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PNUYH CASE 1

M/72
Ex-smoker (5py, 1990 quit)

Lung adenocarcinoma (LLL, clVB)
EGFR wild/ALK IHC(-)/ROS1 RT-PCR (-)
PD-L1 negative (SP263)

Bone/brain mets




PNUYH CASE 1

# Neurologic Sx (visual disturbance/diplopia)-GKS (2020.1/2020.7)

+ 1L-pemetrexed/cisplatin (2020.2~)

* Tissue NGS —— Insufficient for examination




PNUYH CASE 1

1L-pemetrexed/cisplatin (2020.2~2020.10, *12)

Liquid biopsy (Guardant 360, 2020.5)



PNUYH CASE 1

Summary of Somatic Alterations & Associated Treatment Options

KEY € Approved inindication () Approved in otherindication (X) Lack of response

GUARDANTE6S

Alteration % ¢fDNA or Associated FDA-approved Clinical trial availability
Amplification therapies (see page 3)
CCDCB-RET Fusion 0.1% Selpercatinib Yes
! ~| Cabozantinib, Lenvatinib,
~ Nintedanib, Ponatinib,
Regorafenib, Sorafenib,
Sunitinib, Vandetanib
PTEN G165~ 0.2% - Copanlisib, Everolimus, Yes
- Temsirolimus
GNAS R201C 0.1% -| Binimetinib, Cobimetinib, Yes
~ Selumetinib, Trametinib
TP53 R273C 0.2% Noke No

Variants of Uncertain Significance
ATM K2413Q (4.0%), DDR2 DE78E (0.1%)

The functional consequences and clinical significance of alterations are unknown, Relevance of therapies targeting these alterations is uncertain,
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What is the next regimen ??




PNUYH CASE 1

2019 World Conference on Lung Cancer wclc2019.iaslc. #WCLC19
September 7-10, 2019 | Barcelona, Spain A Conquering Thoracic Cancers Worldwide

Registrational Results of LIBRETTO-001:
A Phase 1/2 Trial of Selpercatinib (LOX0-292) in
Patients with RET Fusion-Positive Lung Cancers

A. Drilon’, G. Oxnard?, L. Wirth?, B. Besse¢, O. Gautschi®, S.W.D. Tan®, H. Loong’, T. Bauer®, Y.J. Kim?, A. Horiike'®, K. Park'', M.
Shah'2, C. McCoach'3, L. Bazhenova', T. Setos, M. Brose'®, N. Pennell'?, J. Weiss'®, |. Matos'?, N. Peled?’, B.C. Cho?', Y. Ohe??, K.
Reckamp??, V. Boni?4, M. Satouchi?’, G. Falchook?, W. Akerley?’, H. Daga??, T. Sakamoto??, J. Patel**, N. Lakhani®', F. Barlesi®2, M.
Burkard®?, V. Zhu®, V. Moreno Garcia®, J. Medioni®*, M. Matrana®’, C. Rolfo®, D.H. Lee?®, H. Nechushtan®, M. Johnson4!, V.
Velcheti2, M. Nishio*?, R. Toyozawa*4, K. Ohashi*®, L. Song?*é, J. Han*/, A. Spira$, M.Duca®’, K. Staal Rohrberg®, S. Takeuchi®', J.
Sakakibara%?, S. Waqar®?, H. Kenmotsu®*, F. Wilson®®, B.Nair%, E. Olek®, J. Kherani®, K. Ebata%, E. Zhu%, M. Nguyen®, L. Yang®, X.
Huang®, S. Crui S. Rothenberg®, B. , K. Goto®®, V. Subbiah®

Clinical activity of the RET inhibitor
pralsetinib (BLU-667) in patients
with RET fusion+ solid tumors

Vivek Subbiah?, Mimi | Hu?, Justin F. Gainor?, Aaron Scott Mansfield3,

Guzman Alonso?, Matthew H Taylor®, Viola Weijia Zhu®, Pilar Garrido Lépez’,
Alessio Amatu®, Robert C Doebele?, Philippe Alexandre Cassier'?, Bhumsuk Keam??,
Martin H. Schuler?, Hui Zhang*3, Corinne Clifford!?, Michael Palmer?3,

Jennifer Green'3, Christopher D. Turner'3, and Giuseppe Curigliano*

1University of Texas MD Anderson Cancer Center, Houston, TX; *Massachusetts General Hospital, Boston, MA; *Mayo Clinic, Rochester, MN; “Vall d' Hebron Institute of Oncology,
Barcelona, Spain; *Earle A. Chiles Research Institute, Portland, OR; “University of California, Irvine School of Medicine, Orange, CA; 7IRYCIS. Hospital Universitario Ramén y Cajal,
Madrid, in; *Niguarda Cancer Center, ASST Grande Ospedale Metropolitano Niguarda, Milan, Italy; *University of Colorado Cancer Center, Aurora, CO; **Centre Léon Bérard, Lyon,

France; “!Seoul National University Hospital, Seoul, Republic of South Korea; “West German Cancer Center, University Hospital Essen, Essen, Germany; “*Blueprint Medicines Inc,
Cambridge, MA; “European Institute of Oncology, IRCCS and University of Milano, Milan, taly.

= AR

FDA approves selpercatinib for lung and thyroid
cancers with RET gene mutations or fusions

On May 8, 2020 the Food and Drug Administration granted accelerated approval to
selpercatinib (RETEVMAO, Eli Lilly and Company) for the following indications:

o Adult patients with metastatic RET fusion-positive non-small cell lung cancer
(NSCLC);

» Adult and pediatric patients =12 years of age with advanced or metastatic RET-
mutant medullary thyroid cancer (MTC) who require systemic therapy;

» Adult and pediatric patients =12 years of age with advanced or metastatic RET
fusion-positive thyroid cancer who require systemic therapy and who are radioactive
iodine-refractory (if radioactive iodine is appropriate).

8 The Korean Academy of
Tuberculosis and Respiratory Diseases



PNUYH CASE 1

Adult Patient Treatment Plan for Selpercatinib in a Named Patient
Program for Locally Advanced or Metastatic Solid Tumors with
Rearranged During Transfection (RET) Activation

Date: 04 Sep 2020

Investigational Product: Selpercatinib {also known as LOX0-292)

2L -selpercatinib (2020.10~)

2020.10 2020.11 2022.11

% The Korean Academy of
Tuberculosis and Respiratory Diseases



PNUYH CASE 2

F/55

* Non-smoker

+ s/p LUL lobectomy vis VATS d/t Lung adenocarcinoma (pT2aN1, plIB)-2015.4 (SNUBH)
* EGFR wild (PNA clamp)/ALK FISH(-)

*  Adjuvant chemotherapy (*4)

# Recurrence (brain/lung to lung/Lt. adrenal gland mets)-2018.8
# s/p GKS /c WBRT (2018.8, SNUBH) => PNUYH (2018.10)




PNUYH CASE 2

#* EGFR Liquid Biopsy (2018.11)-cobas® test
2 = EEE

EGFR gene mutation (=) (Blood) Mot Detected

W Lab. physician’'s. Report
[ AR

Real-time PCR

[2AEE]

O A=s g =250 Sl 289 ONACirculating tumor OMA, ctOW&Y S 0ISTHH HI2HMIZ=E H 2ZHMSCLCY ZRRF2] FGFR
SHEIE 8310 S22 METE real-tine PCR BEHAHSE SHBOIDIF =5 28dti=| 28 hot spot)2! exon 182 G719%
|Z, exon 192 2 &, exon 202 TPI0M 2 SYES| A1Z, exon 202 &2, J2/10 exon 212)) LERER 2 LBEI02 XIZ SCHDIS
=HOIEr = SICH Ol SEHRH0I= HNSCLCHA BHET= EGFR SHH0IZ 2F 85X2 2 A ZICH

[EA2] EEA]

OF dAHAM STHOL &N ¥ECH: EWFRREMZ SHE0IZ] EWE HHE = S0 SYUB0I2 ERLE &z DNAZ
ET 3 SUH0 3RS HE, 4H 2 SH BTFE= I%QE LiE =801 EWELE.
[Z AR}

Mutation Mot Oetected

R The Korean Academy of
Tuberculosis and Respiratory Diseases



PNUYH CASE 2

# 1L-pemetrexed/cisplatin (2018.11~)

Hold d/t AEs (fatigue/edema, grll)




PNUYH CASE 2

#* VATS RLL WR (2021.08)

» Adenocarcinoma (TTF-1+)
» EGFR wild/ALK IHC(-)/ROS1 IHC(-)/BRAF IHC(-)
» PD-L1 negative (SP263/SP142)

< EGFR GEME MUTAT IOM AWALYSIS REFORT =

=[HAZE 1
EGFR Gene Wutation @ Mot Detected

-Mutation Tvpe

_Exon# Codon 4 4.4, Change Mutation

i 18 719 Mot Detected

) 15 deletion Mot Detected

i 20 7B Mot Detected

) 20 790 Mot Detected

i 21 B55-861 Mot Detected
[ ARSI

SPECIMEN ¢ Genomic DMA isolated from tissue
AHALYZED GEWE : EGFR on Chromosome Tpll, 2

METHOD @ PCR & Direct seauencing (Pyroseguencing)
Reference mAM4 sequence @ MM_O05225. 3

5%
;?‘ "‘: The Korean Academy of
4/ Tuberculosis and Respiratory Diseases




PNUYH CASE 2

# 2L.-mobocertinib (2021.10.1~)




PNUYH CASE 2

# Treatment Course (Mobocertinib)

2021.10.01 mobocertinib 160mg start

2021.10.29 diarrhea (grl)/skin eruption (grll)

2021.12.06 1st response evaluation => PR

2022.01.21 diarrhea (grll)/skin eruption (grll) => mobocertinib 120mg DR
2023.01.04 latest response evaluation => PR

S
o "‘z The Korean Academy of
4/ Tuberculosis and Respiratory Diseases




Rare Mutations ??

Incidences of oncogenic driver alterations

Others 10-20%
I squamous Carcinoma 20-30%
I Adenocarcinoma 50-60%

B EGFR mutation
3(2%) m ALK fusion

5 (3%) ® BRAFmutation
® RET fusion
EGFR activate 10% [ RET 1% ® MET amplification
MET skipping
EGFR other 1% . 0 :
omer 2 NTRK10.9% 63 (40%) /1 (1%) NTRK2fusion
B ALK 3.9% KRAS®12C 13% £5 1(1%) ™ ERBB2amplification
) j ) *~~<~“\_1 19 IDH1 mutation
ROSL 1% HER-2 1% ; N N }102) ® FRBB2 mutation
BRAFV600E 104 FGFR 0.2% ¥ FGFRTamplification
1(1%) ® KRAS mutation
MET 5% KEAP1-NFE2L2 23% ¥ PIK3CA mutation
NF1 mutation
NRG1 < 1% STK11 8% 0 ‘ :
6 [ ] 6 1(1%) 7 o ® PTEN mutation
|:| None 2(1%) 5 (3%) ; H Not found
From Clinical Trials From Severance H
Rare, and hard-to-access !!
G52 The Korean Academy of Guo H, et al. Cells. 2022;11

i) Tuberculosis and Respiratory Diseases Park EH, et al. Cancer Res Treat. 2020;52(2):543-551



Driver Mutations

Detection
Methods TAT Treatment
+ EGFR mutations (activate)
2 ALK fusions PCR/IHC Reimbursed
Reflex (NGS) Short (<7ds) (15t line)
# ROSI1 fusions
——2=—BRAAtaHeR-ME6065
# KRAS mutation (G12C)
. . : NGS Not-reimbursed
# EGFR exon 20 insertion Optional (PCR) Long (>3wks) (later line)

# RET fusions
# MET skipping mutations
# HER2 mutations

# NTRK fusions




What do guidelines recommend on biomarker testing
In advanced NSCLC ?

ESMO NCCN CAP/IASLC/AMP P ek Pan-Asian
guidelines guidelines guidelines BUICENINES — ouidelines

; B 34 (updated 2018)° 6
(updated 2023) (updated 2023) (updated 2018) (updated 2019)

Predictive
biomarkers

EGFR L o [ [ L

ALK . ‘ ‘ ‘ . ‘ Testing recommended

ROS1 . ‘ ‘ ‘ . ‘ Expanded panel testing

BRAF ‘ ‘ ‘ ‘ ‘ recommended

PD-L1 | [ [ [ | cxpanded panel
testing recommended

NTRK | [ [ [ |

KRAS ‘ ‘ ‘ . . No guideline .
recommendations

MET » O O O O to date

RET L [ | | |

HER2 @ @ [ @ @

AMP, Association for Molecular Pathology; ASCO, American Society of Clinical Oncology; CAP, College of American Pathologists; ESMO, European Society for Medical Oncology; IASLC,
International Association for the Study of Lung Cancer; NCCN, National Comprehensive Cancer Network; NSCLC, non-small cell lung cancer; PD-L1, programmed cell death-ligand 1.

Figure adapted from et al. Lung Cancer 1. Hendriks LE, et al. Ann Oncol. 2023; 2. NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines). Version 1.2023; 3. Lindeman NI, et al. J Thorac Oncol 2018;13:323-358; 4. Leighl NB, et al. J Clin Oncol
2014;32:3673—-3679; 5. Kalemkerian GP, et al. J Clin Oncol 2018;36:911-919; 6. Wu YL, et al. Ann Oncol 2019;30:171-210.

The Korean Academy of
Tuberculosis and Respiratory Diseases



Timeline of FDA approved targettpetapeEspies

RET Cabozantinib Vandetinib Selpercatinib  Pralsetinib
MET : Crizotinib Capmatinib Tepotinib :
ROS1 Crizotinib Lorlatinib Entrectinib

Vlé%g\E Dabrafenib Vemurafenib

Ceritinib Alecti:hib Brigatinib Lorlatinib Ensartinib

ALK Crizotinib

Guo H, et al. Cells. 2022;11

:".”')‘: The Korean Academy of
Tuberculosis and Respiratory Diseases




Timeline of MFDS approved rare targeted drugs

Selpercatinib

(RET fusions)
2022.3
Entrectinib* Capmatinib Sotorasib
(NTRK fusions) (MET skipping mutations) (KRAS G12C mutations)
2020.4 2021.11 2022.2
Time Line 2019 2020 2021
Larotrectinib* Tepotinib Amivantamab
(NTRK fusions) (MET skipping mutations) (EGFR exon 20 insertion)
(2020.5) 2021.11 2022.2
Pralsetinib
(RET fusions)
2022.3

*Larotrectinib/entrectinib : reimbursed (22.4.1)

2022

Mobocertinib
(EGFR exon 20 insertion)
2022.7



Prevalence of Rare Mutations

Other genes B 7.8%
KRAS N 29.9%
EGFR = 30.3%
BRAF B 5.5%
NF1 truncation H1.9%
ERBBZ W 3.8%
MET splice 3%
ALK fusion W 4.4%
ROST1 fusion M1.9%
RET fusion M2.3%
MET amplification = 2.5%
ERBB2 amplification B 2.7%
MAP2K1 M 0T7%
NRAS B1.2%
HRAS [ 1.2%
RIT1 02%
FGFR1or FGFR2 07%

\ |
il

Exon 19 deletion EGFR Rare

Other frame Other deletion
hift tati mutations
STt MUt o1oe 1.16%
Complex il

17.43% Other point

mutations
28.22%

Rare
mutations

Exon 19
insertion
0.41%

E709X
4.98%

57681/V
6.39%

Exon 20
insertion
16.85%

\
G719X L861X
13.78% 9.88%

% The Korean Academy of
Tuberculosis and Respiratory Diseases

Ferdinandos S, et al. Nat Rev Cancer. 2019;19(9):495-509



Issues In rare mutations

The Korean Academy of
Tuberculosis and Respiratory Diseases




Actionable Rare mutations

# EGFR exon 20 insertions
# KRAS G12C mutations

# RET fusions

+ MET 14 skipping mutations

% NTRK fusions
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NCCN Guidelines: Ver2. 2023

EGFR EXON 20 INSERTION MUTATION™™
FIRST-LINE THERAPY®c¢ SUBSEQUENT THERAPYPP

or

Amivantamab-vmjw‘
Mobocertinib

Progression

Progrlessiun

If not received previously,ddd
Systemic therapy « Ami vmi Systemic Therapy,
Adenocarcinoma - .::n Ivantamab-vmjw —»Progression—— | Subsequentfff
EGFR exon | [(NSCL-K 1 of 5) Tumor . (NSCL-K 4 of 5)
20 insertion »{or ) response . ;:ﬂuhocemmb ‘ '
mutation gg:‘;’,}‘:n‘.‘,ﬁ Cell evaluation Systemic Therapy, Subsequent
(NSCLK 2 of 5) (RNSCL-K 4 of 5)
I
Progression =
) Amivantamab-vmjw
Progression—| .
- = =
Response| |4-6 Tumor Mobocertinib
or stable cycles |»|response
disease (total)®®® | |evaluation

Maintenance |
therapy Progression
(NSCL-K 3 of 5)

Response
or stable
disease

GEER) The Korean Academy of . : ;
(TP Tuberculosis and Rexpr Version 2 2023, National Comprehensive Cancer Network

4/ Tuberculosis and Respiratory Diseases




EGFR exon 20 insertions in NSCLC

WT EGFR WT EGFR Exon 20 insertion

Region deleted
when exon 19

‘Classical' EGFR mutations

N
-
Exon 19 deletions L858R deletions occur
Trans- Q@ ®
Extracellular membrane Tyrosine kinase
domain domain domain

