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Targeted Treatment for NSCLC
What did we learn this year?
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Targeted Treatment for NSCLC
What did we learn this year?
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EGFR exon 20
ALK

ROS1

HER2

TROP2

MET exon 14
RET

KRAS

L NTRK
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Testing
Agents: Erlotinib, gefitinib,

afatinib, osimertinib, patritumab
deruxtecan, amivantamab, lazertinib

Sequencing
Tolerability
Resistance
Immunotherapy
Brain metastases
New directions

/

Year,,
44Review



EGFR TKI + anti-VEGF Abs

Trial Ph n EGFR TKI Country Anti-VEGF PFS 0sS

102556712 Ph 2 154 Erlotinib Japan Bevacizumab 16.0 vs 9.7 (HR 0.54) 47.4vs 47 (HR 0.81)
NEJO263 Ph 3 228 Erlotinib Japan Bevacizumab 16.9 vs. 13.3 (HR 0.605) 50.7 vs. 46.2 (HR 1.007)
RELAY# Ph 3 449 Erlotinib US/Europe/Asia Ramucirumab 19.4 vs 12.4 (HR 0.591) Immature

Courtesy of Zofia Piotrowska, MD, MHS

WJOGI717L: Study Design

/KEY ELIGIBILITY CRITERIA

* Non-squamous NSCLC
harboring EGFR activating
mutations

* Clinical stage IlIB, llIC, IV, or
recurrence after surgical
resection

* Previously untreated

+ ECOG PS 0-1

* Age 20- years

* Absence of symptomatic

e brain metastases

N

s

212N |

N=122

OmN-=< 00 Z >» X

1:1

Osimertinib (80 mg, daily)

+
Bevacizumab (15 mg/kg, q3w)

Osimertinib (80 mg, daily)

[ENDPOINTS ke
* Primary

- PFS by the BICRs*

* Secondary

- PFS by investigators

- Overall response rate

- Overall survival

k™ Adverse events )

Stratification factors: Sex (female vs. male), Clinical stage (IIIB-1V vs. recurrence)

EGFR mutation (Del19 deletion vs. L858R)

*BICRs; the blinded independent central reviewers

Kenmotsu H et al, ESMO 2021

UMIN000010298; https://www.umin.ac.jp/

1. Seto T, Lancet Oncol
2014; ; 2. Yamamoto N,
ASCO 2019 Abstract 9007
3. Saito H et al, Lancet Onc
2019; 4. Nakagawa, Lancet
Onc 2019.



WJOG9717L: Osimertinib +/- bevacizumab for untreated EGFR-
mutant NSCLC

Primary Endpoint: PFS (ITT), assessed by BICRs

Progression-fee sunival by he BICR (%)

Number at risk

(number censored)
Osimertinib monotherapy
Osimertini plus bevacizumab

RV

100%

75% -

25% -

Osi mono (n=61) Osi+Bev (n=61)
Number of events 33 3
Median PFS (35%Cl)  20.2mo (11.79NE)  22.1mo (19.81-NE)
1-year PFS (95%Cl) 63.7% (49.5-749%)  73.8% (60.4-83.3%)
2-year PFS (95%CI)  44.5%(31.0-572%)  49.8% (36.1-62.1%)

Median follow up; 30.4 mo

HR 0.862 (60% C10.700-1.060), (95% Cl 0.531-1.397)
p=0.213 (one-sided)

61(0)
61(0)

6 12 18 24 30 3% 42 48

Time since randomization (months)
47(5) A1m 27(8) 23(8) 17(12) 0(28)
%3) 36 (6) 27 (6) 20(10) 0(28)

40(8)

Kenmotsu H et al, ESMO 2021

Courtesy of Zofia Piotrowska, MD, MHS

Secondary Endpoint: Overall survival (ITT)

100% -
HR 0.970 (95% CI0.505-1.866)
75% -
£
E]
g 50% - 0si mono (n=61) Osi+Bev (n=61)
E Number of events 18 18
N - Median OS (95%C) NE (33.8-NE) NE (33.3NE)
1-year OS (35%CI) 98.3% (88.8-99.8%) 90.2% (79.4-99.5%)
2-year 0S (95%CI) 76.4% (63.5-85.3%) 81.7% (69.5-89.5%)
0% T T T T T T T )
) 0 1 12 18 24 30 3% 42 43
::‘w"‘: RS, Time since randomization (months)
Osimertinib 61(0)  61(1)  59(1)  53(1) 45@2) 27(18) 0(43) 0(43)
Osimertink plus bevaczumab ~ 61(0)  59(0)  55(0)  53(1)  47(3)  34(13)  1(42) 0(43)
BV '
‘ | MASSACHUSETTS

‘\\ / GENERAL HOSPITAL
CANCER CENTER




ADAURA: DFS for Patients with and without Adjuvant Chemotherapy

1.0

With adjuvant chemotherapy

| 89%
0.9+ -
0.8+
> 0.71
3 0.6
2
o 0.5+
o
»n 0.4-
w
Q  0.3-
0.24
0.1+
O-C L] L) L] ; L] L] L]
0 6 12 18 24 30 36 42 48
Time from randomization (months)
No.at risk
Osimertinib 203 190 166 121 80 40 14 1 0
Placebo 207 172 119 80 46 24 7 2 1
DFS events, Median DFS,
patients (%) months (95% Cl) HR (95% CI)
Osimertinib (n = 203) 22 (11) NR (38.8-NC) 0.16
Placebo (n = 207) 103 (50) 22.1 (17.4-32.9) (0.10-0.26)

Wu JT et al. J Thorac Oncol 2021;[Online ahead of print].

Without adjuvant chemotherapy

1.0+ :
0
ol | 89%
0.8+
> 071
3 0.6
2
o 0.5+
o 04
w
Q 0.3
0.2+
0.14
0-0 L] L L) L] L L] L] L
0 6 12 18 24 30 36 42 48
Time from randomization (months)
No.at risk
Osimertinib 136 123 106 87 58 34 13 4 0
Placebo 136 115 88 68 42 29 13 1 0
DFS events, Median DFS,
patients (%) months (95% Cl) HR (95% CI)
Osimertinib (n = 136) 15 (11) NR (NC-NC) 0.23
Placebo (n = 136) 56 (41) 33.1 (22.6-NC) (0.13-0.40)

RT Pizelgi\nriew




ADAURA-2: Phase Ill Trial Schema

o osmemmb

* Age 218 years 11

* Nonsquamous histology

* EGFR mutation (Ex19del,
L858R)

* Stage IA2 or IA3

* WHO PS 0-1

Pl

Year, X
44Review [
www.clinicaltrials.gov. Accessed January 2022. S



IASLC (( ﬁﬁ ) |2020 World Conference L Wclc2020ASLC com | #WCLC20
! ! i% d ‘(’ on Lung Cancer Slngapore CONQUERING .THORACIC 'CANCERS WORLDWIDE

P03.02

Neoadjuvant osimertinib with/without
chemotherapy vs chemotherapy for EGFR
mutated resectable NSCLC: NeoADAURA

Masahiro Tsuboi!, Walter Weder?, Carles Escriu?, Collin Blakely?, Jianxing He%, Sanja Dacic¥,
Yasushi Yatabe’, Lingmin Zeng8, Andrew Walding®, Jamie Chaft1°

