms, such as dyspnea,
cough, or fever

. J

If ILD suspected

L Vitals and SpO, HRCT Blood tests J / \

Consider early

Consultation of a
pulmonologist

If clinically indicated, consider Treatment with
PFTs corticosteroids as
ABG clinically indicated
Bronchoscopy/BAL

Differential diagnostic workup and subsequent management should involve MDT including specialists
as appropriate

Follow standard clinical practice as indicated for infectious, inflammatory, etc etiologies

For confirmed T-DXd-associated ILD, Tables 1 and 2 and T-DXd prescribing information

Rugo JCO Oncol Pract 2023
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Screen Scan Synergy Suspend Steroids
Treatment

Careful patient The fundamental Minimizing the risk Therapy should The mainstay for
selection is warranted diagnostic tools for of ILD involves always be interrupted treating drug-
before initiating ILD remain teamwork, which if ILD is suspected,; it induced ILD remains
therapies associated radiological scans, includes educating can only be corticosteroids, with
with ILD to optimize with preference for patients restarted in the case dosing adapted to

strategies based on high-resolution CT and all the care of asymptomatic ILD the toxicity grade.
baseline risk. scans of the chest. A team, as well as that fully resolves.
baseline scan is multidisciplinary
recommended, with management once
repeat scans to ILD is suspected.
be performed every 6-

Screening continues
during treatment with
regular clinical

Adapted from Tarantino P and SM Tolaney. JCO Oncol Pract 2023;19:526-27.



Schedule Modification for ILD with HER3-DXd

Grade 1

The administration of HER3-DXd must be delayed. HER3-DXd can
be restarted only if the event is fully resolved to grade O:

e If resolved in <28 days from day of onset, maintain dose.

¢ Ifresolved in >28 days from day of onset, reduce dose 1
level.

Toxicity management:

¢ Monitor and closely follow up in 2 to 7 days for onset of
clinical symptoms and pulse oximetry.

e Consider follow-up imaging in 1 to 2 weeks (or as clinically
indicated).

e Consider starting systemic steroids (eg, at least 0.5
mg/kg/day prednisone or equivalent) until improvement,
followed by gradual taper over at least 4 weeks.

¢ [f diagnostic observations worsen despite initiation of
corticosteroids, follow grade 2 guidelines (if patient is
asymptomatic, then patient should still be considered as
having toxicity grade 1 even if steroid treatment is given).

Grade 2

Grade 3/4

Permanently discontinue patient from HER3-DXd.

Toxicity management:

Promptly start systemic steroids (eg, at least 1 mg/kg/day
prednisone or equivalent) for a minimum of 14 days or until
complete resolution of clinical symptoms and chest CT scan
findings, followed by gradual taper over at least 4 weeks.

Monitor symptoms closely.
Reimage as clinically indicated.

If worsening or no improvement in clinical or diagnostic
observations in 5 days,

o Consider increasing dose of steroids (eg, 2 mg/kg/day
prednisone or equivalent); administration may be
switched to IV (eg, methylprednisolone).

o Reconsider additional workup for alternative
etiologies.

o Escalate care as clinically indicated.

Permanently discontinue subject from HER3-DXd.
Toxicity management:
o Hospitalization required.

e Promptly initiate empiric high-dose methylprednisolone 1V
treatment (eg, 500 to 1000 mg/day for 3 days), followed by at
least 1.0 mg/kg/day of prednisone (or equivalent) for a
minimum of 14 days or until complete resolution of clinical
symptoms and chest CT findings, followed by gradual taper
over at least 4 weeks.

¢ Reimage as clinically indicated.
o [f still no improvement within 3 to 5 days,
¢ Reconsider additional workup for alternative etiologies.

e Consider other immunosuppressants and/or treat per
local practice.

Worst toxicity grade NCI-CTCAE v5.0

Janne PA et al. [Published correction appears in Cancer Discov 2022 June 2;12(6):1598]. Cancer Discov 2022;12(1):74-89.




Breakfast with the Investigators: Current and
Emerging Role of Antibody-Drug Conjugates
in the Treatment of Lung Cancer
A CME Symposium Held in Conjunction with the 2024 ASCO® Annual Meeting

Saturday, June 1, 2024
6:45 AM - 7:45 AM CT (7:45 AM - 8:45 AM ET)

Faculty
Rebecca S Heist, MD, MPH
Luis Paz-Ares, MD, PhD

Moderator
Jacob Sands, MD




Thank you for joining us!
Your feedback is very important to us.

Please complete the survey currently up on the iPads for attendees
in the room and on Zoom for those attending virtually. The survey
will remain open up to 5 minutes after the meeting ends.

How to Obtain CME Credit
In-person attendees: Please refer to the program syllabus for the
CME credit link or QR code. Online/Zoom attendees:
The CME credit link is posted in the chat room.