[7_(Exon|Exon Exon Ex
EGFR
-[ & H""N L1819 E 20 l 21 23
--="" Exon 20 insertions . “C-helix out” ‘
- ™ Region where
et hS exon 20

> insertions
occur

“C-helix in”

Active

7 Inactive

61762
E

EE

vim|A D v
g ¥ 3 '3 24358 % 3 3 3
5 $ % & 38 8 5 3R 3 B
o 3 3 3 3 3 3 S 3 3 3 S Upon ligand binding, the regulatory C-helix EGFR exon 20 insertions “push” from the
5 = g 8 2 2 S 3 5 5 5 = pivots from an outward (inactive) C-terminal side to stabilize the active state
% x % % x %X % % % % % % conformation to an inward (active) conformation. of EGFR even in the absence of a ligand.
o
& 3 3D modeling of EGFR D770insNPG (green) and EGFR T790M (yellow)

%€y

6¥€
suojasu] Y493
0Z X [£}0} 4O %

R
[
R

Shifts of the P-loop (red arrow)
and the a-C-helix (blue arrow)
into the binding pocket result in
steric hindrance, reducing the
size of the binding pocket

%9vC
%4G'GC

: The Korean Academy of Vyse S, Huang PH. Signal Transduct Target Ther. 2019;4:5
Yokgg/ Tuberculosis and Respiratory Diseases Robichaux JP, et al. Nat Med. 2018;24:638-46




Target therapies for EGFR exon 20 insertions

@ Selective targeting of EGFR exon 20 insertions, rather than WT EGFR, is a challenge

@ The similarity in the structure of EGFR exon 20 insertion mutants and WT EGFR may lead to normal tissue toxicity




Prevalence of EGFR exon 20 insertion (2-4%)

COSMIC database

Other Frame Other Deletion
Shift Mutations . Mutations
0.91% ' 1.16%

,o' :

.‘.’4 £ G

Exon 19
Insertion

Sy 0.41%

E709X
4.98%

9.88% $7681/V
6.39%

~ 2%

!.”' The Korean Academy of Mol Cancer Ther 2013, 12(2), 220—229, Cancer Res Treat 2019,51(2)623'631

Tuberculosis and Respiratory Diseases

Semin Cancer Biol 2020;61:167-179



Detection Methods

PCR (therascreen ® /cobas®) VS NGS

Genomics Evidence Neoplasia Information Exchange (GENIE) database (n=12,497) FoundationInsights™ database (n= 627)
40
160
® Identified by PCR GENIE = " 2 -
- m Identified by PCR Foundationinsights
140
30 Identified in only 1 patient: Identified in only 1 patient:
ATET STRBNAIA o 120 A763_Y764insLQEA  D770_N77linsSTH  N771_P772>SEONS  P772_H773insNV
oAl el e A767_S768insTLA D770_N771insT N771_P77255HP P772_H773insQSPNP
o 25 okl ‘G ks P7’;’2 % D770_N771>ASVDS  H773_ V774>NPNPYV  N771_P772>SPHP  P772HR
- i ey iy »100 D770_N771>EDN  HI73 VIZ4>PNPYV  NI71 PT72>SVDSP  S768 V769>PL
2 50 D770_N771insKD N771_P772insHN : D770_NT71>EGN H773_V774insGH N771_P772insC 5768 V769insMDS
& D770_N771insSMD  N771delinsGD = DITO_NT7I>GVMON  H773_V774insNPHPH  N771_P772insGTON  V769_D770insCV
S D770_N771insSTN N771delinsSTH P 80 D770_N771>QVH H773_V774insVH N771_P772insHN V769_D770insGTV
a 15 D770delinsGTH N771delinsVH - D770 N771>RDG H773>NPNPY N771_P772msY V769 _D770insSASY
o D770delinsHN P772_C775dup o D770_NT71insAVD  H773>QW N771>CH V769_D770insSLRD
E H773 V774dup P772_H773insGDP g 60 DI7O_NT71insGTD  M793_P794>ITQLMP  N771>PH V769_D770insSSV
Z 10 H773_V774insGNPH  P772_H773insPNP 'g D770_N771insGV NT71_H7735HHPH  P772_H773>RHPH  V769_H773>LONPNPH
H773 V774insHH P772 H773insQ = D770_N771insNPH N771_P772>HHP P772_H773imsGCP V769_N771>LONRGH
§ - = 40 D770_N77%insP N771_PT725KGP P772_H773insGDP  V774_C775>GTNPHVC
S D770_N771insSMD  N771_P7725RDP PI72_H773insNP  V774_C775insHNPHV
I I I l l I 20 P772_H773insNPHP  Y764_V765insHH
: BEEBERR | | | | \
b\)Q b\)Q 6°Q b\)ng\)Qo& 'y%on&é&:,\o&&Q ;\Q\o‘s’@ Q*\\ 0 I'Illll'..llllilll.llll-------------
Oy ) RN %) ~ R %5 > & » N > F< TXI>X 3 Y >Quudzgdze-TIaEg > ZO0OSRSIIIGZZZE>
T EES S E S S oo MR R
B> A7 A & SUPT BAS 0 i be R N sSE ARSI A IR R ERE S S OR R RN SR EYSREREEX28R 57
L NP O PO A OV PN P I3 FR RN e A T R AR IR Y
A ’\’\ Q’\ ;;m;lggzgz':: ;E;: :«hgx{,‘,s3'029:25";‘;-22'2':pmsr&—'\‘n‘:
"EEInER 'x RN ISR 5ZR ARG Z '~~RzgZ
SEcE°OTESETT ETT RREE Ro8OF= RLsRE6 TGEIEETEER
o x =] Xz -~

PCR methods are projected to miss 50% or more of Exon20 ins !!

The Korean Academy of

Tuberculosis and Respiratory Diseases J Thorac Oncol 2021,16(3)5208'209



PCR vs NGS

Due to heterogeneity, commonly used PCR testing methods can only detect a subset of EGFR exon 20 insertions,
whereas NGS can detect all !!

S e 5
EGFR \ . . .
BN Exon 18 Exon 19 1 Exon 20 insertions: PCR testing methods
Domain —— » Cobas: detects five different exon 20 insertions ®
Can detect up to
763 767 76a| 770|771 [77E| 72 823 50% of EGFR exon
insFQEA (~11%) 20 insertions
insTLA {~2%) insNPH (~7%)
[ ] insASV (~17%)2 insH {~7%) @
insGE {~2%) insPH {~7%)
insAH (~2%)
insMNP {7%) insNPH (~2%)
insH (~2%) Exon 20 insertions: NGS testing methods
EGFR exon 20 insertions - el = Oncomine Dx _
can occur anywhere within '"S§V3 ("2;%) 5 FanTE B e OmeE E 5 Capable of detecting all
the exon oot (o EGFR exon 20 insertions
insGF (~2%) = Guardant360
insG (~2%) @

For the detection of EGFR exon 20 insertions, NGS testing is more comprehensive than PCR

GEER) The Korean Academy of v Khoo C, et al. Trans/ Lung Cancer Res. 2015;4:126-41
g/ Tuberculosis and Respiratory Diseases Planchard D, et al. Ann Oncol. 2018;29(Suppl 4):iv192-237




Clinical Response in NSCLC patients with exon 20 insertion

Type of EGFR Exon Patients treated ORR to
20 mutation with EGFR TKIs TKI (%)

Tu et al. [18] Insertion 20 12 0 3.0 (1.3-4.7) 12.5 (0-25.5)
Lund-Iversen et al. [13] Insertion 20 0 - -
Arcila et al. [15] Insertion 20 5 40 25 =48 mo
Naidoo et al. [12] Insertion 20 11 27 - -
Yasuda et al. [17] Insertion 20 19 11 - -
Kuiper et al. [19] Insertion 20 16 0 29(2.3-3.6) 97
Current study Insertion 20 4 25 2.6(0.7-11.4) 294 (9.3-49.6)

EGFR TKI, epidermal growth factor receptor tyrosine kinase inhibitor; NSCLC, non-small cell lung cancer; ORR, objective
response rate; PFS, progression free survival; OS, overall survival.

1.04 ——— Advanced NSCLC with exon 20 insertion
—+— Censored
0.8 4
g Median PFS: 4.2ms
S 061
=
e
=%
g
=
L]
0.2 1
0 T
0 5 10 15 20

Time (mo)

1.0

. (= 3] oo
1 1 1

Survival probability

=
(]
1

~——— Advanced NSCLC with exon 20 insertion
—+— Censored

Median OS: 29.4ms

20 40 60
Time (mo)

"‘z The Korean Academy of
4/ Tuberculosis and Respiratory Diseases

Published studies evaluating clinical response to
EGFR-TKIs in NSCLC patients with exon 20 insertion

ORR to chemotherapy: 50%

Clinical response to systemic chemotherapy in
NSCLC patients with exon 20 insertion

Cancer Res Treat 2019;51(2):623-631



Real World Evidence of Treatment in exon 20 Iinsertion

A systematic literature review performed in 2019 identified 32 RWE studies in a pooled efficacy analysis

Pooled analysis: RWE outcomes in patients with EGFR exon 20 insertion+ NSCLC

OS PFS ORR
Median (95% ClI), Pooled n Median (95% ClI), Pooled n Median 0(95% Cl), Pooled n
S T —— months months Yo
All treatments 16.2 (6.7-25.8) 666 4.8 (0-10.4)2 707 19.8 (9.4-30.2) 684
EGFR TKIP 12.6 (5.5-19.7) 210 4.0 (0-12.4)2 317 16.1 (9.8-22.3) 409
Chemotherapy + TKIP 18.6 (8.9-28.4) 330 5.5 (3.5-7.5) 355 27.5 (15.0-40.0) 242
10 7.5 (NA; 1 study) 29 3.2 (2.7-3.7) 26 10.0 (0-22.4)2 30

Outcomes are across all treatment lines

aBounded at 0; "EGFR TKI that does not specifically target EGFR exon 20 insertions.

+: positive; EGFR: epidermal growth factor receptor; 10: immuno-oncotherapy; NA: not applicable; NSCLC: non-small-cell lung cancer; ORR objective response rate; OS: overall survival; PFS:
progression free survival; RWE: real-world experience; TKI: tyrosine kinase inhibitor.

Tomaras D, et al. ESMO 2020. Abstract 1362P.

ekfes) The Korean Academy of

5 H . .

4/ Tuberculosis and Respiratory Diseases
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NCT02716116:

Mobocertinib Phase 1/2 dose escalation study

Phase 1 dose escalation
3 + 3 design?

Eligibility
Patients with Stage IlIB or IV
NSCLC (ECOG PS <2)

Primary endpoint
RP2D

Secondary endpoints
MTD
Safety
Tolerability
DLTs
PK

aThe dose level for each new cohort was up to 100% higher than the dose level in the previous cohort until a Grade 2 drug-related toxicity of diarrhea or skin rash occurred, based on expected class

Dose

MTD/RP2D
160 mg qd

Dose cohort 7
180 mg qd (n=4)

Dose cohort 8
160 mg qd (n=6)

Dose cohort 10
60 mg bid (n=6)

Dose cohort 6

ﬁ 120 mg qd (n=26)"

Dose cohort 5
80 mg qd (n=7)

Dose cohort 4
V 40 mg gd (n=6)

Dose cohort 3
P 20 mg gd (n=5)

Dose cohort 2

V 10 mg qd (n=5)

Dose cohort 9
40 mg bid (n=4)

Expansion of cohort
size occurred at
any dose to confirm
safety findings

Dose cohort 1
5 mg qd (n=4)

DLTs during dose escalation Dose; n
I 0
Grade 3
Diarrhea 180 mg; 1
Mucositis 160 mg; 1
Pneumonitis 80 mg; 1
Grade 5
Pneumonitis 120 mg; 1

DLTs occurred in 3 of 40 patients
receiving mobocertinib £160 mg qd

effects for EGFR TKis, or until other DLTs were identified; further dose escalation involved increments of no more than 50% of the previous dose, depending on safety findings. PFive additional
patients were enrolled to further confirm the safety observations.

AE: adverse event; bid: twice a day; DLT: dose-limiting toxicity; ECOG: Eastern Cooperative Oncology Group; EGFR: epidermal growth factor receptor; MTD: maximum tolerated dose; NSCLC: non-

small-cell lung cancer; PK: pharmacokinetics; PS: performance status; qd: once a day; RP2D: recommended phase 2 dose; TKI: tyrosine kinase inhibitor.

%
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NCT02716116: Mobocertinib Phase 2 expansion study

Phase 2 expansion
Open label mobocertinib
160 mg qd?

Eligibility
Patients with Stage IIIB or IV
NSCLC? (ECOG PS <2)

Primary endpoint
ORR by RECIST v1.1

Secondary endpoints
Safety
Tolerability
PK

Efficacy

Cohort 1
Patients with
refractory EGFR
exon 20 insertion+
NSCLChd

Cohort 4
Patients with
treatment-naive or
refractory NSCLC
with other EGFR
mutationse

Cohort 2
Patients with
refractory HER2
exon 20 insertion+
or point mutation+
NSCLCPd

Cohort 5
Patients with
refractory EGFR exon
20 insertion+ NSCLC
with prior response to
EGFR TKils

Cohort 7
Patients with
refractory EGFR/
HER2 mutation+
non-NSCLC

Cohort 3 )
Patients with Pivotal Phase 2

refractory EGFR exon “EXCLAIM”
20 insertion+, HER2 . h
extension cohort

exon 20 insertion+, or
point mutation+ NSCLC¢d

Eligibility
Cohort 6 Patients with refractory

: Pattient? with advanced EGFR exon
reatment-naive 20 insertion+ NSCLC

EGFR exon 20
insertion+ NSCLC

Current analysis?3

Efficacyf

n=28 (patients from dose escalation: n=6; patients from
expansion cohort 1: n=22)

Safety

n=70: All patients with =1 dose of mobocertinib 5-180 mg qd
n=136: All patients with =1 dose of mobocertinib 160 mg qd¢

agxcept for cohort 7; PParticipants with active or measurable CNS metastases, but not both, were eligible to participate; °Patients had measurable, active CNS metastases; Active CNS metastases: untreated or treated and
progressing; measurable CNS metastases: 210 mm in longest diameter by contrast-enhanced MRI; ¢Including EGFR mutations £T790M and uncommon EGFR mutations; 'Key eligibility criteria for efficacy data: 21 prior
regimens of systemic therapy (history of prior TKI therapy allowed if there was no response); no patients with active and measurable brain metastases; 9Patients received mobocertinib 160 mg qd as an initial dose during
dose escalation or in expansion cohorts 1-7; "Locations for the EXCLAIM extension study included: United States only for phases 1 and 2; United States, European Union, and Asia.

+: positive; CNS: central nervous system; ECOG: Eastern Cooperative Oncology Group; EGFR: epidermal growth factor receptor; HER2: human epidermal growth factor receptor 2; MRI: magnetic resonance imaging;
NSCLC: non-small-cell lung cancer; ORR: objective response rate; PK: pharmacokinetics; PS: performance status; qd: once a day; RECIST: Response Evaluation Criteria in Solid Tumors; TKI: tyrosine kinase inhibitor.

Ramalingam SS, et al. J Clin Oncol. 2021;39(Suppl 15). Abstract 9014; Janne PA, et al. J Clin Oncol.
2019;37(Suppl 15). Abstract 9007; Riely GJ, et al. Cancer Discovery. 2021;11:1688—99.
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Patients with EGFR exon 20 insertions had a confirmed ORR of 43%

following treatment with > 1 dose of 160mg of mobocertinib

Data cutoff: January 27, 2020

Patients with EGFR exon
Mobocertinib 120 mg qd 20 insertions treated with
(n=21) mobocertinib 160 mg qd

Mobocertinib Mobocertinib 80 mg t

5-40 mg qd otal daily dose
(n=12) (n=9) (n=28)2

Best response (confirmed), n (%)

CR 0 1(11) 1(5) 0

PR 0 1(11) 3 (14) 12 (43)

SDe 3 (25) 6 (67) 11 (52) 12 (43)

PD 7 (58) 1(11) 3 (14) 2(7)

Not evaluated 2(17) 0 3 (14) 2(7)
Confirmed objective response, 0 (NA) 2 (22) 4 (19) 12 (43)
n (%) [95% CI] [0-26] [3-60] [5-42] [24-63]

: 0 0 3 (25) 8 (89) 15 (71) 24 (86)
Disease control, n (%) [95% CI] [5-57] [52-100] [48-89] [67-96]
Median DOR, months (95% CI)d NR NR NR (5 O—n;tBr.gached)

The median PFS in all patients was|7.3 months|(95% ClI, 4.4—-15.6)

a|ncludes patients who received 21 dose of mobocertinib; By RECIST v1.1; °SD observed =6 weeks after first study drug administration; 9in confirmed responders.
CR: complete response; DOR: duration of response; EGFR: epidermal growth factor receptor; NA: not applicable; NR: not reported; ORR: objective response rate; PD: progressive disease; PFS:
progression free survival; PR: partial response; qd: once a day; RECIST: Response Evaluation Criteria in Solid Tumors; SD: stable disease.

&f=>s)  The Korean Academy of

X 4 Tuberculosis and Respiratory Diseases Riely GJ, et al. Cancer Discov. 2021;11:1688-99.