1National Cancer Center Hospital East, Kashiwa, Japan; 2Klinik Bethanien, Ziirich, Switzerland; 3The Clatterbridge Cancer Centre, Liverpool, UK; *University of California, San Francisco,
CA, USA; 5The First Affiliated Hospital of Guangzhou Medical University, Guangzhou, China; University of Pittsburgh Medical Center, Pittsburgh, PA, USA; National Cancer Center, Tokyo,
Japan; 8AstraZeneca, Gaithersburg, MD, USA; °AstraZeneca, Alderley Park, UK; "°Memorial Sloan Kettering Cancer Center, New York, USA

Scan the QR code or visit the link for: a copy of these slides, a mobile-friendly version or a plain
language summary

Disclaimer: copies of this poster obtained through quick response (QR) code are for personal use
only and may not be reproduced without written permission of the authors

Masahiro Tsuboi, National Cancer Center Hospital East, Japan JANUARY 28-31, 2021 | WORLDWIDE VIRTUAL EVENT
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NeoADAURA: Phase lll Trial Schema

Key inclusion criteria

* Age 218 years Follow up to

* Primary nonsquamous
Stage II-11IB N2 NSCLC

» Resectable disease

e Confirmed EGFRm
(Ex19del/L858R)

« ECOG PS0/1

EFS event or

MPR withdrawal

pCR of consent, if
sooner; EFS,

DFS & OS

RT P 4¥el%£i€fiew

Tsuboi M et al. IASLC 2020;Abstract P03.02; Future Oncol 2021;17(31):4045-55.



NeoADAURA: Key Inclusion and Exclusion Criteria

Key inclusion criteria
= Age 218 years*

N2 NSCLCT

resectable by MDT evaluation
including a thoracic surgeon
= ECOG PS 0/1

function

randomization

\-

* Primary non-squamous stage |I1—IIIB
= Confirmed EGFRm (Ex19del/L858R)

via baseline tumor biopsy sample
= Primary NSCLC deemed completely

= Adequate organ and bone marrow

= Life expectancy of >6 months before

V

= QTc >470 msec, clinically important abnormalities in resting ECG, facto

Key exclusion criteria

Prior treatment with systemic anti-cancer therapy for NSCLC

Mixed small cell and NSCLC histology

Pre-operative radiotherapy

Candidates for segmentectomies or wedge resections only
T4 tumors infiltrating the aorta, esophagus and/or heart
Bulky N2 disease

History of, or current, ILD, drug-induced ILD or radiation pneumonitis

= Severe or uncontrolled systemic diseases / active infections, history of
allogeneic organ transplantation, history of primary immunodeficiency,

history of another primary malignancy

Refractory nausea/vomiting, chronic Gl disease, significant bowel resection

)

that may prevent absorption of osimertinib

increasing risk of QT prolongation or arrhythmias

~

*Written informed consent of patients and their legally acceptable representative required in Japan for patients <20 years old

TBy IASLC Cancer Staging Manual v8

Tsuboi M et al. IASLC 2020;Abstract P03.02.

RT P<¥eﬁ2$iew



Efficacy and safety of patritumab deruxtecan (HER3-DXd) in TKI-
resistant, EGFRm NSCLC

Abbreviation: PBC, platinum-based chemotherapy.
3DCR=rate of confirmed BOR of CR, PR, or SD.

0 SB0R : Ongong Table 3. Responses by BICR par RECIST 1.1
20— e - o = ] BCREPR L SO MPD NE  trestmant [~———=mm==== = cmmm———— e e - o o e
E v Pooled RDE (5.6 mg/kg)
8, © am -
=R l Prior PBCand
2: 20 Tt Allpooled osimertinib
E§ = - + 3 Characteristics (n=57) (n=44)
83 Confirmed ORR, % (n) [95% Cl] 39(22) 39(17)
g% 50 il R T R T [26.0-524] [24.4-545]
i,_ g BOR.n (%)
- 70 CR 1(2) 1(2)
-0 PR 21(37) 16(36)
90 SD 19(33) 13(30)
-100 PD 9(16) 8(18)
EoRainig § ® ¢ § C P S 8 P S G2 S S BB E 8 ™MeEEsE2sS g ﬂ; g : NE 7(12) 6(14)
———h :' & : (S .‘_‘,!7' id O ir:d.!,,’."‘,’“,!ﬂi t S :,:_' - . i : ' =0 DCR=3% (n) [85% Cl] 72(41) 68(30)
== BB 3 slisi = =il == HE | g - jsa5-830 524614
= - = — SN - = B3 : TTR. median (range). months 26(1.2-5.4) 27(1.2-54)
Aerglicalions : I’- g Duration of response, median (95% CI), months 69 (3.1-NE) 7.0 (3.1-NE)
a m = l Progression-free survival, median (95% Cl). months 82(4.4-83) 8.2 (4.0-NE)
Non-ECFR ! e !
==l | - l. = 23 Overall survival. median (95% Cl), months NE (9.4-NE) NE (8.2-NE)
wd kzcra By ‘ = ! §
2 o i! °
B 3

YOI DOV

Toxicities:

« Most common grade > 3 toxicities were primarily hematologic (thrombocytopenia, neutropenia, anemia,
febrile neutropenia), fatigue, dyspnea.

« |ILDin 5% (none grade 4/5.)
Janne P, Cancer Discovery 2021

« Treatment discontinuation 9%; dose reduction 22%. Janne b, ASCO 2021
Courtesy of Zofia Piotrowska, MD, MHS



CHRYSALIS 2: Amivantamab + Lazertinib in post-osimertinib,
post-platinum EGFRm NSCLC

CHRYSALIS-2 Study Design: Cohort A
(NCT04077463)

* Prior Therapies »
Osimertinib Platinum-based Cohort A Target
3/4% line
(1%t line or 2™ine with prior chemotherapy ( n=80 )
1=27.gen EGFR TKI) (last line) Amivantamab 1050/1400 mg 29 efficacy-evaluable”
(IVQW in C1; Q2W thereafter)
: R + : b
Platinum-based chemotherapy, osimertinib + other o Heavily Pretreated
. _— ) Lazertinib 240 mg n=56
(no restniction to prior lines, no prespecified sequence) (oral QD) 47 efficac uable®
| Key Eligibility Criteria Bleiiii: .
| = Metastatic advanced NSCLC E - O\-/e.rall response rate (Primary) - Progression.-free survival
' = EGFR Exon19del or L858R E = (Clinical benefit rate = Qverall survival
i i = Duration of response = Adverse events
1 Jun 2021 date culof. *Pabents who received at least one dose of study dmg and undeswent ot least 3 scheduled posibasdine dsease 1ts or discontnued bestment for any reason, induding disease progressionidesth,
pror ko the dirical culc, *Earty ehigisizy alowed for hemvily-pretresind pabierts who were emrolled pror b prolocal amendmert, which specified the iarget populstion
C, cycle; EGFR, epidermal growh facior receplor; gen, generalion; Excn19del, excn 19 deletion; W, infravencus; NSCLC, non-small cell ling cancer; QD, dasly; QW, weelkdy; C2W, every 2 weeks Shu et al. #1193M0 I MASSACHUSETTS

N GENERAL HOSPITAL
Shu C et al, ESMO 2021 N 4

CANCER CENTER
Courtesy of Zofia Piotrowska, MD, MHS



CHRYSALIS 2: Amivantamab + Lazertinib in post-osimertinib,
post-platinum EGFRm NSCLC

Target Population: Antitumor Activity of Amivantamab + Lazertinib Among 47 “heavily pre-treated”

R Among 29 efficacy-evaluable? patients at a median ptS (70% Z 4 p ri or I I nes Of rX);

follow-up of 4.6 mo (range, 0.4-9 6): .. i
- ORR = 41% (35% G 24-61) activity was more modest with

- CBR = 69% (35% CI, 49-85) ORR 21%

= Median time on treatment = 4.2 mo (range, 0.03-8 4)

Change from Baseline in
SoD of Target Lesions (%)

= Responses observed early

- mTTR =14 mo (range, 14-4 4)

§§ = = 8/12 patients who responded are progression-free and Safety:
g% : remain on treatment
gé :E = 5/12 patients with stable disease remain on treatment — Most common AEs (a ny grade)
s ugeatdrtom) include IRR (67%), stomatitis
B EEF 1N L (37%), acneiform dermatitis (35%),
(Target Population: 34/4t line only) paronychia (35%), rash (34%),

hypoalbuminemia (29%).