NCTO02716116: The efficacy and safety of mobocertinib in patients with
EGFR exon 20 insertion+ NSCLC (EXCLAIM and PPP populations)

Part 1: Dose escalation (completed)

ldentified mobocertinib 160 mg qd as the RP2D

(Prior platinum: n=6)

Part 2: Phase 2 expansion (completed; patients with stage 111B or IV NSCLC#?): mobocertinib 160 mg qd

Primary endpoint: ORR by RECIST 1.1

Secondary endpoints: safety, tolerability, PK, efficacy

Cohort 2
Patients with
refractory HER2
exon 20 insertion+ or
point mutation+
NSCLCPd

Cohort 1
Patients with
refractory EGFR
exon 20 insertion+
NSCLCPd
(Prior platinum:
n=22)

Cohort 3
Patients with
refractory EGFR
exon 20 insertion+,
HER2 exon 20
insertion+, or point
mutation+ NSCLC¢4

Cohort 4
Patients with
treatment-naive or
refractory NSCLC
with other EGFR
mutationse

Cohort 5
Patients with
refractory EGFR
exon 20 insertion+
NSCLC with prior
response to EGFR
TKis

Cohort 6
Patients with
treatment-naive
EGFR exon 20
insertion+ NSCLC

Cohort 7
Patients with
refractory EGFR/
HER2 mutation+
non-NSCLC

Part 3 (ongoing):
Phase 2 “EXCLAIM” Extension cohort

Refractory advanced NSCLC with EGFR exon 20 insertions (Prior platinum: n=86)

agxcept for cohort 7; PParticipants with active or measurable CNS metastases, but not both, were eligible to participate; °Patients had measurable, active CNS metastases; 9Active CNS metastases: untreated or treated and

progressing; measurable CNS metastases: 210 mm in longest diameter by contrast-enhanced MRI; ¢Including EGFR mutations £T790M and uncommon EGFR mutations.

+: positive; CNS: central nervous system; EGFR: epidermal growth factor receptor; HER2: human epidermal growth factor receptor 2; MRI: magnetic resonance imaging; NSCLC: non-small-cell lung cancer; ORR: objective

response rate; PK: pharmacokinetics; PPP: platinum-pretreated patient; qd: once a day; RECIST: Response Evaluation Criteria in Solid Tumors; RP2D: recommended phase 2 dose; TKI: tyrosine kinase inhibitor.

2 "*-_ The Korean Academy of
Tuberculosis and Respiratory Diseases

Ramalingam SS, et al. J Clin Oncol. 2021;39(Suppl 15). Abstract 9014.



Baseline characteristics: PPP and EXCLAIM populations

Data cutoff: November 1, 2020

Demographic and baseline characteristic PPP(ﬁgﬂJAIrz)mon EXCLAI('\L%%?UI%O”
Median age, years (range) 60 (27-84) 59 (27-80)
Female, % 66 65
Ethnicity, %

Asian, White, Black, NR 60,37,3,1 69,29,2,0
NSCLC subtype, %

Adenocarcinoma, SCC, large-cell 9%, 1,1 99, 1,0

0,

SO, 25,75 29,71

0,1

. . 0

Smoking history, % 71. 2, 27 73.2. 25

Never, current, former
Brain metastases at baseline, % 35 34
Prior systemic anticancer regimens: 1, 2, 23 41, 32, 27 51, 31, 18

Median number of prior regimens, n 2 1
Prior platinum-based chemotherapy, % 100 90
Prior EGFR TKI, % 25 31
Prior 10, % 43 34

ECOG: Eastern Cooperative Oncology Group; EGFR: epidermal growth factor receptor; IO: immuno-oncotherapy; NR: not reported; NSCLC: non-small-cell lung cancer; PPP: platinum-
pretreated patient; PS: performance status; qd: once a day; SCC: squamous cell carcinoma; TKI: tyrosine kinase inhibitor.

G The Korean Academy of
0T/ Zhou C, et al. JAMA Oncol. 2021;7:€214761
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Response: PPP and EXCLAIM populations

Data cutoff: November 1, 2020

PPP population EXCLAIM population
Responses (n=114) (n=96)

By IRC By Investigator By IRC By Investigator

Median time on treatment, months (range) 7.4 (0.0-34.0) 6.8 (0.0-18.8)
Median follow-up, months (range) 14.2 (0.7-35.8) 13.0 (0.7-18.8)
Confirmed ORR, n (%) [95% CI] 32 (28) [20-37] 40 (35) [26—45] 24 (25)[17-35] 31 (32) [23-43]
CR, % 0 <1 0 1
PR, % 28 34 25 31
. 17.5 11.2 Not reached 11.2
0
Median DOR?, months (35% Cl) (7.4-20.3) (5.6—Not reached) (5.6—Not reached) (7.0—Not reached)
89 (78) 89 (78) 73 (76) 72 (75)
b 0, 0,
DIEIRE, () [0 S [69—85] [69—85] [66-84] [65-83]
: 7.3 7.3 7.3 7.3
0,
Median PFS, months (95% CI) (5.5-9.2) (5.6-8.8) (5.5-9.1) (5.6-9.1)

aDOR per Kaplan-Meier analysis; PDefined as confirmed CR, PR, or best response of SD for 26 weeks after initiation of study drug.
CR: complete response; DCR: disease control rate; DOR: duration of response; IRC: independent review committee; ORR: objective response rate; PFS: progression free survival, PPP: platinum-

pretreated patient; PR: partial response; qd: once a day; SD: stable disease.

SR The Korean Academy of
0T/ Zhou C, et al. JAMA Oncol. 2021;7:€214761
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Survival : PPP populations (IRC-assessment)

PFS (n=114) OS (n=114)
1.0 1.0 4
0.8 — 0.8 1
Median PFS: 7.3 months
95% CI; 5.5-9.2
2 0.6 ( ) > 0.6
< I P, S = O T
Q o
9 (@]
o 0.4+ 5 044
0.2 0.2 4
+ Censored Censored
007717 T T T — T 1 0.0 | I | I I | I |
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 0 4 8 12 16 20 24 28 32 36
Time, months Time, months
No.atrisk 114 84 64 48 33 30 20 8 6 6 5 2 1 1 0 No. at risk 114 103 85 61 21 15 13 8 2 0

Data cutoff: November 1, 2020

IRC: independent review committee; OS: overall survival; PFS: progression free survival; PPP: platinum-pretreated patient; gd: once a day

¥ E)
St

) The Korean Academy of Zhou C, et al. JAMA Oncol. 2021;7:e214761
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Safety profile: PPP population/EXCLAIM

Overall Adverse Events

PPP population EXCLAIM population
n (%) (n=114) (n=96)

Any TRAE 113 (99) 95 (99)
Grade 23 TRAE 54 (47) 40 (42)
Serious AEs 56 (49) 45 (47)
AE leading to dose

reduction 29 (25) 21(22)
AE leading to

treatment 19 (17) 10 (10)
discontinuation

TRAE leading to

death 1(2) 1(1)

Data cutoff: November 1, 2020

Grade 2 3 TRAEs

i w400
TRAESs of any grade reported in 210% of All grades, n (%) Grade 23, n (%)

patients or Grade 23 in 23% of patients

Diarrhea 104 (91) 24 (21)
Rash 51 (45) 0
Paronychia 43 (38) 1(<1)
Decreased appetite 40 (35) 1(<1)
Nausea 39 (34) 5 (4)
Dry skin 35 (31) 0
Vomiting 34 (30) 3 (3)
Blood creatinine increased 29 (25) 2(2)
Stomatitis 27 (24) 5(4)
Pruritis 24 (21) 1(<1)
Lipase increased 22 (19) 4 (4)
Amylase increased 21 (18) 3(3)
Fatigue 16 (14) 3(3)
Anemia 20 (18) 1(<1)
Electrocardiogram QT prolonged 12 (11) 3(3)

AE: adverse event; EGFR: epidermal growth factor receptor; PPP: platinum-pretreated patient; TKI: tyrosine kinase inhibitor; TRAE: treatment-related adverse event.

;’ﬁx"‘s The Korean Academy of
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NCT04129502: Mobocertinib Phase 3 EXCLAIM-2 study of 1L mobocertinib

vs chemotherapy in patients with EGFR exon 20 insertion+ advanced NSCLC

EXCLAIM-2: An ongoing, multicenter, randomized, open-label Phase 3 study of mobocertinib as 1L treatment vs
chemotherapy for patients with EGFR exon 20 insertion+ advanced NSCLC*2

N=31812 . .
Arm A Primary endpoint:

Eligibility Mobocertinib IRC-assessed PFS per RECIST v1.1 (up to

: : ~40 months after the first patient randomization)?
Patients with LA, recurrent, 160 mg Ora"y qd P )
or metastatic NSCLC Secondary endpoints:

Crossover allowed after y P
EGFR exon 20 insertions by Randomizati IRC-assessed PD¢ is documented, = IRC- and investigator-assessed confirmed ORR
local testing and central an omlza 1on and crossover eligibility criteria are = DOR {i
Confi tion® 11 met (intolerable toxicity and other , ime to response
onfirmation Stratified by: discontinuation criteria) = DCR
. = Baseline CNS
=1 measurable lesion Metastases (yes vs no) = |nvestigator-assessed PFS
= Race Arm B

ECOG PS 0/1 (Asian vs non-Asian) Pemetrexed + cisplatin IV or = OS
No prior systemic treatment Pemetrexed + carboplatin IV = HRQOL assessed by EORTC QLQ-C30 and QLQ-LC13!

Global study: including North America, Europe, Middle East, and Asia Pacific?

aRecruiting patients based on ClinicalTrials.gov register as of April 2022 (first patient in was January 2020); PEGFR exon 20 insertions are assessed by a clinical laboratory improvements amendment-certified (US sites) or an
accredited (outside of the US) local laboratory and confirmed by central laboratory; CRandomized treatment with mobocertinib or platinum-based chemotherapy may be continued after PD, at the discretion of the investigator and with
the sponsor's approval if there is still evidence of clinical benefit.

+: positive; 1L.: first-line; CNS: central nervous system; DCR: disease control rate; DOR: duration of response; ECOG: Eastern Cooperative Oncology Group; EGFR: epidermal growth factor receptor; EORTC: European Organisation
for Research and Treatment of Cancer; HRQOL: health-related quality of life; IRC: independent review committee; IV: intravenous; LA: locally advanced; NSCLC: non-small-cell lung cancer; ORR: objective response rate; OS: overall
survival; PD: progressive disease; PFS: progression free survival, PS: performance status; qd: once a day; QLQ(-LC): quality of life questionnaire(-lung cancer module); RECIST: Response Evaluation Criteria in Solid Tumors.

SEE) The Korean Academy of ClinicalTrials.gov. NCT04129502. Available at: https://clinicaltrials.gov/ct2/show/NCT04129502.
g Tuberculosis and Respiratory Diseases Gonzalvez F, et al. AACR. 2020.



https://clinicaltrials.gov/ct2/show/NCT04129502

NCT02609776: CHRYSALIS Phase | study (Amivantamab)

CHRYSALIS: A multicenter, open-label, first-in-human study consisting of 2 parts

RP2D:

Dose escalation = 1050 mg (<80 kg) Dose expansion
140-1750 mg = 1400 mg (280 kg) Cohort D: EGFR exon 20 insertion
(n=77) IV dosing; C1 weekly, (n=142)

C2+ every other week

Post-platinum exon 20 insertion

treated at RP2D
n=114 (safety population)

Dose escalation objective:
= Establish the RP2D

Dose expansion objectives:
= Safety and efficacy at the RP2D

+: positive; EGFR: epidermal growth factor receptor; IV: intravenous; MET: MET proto-oncogene; NSCLC: non-small-cell lung cancer; RP2D: recommended phase 2 dose.

N \
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Demographic and clinical characteristics

Demographic and Efficacy population Demographic and Efficacy population
clinical characteristics (n=81) clinical characteristics (n=81)
Median age, years (range) 62 (42-84) T —

Sex, n (%) Does not smoke 43 (53)
Male 33 (41) Smokes 38 (47)
Female 48 (59)

- Location of metastases?, n (%)

Ethnicity, n (%) Lymph node 45 (53)
Asian 40 (49) Bone 34 (42)
HEITE S0 (@) Brain 18 (22)
S 2 (2) Liver 7(9)
NR 9(11) Adrenal gland 3@4)

ECOG PS, n (%) Others 45 (56)
0 26 (32)

; 51‘ ?13)7) Prior'systemic therapy, n (%) 81 (100)
Platinum-based chemotherapy
Median time from diagnosis o 8317((1406(;)
months (range) I (et SEFER N . 20 (25)
First-generation 7(9)

NSCLC subtype, n (%) Second-generation® 6 (7)
Adenocarcinoma 77 (95) Third-generation? 6 (7)
SCC 34 Exon 20 insertion-targeted® 1(1)

Others 1(1)

apatients could be counted in more than one category; PErlotinib or gefitinib; cAfatinib; 9Osimertinib, ASP8273, and nintedanib; ePoziotinib or mobocertinib.
ECOG: Eastern Cooperative Oncology Group; EGFR: epidermal growth factor receptor; 10: immuno-oncotherapy; NR: not reported; NSCLC: non-small-cell lung cancer; PS: performance status; SCC:
squamous cell carcinoma; TKI: tyrosine kinase inhibitor.

%) The Korean Academy of
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Efficacy: CHRYSALIS Phase | study

Data cutoff: October 8, 2020
At the data cutoff on October 8, 2020, 3 patients experienced CR

Efficacy IRC-assessed Investigator-assessed
while 29 pqtlents experienced PR ORR, % (95% CI)b 40 (29-51) 36 (25-47)
v The median follow up was 9.7 months CBR, % (95% CI)° 74 (63-83) 73 (62-82)
v' 15 responders remained on treatment at data cutoff Best response, n (%)
CR 3(4) 0
PR 29 (36) 29 (36)
°\°. gg: n = 802 Exon 20 insertion location: [ Helical region (762—766) SD 39 (48) 39 (48)
g 70 B Near loop region (767-772) PD 8 (10) 12 (15)
E 60 Far loop region (773-775) NE 2 (2) 1 (1)
7 501 Not detected by ctDNA
(=] -
5 o] Median DOR, months (95% CI) 11.1 (6.9—Not reached) NR
5
g ig:_ ____________________________________________________________ Median PFS, months (95% CI) 8.3 (6.5-10.9) 8.3 (5.5-10.6)
n
; _18: Median OS, months (95% Cl)d 22.8 (14.6—Not reached)
T 20-
B R e e P
g -40
<= 5041
()
2 -60-
£ 70
(8]
% -801
& -90
-100

aOne patient discontinued before any disease assessment and is not included in the plot; PProportion of total patients in efficacy population who had PR or CR; °Proportion of total patients in
efficacy population who had PR or CR or SD for at least 11 weeks; 9With 23 deaths at data cutoff, OS remains immature.

CBR: clinical benefit rate; CR: complete response; ctDNA: circulating tumor deoxyribonucleic acid; DOR: duration of response; NE: not evaluable; NR: not reported; ORR: objective response rate;
OS: overall survival; PFS: progression free survival; PD: progressive disease; PR: partial response; SD: stable disease; SoD: sum of lesion diameter.

%) The Korean Academy of
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Safety profile: CHRYSALIS Phase |

Patients treated Grade 23 AEs occurring in >1% of patients in the safety population were:
at RP2D
(n=258)

Safety population
(n=114)

AEs, n (%)

=  Hypokalemia (5%)
* Rash (4%)

Any AE 113 (99) 257 (100) - Diarrhea (4%)
Grade 23 AEs 40 (35) 101 (39) = Infusion-related reaction (3%)
SAES 84(30) ERED) = Hypoalbuminemia (3%)
AEs leading to death 8 (7) 13 (5) =  Dyspnea (2%)
AEs leading to discontinuation 11 (10) 17 (7) = Fatigue (2%)
AEs leading to dose reduction 15 (13) 26 (10)
AEs leading to dose interruption? 40 (35) 88 (34)

Safety population Pat'ZPssgeDated Grade 23 TRAEs occurred in 16% (18/114) of patients in the safety popul
(n=114) ation. The most common were:

(n=258)
= Rash (4%)

Most common AEs (220%) of any grade, n (%)

RashP 98 (86) 202 (78) , ,
_ i = Infusion-related reaction (3%)
Infusion-related reaction 75 (66) 167 (65) )
: = Neutropenia (3%)
Paronychia 51 (45) 104 (40) _ . _
Hypoalbuminemia 31 (27) 63 (24) Treatment-related SAES occurr_ed in 9% (10/114) of patients and included
o infusion-related reaction and diarrhea (2%)
Constipation 27 (24) 58 (23)
Stomatitis 24 (21) 50 (19) ] ) )
Nausea 22 (19) 55 (21) _Infu_su_)n-related rgact_lons were observed, but were low grade and primar
ily limited to the first infusion
Dyspnea 22 (19) 52 (20)

agxcludes infusion-related events; PRash is defined by acne, dermatitis, dermatitis acneiform, erythema, erythema multiforme, folliculitis, macule, perineal rash, pustule, rash, rash erythematous,
rash macular, rash maculopapular, rash papular, rash pruritic, rash pustular, rash vesicular, skin exfoliation, skin lesion, and toxic epidermal necrolysis.
AE: adverse event; EGFR: epidermal growth factor receptor; MET: MET proto-oncogene; RP2D: recommended phase 2 dose; SAE: serious adverse event.

;’ﬁx"‘s The Korean Academy of

pv‘. Tuberculosis and Respiratory Diseases Park K, et al. J Clin Oncol. 2021,303391—402




PAPILLON Study

Key Inclusion Criteria

* ECOGPS =1

* Adequate organ and bone
marrow function

Key Exclusion Criteria

* Prior systemic treatment for
locally advanced or metastatic
disease (with exceptions)c

* Synchronous NSCLC with an

EGFR mutation other than
Exon20ins

* Untreated brain metastases

* History of leptomeningeal
disease, medical history of ILD
(including drug-induced ILD), or
radiation pneumonitis

* Active malignancy (with
exceptions)e

* History of clinically significant
cardiovascular disease

. Arm A
* Age 218 years
d Y n=150
* Locally advanced or metastatic —»
NSCLC with a documented EGFR
Exon20ins activating mutation e
-l
* Measurable diseaseb -
& | N=300

Arm B
n=150

Maintenance,

21-Day Cycles (1-4)

Amivantamab 1400 mg or 17502 mg

IV infusion QW up to C2D1, followed

by 1750 mg or 21002 mg on C3D1 and
Cc4D1

Amivantamab

1750 mg or
21002 mg 1V
K infusion on D1

Pemetrexed 500 mg/m? IV infusion +

from C1D1 to C4D1

Pemetrexed

t 500 mg/m?2 IV

Carboplatin AUC 5 IV infusion from
C1D1 to C4D1

infusion on D1

Pemetrexed 500 mg/m?Z IV infusion
from C1D1 to C4D1 Pemetrexed

+ 500 mg/mz IV

Carboplatin AUC 5 IV infusion from infusion on D1

C1D1 to C4D1

Optional |crossover
21-Day Cycles

Second-line Amivantamab

1400 mg or 17502 mg IV infusion QW up to C2D1, followed by
1750 mg or 21002 mg from C3D1 onwards

Primary Endpoint

* PFS by BICR®

21-Day Cycles (5+)

Secondary Endpoints

* ORR * Incidence and severity of * Serum amivantamab
* DOR AEsd concentrations and anti-
* 0S5 * Patient-reported outcomes amivantamab antibodies

Stratification

* Brain metastases (yes vs no)
* ECOGPS (0Ovs 1)
* Prior EGFR TKI use (yes vs no)

8 The Korean Academy of
Tuberculosis and Respiratory Diseases

Agrawal T, et al. PAPILLON: a randomized phase 3 study of amivantamab plus chemotherapy
vs chemotherapy alone in EGFR exon 20ins NSCLC. Poster presented at WCLC 2020



Comparative effectiveness of mobocertinib vs amivantamab

(Matching-adjusted indirect comparison)

Step 3: Comparing outcomes
ft

After matching, the treatment outcomes for the
mobocertinib trial were recalculated and compared
against those for the amivantamab trial

Outcome Unweighted mobocertinib Weighted mobocertinib Amivantamab  Unweighted analysis Weighted analysis
(n=144) (ESS=61) (N=81)

Median OS, months (95% Cl) 24.0 (14.6-28.8) 24.8 (14.6—-NE) 22.8 (14.6—-NE) HR 1.12 (0.71-1.77) | HR 0.95 (0.55-1.67)
Median PFS by IRC, months (95% Cl) 7.3 (5.5-9.2) 7.4 (5.5-14.6) 8.3 (6.5-10.9) HR 1.00 (0.69-1.44) | HR 0.82 (0.52-1.32)
Median DOR by investigator, months 11.2 (5.6—-NE) 14.2 (7.0-NE) 11.1(6.5-13.1)*| HR0.71 (0.38-1.30) | HR 0.44 (0.19-1.00)
(95% ClI)
Median DOR by IRC, months (95% Cl) 17.5 (7.4-20.3) 17.5 (8.3-20.3) 11.1 (6.9-NE) HR 0.66 (0.33-1.32) | HR 0.56 (0.25-1.23)
cORR by investigator, % (95% Cl) 35 (27-45) 36 (24-49) 36 (25-47) OR 0.97 (0.53-1.77) | OR0.99 (0.48-2.02)
cORR by IRC, % (95% Cl) 28 (20-37) 30 (19-43) 40 (29-51) OR 0.60 (0.32-1.10) | OR0.64 (0.31-1.33)

HR <1 favors mobocertinib
OR <1 favors amivantamab

From evaluation via MAIC, mobocertinib and

amivantamab appear to have similar efficacy overall

*Estimated using reconstructed patient-level data from swimmer and survival plots for amivantamab

Cl, confidence interval; cORR, confirmed overall response rate; HR, hazard ratio; NE, not estimable; OR, odds ratio;
05, overall survival; PFS, progression-free survival Qu 5-H, et al. ASCO 2022 Abstract 9115
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NCCN Guidelines: Ver2. 2023

KRAS G12C MUTATION™™
FIRST-LINE THERAPY®c* SUBSEQUENT THERAPYPP

Systemic Therapy,
PS 0-2—|Subsequentf
(NSCL-K 4 of 5)

Sotorasib999.hhh
or

Progression
Adagrasibhhh

Progression

Best supportive care

Systemic Therapy PS 3-4—+» |NCCN Guidelines for
Adenocarcinoma Palliative Care
KRAS G12C _ |([NSCL-K 1 of 5) or Tumor
mutation Squamous Cell » Fesponse
Carcinoma evaluation
(NSCL-K 2 of 5)

_ Sotorasih999:hhh
Progression—,,

Adagrasibhhh
Response
or stable
disease
&f=>s)  The Korean Academy of

T )7 Tuberculosis and Respiratory Diseases Version 2 2023, National Comprehensive Cancer Network

Response| (4-6 Tumor
or stable cycles |»|response
disease (total)®®¢ | |evaluation

Maintenance
therapy Progression
(NSCL-K 3 of 5)




Prevalence of KRAS mutations

Asian patients Latin American patients* US and European patients
(N=968)3 (N=5,738)? (N=933)!

KRAS G12C
3.2%

KRAS G12C
8.0%

KRAS G12C
Other 11.8%

mutations
(30%)

EGFR
(26%)

EGFR
(45.9%)

_~
KRAS

(14%)

KRAS

Other s

mutations
(60%)

Other
mutations
(40.6%)

(19%)

FGFR
(0.6%)

ROS1
(0.8%)

* Patients were assessed in the following countries: Argentina, Mexico, Colombia, Peru, Panama, and Costa Rica

G2 The Korean Academy of 1. Awad MM, et al. J Clin Oncol 2016;34:721-730; 2. Arrieta O, et al. J Thorac Oncol 2015;10:838-843
vikgg/ Uberculosis and Respiratory Diseases 3. LiuS, et al. J Thorac Oncol 2016;11:1503-1510




KRAS as a Target

KRAS is an enzyme that cycles between the GTP (on)

state and GDP (off) state Distribution of KRAS-driven NSCLCs

RTK

@@

GTP

&

KRAS -GTP

ebe KRAS GENIEV11.0

( RASon NSCLC
. n=3,584
-GDP ~ )
KRAS
RASoff : GAP
‘\._./ KRAé |

x* =non-A, D, C, V, * = Other 1%

5%
;?‘ "‘z The Korean Academy of

4/ Tuberculosis and Respiratory Diseases
5

Proteins previously targeted in KRAS-driven lung cancers

KRASG12C jnhibitor

At

%
@ >

pathway PI3K
pathway

proteosome l ?

Proliferation and Survival

Luo J, et al. 2022 ASCO EDUCATIONAL BOOK volume 42



Clinical Characteristics

KRAS codon 12 and 13 mutations and clinical characteristics

All Mutant KRAS Wild-type KRAS P

Total 482 102 (21%) 380 (79%)

Men 197 (41%) 40 (39%) 157 (41%) 0.73*
Women 285 (59%) 62 (61%) 223 (59%)

Never smokers 81 (17%) 12 (12%) 69 (18%) 0.14%
Former/current smokers 401 (83%) 90 (88%) 311 (82%)

Age, median (range) 68 (30-89) 68 (33-85) 67 (30-89) 0.981
*Fisher’s exact test.

f Wilcoxon rank sum test.
Frequency of KRAS mutation by smoking history KRAS mutation type as a function of smoking history

24071 p=0.12 .

= 25% KRAS Former/current Never Total

=

':% 30 - 299, Mutation Nucleotide

2 15%

:E ° G12A GGT—GCT 13 0 13

T 201 G12C GGT—-TGT 38 0 38

; G12v GGT—GTT 20 1 21

P G13C GGC—TGC 2 0 2

5 10 4

% G13D GGC—GAC 1 0 1

“ G12D GGT—GAT 15 10 25

Never Former Current G125 GGT—AGT 1 1 2
Smokers Smokers Smokers Total S0 12
(n=81) (n=318) (n=85)

R The Korean Academy of

X 4 Tuberculosis and Respiratory Diseases Gregory JR, et al. Clin Cancer Res 2008;14(18):5731-5734




KRAS G12C mutations are generally mutually exclusive

of other actionable mutations in NSCLC

KRAS G12C Triple WT
30% ~ (n=743) (n=3,957)

25% A
5 215
T 20% -
©
)
>  15% f 13.6
¢! 12.4
c 10.7
S 10% A .
L o 6.4 7.0 1964
4.2
0, .
5% 2.7
1.2
0 0o 0 0.3 1.00.7 0.9
0% - -
ALK EGFR ROS1 BRAF STK11 KEAP1
rearrangement mutation rearrangement mutation mutation mutation

NSCLC, non-small cell lung cancer; WT, wild-type.

*Spira. ASCO 2022. Abstr 9002; Janne PA, et al. N Engl J Med 2022;387:120-131
Aggarwal S, et al. Ann Oncol 2020;31 (Suppl 4):abstract 1339P.




CodeBreak 100: Sotorasib in Pretreated Advanced CodeBrea®
100

KRAS G12C Mutation-Positive NSCLC

Pooled Phase 1/2: Advanced NSCLC, Safety and

Screening/ :
sotorasib 960 mg orally once daily (N = 174)

enrollment

long-term
Radiographic scan every 6 weeks up to week 48; once every 12 weeks thereafter fo"ow-u p

PHASE 1 PHASE 2
Key eligibility criteria (n = 48) (n = 126)
. Primary endpoint Primary endpoint

» Locally advanced or metastatic KRAS . . .

0.G12C-mutated solid tumors Safety and tolerability ORR by RECIST 1.1 by BICR
* 1+pri ic th ineligibl : .

imopl)égn?ystemlct erapy or ineligible/ Key secondary endpoints e e e

_ * PK, ORR, DoR, PFS, « DoR, DCR, PFS, OS, time

* Stable brain mets allowed duration of stable disease to response, safety

Data cutoff: March 15, 2021

BICR, blinded independent central review; DCR, duration of complete response; DoR, duration of response; ORR, overall response rate; OS, overall survival; PFS, progression-free survival,
PK, pharmacokinetics; RECIST, Response Evaluation Criteria In Solid Tumors.

&f=>s)  The Korean Academy of

Qulg) Tuberculosis and Respiratory Diseases Grace K. Dy, et al. Presented at AACR Annual Meeting, April 8-13, 2022




Phase |1 CodeBreak 100: Efficacy (n=124)

Progression-free Survival

Probability of Progression-

free Survival

No. at Risk

Overall Survival

Probability of Survival

No. at Risk

1.0-
0.9+
Median
0.8 progression-free
0.7 survival,
0.6 6.8 mo
T e e e "
0.4 !
0.34 :
0.2+ :
0.1 '
0,0 T T T T T T T T T T T T T T 1
1 2 3 4 5 6 7 8 9 10 11 12 13 14 15
Months
124 119 96 77 75 65 54 50 46 37 35 34 27 24 4 0

1.0+
0.9+
0.8+
0.7+
0.6
0.5+
0.4+
0.3
0.2+
0.1+

Median
overall
survival,
12.5 mo

0.0

0 1 2 3 4 5 6 7 8 9 10 11 12

Months

126 126 118 110 102 95 90 83 78 74 68 63 58

13 14 15 16 17 18 19

55 54 45 14 9 3 0

he Korean Academy of
Tuberculosis and Respiratory Diseases

Outcome

Evaluated Patients (n = 124)

Confirmed ORR, % (95% CIl)*
DCR, % (95% CI)
Median DoR, mo (95% CI)

37.1 (28.6-46.2)
80.6 (72.6-87.2)
11.1 (6.9-NE)

N EnglJ Med 2021;384:2371-81



Phase |11 CodeBreak 100: Safety (n=126)

Any Grade Grade 3 Grade 4 Event All Patients (N =126)

Any Grade  Grade 1 or2 Grade 3 Grade 4 Fatal
Adverse event 125 (99.2) 53 (42.1) 4(3.2)

number of patients (percent)

Treatment —related adverse event 88 (69.8) 25(19.8) 1(0.8) | Diarrhea 40 (31.7) 5 (27.8) 5 (4.0) 0 o |
Trea_tment—related adyer;e event 28 (22.2) 20 (15.9) 0 Nau_sea _ _ o A, colbeny, g g g
leading to dose modification Alanine aminotransferase increase 19 (15.1) [8 7) 8 (6.3) 0 0
Treatment-related adverse event [ Aspartate aminotransferase increase 19 (15.1) 2 (9.5) 7 (5.6) 0 0 ]
leading to discontinuation of therapy 9 (7.1) 4(3.2) 1(0.8) Fatigue 14 (11.1) 4(11.1) 0 0 0
Vomiting 10 (7.9) 0(7.9) 0 0 0
Blood alkaline phosphatase increase 9 (7.1) 8 [6 3) 1(0.8) 0 0
Maculopapular rash 7 (5.6) 7 (5.6) 0 0 0
Hypokalemia 5 (4.0) 4(3.2) 1(0.8) 0 0
Drug-induced liver injury 3 (2.4) 1(0.8) 2 (1.6) 0 0
¥-Glutamyltransferase increase 3 (2.4) 0 3(2.4) 0 0
Lymphocyte count decrease 3(24) 2 (1.6) 1(0.8) 0 0
Dyspnea 2 (1.6) 1(0.8) 0 1(0.8) 0
Pneumonitis 2 (1.6) 0 1(0.8) 1(0.8) 0
Abnormal hepatic function 2 (1.6) 1(0.8) 1(0.8) 0 0
Lymphopenia 1(0.8) 0 1(0.8) 0 0
Neutropenia 1(0.8) 0 1(0.8) 0 0
Hepatotoxic event 1(0.8) 0 1(0.8) 0 0
Drug hypersensitivity 1(0.8) 0 1(0.8) 0 0

CEEy
FOEITN

A The Korean Academy of N EnglJ Med 2021;384:2371-81

Tuberculosis and Respiratory Diseases



Long-term Outcomes With Sotorasib in Pre-treated KRAS CodeBrea
p.G12C Mutated NSCLC: 2-year Analysis of CodeBreak 100 100

Pooled Phase 1/2: Advanced NSCLC, Safety and

Screening/ :
sotorasib 960 mg orally once daily (N = 174)

enrollment

long-term
Radiographic scan every 6 weeks up to week 48; once every 12 weeks thereafter fo"ow-u p

PHASE 1 PHASE 2
Key eligibility criteria (n = 48) (n = 126)
. Primary endpoint Primary endpoint

Locally advanced or metastatic KRAS . . .

0.G12C-mutated solid tumors Safety and tolerability ORR by RECIST 1.1 by BICR

1+ prior systemic therapy or ineligible/ . . N =176

intolerant Key secondary endpoints Key secondary endpoints

_ PK, ORR, DoR, PFS, « DoR, DCR, PFS, OS, time
Stable brain mets allowed duration of stable disease to response, safety

Data cutoff: February 22, 2022

Median Follow-up for Overall Survival: 24.9 months

BICR, blinded independent central review; DCR, duration of complete response; DoR, duration of response; ORR, overall response rate; OS, overall survival; PFS, progression-free survival,
PK, pharmacokinetics; RECIST, Response Evaluation Criteria In Solid Tumors.

ekfes) The Korean Academy of

e y : .
.4/ Tuberculosis and Respiratory Diseases Grace K. Dy, et al. Presented at AACR Annual Meeting, April 8-13, 2022




Efficacy Analysis

Response by Central Review Phase 1/2 NSCLC

N=172*

Objective response rate, % (95% CI) 40.7 (33.3, 48.4)
Best overall response, n (%)

Complete response 5(2.9)

Partial response 65 (37.8)

Stable disease 74 (43.0)

Progressive disease 23 (13.4)

Not evaluable or missing scan 5 (2.9)
Disease control rate, % (95% CI) 83.7 (77.3, 88.9)
Median progression-free survival, months (95% CI) 6.3 (5.3, 8.2)
Median overall survival, months (95% CI) 12.5 (10.0-17.8)

Cl = Confidence Interval.

95% Cls are based on estimated variance for log-log transformation of the Kaplan-Meier survival Estimate Follow-up time is summarized by reversing the status indicator for censored and ev
ents. Time to response and duration of response are calculated among confirmed responders.