Shu C et al, ESMO 2021 — Pneumonitis/ILD in 3%
Courtesy of Zofia Piotrowska, MD, MHS



CHRYSALIS: Amivantamab and Amivantamab + Lazertinib in Post-
Osimertinib EGFRm NSCLC

CHRYSALIS Study Design

Post-any EGFR TKI

(NCT02609776)

@ (T790M+, C797S+)

Post-any EGFR TKI Post-osimertinib
(T790M, C7975") AMI Cohort
M th Post-osimertinib n=121
— honotherapy ____ C797S+ SRR
1050/1400 mg AMI p ost-;nly (EG:;R K i (Majority biomarker preselected)

(MET amplified)

Post-osimertinib

| 1050/1400 mg AMI post-osimertinib n=45

+240 mg LAZ or (Biomarker unselected)
SOC Chemo

Al cohorts closed except

Leighl N et al, ESMO 2021 MET Exon14 Skioping

Courtesy of Zofia Piotrowska, MD, MHS



CHRYSALIS: Amivantamab and Amivantamab + Lazertinib in Post-

Osimertinib EGFRm NSCLC

Efficacy: AMI Monotherapy and AMI + LAZ

(descriptive cross-cohort analysis)

ORR: 19% (95%

— Cl, 12-27)

. 0
AMI + LAZ ORR: 36% (95%

Cl, 22-51)

0% 10% 20% 30%

Best Response: @ Confirmed * Unconfirmed

AMI (n=121) AMI + LAZ (n=45)
Best responses 27% 36%
Confirmed ORR (95% CI)  19% (12-27) 36% (22-51)
CR 0 1(2%)
PR 23 (19%) 15 (33%)
SD 53 (44%) 14 (31%)
PD 39 (32%) 11 (24%)
NE 6 (5%) 4(9%)
mDOR (95% CI) 59mo(42-126)  9.6mo(5.3-NR)
CBR (95% Cl) 48% (39-57) 64% (49-78)
mPFS (95% Cl) 42mo (3.2-5.3) 4.9mo (3.7-8.5)
mF/U (range) 69mo(0.7-386)  11.1mo(1.0-15.0)

"ORR among patients with identified EGFR/MET -based osimertinib resistance was
18% for AMI and 47% for AMI + LAZ'

CNS progression was observed among 17% of AMI pts (13% new CNS lesions), and 7% of AMI + LAZ pts (3% new

CNS lesions.)
Courtesy of Zofia Piotrowska, MD, MHS

Leighl N et al, ESMO 2021
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Article

— | Structure-based classification predicts drug
responsein EGFR-mutant NSCLC
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>70 different recurrent mutations in exons 18-21
~40 % exon 20, half of which are insertions

Landscape of atypical EGFR mutant NSCLC

~24% are exon 18

Drugs approved for atypicals:

— Afatinib: G719X, S768I, L861Q (23%)
— Amivantamab, mobocertinib: ex20 ins (21%) — membrane 0.4%
— >50 commonly recurrent mutations, comprising

0M

Extracellular
6.7%

Trans-

11.5%

more than half of atypicals, have no approved druq

S768l

 In absence of data, clinicians will typically try best drug for .., — o9
3.6% B 705 | S768dUPSVD

classical mutations: 3 gen osimertinib

\11) Auldu SOn
ancer(Center

Making Can

r History”

3.6%
L718?N L747S/P H773insNPH
R 1.2% 1.3% H773dup

| | I 1.3%|

E709_T710del insD
1.7% |

Atypical EGFR mutant NSCLC

Exon 19
9.4%

Exon 20ins
20.9%

Exon 20pt
19.2%

Other 2.0%
Total = 7,199

L861Q
7S | 5.8%
%

L861Q
5.8%

Exgace”.“'ar Exon 18 H Exon 19 H Exon 20
omain 688 728||729 761 | 762 823

n Exon 21 Exons 22-31
824 875|876 1255

Courtesy of John V Heymach, MD, PhD

Robichaux et al 2021 Nature



Classical-like

- i
+ Distal to drug binding pocket
* Modest to no impact on drug binding

T790M-like
p.

' N A
» At least one mutation in hydrophobic core

* Increased affinity for ATP compared to
classical-like mutations
» Two subgroups:
+ T790M-like-3S
+ T790M-like-3R

P-loop aC-helix
compressin

* Proximal to drug binding pocket

» Direct or indirect impact on drug binding
via moderate displacement of P-loop
and/or aC-helix

Exon 20 loop insertions

» C-terminal loop of aC-helix

* Indirect and substantial impact on drug
binding (both P-loop and aC-helix)

» Two subgroups:

* Ex20ins-near loop (light red)

+ Ex20ins- far loop (dark red)

Representative Mutations

L858R K754E T790M-3S | T790M-3R Primary Acquired Ex20ins-NL | Ex20ins-FL
Exon 19 deletions  T725M Classical/T790M Ex19del/T790M/L792H G719X C797S S768dupSVD H773insNPH
S720P L833F/NV G719X/T790M L858R/T790M/L718X S768l L792H A767dupASV H773dupH
L861Q/R A763insFQEA L747_K745delinsATSPE | Classical/T790M/C797S L747P/S G724S D770insNPG V774insAV
S811F A763insLQEA S7681/T790M E709_T710del insD L718X D770del insGY V774insPR

V769L T854|
Drug Sensitivity/Selectivity
Sensitve & T790M-3S T790M-3R Ex20ins-NL Ex20ins-FL
Third-generation Third-generation Second-generation Ex20ins-specific
Second-generation PKCi PKCi Second-generation _ N
First-generation ALKi ALKi First-generation Ex20ins-specific
. . [ . .
Exon20ins-specific s 4 ’ Third-generation Ex20ins-specific Second-generation
econd-generation _ ; . . Third-generation Third-aeneration
o First-generation Second-generation Third-generation g

First-generation

Courtesy of John V Heymach, MD, Ph

First-generation

D

First-generation



Structure-based classification
of EGFR mutations in NSCLC

Clinical Implications:

e Largest catalogue of common and uncommon EGFR mutations to date, with structure-
based classification of these mutations and their specific therapeutic vulnerabilities.

« While clinical data for many of the rare mutations are lacking, this paper is a useful
resource when rare EGFR mutations are identified on NGS testing.

Future Directions:

e Further clinical data will be needed to determine optimal treatment strategies for rare
EGFR mutations.