*2 patients are not included in the efficacy set as they did not have measurable lesions at baseline and were ineligible for response assessment

&f=>s)  The Korean Academy of

N 1) Tuberculosis and Respiratory Diseases Grace K. Dy, et al. Presented at AACR Annual Meeting, April 8-13, 2022




CodeBreak 200 Phase 111 Trial: Sotorasib vs Docetaxel for Patients

With Previously Treated Advanced NSCLC With KRAS G12C mutation

Randomized, double-blind phase |ll study*

Patients with locally advanced/unresectable or metastatic
KRAS G12C-mutated NSCLC;
>1 prior treatment including platinum-based chemotherapy
and checkpoint inhibitor*;
no active brain metastases; ECOG PS 0/1
(N = 345)

Sotorasib 960 mg oral QD
(n=171)

Primary endpoint: PFS by BICR

Secondary endpoints: Efficacy (OS,*
ORR, DoR, TTR, DCR),
safety/tolerability, PRO

Docetaxel 75 mg/m2 IV Q3W

(n = 174)

*Protocol amended to reduce planned enroliment to 330 patients and allow crossover from docetaxel to sotorasib
TTreatment with chemotherapy and checkpoint inhibitor could be concurrent or sequential; patients with contradictions to these therapies could be enrolled with approval

10 Sotorasib Docetaxel
/ (n=171) (n=174)
0.8 Median PFS, mo (95% Cl) 5.6 (4.3-7.8) 45 (3.0-5.7)
S - = HR (95% Cl) 0.66 (0.51-0.86)
ks 0.6 = = Pvalue (1-sided) .002
] .
Y 12-mo PFS* = 24.8%
= 0.4 =~
a ’ 12-mo PFS* =10.1%
" -
a
0.2 Median study follow-up:
=1 17.7mo : | |
0 T T T T T T T T T T T 1
0 2 4 6 8 10 12 14 16 18 20 22 24

Patients at Risk, n Time From Randomization (Mo)

Sotorasib 171 139 93 63 56 38 30 24 14 6 2 15
Docetaxel 174 93 62 36 20 10 7 5 3 1 1 7

PFS by BICR (Primary Endpoint)

R oo cademy o Johnson. ESMO 2022. Abstr LBA10.

4/ Tuberculosis and Respiratory Diseases




KRYSTAL-1 Trial of Adagrasib in Patients With Previously Treated Advanced

KRAS G12C-Mutated NSCLC: Analysis of Registrational Phase |1 Cohort

Reqistrational phase Il cohort in ongoing multicenter, open-label, nonrandomized phase I/ll trial

Adults with unresectable/metastatic
NSCLC harboring KRAS®12C mutation;
previously treated with PD-1/PD-L1

Until PD, unacceptable

toxicity, consent withdrawal,
Adagrasib 600-mg capsules BID or death; therapy could
in fasted state continue beyond PD if

deriving clinical benefit per

inhibitor in combination or sequence — =—)

with platinum-based CT; treated, stable
CNS mets permitted; ECOG PS 0/1

investigator
(N = 116) :

v" Primary endpoint: ORR by BICR

v' Secondary endpoint: DCR, DoR, PFS, OS, 1-yr survival rate

8 The Korean Academy of

i 0" Tuberculosis and Resyp\ratory Diseases Spira. ASCO 2022. Abstr 9002, Janne PA, etal. N Eng/.l Med 2022,387120*131




KRYSTAL-1: Efficacy of Adagrasib

PFS

100 ; Median PFS(95% Cl: 4.7-8.4)
20 | Median follow-up: 12.9 mo
. . E 60 4 52
Objective Response per BICR S .
e 1 29
Pati 204
atients
0,
Outcome, n (%) (n = 112) °% 3 6 3 12 15 18 21
Mos
ObJeCt|Ve response rate 48 (429) Pati(;ril::'a: 112 72 45 30 13 6 1 0
Best overall response 0s
= CR 1 (0.9) 100 4 Median 05{12.6 mo|(95% cI: 9.2-19.2)
» PR 47 (420) 20 | Median follow-up: 15.6 mo
= SD 26 wk 41 (36.6) £ 604
= PD 6 (5.4) e 20
= Not evaluable 17 (5.2) =]
20+
DCR 89 (79.5) 3 ¢ 5 & & 15 A 4
Mos
Patientsat 116 98 74 60 49 29 10 3 0

Risk, n

%9 The Korean Academy of
4/ Tuberculosis and Respiratory Diseases

Spira. ASCO 2022. Abstr 9002; Janne PA, et al. N Engl J Med 2022;387:120-131



KRYSTAL-1: Safety of Adagrasib

Patients (N = 116)

TRAES, n (%)

Any Gr Gr 3 Gr4
Any 113 (97.4) 47 (40.5) 3(2.6)
Most common TRAEs (220%)
Diarrhea 73 (62.9) 1(0.9) 0 .
Nausea 72 (62.1) 5(4.3) 0
Vomiting 55 (47.4) 1(0.9) 0
Fatigue 47 (40.5) 5(4.3) 0
ALT increase 32 (27.6) 4 (3.4) 1(0.9)
Blood creatinine increase 30 (25.9) 1(0.9) 0
AST increase 29 (25.0) 4 (3.4) 0
Decreased appetite 28 (24.1) 4 (3.4) 0

(D) Tobereuions and RessatoryDiseases Spira. ASCO 2022. Abstr 9002; Janne PA, et al. N Engl J Med 2022;387:120-131



Emerging Treatment Options in KRAS-Mutant NSCLC

CodeBreal Sotorasib in Combination with RMC-4630, a SHP2
© =8l Inhibitor, in KRAS p.G12C-Mutated NSCLC and Other

101

Solid Tumors

Gerald S. Falchook,' Bob T. Li,2 Kristen A. Marrone,® Christine M. Bestvina,* Corey J. Langer,®

John C. Krauss,® John H. Strickler,” Alison R. Meloni 2 Tian Dai,® Tracy L. Varrieur,2 David S. Hong®

1Sarah Cannon Research Institute at HealthONE, Denver, CO, USA; 2Memorial Sloan Kettering Cancer Center, Weill Cornell Medicine, New York, NY, USA; 3Johns Hopkins
School of Medicine, Baltimore, MD, USA; “University of Chicago Medicine, Chicago, IL, USA; >Perelman Center for Advanced Medicine, Philadelphia, PA, USA; University of
Michigan Medical School, Ann Arbor, MI, USA; "Duke University Medical Center, Durham, NC, USA; 8Amgen Inc., Thousand Qaks, CA, USA; °The University of Texas MD

Anderson Cancer Center, Houston, TX, USA

Presented at World Conference on Lung Cancer (WCLC) 2022 Annual Meeting, August 6-9, 2022; Vienna, Austria.

CodeBreaK 100/101: First report of safety and efficacy of sotorasib

in combination with pembrolizumab or atezolizumab in advanced
KRAS p.G12C NSCLC

Bob T. Li," Gerald S. Falchook,? Gregory A. Durm,® Timothy F. Burns,* Ferdinandos Skoulidis, Suresh S.
Ramalingam,® Alexander Spira,” Christine M. Bestvina,® Sarah B. Goldberg,® Rajwanth Veluswamy,?
Wade T. lams, " Alberto A. Chiappori,'2 Charlotte R. Lemech,'3 Alison R. Meloni,'* Victoria A. Ebiana, '
Tian Dai,'* Diana M. Gauto,' Tracy L. Varrieur,™ Wendy J. Snyder,'* Ramaswamy Govindan'®

Memorial Sloan Kettering Cancer Center, Weill Cornell Medicine, New York, NY, USA; 2Sarah Cannon Research Institute at HealthONE, Denver, CO, USA 3Indiana University School of
Medicine, Indianapolis, IN, USA; *University of Pittsburgh Medical Center (UPMC) Hillman Cancer Center, Pittsburgh, PA, USA; 5The University of Texas MD Anderson Cancer Center,
Houston, TX, USA; ®Winship Cancer Institute of Emory University, Atlanta, GA, USA; 7US Oncology Research, The Woodlands, TX, USA; 8The University of Chicago Medicine, Chicago, IL, USA;
*Yale School of Medicine, New Haven, CT, USA; ‘%lcahn School of Medicine at Mount Sinai, New York, NY, USA; *Vanderbilt University Medical Center, Nashville, TN, USA; ?Moffitt Cancer
Center, Tampa, FL, USA; 3Scientia Clinical Research, Randwick, Australia; *Amgen Inc., Thousand Oaks, CA, USA; *Washington University School of Medicine, St Louis, MO, USA

Presented at World Conference on Lung Cancer (WCLC) 2022 Annual Meeting, August 6-9, 2022; Vienna, Austria.

% The Korean Academy of
Tuberculosis and Respiratory Diseases
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NCCN Guidelines: Ver2. 2023

Timing of Testing

RET
rearrangement
discovered prior
to first-line

systemic therapy
RET

rearrangement-
positive NSCLC

RET
rearrangement
discovered during
first-line systemic
therapy

SCC=8quamous Cell Carcinoma.

First-Line Therapy

Preferred:
Selpercatinib or pralsetinib

In certain situations:
Cabozantinib

Other:
See adenocarcinoma and SCC

Complete planned therapy,
including maintenance or
interrupt, then followed by
RET inhibitor therapy

@rds7d The Korean Academy of
4/ Tuberculosis and Respiratory Diseases

Subsequent Therapy

Progression [RatSalelezlelglelntzRllel

4 SCC initial systemic
therapy options

Preferred:
Progression | Selpercatinib or pralsetinib

L

In certain situations:
Cabozantinib

Adenocarcinoma and

Progression

g SCC initial systemic
therapy options

Ettinger DS, et al. NCCN Guidelines Version 2.2023 Non-Small Cell Lung Cancer



Distribution of RET Fusions In Solid Tumors

| RET fusions |

Non-small cell lung cancer (2%)
Papillary and other thyroid cancers (10-20%)

Pancreatic cancer (<1%)

Salivary gland cancer (<1%)

Spitz tumors (<1%)

Colorectal cancer (<1%)

Ovarian cancer (<1%)
Myeloproliferative disorders (<1%)
Many others (<1%)

(X X X |

v' In 2012, the first RET fusion in lung cancer, KIF5B-RET, was

reported independently by 4 groups

Constitutive RET Signaling Due to Translocation

KIFSB-RET

o ol

= Dimerization

—m—

KIF5B (most common in lung cancer)
CCDC6 or NCOA4 (most common in thyroid cancer)

=
;?‘ "‘z The Korean Academy of

4/ Tuberculosis and Respiratory Diseases
5

RET KIF5B KIFSB-RET
fusion
Kinesin product
motor
™ - Fusion Dimerize
.............. » >
4=".' P [
i TK Coile
{ domain coil

|‘!‘ :
PI3K/AKT RAS/MAPK JAK/STAT

$

Cell survival | Proliferation | Migration | Differentiation

Mulligan L, et al. Nat Rev Cancer 2014;14:173-186; Genome Res 2012;22(3):436-445
Drilon, et al. Nat Rev Clin Oncol 2018;15:151-167



RET Fusion Partner

. Motor W Coiledcail 1N i KIFSB-RET (K15; R12)
£12

E15
~motor W Coiled-coil IRLIM Kinase ') KIFSB-RET (K15;R11)
Ell
El6
~Motor W Coiled-coit Kinase ') KIFSB-RET (K16; R12)
£ » KIFSB-RET
E22
~ Motor Coiled-coil 1 Kinase ) KIFSB-RET (K22: R12) s CCDCG6-RET
E12
o s NCOA4-RET
i Motor B Coiled-coil = Kinase |  KIFSB-RET (K23; R12)
E12
RELCH-RET

‘Motor Coiled-coil ™ Kinase | KIFSB-RET (K24;R11)

Other?

E2

 Motor Coiled-coil ™ ) KFsB-RET (K24 R8) = Not determined
E1

CCDC6-RET (C1; R12)

E6
Colled-coil MW Kinase NCOA4-RET (N6 ; R12)

E12
. . £ . TR RET (1A R T Other fusions identified in single tumors included CLIP1-RET, RBPMS-RET, DOCK1-RET,
O Coiked-coil Kinase ) TRETTIARD ARHGAP12-RET, CCDC88C-RET, TRIM24-RET, PRKAR1A-RET, and ERC1-RET

¥ E)
St

he Korean Academy of

Tuberculosis and Respiratory Diseases J Thorac Oncol 2017;13:27-45; N EnglJ Med 2020;383:813-24



Clinical Characteristics in RET fusion NSCLC

Demographic characteristics of study cohorts at the start of first-line therapy

Characteristics Overall RET+ RET- RET+ vs RET- Cumulative incidence of brain metastases
N =5807 N=46 N =5761 P value -
100 4 — ALK
Age, years — RET
ROS1
Mean (5d) 672 (10.2) 629(11.0) 672 (10.2) 0004
Gray's testp = 0.0039
Median {IQR) 68.1 (60.2, 74.8) a5 (54.8, 70.1) 68.1 (60.3,74.9) 75
Sex, n (%) %
Female 2880 (49.8) 23 (500) 2857 (49.6) 1.0 g 28 -
Male 2927 (50.4) 23 (50.0) 2904 (50.4) f:
Race, n (%) §
White 4078 (76.5) 31 (72.1) 4047 (76.5) 0.76 =
Asian 187 (35) 247 185 (3.5)
Black 343 (64) 307.0) 340 (6.4) 0
Other 723(138) 7(163) 716 (135) o 1 2 3 4 5 6 T 8 9 10
Missing/Unknaown 476 3 533 No. at risk Year since metastatic diagnosis
. " ALK: 98 44 20 7 2 0 0
Practice type, n (%) RET: 54 25 13 9 3 2 1
ROS1: 29 17 7 3 2 1 0
Young female who have never smoked !!
Poor-differentiated ??
SR The Korean Acadermy of J Clin Oncol 2012;30:4352-4359; BMC Cancer 2021;21:28

4 Tuberculosis and Respiratory Diseases J Thorac Oncol 2018'13(10)1595—1601



Timeline of advances in RET-rearranged NSCLC

Selpercatinib
Vandetanib & pralsetinib
hase Il trials (2 registrational trials .
phase Il trials (2) updated Selpercatinib &

Pralsetinib
FDA approval

RET Lenvatinib and TPX-0046

RXDX-105 phase | trial Selpercatinib &

phase |l trials opens Pralsetinib
MFDS approval

Cabozantinib

rearrangements

identified in NSCLC phase |l trial

2012 2013 2014 2015 2016 2017 2018 2019

Selpercatinib FDA Pralsetinib FDA

breakthrough

First cabozantinib

breakthrough

results reported
designation

designation

:”‘“"‘s The Korean Academy of

o_' Tuberculosis and Respiratory Diseases Transl Lung Cancer Res 2020,9(6)2571-258




Phase 1/2 Study of LOX0-292 in Patients With Advanced Solid Tumors, RET

Fusion-Positive Solid Tumors, and Medullary Thyroid Cancer : LIBRETTO-001

3 + 3 DESIGN Cohort 1: Advanced RET fusion-positive solid tumor progressed on/intolerant to
240 mg BID standard first-line therapy
n=6 Cohort 2: Advanced RET fusion-positive solid tumor without standard first-line
28-day cycles therapy
160 mg BID
. n=12 Cohort 3: Advanced RET-mutant MTC progressed on/intolerant to standard first-
Intrapatient dose line therapy
escalation allowed 120 mg BID Cohort 4: Advanced RET-mutant MTC without standard first-line therapy or other
n=4 anti-RET kinase inhibitors
Addlt!onal enroliment 80 mg BID Cohort 5: Advanced RET-altered solid tumor
permitted at doses n=18 - Cohorts 1 and 2, disease not measurable
deemed safe - MTC not eligible for cohort 3 or 4
60 mg BID - MTC syndrome spectrum cancers or poorly differentiated thyroid cancers with
P n=10 other RET alteration/activation may be allowed with prior sponsor approval
- cfDNA-positive for RET alteration not known to be present in tumor

40 mg BID
n=16

Cohort 6: Participants otherwise eligible for cohorts 1-5 who discontinued another
RET inhibitor due to intolerance may be eligible with prior sponsor approval

20 mg BID Cohort 7: RET fusion-positive early-stage NSCLC participants who are candidates
n=10 for definitive surgery

- Participants will receive selpercatinib in a neoadjuvant and adjuvant setting

- Participants will be followed for disease recurrence for up to 5 years from the
date of surgery

Data: April 2, 2018.
cfDNA=Circulating Cell-Free DNA; PK=Pharmacokinetics.