P MASSACHUSETTS

Wy GENERAL HOSPITAL

CANCER CENTER
Courtesy of Zofia Piotrowska, MD, MHS



CHRYSALIS: Amivantamab for EGFR Exon 20 Insertions

CHRYSALIS Study Design
(NCT02609776)

Dose Expansion
Cohorts
Post-any EGFR TKI
@ (T790M+, C797S+)
Post-any EGFR TKI
(T790M-, C797S")
Post-osimertinib
Monotherapy ____ (CT97S+)"
10501400 mg AMI Post-any EGFR TKI |
(MET amplified)

Characteristic

Efficacy Population

AMI + LAZ EGFRmNSCLC, §
post-osimertinib

Combination $?

1050/1400 mg AMI

+ 240 mg LAZ or
SOC Chemo

All cohorts dlosed except
MET Exon14 Skipping

Courtesy of Zofia Piotrowska, MD, MHS

n=81
Median age, years (range) 62 (42-84)
History of brain metastases 18 (22)
Median number of prior lines 2 (1-7)
(range)
Prior systemic therapy 81 (100)
Platinum-based doublet 81 (100)
chemotherapy
Immuno-oncology therapy 37 (46)
EGFR TKI 20 (25)
1st-genTKI 7 (9)
2nd-gen TKI 6(7)
3rd-genTKI 6 (7)
Poziotinib 1(1)

Adapted from Park K, JCO 2021




CHRYSALIS: Amivantamab for EGFR Exon 20 Insertions

A Exon20ins location
20 W Helical reglon (762-766)
80 s W Near loop region (767-772)
70 W Far loop reglon {773-775)
c 60 Not detected by ctDNA
S wmany ;Y
22
gg
g S 20
ed %
-
'-E = -10
o, =20
c -
@ 4% 30
- ©
o
b 50
o -60
-70
-80
-90
-100

762 763 764 766 766 767 768 769 770 7 772 773 774
E A Y V' M A s Vv D N P H A"
(n=0) (n=1) (n=0) (n=0) n=0) (n=19) (n=13) n=1) (n=9) (n=9) (n=3) {(n=8) {n=0)

Helical region (n = 1) Near loop (n = 54) Far loop (n =8)
ORR = 100% ORR =41% ORR = 26%
CBR = 100% CBR =70% CBR =76%

Park K et al. J Clin Oncol. 2021.

Courtesy of Zofia Piotrowska, MD, MHS

Post-Platinum
EGFR Ins20
N=81
ORR (IRC) 40% (95% Cl, 29-51)
NR)

0 -

mPFS (IRC) 8.3 mos ﬁ)56/)0 Cl, 5.5
‘ | MASSACHUSETTS

‘\\ / GENERAL HOSPITAL
CANCER CENTER




CHRYSALIS: Amivantamab for EGFR Exon 20 Insertions

Saf P lat N=114 100 Predose Steroids
are opuiation = i
AE (215% of Treatment-  f— t‘; = T( t ) e . Required
emergent AES), n (%) ! '
| Total | Grade>3 | Total | Grade>3 | _ 61%
 EGFR-related | |/ S
Rash® 98 (86) 4 (4) 98 (86) 4 (4) 2 .
Paronychia 51 (45) 1(1) 48 (42) 1(1) = Predose Steroids Optional
Stomatitis 24 (21) 0 21 (18) 0 o | | |
Pruritus 19 (17) 0 19 (17) 0 5% 3% 1% 0 0.2%
MET-related IS 4 o M
Hypoalbuminemia 31 (27) 3(3) 17 (15) 2(2) C1D1 C1D2 C1D8 C1D15 C1D22  Cycle 2+
Peripheral edema 21 (18) 0 11 (10) 0 # Infusions 142 117 133 122 115 1024
(Other | [ BT IRWTITTR 6 4 1 0 2
Infusion related reaction 75 (66) 3(3) 75 (66) 3(3)
Constipation 27 (24) 0 7 (6) 0 * IRR Severity: 98% Gr 1-2; 2% Gr 3
gausea ;g gg; 2(()2) 12 8;) 8 « Chills, SOB, nausea, flushing
yspnea . . e . .
Fatigue 21 (18) 22) 14 (12) 1(1) Primarily Ilmlted tp flrst. infusion
Increased ALT 17 (15) 1(1) 14 (12) 1(1) * Improves with split dosing (C1D1, C1D2)

Park K et al. J Clin Oncol. 2021;39:3391-3402. ,  MASSACHUSETTS
Sabari J et al. WCLC 2020. Abstract OA04.04 | \/“ GENERAL HOSPITAL

Haura EB et al. ASCO 2019. Abstract 9009.
CANCER CENTER

Courtesy of Zofia Piotrowska, MD, MHS



Mobocertinib in Platinum-Pretreated EGFR Exon 20 Insertion-
Positive NSCLC

Mobocertinib- Oral EGFR TKI (160mg daily)

Figure 2. Mobocertinib Activity In Platinum-Pretreated Patlents With EGFRex20ins Mutation-Positive Metastatic NSCLC (PPP Cohort)

EGFR exon 20
Ph 1/2 Prior Platinum*

(Investigator)

N=114
Confirmed ORR
32 (28%
(IRC) (28%)
Confirmed ORR 40 (35%)

mDOR (IRC)

17.5 mo (8.3-NE)

mPFS (IRC)

7.3 mos (5.5-10.2)

* > 50% responses ongoing at time of data cutoff.
* Responses were more common among pts without baseline brain mets (23/74, 31%), than those with baseline BMs (7/40, 18%)

Zhou C et al. JAMA Oncol. 2021;[Epub]:E1-E10.
Courtesy of Zofia Piotrowska, MD, MHS

E] Best percentage change in target lesions

Best change from baseline Intarget leslon slze, %

-120-

mmmmm

e

[l A5v. SvD, or NPH [C] onher EGFRea2 0Mre vartame
[[] wservion unknown [[] inconfirmed EGFRex20ms

Vartant category® . No. (%) [95%.C1]
ASV, SVD, or NPH 3 47 15(32)[19-47]
ASV 1 25 8(32)[15-54]

VD 1 13 2(15)[2-45)
NPH 1 9 5 (56) [21-86]
Other EGFRex20m=s 29 43 12 (25)[14-400
Insertion unknown 16 5(31)[11-59]

1 | MASSACHUSETTS
N y GENERAL HOSPITAL

- CANCER CENTER




Mobocertinib in Platinum-Pretreated EGFR Exon 20 Insertion-
Positive NSCLC

Any Grade Grade > 3 . . .
n=114 Special Considerations:
Diarrhea 104 (91%) 24 (21%) * QTc prolongation (11% any grade, 3% Gr 3+)
Rash c1 (45% 0 e Cardiomyopathy (2.7%)
as (45%) * Pneumonitis (4.3%)
Paronychia 43 (38%) 1 (<1%)
Anorexia 40 (35%) 1 (<1%)
Nausea 39 (34%) 5 (4%)
Dry Skin 35 (31%) 0
Vomiting 34 (30%) 3 (3%)
Creatinine Increase 29 (25%) 2 (2%)
Stomatitis 27 (24%) 5 (4%)

Dose reduction: 29 (25%); Discontinuation: 19 (17%)
‘ | MASSACHUSETTS

Zhou C et al. JAMA Oncol. 2021;[Epub]:E1-E10 | | GENIERAL HOSPITAL
Mobocertinib package insert. &

CANCER CENTER
Courtesy of Zofia Piotrowska, MD, MHS
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Background: ALK + ROS1 alterations in NSCLC

e ALK-positive NSCLC:

— In the US, crizotinib, ceritinib, alectinib, brigatinib and lorlatinib are all approved for front-line use in
ALK-positive NSCLC.

— Randomized, phase 3 trials of second-generation (alectinib, brigatinib) and recently, third-
generation (lorlatinib) ALK inhibitors have all shown superiority to crizotinib in the front-line setting.

« ROS1-positive NSCLC:

— Crizotinib received FDA approval for ROS1+ NSCLC based on ORR 72% and mPFS 19.2 months in the
single arm PROFILE 1001 trial.

- Recently, entrectinib also received FDA approval based on pooled results of the phase I/1l ALKA,
STARTRK-1, and STARTRK-2 trials (updated this year)

1‘ 1 MASSACHUSETTS
Shaw. NEJM. 2014;371:1963. Shaw. Ann Oncol. 2019;30:1121. P GENERAL HOSPITAL

CANCER CENTER
Courtesy of Zofia Piotrowska, MD, MHS



Final OS analysis from the Phase Il J-ALEX study of alectinib

versus crizotinib

Japanese patients aged 220 years
with ALK inhibitor-naive
stage llib/IV/recurrent ALK+ NSCLC

(one prior chemotherapy regimen allowed)

OS in the ITT population

1004
— Alectinib (n=103)
80 — Crizotinib (n=104)
+ Censored
-~ 604
3
8
40
20
0

13 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72 75 78 81
2 ; Time (months)

No. of patients at risk:
c 104 103 87 66 54 42 27 20 10 2

6 91 88 86 80 77 74 72 70 69 67 67

Crizotinib 104 103 103 102 101 98 98 9 7 2 0 10 2
Alectinib 103 103 103 101 97 95 94 89 87 85 82 79 76 74 72 71 70 70 69 64 62 48 40 31 23 13 3

In total, 83 death events occurred, 42 (40.8%) in the alectinib arm and 41 (39.4%) in the crizotinib arm

Superiority in OS was not demonstrated at the final analysis (HR 1.03, 95.0405% CI 0.67-1.58)
Median OS was not reached in either treatment arm; alectinib NE (95% Cl 70.6-NE) and crizotinib NE (95% CI 68.3-NE)

Median duration of follow up: slectinid 68.6 months (range 6-81), ¢rizotinib 68.0 menths (range 2 -79). NE, not estimable

Yoshioka H, ASCO 2021

Courtesy of Zofia Piotrowska, MD, MHS

Alectinib

300mg BID
(n=103) Treat until disease progression,
unacceptable toxicity,
Crizotinib withdrawal or death
250mg BID

(n=104)

First subsequent anticancer therapies after alectinib or crizotinib

n (%) Alectinib (n=103) Crizotinib (n=104)
Patients with at least one treatment 48 (46.6) 95 (91.3)
ALK inhibitors 26 (25.2) 86 (82.7)
Alectinib 0 82 (78.8)
Crizotinib 11 (10.7) 0
Brigatinib 1(1.0)
Lorlatinib 3 3(2.9)
Ceritinib (4. 0
Chemotherapy (17. 7(6.7)
Pemetrexed : 5(4.8)
VEGF inhibitor : 1(1.0)
Cancer immunotherapy ; 0
RANKL inhibitor® ; 2(1.9)

i | MASSACHUSETTS
‘\\//’ GENERAL HOSPITAL

CANCER CENTER



Final Results of Phase 3 ALTA-1L Trial (Brigatinib vs Crizotinib)

BIRC-Assessed Systemic PFS: ITT Population

No. (%) of Patients Median PFS, PFS Probability, % (95% CI) Overall Survival: ITT Population
With Events Months (95% CI) 3 Years 4 Years
- Brigainib (n= 137) 73(53) 240 (18.5-43.2) 43(34-51) 36 (26-46) 1.0
g —L Crizofinib (n= 138) 93(67) 111 (9.1-13.0) 19(12-27) 18 (11-26) >
! £ I
2 08
0.8 HR for disease progression or death: 0.48 (95% Cl, 0.35-0.66) @
> p < 0.0001 by log-rank test o 0.6
= —_
S o064 2 HR for death: 0.81 (95% CI, 0.53-1.22)
ﬁ < p = 0.305 by log-rank test
3 04
o w
n 04 - e
& © Deaths, Survival Probability. % (95% CI)
© 0.2- No. (%) of Patients 3 Years 4 Years
0.2 - I T R N} 1 1 J 6 -~ Brigatinib (n = 137) 41 (30) 71(682-78) 66 (56-74)
-~ Crizotinib (n = 138) 51 (37) 88 (58-75) 80 (51-68)
0-0 I T 1 1 T I T ] 1
0-0 T T ] 1 ] T T T Ll 0 6 12 1 8 24 30 36 42 48 54
0 6 12 18 24 30 36 42 48 54 Months
No. at risk Months No. atrisk
g Brigatinib 137 121 108 o7 22 88 84 52 7
Brigainib 137 97 84 75 50 53 47 30 2 gatni
raerehod e - s pos e r 5 5 Crizotinib 138 123 118 106 o4 20 84 42 =

Camidge DR, JTO 2021.
Courtesy of Zofia Piotrowska, MD, MHS amidge



Final Results of Phase 3 ALTA-1L Trial (Brigatinib vs Crizotinib)

Overall Survival: Patients With Brain Metastases at Baselinea

1.0
HR for death: 0.43 (85% CI, 0.21-0.89)
= p =0.020 by log-rank test
D 084
3
[=]
% 0.6-
s \_m_\.u_u.n_n_l_l
s 04
a o
I Deaths, Survival Prodabillty, % (95%
0.2 1 No. (%) of Patients S Years 4 ﬁq'
-~ Brigatn (n = 40) 11(28) 74 (57-85) 71 (53-53)
- Crizotn (n = 41) 22(54) 55 (38-69) 44 (28-59)
0'0 L] L L T T T T T 1
0 8 12 18 24 30 38 42 48 54
No. at risk Months
Brigatnid 40 33 3s 2 29 2 2% 16 4 0
Crizotnib 41 3 29 27 22 21 21 9 1 0

Courtesy of Zofia Piotrowska, MD, MHS

Overall Survival: Patients Without Brain Metastases at Baseline2

1.0
£
S o8-
8
o
L o6 HR for death: 1.16 (25% CI,0.69-1.93)
g p =0.603 by log-rank fest
=
a °
= Doathe, Sunvival Probabiity, % (95% CI)
& 0.2- No.(%)of Pients 3 Yeam 4Year
6 — Brigafinib (n = 97) 0] 70(59-78) 4 (2-74)
L Crizofinib (n = 97) 29 @0) 73(62-81) 67(56-76)
0'0 L) I I I L) ] L L] 1
0 6 12 18 24 30 36 42 48 54
No. at risk Months
Bigatnb 97 8 7 65 & & 53 38 3 0
Cuomnb 97 0 &7 ) 72 ) & 33 4 0

Camidge DR, JTO 2021.
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Background: ALK + ROS1 alterations in NSCLC

e ALK-positive NSCLC:

— In the US, crizotinib, ceritinib, alectinib, brigatinib and lorlatinib are all approved for front-line use in
ALK-positive NSCLC.

— Randomized, phase 3 trials of second-generation (alectinib, brigatinib) and recently, third-
generation (lorlatinib) ALK inhibitors have all shown superiority to crizotinib in the front-line setting.