@&y The Korean Academy of _ 1. Oxnard G, et al. Presented at WCLC, September 23-26, 2018
vikgg/ Uberculosis and Respiratory Diseases 2. ClinicalTrials.gov. Accessed July 28, 2021. http://clinicaltrials.gov /ct2/show/NCT03157128
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IASLC 2019 World Conference on Lung Cancer wclc2019.iaslc.com | #WCLC19

September 7-10, 2019 | Barcelona, Spain Conquering Thoracic Cancers Worldwide

LIBRETTO-001: Selpercatinib in RET-altered cancers

Total Enrolled

n=531 Prior platinum Primary » RET-alteration
E =) Analysis Set - Determined by local CLIA
RET fusion- n= n=105 (or similarly accredited)
Phase 1 dose escalation positive NSCLC |mmm) /o, rioh-platifiurm laboratories
Selpercatinib dosed at n=253 h th First 105 e Prim dpooint
20 mg QD~240 mg BID Skl patients with ey e
RET-mutant RET fusion- — Objective response rate
cdriany dhrosd Treatment-naive positive (RECIST 1.1)
zfg‘;%' n=39 NSCLC who + Secondary endpoints
Phase 2 dose expansion o o rec;uavt?:ur;:wor — Duration of response
pis . on-measurapie
Seipercatinib dosed at RET fusion- Jicoace chemotherapy* — Progression-free survival
160 mg BID positive thyroid 4
cancer — Safety
n=27 . Treatment beyond
progression permitted with
f‘);t;:r continued benefit

NCT03157128; Data cutoft. June 17", 2019. *Per agreementwith FDA, patients with non-measurable disease enrolled during phase 1 dose escalation were eligible for the pnmary analysis set



[ASLC ’t‘iﬁéﬁ‘ 2019 World Conference on Lung Cancer NREEAUERERISEIN AN SRa
$isteases , \
“"9&- ::::“,:.z September 7-10, 2019 | Barcelona, Spain A Conquering Thoracic Cancers Worldwide
m
naive (n=39)
Female / Male, n (%) 62 (59)/43(41) 22(56)/ 17 (44)
Median age (range), years 61 (23-81) 61 (23-86) o
RET fusion partner

ECOG performance status, n (%) (n=1 4:)

0 31(30) 19 (49)

1 72 (69) 20 (51)

2 2(2) 0

CCDC6 22%  NCOA4

Median prior systemic regimens (range) 3(1-15) 0 - 2%
Prior platinum-based chemotherapy, n (%) 105 (100) -
Prior PD-1/PD-L1 inhibitor, n (%) 58 (55) -

Concurrent with platinum-based chemotherapy 9(9) -

Sequential to platinum-based chemotherapy 49 (47) -
Prior multikinase inhibitor (MKI), n (%) 50 (48) -

1 37 (35) -

22 13 (12) -
Brain metastases, n (%)* 37 (35) 7(18)
Measurable disease 104 (99) 39 (100)

Data cut-off June 17" 2019. Tolal % may be difierent than the sum of the individual components due to rounding. *Includes KIAA 1468 (2), ARHGAP DC88C, CLIP1, DOCK1+ RBPMS. ERC1 PRKAR1A and TRIM24 (all 1 each)

**FISH-positive or PCR-positive; *Includes patients with non-target CNS



L | B R ETTO-OOl (data cut off: Dec 16th, 2019)

Efficacy

Response

Objective response — % (95% Cl)
Best response — no. (%)
Complete response
Partial response
Stable disease
Progressive disease
Could not be evaluated

Duration of response

Patients with a response — no.
Patients with censored data — no./total no. (%)

Median duration of response — mo (95% Cl)

Median follow-up — mo

Progression-free survival

Patients with censored data — no. (%)

Median progression-free survival — mo {95% Cl)

Median follow-up — mo

1-yr progression-free survival — % (95% Cl)

Previous Platinum Chemotherapy

Independent
Review

(N=105)

2(2)
65 (62)
30 (29)

4(4)

4(4)

67
44/67 (66)
17.5 (12.0-NE)
12.1

61 (58)
16.5 (13.7-NE)
13.9
66 (55-74)

Investigator
Assessment

(N=105)
70 (60-78)

2(2)
71 (68)
25 (24)

2(2)

5 (5)

73
45/73 (62)
20.3 (15.6-24.0)
14.8

58 (55)
18.4 (16.4-24.8)
16.4
68 (58-76)

¥ E)
St

Previously Untreated

Independent
Review

(N=39)

0
33 (85)
4(10)

1(3)
1(3)

33
26/33 (79)
NE (12.0-NE)
7.4

30 (77)
NE (13.8-NE)
9.2
75 (56-87)

he Korean Academy of
Tuberculosis and Respiratory Diseases

Investigator
Assessment

(N=39)
90 (76-97)

1(3)
34 (87)t
2 (5)
1(3)
1(3)

33
26/33 (79)
NE (12.0-NE)
7.4

30 (77)
NE (13.8-NE)
9.2
75 (55-87)

the NEW ENGLAND
JOURNAL o MEDICINE

Efficacy of Selpercatinib in RET Fusion-Positive
Non-Small-Cell Lung Cancer

<Previous platinum Chemotherapy>

Intracranial

0 0
response rate 91% [95% ClI, 59 to 100]

Median DOR 17.5 months [95% CI, 12.0 to NE]

Median PFS 16.5 months [95% ClI, 13.7 to NE]

N EnglJ Med 2020;383:813-824



the NEW ENGLAND
JOURNAL o MEDICINE

Efficacy of Selpercatinib in RET Fusion-Positive
Non-Small-Cell Lung Cancer

L | B R ETTO-OO]. (data cut off: Dec 16th, 2019)

Adverse Events in 144 Patients with RET Fusion-Positive NSCLC

Adverse Events, Regardless of Attribution Treatment-Related Adverse Events . .
Adverse Event (N2 144) (N=144) v Dose reduction rate: 30%
Grade 1 Grade 2 Grade 3 Grade 4 Any Grade Grade 3 Grade 4 Any Grade

v Discontinuation rate : 2%

number of patients (percent)

Any adverse event 8 (6) 47 (33) 69 (48) 14 (10 144 (100) 2(1) 131 (91)
Diarrhea 46 (32) 18 (12) 5 (3) 0 69 (48) 2 (1) 0 36 (25)
Dry mouth 48 (33) 11 (8) 0 0 59 (41) 0 0 52 (36)
3(2) 22 (15) 20 (14) 0 45 (31) 13 (9) 0 25 (17)
I Increased aspartate aminotransferase level | 18 (12) 11 (8) 12 (&) 2 (1) 43 (30 7(5) 1(1) 32 (22)
Fatigue 26 (18) 16 (11) 0 0 42 (29) 0 0 19 (13)
I Increased alanine aminotransferase level | 14 (10) & (4) 15 (10) 3(2) 38 (26) 11 (8) 21 29 (20)
Constipation 33 (23) 3(2) 2 (1) 0 38 (26) 1Y 0 16 (11)
Nausea 32 (22) 5(3) 1(1) 0 38 (26) 0 0 14 (10)
Peripheral edema 29 (20) 6 (4) 0 0 35 (24) 0 0 19 (13)
Urinary tract infection 4(3) 21 (15) 7(5) 0 32 (22) 0 0 0
Headache 21 (15) 7(5) 2(1) 0 30 (21) 0 0 6 (4)
Rash 20 (14) 6 (4) 2 (1) 0 28 (19) 2 (1) 0 17 (12)
Abdominal pain 18 (12) 8 (6) 1(1) 0 27 (19) 0 0 5 (3)
Cough 24 (17) 3(2) 0 0 27 (19) 0 0 3(2)
Increased blood creatinine level 21 (15) 3(2) 1] 0 24 (17) 1] 0 13 (9)
Dyspnea 15 (10) 6 (4) 3(2) 0 24 (17) 0 0 4(3)
Vomiting 17 (12) 6 (4) 1(1) 0 24 (17) 1(1) 0 5 (3)
Prolonged QT on electrocardiography 9 (&) 7 (5) 7 (5) 0 23 (186) 3(2) 0 14 (10)
Pyrexia 14 (10) 8 (6) 1(1) 0 23 (16) 1(1) 0 3 (6)
Dry skin 19 (13) 31(2) 0 0 22 (15) 0 0 13 (9)
Thrombocytopenia 13 (9) 6 (4) 3(2) 0 22 (15) 2 (1) 0 15 (10)

SEZERN The Korean Academy of

") Tuberculosis and Respiratory Diseases N Eng/J Med 2020;383:813-824



LIBRETTO-001: Selpercatinib in RET Fusion-Positive NSCLC

S EE Phase 2
Dose escalation Dose expansion

Treatment beyond
progression permitted

Selpercatinib dosed at Selpercatinib dosed at with continued benefit

20 mg QD to 240 mg BID 160 mg BID

Safety RET fusion-positive RET fusion-
- RE T-mutant MTC thvroid itive NSCLC
evaluatlon N=315 yroid cancer positive

n=42 n=345
n=746

Efficacy

Prior platinum-based chemotherapy ¢ Primary endpoint: ORR

evaluatio BREIEE LR S T’eat':::; HEINE (RECIST 1.1)
First 105 pts enrolled = PAS ¢+ Secondary endpoints:
n DOR, PFS, safety
| Data: March 30, 2020.

BID=Twice Daily; DOR=Duration of Response: IAS=Integrated Analysis Set; MTC=Medullary Thyroid Cancer/Carcinoma; ORR=0bjective
Response Rate; PAS=Primary Analysis Set; PFS=Progression-Free Survival; QD=0nce Daily.

@rds7d The Korean Academy of

") Tuberculosis and Respiratory Diseases Besse B, et al. Poster presented at: American Society of Clinical Oncology 2021; June4-8, 2021




LIBRETTO-001: Efficacy (Independent Review)

Prior platinum PAS | Prior platinum IAS Treatment naive

(n=105)

(n=218)

(n=48)

ORR, % (95% Cl) 64 (54, 73) 57 (50, 64) 85 (72, 94)
CR, % 3 4 2
PR, % 61 53 83
SD, % 29 37 8

'Median DOR, mo (95% Cl) 17.5 (12.1, NE) 17.5 (12.1, NE) NE (12.0, NE)

'Median PFS, mo (95% Cl) 19.3 (13.9, NE) 19.3 (16.5, NE) NE (13.8, NE)

2-year overall survival, mo (95% CI)

68 (55.3, 77.8)

67 (55.4, 76.7)

88 (68.6, 95.8)

Data: March 30, 2020.
Percentages may not total 100 because of rounding.

CR=Complete Response; IAS=Integrated Analysis Set; NE=Not Estimable/Evaluated; PR=Partial Response; SD=Stable Disease.

Besse B, et al. Poster presented at: American Society of Clinical Oncology 2021; June4-8, 2021




ARROW: Pralsetinib Phase 1/2

All RET fusion-positive NSCLC patients

ol (400 mg QD) per central radiology
204
Phase 2 study design RET fusion-positive 04
ot ORI
-404
Advanced solid tumors =l
RET-altered (local testing) 73% ORR*|in treatment naive
-804 ry
No other driver mutations . o RET fusion NSCLC and|61% ORRT
RET mutation-positive gl| f : I .
ECOG PS 0-1 MTC in post-platinum patients
Pralsetinib dosing: All RET mutant MTC patients
400 mg PO QD 30 (400 mg QD) per central radiology
20
10+
RET fusion-positive P
other tumors £
~404
_50.
0 - —604
Primary endpoints =0 74% ORR* in treatment naive
* Centrally reviewed ORR per RECIST v1.1 90 RET-mutated MTC and 60% ORR*
 Safety in those previously treated?

ARROW is registered with clinicaltrials.gov (NCT03037385). Data cutoff, November 18, 2019. AE, adverse event; CTCAE, Common Terminology Criteria for Adverse Events; ECOG PS, Eastern Cooperative Oncology Group performance score;
MTC, medullary thyroid cancer; NCl, National Cancer Institute; NSCLC, non-small cell lung cancer; ORR, overall response rate; PO, orally; QD, once daily; RECIST v1.1, Response Evaluation Criteria in Solid Tumors version 1.1; RET, rearranged
during transfection. Data shown for response evaluable population. *All responses confirmed. *Two responses pending confirmation. *One response pending confirmation.

1. Phase 1/2 ARROW trial data in patients with RET fusion-positive NSCLC reported on January 8, 2020. Data cutoff: November 18, 2019. 2. Phase 1/2 ARROW trial data in patients with RET-mutated MTC reported on April 1, 2020. Data cutoff:
February 13, 2020.

PRESENTED AT: 2020ASCO s = PRESENTED BY:

ANNUAL MEETING



ARROW (data cut off: May 22th, 2020)

Pralsetinib for RET fusion-positive non-small-cell lung cancer
(ARROW): a multi-cohort, open-label, phase 1/2 study

Methods ARROW is a multi-cohort, open-label, phase 1/2 study done at 71 sites (community and academic cancer
centres) in 13 countries (Belgium, China, France, Germany, Hong Kong, Italy, Netherlands, Singapore, South Korea,
Spain, Taiwan, the UK, and the USA). Patients aged 18 years or older with locally advanced or metastatic solid
tumours, including RET fusion-positive NSCLC, and an Eastern Cooperative Oncology Group performance status
of 0-2 (later limited to 0-1in a protocol amendment) were enrolled. In phase 2, patients received 400 mg once-daily
oral pralsetinib, and could continue treatment until disease progression, intolerance, withdrawal of consent, or
investigator decision. Phase 2 primary endpoints were overall response rate (according to Response Evaluation
Criteria in Solid Tumours version 1.1 and assessed by blinded independent central review) and safety. Tumour
response was assessed in patients with RET fusion-positive NSCLC and centrally adjudicated baseline measurable
disease who had received platinum-based chemotherapy or were treatment-naive because they were ineligible for
standard therapy. This ongoing study is registered with ClinicalTrials.gov, NCT03037385, and enrolment of patients
with treatment-naive RET fusion-positive NSCLC was ongoing at the time of this interim analysis.

Findings Of 233 patients with RET fusion-positive NSCLC enrolled between March 17, 2017, and May 22, 2020 (data
cutoff), 92 with previous platinum-based chemotherapy and 29 who were treatment-naive received pralsetinib before
July 11, 2019 (efficacy enrolment cutoff); 87 previously treated patients and 27 treatment-naive patients had centrally
adjudicated baseline measurable disease. Overall responses were recorded in 53 (61%; 95% CI 50-71) of 87 patients
with previous platinum-based chemotherapy, incduding five (6%) patients with a complete response; and
19 (70%; 50-86) of 27 treatment-naive patients, including three (11%) with a complete response. In 233 patients with
RET fusion-positive NSCLC, common grade 3 or worse treatment-related adverse events were neutropenia
(43 patients [18%)]), hypertension (26 [11%]), and anaemia (24 [10%]); there were no treatment-related deaths in this
population.

Previous platinum-  No previous systemic
based chemotherapy  treatment group
group (n=02) (n=29)
Age, years B0 (53-68) 65 (54-69)
=65 years 33 (36%) 15 (52%)
Sex
Female 46 (50%) 15 (52%)
Male 46 (50%) 14 (48%)
Region
USA 30(33%) 7(24%)
Europe 32 (35%) 14 (48%)
Asia 30(33%) B (28%)
Race
White 49 (53%) 17 (59%)
Asian 32 (35%) 10 (34%)
Other or unknown 11{12%) 2 (7%)
Smaoking history
Current or former 32 (35%) 13 (45%)
MNewver ar unknown b0 (65%) 16 (55%)
Histalogy
Adenocarcinoma BE (96%) 29 (100%)
Other* 4 {4%) [1]
Eastern Cooperative Oncology Group performance status
0 34 (37%) 11 (38%)
1 53 (58%) 17 (59%)
2t 5(5%) 1(3%)
Brain metastasest 38 (41%) 12 (41%)
RET fusion partner
KIF5B 69 (75%) 20 (69%)
CCDCR 16 (17%) 3(10%)
Other 2 (2%)% 0
Unknown 5{5%)1 B(21%)]|

(Table 1 continues in next column)

Previows platinum-  No previous systemic
based chemotherapy  treatment group
group (n=92) (n=25)
(Continued from previous colurmn)
RET assay™*
Mext-generation 41 (45%) 8 (28%)
sequencing -based
ctDMA 61 (66%) 16 (55%)
FISH 18 (20%) 9 {31%)
Other 7 (8%) 6 (21%)
Lines of previous therapy 2 (1-3) 0
Previaus therapy type
Chemotherapy 92 (100%) Q
PD-(L)1 inhibitor 41 (45%) 0
Multikinase inhibitor 24 (26%) 0

Data are median (IQR) or n (%). The efficacy population includes all patients with
RET fusion-positive non-small-cell lung cancer who initiated 400 mg once daily
pralsetinib by Jul 11, 2019. ctDMA=circulating tumowr DNA. FISH=fluorescence in
situ hybridisation. NGS=next-generation sequencing. PD-(L)1=programmed cell
death-1 or programmed cell death-ligand 1. RET=rearanged during transfection.
“Includes squamous, undifferentiated, and other not specified. ECOG performance
status of 2 was permitted before a protocol amendment (Juby 25, 2008). $History of
orcument. SEML4, n=1; DOCK1, n=1. Fusion present but specific partner unknown;
subgroup consisted of five patients with unknown RET fusion partner (five assessed
by FISH) where central analysis of ctDM& or tissue was not done or did not detect a
specific RET fusion. ||Fusion present but specific partner unknown; subgroup
consisted of six patients with unknown RET fusion partner (three assessed by FISH,
three by other methods) where central analysis of ctDNA or tissue was not dane or
did not detect a specific RET fusion. * *Fusion status was assayed by multiple
techniques in some patients. Other assay types induded nanoString nCounter
(nanoString, Seattle, WA, USA) and unknown.