« ROS1-positive NSCLC:

— Crizotinib received FDA approval for ROS1+ NSCLC based on ORR 72% and mPFS 19.2 months in
the single arm PROFILE 1001 trial.

- Recently, entrectinib also received FDA approval based on pooled results of the phase 1/1l ALKA,
STARTRK-1, and STARTRK-2 trials (updated this year)

| MASSACHUSETTS
y GENERAL HOSPITAL

Shaw. NEJM. 2014;371:1963. Shaw. Ann Oncol. 2019;30:1121. g !
CANCER CENTER

Courtesy of Zofia Piotrowska, MD, MHS



Updated integrated analysis of entrectinib in locally advanced or
metastatic ROS1 fusion-positive NSCLC.

e Pooled analysis of 3 phase I/Il trials of SYSTEMIC

entrectinib among 161 evaluable patients ROS1+
NSCLC.

N
o
1

26 -

e 37% pts first-line; 23% > 2 prior lines of therapy. =

-75 4

-100 4 Best Overall Response
M CRor PR l SD B PD B NE/NND

Best % Improvement from
Baseline in SLD

e 34.8% pts with baseline brain mets (7.5%
measurable)

. Systemic ORR 67.1%, mPFS 15.7 mos ¢
E
« Among 24 pts with measurable CNS mets, £EF
intracranial ORR 79.2% and median intracranial é;
DoR 12.9 mo g.g
« Common toxicities include dysgeusia, dizziness, Eg
constipation, fatigue, diarrhea, weight gain. go

BMCRorPR(N=19) BPDIN=2) M NE(@N=1)

| MASSACHUSETTS

N&¥ GENERAL HOSPITAL
Dziadziuszko R, JCO 2021. A

CANCER CENTER
Courtesy of Zofia Piotrowska, MD, MHS



Targeted Treatment for NSCLC
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Trastuzumab-deruxtecan for HER2-mutant NSCLC

N=91
Confirmed ORR: 55%
Median PFS: 8.2m

40— 5 A : : i .
Location of HER2 Mutation: Kinase domain Extracellular domain .
Median OS: 17.8m
20+ 0 C
9 Drug-related ILD 26% (Gr5 in 2)
._é
8 Ol g e o B e R B i B B e e R B M R B A B e B ae e e
o
£
(=]
] -20-
1)
4
£
S5 -40
(]
&
S -60—
(v
b3
[~
_80_
-100
HER2 Mutation 202020 20 20202020202019 2020202020201920202020202020202020202020202020202020202020202020202020202020202020202020 20201920202020202020202020202020201920202020202020
(IR s [ (TR {THIRIES] S R A e R e R RS 0 s Fr o o o R s v e O B sl o e
HER2 2 2 2|12 310 2|3 20 2022 2|2 2 220
Expression ++ ++++ ++ + +|+ + 4+ ++ ++ ++ ++++++ ++++ + .+
HER2 N,

. . +
Amplification ' I I I Il IH I I I I I ' IIII I Il I IIH I 'IIH I ' II.
EEWAM 3 N Y 0 N Y N 0N 1 N NN N e

Courtesy of John V Heymach, MD, PhD Li et al, NEJM 2021
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Percentage of Patients

40+
30+
20

104

DESTINY-LungO01: Survival in the Overall Population

PFS (n = 91)

Median, 8.2 (95% Cl, 6.0-11.9) L

I I I I I I I I I I I I I I I I I I I I I I I I I I 1
123 4°-5 6 F .8 91031 12 13:14-15 1617 18 19:20 2122 23 24.25 2627
Months

Li BT et al. N Engl J Med 2021;[Online ahead of print].
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Poziotinib for Patients with HER2 Exon 20 mutant Non-
Small Cell Lung Cancer: Results from MDA Phase Il Trial

MDA study: Confirmed ORR 27%, mPFS 5.5m, DCR 73%

ORR: 27% % Remains on treatment
DCR: 73% Bl Progressive disease
Bl Stable disease
M Confirmed response

N
8]

o
]

|
(&)
o

Change From Baseline in Sum of
Longest Diameter for Target Lesions (%)
|

|
~
&)

Elamin et al JCO 2021
I\/ID Andel sSOn

é—d—ﬁeef()entel

Making Cancer History”

Courtesy of John V Heymach, MD, PhD



Poziotinib in HER2 Exon 20 insertion mutant NSCLC after prior
therapies: ZENITH20-2

Confirmed ORR 27.8% by IRC (95% ClI, 18.9 to 38.2)

-1 MPFS 5.5 m
20 No. : | ORR (95% CI)
I
All Patients 90 | |—9-|—| 0.28 (0.19 to 0.38)
- 10 Age, years : |
- <65 56 e 0.25 (0.14 to 0.38)
£ 0 > 65 34 —t—— 0.32 (0.17 to 0.51)
[1°]
=) Sex i |
S 10 Female 58 R 0.26 (0.15 to 0.39)
P Male 32 f——jo—— 0.31(0.16 to 0.50)
i
5 ECOG score I |
-20 ECOG =0 38 ——do——— 0.32 (0.18 t0 0.49)
o = y K 5 b
i ECOG =1 52 —e—— 0.25 (0.14 to 0.39)
1
S e T S Prior lines of therapy : !
3 Prior 1 line 27 »—'—e—|—| 0.22 (0.09 to 0.42)
© Prior 2 lines 28 l—‘—9—|—| 0.21 (0.08 to 0.41)
I:; =0 Prior 3+ lines 35 E |—|—e—l 0.37 (0.22 to 0.55)
= Prior platinum 87 | —a— 0.28 (0.19 to 0.38)
- -s0 Prior CPI 61 p——e—+— 0.26 (0.16 to 0.39)
@ Prior anti-HER2 25 e | 0.24 (0.09 to 0.45)
b= . Prior chemotherapy, CPl 59 P——e—t+— 0.25 (0.15 t0 0.38)
[~] 0
5 Metastases i |
- Baseline brain metastasis 14 t T ol | 0.29 (0.08 to 0.58)
o . -4 1
2 70 Mutation : |
@ Y772_A755dupYVMA 65 i—;—e—f-l 0.20 (0.11 t0 0.32)
M gy | Bestoverall response G776delinsVC 11 F ; { 0.27 (0.06 to 0.61)
M rr G778_P780dupGSP 7 | ,J f 4 1.00(0.59 to 1.00)
|
00 - H sp Other mutant 7 ; ; i ! 0.29 (0.04 to 0.71)
B rD T T T T T T
sk ) 0.0 0.2 0.4 0.6 0.8 1.0
~100 Treatment ongoing
ORR

TCILSKHHE}SOH Dose reductions in 76.7%, Le et al.. JCO 2021
& ) . o
-Center DOSG IntenSIty 71 A) Courtesy of John V Heymach, MD, PhD
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Poziotinib in Treatment-naive HER2 exon 20 mutant NSCLC: A
Multinational Phase 2 Study (ZENITH20-4)

Confirmed ORR 43.8% by BICR

30
20

10 4

0
-10 H I I

-20

-30

40

S50

-50 ~

70

Best % Change from Basebne inSum of Dameter

| Best Overall Response 5 2
80 |M Complete Re;f,ome *Median % tumor reduction = 35%
™ Partial Response *88% (42/48) had tumor reduction
90+ Stable Disease

W Progresswve Disease
1001w Not Evaluable

¢ Treatment Ongomng |

-110

MD Anderson
CanecerCenter

Making Cancer History”

Cornelissen ESMO 2021

Courtesy of John V Heymach, MD, PhD
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Efficacy of Datopotamab Deruxtecan (Dato-
DXd) in Patients with Advanced/Metastatic
NSCLC and Actionable Genomic Alterations
(AGAsS): Preliminary Results from the Phase |

TROPION-PanTumor01 Study

Garon EB et al.
ESMO 2021;Abstract LBA49.
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TROPION-PanTumor01: Response to Dato-DXd in Tumors with
Actionable Genomic Alterations

80 7 .
Best Change in SOD (BICR)

60 7
5 ORR 35%
.- 40 T
(@]
O =8 207
‘2 qc,“ 0 - c d d d
0 5 |
S 0 -20"
& 0
o -407
- Dose level
0 -60 - 4 mg/kg

-80 T 6 mg/kg

B 8 mg/kg

-100 =

Actionable genomic alterations: EGFR mutation, 85% (of which 10% were exon 20
insertions); ALK fusion, 9%; ROS1 fusion, 3%; RET fusion, 3%
RT Year, M
44Review [

Garon EB et al. ESMO 2021;Abstract LBA49.



TROPION-PanTumor01: Adverse Events and Safety

Adverse events, n (%)

TEAE, % 100
Grade 23 53
Drug-related TEAE, % 88
Grade 23 38
Serious TEAE, % 35
Grade 23 29
Dose adjustments, %
TEAESs associated with discontinuation 15
TEAESs associated with dose interruption 27
TEAESs associated with dose reduction 15
ILD adjudicated as drug related, n? 1
Grade =2 0
Grade 3/4 0
Grade 5 1

Nausea

Stomatitis

Fatigue

Alopecia

Dry eye

Constipation

Rash

Dyspnea

Vomiting
Infusion-related reaction
Mucosal inflammation
Rash, maculopapular
Diarrhea

Amylase increased
ALP increased

Dry skin

Dysgeusia
Blepharitis

Cough

Decreased appetite
Hyperglycemia
Lymphopenia

TEAEs in 210% of Patients® (n=34)

Grade
- -2
- >3

20

30 40 50 60 70
Patients, %

The safety profile of Dato-DXd was manageable and consistent with that observed
in the overall NSCLC population in TROPION-PanTumor01; treatment-emergent
adverse events (TEAEs) were primarily nonhematologic

Garon EB et al. ESMO 2021;Abstract LBA49.
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Tepotinib Efficacy and Safety in Patients with MET Exon
14 Skipping NSCLC: Outcomes in Patient Subgroups from
the VISION Study with Relevance for Clinical Practice

Xiuning Le', Hiroshi Sakai?, Enriqueta Felip®, Remi Veillon?, Marina Chiara Garassino™®, Jo Raskin’,
Alexis B. Cortot®, Santiago Viteri®, Julien Mazieres'®, Egbert F. Smit", Michael Thomas'?, Wade T. lams",
Byoung Chul Cho', Hye Ryun Kim'4, James Chih-Hsin Yang'™®, Yuh-Min Chen'®, Jyoti D. Patel",
Christine M. Bestvina'®, Keunchil Park', Frank Griesinger?®, Melissa Johnson?', Maya Gottfried??,
Christian Britschgi®®, John Heymach', Elif Sikoglu®4, Karin Berghoff?>, Karl-Maria Schumacher?®,

Rolf Bruns?’, Gordon Otto?®, and Paul K. Paik®®#°

Clin Cancer Res 2021;[Online ahead of print]
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METex14 ctDNA Dynamics and Resistance

Mechanisms Detected in Liquid Biopsy
from Patients with METex14 Skipping NSCLC Treated

with Tepotinib

Paik PK et al.
ASCO 2021;Abstract 9012.
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VISION: Association Between Molecular and Clinical Response

Confirmed molecular response*

>75% depletion in MET exon 14 VAF ctDNA from baseline

ini Overall 1L 221 Overall 1E 221
(investigator-assessed) n=46) (n=20) (4 5745)) (n= 5 -4 (n= 1

Clinical response

ORR, n (%) 35 (76)
DCR, n (%) 42 (91)
mDOR, 14
months (95% CI) (9.8, NE)
mPFS, 11.0
months (95% CI) (8.6, 17.7)

79 patients had =21 on-treatment profile available;
65 had two consecutive on-treatment profiles (30 1L, 35 22L)

Confirmed molecular progression*
(n=5; 8%)

VAF increase >0 from baseline

No change in
VAF or lacked
confirmation

(n=14; 22%)t

(n=46; 71%)

18 (90) 15 (58)
18 (90) 24 (92) 3 (60) 2 (50) 1
1k 14 n/a n/a n/a
(7.2, NE) (9.7, NE)
19.7 9.9 55 4.8 58
(9.7, NE) (6.9, 13.8) (2.8, NE) (2.8, NE) '

* Molecular responses were associated with clinical response
* Molecular progression was associated with no response/short PFS

Paik PK et al. ASCO 2021;Abstract 9012.
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Capmatinib in MET Exon 14-Mutated,
Advanced NSCLC: Updated Results from the
GEOMETRY mono-1 Study

Wolf J et al.
ASCO 2021;Abstract 9020.
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GEOMETRY mono-1: Response to Capmatinib

Cohort7 Cohort 6
100+ Treatment-naive Pretreated
80- (n=31) (n=28)
60
40

Best overall response by BIRC

Best percentage change from baseline (%)

1007 gy Partial response
M Stable disease
™ Not evaluable®

ORR = 65.6% ORR = 51.6%

RTPEi
Wolf J et al. ASCO 2021;Abstract 9020. 44Review
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Pralsetinib for RET fusion-positive non-small-cell lung cancer
(ARROW): a multi-cohort, open-label, phase 1/2 study

Justin F Gainor, Giuseppe Curigliano, Dong-Wan Kim, Dae Ho Lee, Benjamin Besse, Christina S Baik, Robert C Doebele, Philippe A Cassier,
Gilberto Lopes, Daniel SW Tan, Elena Garralda, Luis G Paz-Ares, Byoung Chul Cho, Shirish M Gadgeel, Michael Thomas, StephenV Liu,
Matthew H Taylor, Aaron S Mansfield, Viola W Zhu, Corinne Clifford, Hui Zhang, Michael Palmer, Jennifer Green, Christopher D Turner, Vivek Subbiah

Lancet Oncol 2021; 22: 959-69

RT P <¥eﬁ£i$iew E



Maximum change from baseline in

Maximum change from baseline in

target lesion diameter (%)

target lesion diameter (%)
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ARROW: Response to Pralsetinib

[ CCDC6 as® mul
[ Other A UL
B Previous multikinase inhibitor

A Previous PD-(L)1 inhibitor

A A A A
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0
104
204
-30-
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-100

et 11 1S IETEI R

CIKIF5B
3 CCDC6
[ Other
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Patients

Gainor JF et al. Lancet Oncol 2021;22(7):959-69.