Table 1: Baseline characteristics

% The Korean Academy of
Tuberculosis and Respiratory Diseases

Lancet Oncol 2021; 22: 959-69




ARROW (data cut off: May 22th, 2020)

Response in patients with measurable disease

Analyses of DOR and PFS

: : : . Duration of Response
Previous platinum No previous systemic 100
group (n=87) treatment group (n=27)t "&\_L L
= 804 +— -
Overall response rate |53 (61%; 50-71)f 19 (70%; 50-86) | g ] :
. £
Disease control rate 79 (91%; 83-96) 23 (85%; 66-96) g 60 = _\
Best overall response 3 H
P 5 49 NR 1 9.0 mos
Complete response 5 (6%) 3 (11%) E
2 20+ -
Partial response 43 {55%]1: 16 {59 %} —— Previous platinum-based chemotherapy Mo previous systemic treatment
H G T T T T T T 1 T T T T T T 1
Stable disease 26 (30%) 4 (15%) ! 0 T 5 - e = X 3 3 ! 7 = e = .
Prog ressive disease 4 (5%} 3 {j_']_%} Time from first documented response Time from first documented response
(complete response or partial response; months) (complete response or partial response; months)
Not evaluable 4 (5%) 1(4%) Number atrisk 51 49 40 36 n 10 3 - 19 16 1 7 1 1 1
. . b red 6 8 . B B 8
Median duration of NR (15'2—NE} 9.0 (63—NE:I (number censored)  (0) (2) (3) (4) (16) (28) (33) (0) (3) 4) (5) (8) (8) (8)
response, months Progression-free Survival
Rateat 6 months  83%;73-94 74%; 52-96 100__\‘1., T
Rateat 12 months  74%; 61-87 26%; 0-52 £ 804 ‘1.__1 4 =
5 L
Clinical benefit rate§  69% (58-79) 70% (50-86) UE% 6o [ ] y 1
3 m
Data are n (%; 95% Cl), n (%), or median {95% Cl). NE=not estimable. NR=not < 0 — |—| _
reached. *Includes patients with non-small-cell lung cancer who initiated 400 mg % L_|
pralsetinib once daily by July 11, 2019, and had measurable disease per Response 2 0l 17.1 mos 9.1 mos
Evaluvation Criteria in Solid Tumours version 1.1 at baseline by blinded
independent central review. fGroup consisted of patients who were not 0 T y T T T T . ) T T T r T T 1
j . . 0 3 6 9 12 15 18 21 24 0 3 6 g 12 15 18 71
candidates for platinum-based chemotherapy. $Includes two patients who ) _
Time from first dose (months) Time from first dose (months)
continued treatment with partial responses pending confirmation. §Confirmed _
. i ) . Mumberatrisk 92 75 56 47 41 21 12 2 - 29 21 15 12 3 2 1
complete response, partial response, or stable disease with duration =16 weeks. (numbercensored) (0)  (8)  (11) (11} (15  (32) (40) (49) -  (0) 3) (6) (6) (o) (o) (1

"‘: The Korean Academy of
/) Tuberculosis and Respiratory Diseases

Lancet Oncol 2021; 22: 959-69



ARROW (data cut off: May 22th, 2020)

Grade1-2 Grade 3 Grade 4

Meutropenia® 48 (21%) 34(15%) 9(4%)
Elevated aspartate 82 (35%) 4 (2%) 2 (1%)
aminotransferase
50(21%) 24 (10%)

Decreased white blood cell count®  50(21%) 14 (63%) 0
Elevated alanine aminotransferase 56 (24%) 4 (2%) 1(<1%)
Asthenia* 49(21%)  4(2%) 0O
Constipation G1(22%) 2 (1%) 0
Hypertension® 24(10%)  26(11%) O
Dysgeusia 31(13%) 0 0
Elevated blood creatinine 30(13%) 0 0
Thrombocytopenia® 23(10%)  5(2%)  2(1%)
Diarrhoea 28 (12%) 1(<1%) O

Dry mouth 29(12%) 0 0
Elevated blood creatine 19 (8%) 8(3%) 0
phosphokinase

2(9%  3(1%)  1(<1%)
Hyperphosphataemia 25 (11%) ] 0
Lymphopenia* 14 (6%) 9 (4%) 2(1%)
Oedema* 24 (10%) 0 0

5 (2%) 7(3%)  1(<1%)
Hypophosphataemia 6 (3%) g (2%) 1(<1%)
Hyponatraemia® 6(3%) 4 (2%) 1(<1%)
Stomatitis 6(3%) 4(2%) 0

Treatment-related adverse events

v Grade 3 and higher TRAESs : 48%
v' Dose reduction rate: 38%

v’ Discontinuation rate : 6% (d/t TRAES)

Data are n (%). Listed are adverse events of any grade reported in at least 10%,
and of grade 3-4 reported in at least 2% of the 233 patients with RET fusion-
positive non-small-cell lung cancer whao initiated 400 mg pralsetinib and were
deemed treatment-related by the investigators. Mo grade § treatment-related
adverse events were reported in this population. *Grouped terms; adverse events
that were similar were pooled together (eg, neutrophil count decreased and
neutropenia).

S "‘: The Korean Academy of
Tuberculosis and Respiratory Diseases

Lancet Oncol 2021; 22: 959-69



Selpercatinib vs Pralsetinib

Baseline Characteristics

Pralsetinib (ARROW) data cut off: 2020.5.22

Selpercatinib (LIBRETTO-001) data cut off: 2019.12.16

Previous Platinum chemotherapy

Treatment naive

Previous Platinum chemotherapy

Treatment naive

(n=92) (n=29) (n=105) (n=39)
Median age (yr) 60 (28-85) 65 (30-87) 61 (23-81) 61 (23-86)
Male 50% 48% 41% 44%
Race 53% White/35% Asian 59% White/34% Asian 52% White/38% Asian 72% White/18% Asian
Smoking 65% Non-smoker 55% Non-smoker 71% Non-smoker 74% Non-smoker

Brain mets at baseline

RET fusion partner

Prior therapy

41%

75% KIF5B/17% CCDC6

100% chemotherapy
45% PD-(L)1 inhibitor
26% Multikinase inhibitor

31%

69% KIF5B/10% CCDC6

36%

56% KIF5B/23% CCDC6

100% chemotherapy
55% PD-(L)1 inhibitor
48% Multikinase inhibitor

18%

67% KIF5B/21% CCDC6

;?“H"', The Korean Academy of

o" Tuberculosis and Respiratory Diseases
5

N EnglJ Med 2020;383:813-824
Lancet Oncol 2021; 22: 959-69



Selpercatinib vs Pralsetinib

Efficacy and Toxicities

Pralsetinib (ARROW) data cut off: 2020.5.22

Selpercatinib (LIBRETTO-001) data cut off: 2019.12.16

Previous Platinum chemotherapy Treatment naive Previous Platinum chemotherapy Treatment naive
(n=92) (n=29) (n=105) (n=39)

ORR* 61% 70% 64% [IAS, n=218; 57%] 85%

CR rate 6% 11% 2% -

Median DoR*, month NR 9.0 17.5 NR

Median PFS*, month 17.1 9.1 16.5 NR

Intracranial response* (n)  70% (10) 85% (26)

Any TRAE (grade 3 1) 48% 27%

Common Aes (grade 3 1)

Specific AE

Discontinuation rate

9% HTN/8% elevated AST level/5% elevated ALT level

Pneumonia (4%, grade 3 1)

6%

15% neutropenia/11% HTN/10% anemia

QT prolongation (2%, grade 3 1)

2%

* Central review; NR, not reached

5%
;?‘ "‘: The Korean Academy of

4/ Tuberculosis and Respiratory Diseases
5

Pralsetinib SmPC 2021, Drilon A, et al. Ann Onol 2022;33(suppl):Abstral 27P
N EnglJ Med 2020;383:813-824; Lancet Oncol 2021; 22: 959-69



Frontline RET inhibitors

LIBRETTO-431

Phase lll study of selpercatinib versus chemotherapy + pembrolizumab in untreated RET positive non-small-cell lung cancer

Trial design

Treatment until progression,
unacceptable toxicity, or death Optional: cross-over

at PD by BICR

Selpercatinib

Patients with
ol 160 mg BID

treatment-naive locally

advanced or metastatic
RET fusion positive

non-squamous NSCLC

e Safety assessments

* Patient survival,
disease progression,
and post-study

Pemetrexed (500 mg/m? Q3W)

4

Physician’s choice of:
Carboplatin (AUC 5 Q3W, 4 cycles)

o
(@) ©]
oV
TaY, "
Cisplatin (75 mg/m2 Q3W, 4 cycles)

+/- pembrolizumat® (200 mg Q3W)

therapy details

» Patient reported
health outcomes

Progression
Progression 2

Stratification factors:
» Geography: (East Asian vs non-East Asian)
» Brain metastases: (presence vs absence)
» Intended treatment (arm B) (+/- pembrolizumab)

The Korean Academy of

Tuberculosis and Respiratory Diseases Future Oncol 2021,17(7)763—773



Frontline RET inhibitors

AcceleRET Lung

Phase 3 Study of First-Line Pralsetinib in Patients with RET Fusion + Advanced/Metastatic Non-Small-Cell Lung Cancer

Inclusion criteria Exclusion criteria Study design

+ Adult patients aged =18 years * Prior sysftern_lc treatment for Figure 2: AcceleRET Lung study design
» Pathologically confirmed advanced | Mmetastatic disease
or metastatic NSCLC « Tumor has an additional primary
* Measurable disease (RECIST 1.1) | targetable driver mutation o ralsetinib
f:letern_'lined by local site _ e Prior _tre'_at_n'lent with a selective (400 mg QD) ooprint Medicinas ASCO-2020}
!nves.tlgatc:-r_nr central radiographic RET inhibitor « RET fusion-positive
Imaging review assessment » CNS metastases or primary CNS * Advanced or
. . ) i metastatic NSCLC
* RET fusions assessed by next tumor associated with progressive - No prior systemic Optional crossover EOT and
generation in situ hybridization and | neurological symptoms e O cace upon PD T
circulating tumor DNA methods - ECOG PS of 01
N=250
« ECOG performance status of 0—1
« Prior therapy in the neo/adjuvant —
setting is allowed if recurrence
thib-RECHEESAGfteRaQ.months from
GDmp|EtIDn Df tI'E atment “Patients -m;lln .....;'Er:mu:nl :anm" Patinumd pemetrexesd with or without pembrolizemal; patienis with squamous
Oy will recaive platinug QeEnnci ine
CNS, central nervous system; ECOG, Eastern Cooperative Group; NSCLC, non-small-cell lung cancer iﬁ Pp.st', mﬁﬂ;ﬁg‘;‘:ﬂ?'ﬁ;ﬁ };E?;Gﬂl::gm Statuz (FS). EQT. end of treatmant; NSCELC. non-amall-cell lung
RECIST 1.1, Response Evaluation Criteria in Solid Tumors version 1.1; RT, radiation therapy. RET. rearranged during transfection. o )

"‘: The Korean Academy of
4/ Tuberculosis and Respiratory Diseases

Presented by Benjamin Besse at ASCO 2020
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NCCN Guidelines: Ver2. 2023

METex14 SKIPPING MUTATION™™
FIRST-LINE THERAPYPP

Preferred
Capmatinibqq‘

SUBSEQUENT THERAPYPP

or
Tepotinib%9 |

METex14 skipping Useful in Certain Circumstances

» Progression'Y—|Systemic Therapy
Adenocarcinoma

(NSCL-K 1 of 5) or
Squamous Cell Carcinoma

mutation discovered Crizotinibd9 *» Progression""—|(NSCL-K 2 of 5)
prior to first-line Preferred
systemic therapy or Capmatinib
. or
Systemic Therapy Tepotinib

Adenocarcinoma (NSCL-K 1 of 5)
or Squamous Cell Carcinoma
(NSCL-K 2 of 5)

METex14

skipping
mutation

Complete planned systemic
therapy, including maintenance
therapy, or interrupt, followed by
capmatinib (preferred) or tepotinib
(preferred) or crizotinib

METex14 skipping
mutation discovered
during first-line
systemic therapy

viagsr® The Korean Academy of
4/ Tuberculosis and Respiratory Diseases

Progression—»
Useful in Certain l

Circumstances Frongssiun

Crizotinib

Systemic Therapy,
Subsequent
(NSCL-K 4 of 5)

Systemic Therapy
Adenocarcinoma

Progression"Y—| (NSCL-K 1 of 5) or
Squamous Cell Carcinoma
(NSCL-K 2 of 5)

Ettinger DS, et al. NCCN Guidelines Version 2.2023 Non-Small Cell Lung Cancer



MET exon 14 skipping mutation ??

Splicing consensus sequence

194 bp 141 bp
- >4
¢.2730 C.2887 fntron 13 i
Ny : LAY
(¢ Exon 13 [A] Ipwpy------. , q
. 29 24 R 9 \ :
Branch site Poly-pyrimidine tract ~ Splice acceptor site  Splice donor site
(BS) (PPT) (SA) (SD)

Molecular aberrations that cause MET exon 14 skipping

More than 500 types of alterations
5 3 5 3
Wy Y
X B

Alterations disrupting the BS

Xttt | i)
SRS B Y

Alterations disrupting the PPT

A W Wy kN
N N, Wy W

Alterations disrupting the SA Alterations disrupting the SD

o
-

* Mixed cases of these mutations and deletion of the entire exon 14 have also been reported.

rba[EmnlzlExanISE iExﬂnlS]Emnlﬁl ,)(‘3 i

*

% The Korean Academy of
Tuberculosis and Respiratory Diseases

Structure of normal MET

Structure

@ chain [ chain

25
SEMA domain
307
PSI domain
IPT domain

Transmembrane domain

Deletion of the
juxtramembrane
domain

Tyrosine kinase
domain

Multifunctional
docking site

308

il5
519

561
563

934
Phosphorylation site

s985 !
Y1003 :
Y1234l
Yi235 :

IIIIIIIIIII:
Y1349
Y1356 -




Prevalence of MET exon 14 skipping (2-4%)

® EGFR mutation
3(2%) m ALK fusion
16 (10%) 2 (1%) ® ROST fusion
5(3%) ® BRAFmutation
‘ ® RET fusion
_ : W MET amplification
> . MET skippin
63 (40%) o 1(1%) = RNTARZfusion
el 1(1%) ™ ERBB2 amplification
NQ:‘:"\-] “ %) IDHT mutation
W 7 (4%) AN (1%) ™ ERBBZmutation
. B FGFRTamplification

1(1%) = KRAS mutation
B PIK3CA mutation
NF1 mutation
1 “%Z ¥4 > B PTEN mutation
2{1%) 5(3%) ® Not found

NGS : TruSight Tumor 170 (lllumina, San Diego, CA) or a
customized cancer panel (NgeneBio, Seoul, Korea).

DNA-Based vs RNA-Based Methods

TruSight Tumor 26 assay (lllumina)
DNA-Based Analysis

ex 13 ex 14 \ ex 15 ex 13 ex 15
__\\——_ )y — P ey s el ey s )
O —— S

tile 1 primers | w13 F—

FusionPlex Solid Tumor assay (ArcherDx)
RNA-Based Analysis

tile 2 primers

ex13 GSP2 o ex15 GSP2

Genomic

| e |
I |
! e 2.5 I | |
| e .
[ | | [ [ [
I | I‘ | | |
| ! L
|
' L I } i \ : | Detected / 3 Detected
Alteration : } :} } : : via DNA? v, Y via RNA?
| | | | |
| I
€.2888-1G>T : * L §F - / fusion exon 13:15 /
| |
| | | | |
i (- .
.2888-14_2888-2del | mm S I “ fusion exon 13:15
= o »
I | | |
| y
c2888-18_2953del | EETT———— | . “ fusion exon 13:15 /
I Loy -
| | | |
€3028+2T>C | { & i L / fusion exon 13:15 /
| !
| | | | |
| |
| | | | I I
€.3023_3028+20del | 1 I; }— ! ! / fusion exon 13:15
! . .
— R o
| | |
! b

€.2888-36_3011del fusion exon 13:15

Detected Prevalence
of MET Exon 14
Skipping, n/N (%)

11/856 (1.3)* 17/404 (4.2)*

Davies KD, et al. J Thorac Oncol 2019;14:737-741
Park EH, et al. Cancer Res Treat 2020;52(2):543-551

5%
;”‘ "‘z The Korean Academy of

4/ Tuberculosis and Respiratory Diseases
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GEOMETRY mono-I|: study design

Global, prospective, multicenter, open-label, phase 2 trial evaluating the efficacy and safety of single-agent
capmatinib in adults with METex14 or MET amplification

. Cohort 1a;: MET GCN = 10 (n = 69
Cohort 1: ( ) ENROLLMENT CLOSED

FIEEEEe Cohort 1b: MET GCN 2 6 and < 10 (n = 42)P

Patients with stage IlIB

or IVNSCLCa(N = 373) Cohort 2: Pretreated patients with MET GCN 24 and <6 (n = 54)P ENROLLMENT CLOSED

+ Aged = 18 years Cohort 3: Pretreated patients with MET GCN < 4 (n = 30)° ENROLLMENT CLOSED

* Any histology . : .

« EGFR wt Cohort 4: Pretreated patients with METex14 regardless of MET GCN (n = 69) ENROLLMENT CLOSED Treatment with

. - i capmatinib
ALK-negative . Cohort 5: Cohort 5a: MET GCN = 10 and no METex14 (n = 15) P .

« MET dysregulation by et e ENROLLMENT CLOSED 400 mg b.i.d.
central assessment (n =43) Cohort 5b: METex14 regardless of MET GCN (n = 28)

+ ECOGPS=<1

* 21 measurable lesion Cohort 6: Pretreated patients with either MET GCN = 10 without METex14 ENROLLMENT CLOSED

\(as per RECIST 1.1) / or METex14 regardless of MET GCN (n = 34)

Cohort 7: Treatment-naive patients with METex14 regardless of MET GCN (n = 32) ENROLLMENT CLOSED

* Primary endpoint : ORR assessed by BIRC

aPatients were allocated based on MET central molecular prescreening.
b Cohorts 1b, 2, and 3 included patients with lower amplifications; these cohorts were closed for futility but continue to be evaluated for safety within the full data set.

The Korean Academy of

Tuberculosis and Respiratory Diseases WO'fJ, etal.N Engl J Med. 2020,383944-57 WOlfJ, et al. Presented at ASCO 2021, abstract 9020.