Previous platinum-based therapy

ORR = 61%

No prior therapy

ORR =70%

Year,,
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ARROW: Response Summary

Previous platinum  No previous systemic
group (n=87) treatment group (n=27)7

Overall response rate 53 (61%; 50-71)% 19 (70%; 50-86)
Disease control rate 79 (91%; 83-96) 23 (85%; 66-96)

Best overall response

Complete response 5 (6%) 3(11%)

Partial response 48 (55%)% 16 (59%)

Stable disease 26 (30%) 4 (15%)

Progressive disease 4 (5%) 3 (11%)

Not evaluable 4 (5%) 1(4%)
Median durationof ~ NR (15-2-NE) 9.0 (6-3-NE)
response, months

Rate at 6 months  83%; 73-94 74%;: 52-96

Rate at 12 months 74%; 61-87 26%; 0-52
Clinical benefit rate§ 69% (58-79) 70% (50-86)

RT Pl
Gainor JF et al. Lancet Oncol 2021;22(7):959-69. 44Review



Updated Overall Efficacy and Safety of
Selpercatinib in Patients with RET Fusion-
Positive Non-Small-Cell Lung Cancer (NSCLC):
LIBRETTO-001 Study

Besse B et al.
ASCO 2021;Abstract 9065.
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% Change from Baseline by IRC

Besse B et al

-100

LIBRETTO-001: Response to Selpercatinib

Patients with prior platinum
RR-57%

-604

-80

. ASCO 2021;Abstract 9065.

% Change from Baseline by IRC

201

Patients with selpercatinib
as initial treatment
RR-85%

-20]

-601

-80;

-106;
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KRAS mutant NSCLC subgroups based on alleles
(e.g. G12C) and co-mutations

NSC LC Driver positive:
the genomic pie (40-50%)

MAP2K1 NRAS
AKT1 | | ROST fusions
v
PIK3cA | | | | [KIFSB-RET
BRAF \ \|lll
HER2

ALK
\ fusions.._

KRAS co-mutations

= Histopathological appearance
and differentiation

FGFR1 or FGFR2
HEAS Cancer cell-autonomous hallmarks
MAg;laS (proliferation, evasion of apoptosis and

growth suppression, genomic instability

ERBB2 amplification and altered bioenergetics) H

MET amplification —£%
RET fusion ~/"
ROS1 fusion

ALK fusion

i
Composition of the tumour microenvironment |

Metastatic proclivity ‘.
and tropism

X Co-mutation-driven
ERBB2 e . molecular dependencies

MET splice

KRAS Alleles in NSCLC

Mechanisms of o
acquired resistance Q

Response to therapy and prognosis

NF1 truncation

s

THE UNIVERSITY OF TEXAS

MD Anderson Skoulidis and Heymach, Nat Rev Cancer 2019
ancexCenter

Making Cancer History”

Courtesy of John V Heymach, MD, PhD



Phase 2 CodeBreaK 100 trial evaluating sotorasib in
pretreated KRAS p.G12C mutated

The NEW ENGLAND
JOURNAL o MEDICINE

ESTABLISHED IN 1812 JUNE 24, 2021 VOL. 384 NO. 25

Sotorasib for Lung Cancers with KRAS p.G12C Mutation
F. Skoulidis, B.T. Li, G.K. Dy, T_.J. Price, G.S. Falchook, J. Wolf, A. Italiano, M. Schuler, H. Borghaei, F. Barlesi,

er, H. Henary, G. Ngarmchamnanrith, G. Friberg, V. Velcheti, and R. Govindan

Phase 2 CodeBreaK100 Trial Design

Skoulidis NEJM 2021

Key Eligibility:
» Locally advanced or metastatic NSCLC

* KRAS p.G12C mutation as assessed by
central testing of tumor biopsies

Screening / Enroliment

» Progressed on prior standard therapies?

» Stable brain metastases were allowed
VERSITY OF TEXAS

\ ID Anderson
—ancer(Center

Making Cancer History”

ClinicalTrials.gov identifier: NCT03600883

Sotorasib was orally administered at 960 mg once
daily until disease progression®

Radiographic scan every 6 weeks up to week 48 and once
every 12 weeks thereafter

Primary endpoint: ORR (RECIST 1.1) by independent central review
Key secondary endpoints: DoR; disease control rate; TTR; PFS; OS; safety
Exploratory endpoints: Evaluation of biomarkers

Skoulidis ASCO 2021
Courtesy of John V Heymach, MD, PhD

Safety and Long-term Follow-up®



Sotorasib therapy led to a durable clinical
benefit

objective response 37.1% median PFS 6.8m _ _
median duration of response 11.1 months

A Best Percentage Change in Tumor Burden

Progressive disease Stable disease Partial response Complete response Could not be evaluated . : : ;
M Prog P P P . B Time to Response and Duration of Response in 46 Patients

140+ & -,  *Firstresponse

- @ =y A Progressive disease

120 g 3 ® Death
%’D 100+ % <, - Ongoing progression-free
S ~ A ey survival
© O 80- ) 3 fe
o & 2 + Data censored for
O T 60 g ~ progression-free survival
80 q:, 40- g Ed 0 Data censored for overall

= ival
S o I g surviva
58 |i|ii .
c ¥ I
3] ] -
8 om 0 I I 18 T < s :
P E e | = :
a g 207 = ‘ .
2 & _40- 3 :
Q - .
o -60- & —
= T T T T T T T T T T T T T T T T T 1
-80 0 1 2 3 4 5 6 7 8 9 10 1 12 13 14 15 1,6 17 18
-100- Months

VERSITY OF TEXAS

\IDAndel sSOn Skoulidis NEJM 2021
—ancer(Center

Making Cancer History”

Courtesy of John V Heymach, MD, PhD
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-100

SDSD gp gp

KRYSTAL-1: a phase 1/2 Study of MRTX849

SD SD SD $p $p pR PR PR PR PR 3D
PR PR

Best Tumor Change from Baseline

PD PR pRr S pn

PR

PR pr

Study Phase
B Phase 1/1b

M Phase 2

D
PRPR PR pR R

PR
PR PR

PRe

Efficacy Outcome?, n (%)

(adagrasib) in KRAS G12C mutant NSCLC

Phase 1/1b, NSCLC
600 mg BID

(n=14)

Phase 1/1b and 2, NSCLC

600 mg BID

THE UNIVE

MD Anderson
CanecerCenter

RSITY OF TEXAS

Making Cancer History”

Evaluable Patients

Objective Response Rate 6 (43%) 23 (45%)P
Best Overall Response
Complete Response (CR) 0(0%) 0 (0%)
Partial Response (PR) 6 (43%) 23 (45%)
Stable Disease (SD) 8 (57%) 26 (51%)
Progressive Disease (PD) 0 (0%) 1(2%)
Not Evaluable (NE) 0(0%) 1(2%)°
Disease Control 14 (100%) 49 (96%)
NCT03785249 Riely et al., ESMO 2021

Courtesy of John V Heymach, MD, PhD




Targeted Treatment for NSCLC
What did we learn this year?

4 )
EGFR (common)

EGFR exon 20
ALK

ROS1

HER2

TROP2

MET exon 14
RET

KRAS

-

X NTRK }

Testing
Agents: Entrectinib,

larotrectinib
Sequencing
Tolerability
Resistance
Immunotherapy
Brain metastases
New directions

Year,,
44Review



Meet The Professor

Optimizing the Selection and Sequencing of Therapy
for Patients with HER2-Positive Breast Cancer

Wednesday, January 12, 2022
5:30PM -6:30 PM ET

Faculty
Tiffany A Traina, MD

Moderator
Neil Love, MD




Thank you for joining us!

CME and MOC credit information will be emailed to
each participant within 5 business days.
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