GEOMETRY mono-I|: Efficacy of Capmatinib

Clinically meaningful responses were observed in treatment-naive patients (n = 60) with METex14 advanced NSCLC?*?

Cohort 5b2

(n =28)

Cohort 7°
(n=32)

Best OR, n (%) CR
PR
SD
Non-CR/non-PR
PD
Not evaluable®

Primary endpoint
ORR (95% Cl),9 %

DCR (95% ClI), %
Median PFS (95% CI), months
Median OS (95% CI), months

Key secondary endpoint
Median DoR (95% CI),’ months

Fasting restrictions

BIRC assessed?

1(3.6)
18 (64.3)
7 (25.0)

1(3.6)

1(3.6)

0

67.9 (47.6-84.1)

96.4 (81.7-99.9)
12.4 (8.2-23.4)
20.8¢ (12.4-NE)

12.6¢ (5.6—NE)

Investigator assessed?

0
17 (60.7)
10 (35.7)
0
1(3.6)
0

60.7 (40.6—78.5)

96.4 (81.7-99.9)
12.04 (5.5-16.9)
NA

13.8 (4.3-25.3)

No fasting restrictions

BIRC assessed?

0
21 (65.6)
11 (34.4)
0
0
0

65.6 (46.8-81.4)

100.0 (89.1-100.0)
10.8¢ (6.9-NE)
NE® (10.6-NE)

NE® (5.5-NE)

Investigator assessed?

NR
NR
NR
NR
NR
NR

NR

NR
NR
NA

NR

a Data mature as of January 6, 2020. ® Data cutoff September 18, 2020. ¢ Not qualifying for confirmed CR or PR and without SD after

> 6 weeks or progression within the first 12 weeks. 9 Primary endpoint. € Data not yet mature.

N \
%9 The Korean Academy of
4/ Tuberculosis and Respiratory Diseases

1. Wolf J, et al. N Engl J Med. 2020;383:944-57
2. Wolf J, et al. Presented at ASCO 2021; abstract 9020



GEOMETRY mono-I|: Efficacy of Capmatinib

Cohort 42

(n =69)
Fasting restrictions

Clinically meaningful responses were observed in pretreated patients (n = 100) with METex14 advanced NSCLC??2

Cohort 60
(n =31)

No fasting restrictions

Best OR, n (%)

Primary endpoint
ORR (95% CI),9%

DCR, (95% Cl), %

CR
PR
SD

Non-CR/non-PR

PD

Not evaluable¢

Median PFS (95% CI),” months
Median OS (95% CI), months

Key secondary endpoint

Median DoR (95% CI),> months

BIRC assessed?

0
28 (40.6)
25 (36.2)
1(1.4)
6 (8.7)
9 (13.0)

40.6 (28.9-53.1)

78.3 (66.7-87.3)
5.4 (4.2-7.0)
13.6 (8.6-22.2)

9.7 (5.6-13.0)

Investigator assessed?

1(1.4)
29 (42.0)
21 (30.4)

2 (2.9)
7 (10.1)
9 (13.0)

43.5 (31.6-56.0)

76.8 (65.1-86.1)
4.8 (4.1-7.7)
NA

8.34 (5.4-12.1)

BIRC assessed?

0
16 (51.6)
11 (35.5)
1(3.2)
0
3(9.7)

51.6 (33.1-69.8)

90.3 (74.2-98.0)
6.9 (4.2-13.3)
NE (13.5-NE)e

8.4 (4.2-NE)e

Investigator assessed?
NR
NR
NR
NR
NR
NR

NR

NR
NR
NA

NR

a Data mature as of January 6, 2020. b Data cutoff September 18, 2020. ¢ Not qualifying for confirmed CR or PR
and without SD after > 6 weeks or progression within the first 12 weeks. 4 Primary endpoint. ¢ Data not yet mature.

N \
%9 The Korean Academy of
4/ Tuberculosis and Respiratory Diseases

1. Wolf J, et al. N Engl J Med. 2020;383:944-57
2. Wolf J, et al. Presented at ASCO 2021; abstract 9020



GEOMETRY mono-I|: Safety of Capmatinib

Most common TRAES (= 10% in safety population)

Patients with METex4 and

AIII\Ip:at:;(;Qts brain metastasis
n =29
All grades Grade 3-4 All grades Grade 3-4
n (%) n (%) n (%) n (%)
Number of patients with at least 1 TRAE 324 (86.9) 147 (39.4) 26 (89.7) 14 (48.3)
Peripheral edema? 178 (47.7) 34 (9.1) 14 (48.3) 4 (13.8)
Nausea 128 (34.3) 6 (1.6) 15 (51.7) 1(3.4)
Increased blood creatinine 74 (19.8) 0 2 (6.9) 0
Vomiting 71 (19.0) 7 (1.9) 8 (27.6) 0
Fatigue 51 (13.7) 10 (2.7) 4 (13.8) 2 (6.9)
Decreased appetite 47 (12.6) 3(0.8) 4 (13.8) 0
Diarrhea 40 (10.7) 1(0.3) 0 0

There were 4 (1.1%) treatment-related fatal SAEs: cardiac arrest, hepatitis, organizing pneumonia, and pneumonitis in 1 (0.3%) patient each

N \
8\ The Korean Academy of

Qalgg/ Tuberculosis and Respiratory Diseases Heist RS, et al. Poster presented at ESMO 2021; abstract 1256P




VISION Phase 2 trial (Tepotinib): study design

* Stage llIB/IV NSCLC
— All histologies
(including squamous and sarcomatoid) Tepotinib
— Exclusion of active brain metastases or Cohort A 500 mg g.d.

brain as only measurable lesion METex14 (21 day cycles
until PD)

Primary endpoint
* ORR by independent review

Secondary endpoint
Tepotinib * ORR by investigator assessment

Cohort B 500 mg q.d. - DOR

* Tissue- or blood-based MET alterations
(central lab testing)
A. METex14 detected:

— Plasma, liquid biopsy (DNA based) MET amplification (21u‘:$3|/ %‘;'es * Objective disease control
OR 5
— Tissue, tissue biopsy (RNA based) PFS
- Cohort C Tepotinib - 0S
B. MET amplification only METex14 500 mg q.d. - Safety
(confirmatory for (21 day cycles - Health-related QoL

 1st, 2nd, 3rd line of therapy Cohort A) until PD)
— Prior anti-MET therapy was not allowed
— Prior immunotherapy was allowed

N =up to 120

S The Korean Academy of Paik PK, et al. Presentation at ASCO 2019. J Clin Oncol. 2019;37(15_suppl):9005.
vikgg/ Uberculosis and Respiratory Diseases Paik PK, et al. N Engl J Med. 2020; doi:10.1056/NEJM0a2004407.




VISION Phase 2 trial: Efficacy and Safety

Tepotinib showed clinical activity regardiless

>10% i i
of previous treatment Most common TRAEs (210% in the safety population)

Treatment-  Previously overall VISION GEOMETRY Mono-1
Efficacy according to IRC naive treated . L. Cohort A+C (N=255 All patients (N=373
e g _ _ (N =152) Characteristic ( ) P ( )
(n =69) (n =83)
All grades, n (%) Grade 3/4, n (%) Grade 3/4, n (%)
449 44.6 44,7
CIRIRESEOC), i (32.9-57.4) (33.7-55.9) (36.7-53.0) Number of patients with at least 1 TRAE 220 (86.3) 62 (24.3) 151 (40.5)
Best overall response, n (%) Peripheral edema? 138 (54.1) | 19 (7.5) 34 (9.1) |
CR 0 0 0 Nausea 51 (20.0) 1(0.4) 6 (1.6)
PR 31 (44.9) 37 (44.6) 68 (44.7) Increased blood creatinine 45 (17.6) 1(0.4) 1(0.3)
SD 16 (23.2) 23 (27.7) 39 (25.7) Vomiting 14 (5.5) 1 (0.4) 7 (1.9)
PD 13 (18.8) 13 (15.7) 26 (17.1) Fatigue 18 (7.1) 1(0.4) 10 (2.7)
NE 9 (13.0) 10 (12.0) 19 (12.5) Decreased appetite 21 (8.2) 1(0.4) 3(08)
Median DOR 10.8 11.1 11.1 Diarrhea 50 (19.6) 1(0.4) 1(0.3)
(95% CI), months (6.9-NE) (9.5-18.5) (8.4-18.5)
Hypoalbuminemia 37 (14.5) 6 (2.4)
Median PFS 8.5 10.9 8.9
(95% CI), months (6.8-11.3) (8.2-12.7) (8.2-11.2) Amylase increased 19 (7.5) 5 (2.0)

aPeripheral edema includes peripheral swelling, peripheral edema and fluid overload.

Data cutoff July 1, 2020. i . o :
y BM, brain metastasis; METex14, MET exon 14 skipping mutation; TRAE, treatment-related adverse event

SEE) The Korean Academy of Paik PK, et al. J Thorac Oncol. 2021;16(3 Suppl):S174[MA11.05]
Lyg/ Tuberculosis and Respiratory Diseases \\/|f | et al. ELCC 2022. poster presentation 26P; Le S, et al. Clin Cancer Res (2022) 28 (6): 1117-1126




NTRK Fusion
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NCCN Guidelines: Ver2. 2023

NTRK GENE FUSION™™
FIRST-LINE THERAPYPP SUBSEQUENT THERAPYPP

Preferred Systemic Therapy
T qq‘ Adenocarcinoma
I{;?rutrectlnlh »Progression—|(NSCL-K 1 of 5) or
NTRK1/2/3 gene Entrectinib ‘ fr?;r??;uzs ?5"1 Carcinoma
fusion discovered
prior to first-line Useful in Certain Circumstances
systemic therapy Systemic Therapy -
Adenocarcinoma (NSCL-K 1 of 5) or Progression—» t?[ﬂtl&ﬂtlnlh
Squamous Cell Carcinoma Entrectinib
(NSCL-K 2 of 5)
NTRK1/2/3 Prugrission
gene fusion Systemic Therapy,
Subsequent
(NSCL-K 4 of 5)
Complete planned Systemic Therapy
::;?ﬂ?iﬁigﬁ:fed systemic therapy, including Adenocarcinoma
during first.|i maintenance therapy, Progression —|(NSCL-K 1 of §) or
urltng 'Irih- Ine or interrupt, followed by Squamous Cell Carcinoma
systemic therapy larotrectinib or entrectinib (NSCL-K 2 of 5)

&f=>s)  The Korean Academy of

X 1) Tuberculosis and Respiratory Diseases Ettinger DS, et al. NCCN Guidelines Version 2.2023 Non-Small Cell Lung Cancer




TRK Receptor mediate neurotrophin signaling

Neurotrophin signaling

NGF BDNF NT-4 NT-3

* EF
YA

Neurotrophin family of receptors

TRK Gene
(chromosomal  Functions Natural ligands
receptor .
location)
Pain Nerve growth factor
TRKA NTRK1 signaling, (NGF),_
(1923.1) thermo- neurotrophin-3
Regulation (NT-3)
REGUEE o Brain-derived
movement, neurotrophic factor
NTRK2 memory, P
TRKB (BDNF),
(9921.33) mood, :
appetite neurotrophin-4
body weight (NT-4), NT-3
NTRK3 Proprio-
TRKC (15025.3) ception NT-3

TRK fusion

proteins result in ligand-

independent, constitutive activation of

TRK

Gene fusion partner

NTRK kinase domain

Ligand independént
autophosphorylation?

receptor signaling

TRK fusion proteins

NTRK1/2/3
gene fusion

TRKA/B/C
fusion protein

'

TRKA

MAPK

Pro-differentiation
genes

I
TRKB TRKC

PLCy
Transcription Pro-survival
factors genes

The Korean Academy of
Tuberculosis and Respiratory Diseases

v

Tumorigenesis

Drilon A, et al. N Engl J Med 2018;378:731-739
Vaishnavi A, et al. Cancer Discov 2015;5:25-34



NTRK gene fusions occur in a range of adult and pediatric tumor types

4 |
Glioma (0.2-3.1%)

Secretory carcinoma of the salivary gland**
(42.9-100%)

Secretory breast cancer? (66.7-100%)
Pancreatic adenocarcinoma (0.1-0.6%)
Cholangiocarcinoma (0-3.6%)

Papillary thyroid cancer (0-35.7%)

NSCLCS (0-2.6%)

GIST (0.5-3.2%)
CRC' (0.1-2.0%)

Cutaneous melanoma (0.2-1.3%)

Soft-tissue sarcomat (0-2.9%)

.

e,

Adult

g

Glioma (0-6.3%)

Spitzoid neoplasm (1.9-33.3%)

Papillary thyroid cancer (8.6-25.9%)

Infantile fibrosarcoma® (90.9-100%b)

Congenital nephroma’ (41.5-92.9%0)

Secretory breast cancer: (66.7-100%o)

Mesenchymal tumor# (0.4-8.4%)

o
DODODO

>90%

NTRK fusion frequency**

Langerhans cell histiocytosis (1.1%0)

*Previously termed MASC; TNTRK gene fusions are considered pathognomonic for this tumor type??; fFrequency in adult versus pediatric patients not specified; $Only studies with N>200 included; TOnly studies with N=100
included; **Where frequency spans legend ranges, the upper limit is used; TTCellular and/or mixed histologic subtypes; ¥See notes for included tumor types.

SR The Korean Academy of Vokuhl C, et al. Pediatr Blood Cancer. 2018;65:€26925
g/ Tuberculosis and Respiratory Diseases Cocco E, et al. Nat Rev Clin Oncol. 2018;15:731-747




Efficacy of Larotrectinib in Lung Cancer

WCLC 20211 ELCC 20222 ASCO 20223
N=20 N=20 N=26
n=1
—> ORR: 87%/73%* ORR: 87%* ORR: 83%*
* CR, n=2 (13%)/n=1 (7%) * CR, n=2 (13%) * CR, n=2 (9%)
* PR, n=11 (73%)/n=10 (67%) * PR, n=11 (73%) * PR, n=17 (74%)
IRC/INV assessment IRC assessment IRC assessment
StUdy 3 mDoR: Not reached (95% CI 5.5, NE)t mDoR: Not reached (95% CI 5.5, NE)T mDoR: Not reached (95% CI 9.5, NE)$
NAVIGATE mPFS: 33.0 mo (95% CI 7.6, NE) MPFS: 33.0 mo (95% CI 7.6, NE) mPFS: Not reached (95% CI 9.9, NE)
mOS: 40.7 mo (95% CI 17.2, NE) mOS: 40.7 mo (95% CI 17.2, NE) mOS: 40.7 mo (95% CI 19.4, NE)
Data cut-off: July 20, 2020 Data cut-off: July 20, 2020 Data cut-off: July 20, 2021

*In 15 evaluable patients; TAt a median follow up of 15.6 months; ¥In 23 evaluable patients; SAt a median follow up of 12.9 months.

ASCO, American Society of Clinical Oncology; Cl, confidence interval; CR, complete response; ELCC, European Lung Cancer Congress; INV, investigator; IRC, independent review committee;
mDoR, median duration of response; mo, months; mOS, median overall survival; mPFS, median progression-free survival; NE, not estimable; ORR, objective response rate; PR, partial response
; WCLC, World Conference on Lung Cancer.

G2 The Korean Academy of 1. Drilon A, et al. Presented at WCLC 2021; Abstract P53.02; 2. Moreno V, et al. Presented
g/ [Uberculosis and Respiratory Diseases at ELCC 2022; Abstract 61P; 3. Drilon A, et al. Presented at ASCO 2022; Abstract 9024




Safety of Larotrectinib in Lung Cancer

AEs occurring in 215% of patients from Group 2 (n=26)

All AEs AEs related to larotrectinib (TRAEs)
ALT increased 423 38 38 385
AST increased 423 77 77 30.8
Constipation 423 ojo 231
Myalgia 423 3.5 I 38 26.9
Dizziness 346 ojo 154
Arthralgia 308 oo 38
Cough 30.8 35N
Diarrhea 269 ojo 38
Fatigue 26.9 ojo 77
Nausea 26.9 ojo 154
Weight increased 26.9 77 77 231
Anemia 231 3.8 Eo 77
Edema peripheral 231 Kl [ 115
Vomiting 231 0o 77
WBC count decreased 231 0o 192
Back pain 19.2 0
Dyspnea 19.2 7.7 I
Muscular weakness 192 0joas
Neutrophil count decreased 19.2 3.6 N O 15.4 mGrade 23
Pyrexia 192 040 338
Upper respiratory tract infection 19.2 0 Any grade
Insomnia 15.4 0fo 38
Pain in extremity 15.4 0fo 38
Pruritus 15.4 ojo 38
50 30 20 10 0 10 20 30 40 50

Patients (%)

%
5 "‘: The Korean Academy of
Tuberculosis and Respiratory Diseases

Moreno V, et al. Poster presentation at WCLC 2022: Abstract 980.



Targeted Therapy Algorithm in advanced NSCLC

Stage IV mNSCLC, molecular tests positive (EGFR/ALK/ROS1/BRAF/RET/NTRK/MET/HER2/EGFRex20ins/KRAS G12C)

l ‘ ! 1) 1! ‘ v

N AV A A A o A
EGFR mutation ALK translocation ROST BRAFV600 RET translocation NTRK/HER2/ MET ex14 KRAS G12C
(refer to Figure 2) {refer to Figure 3} translocation mutation EGER ex20ins skipping mutation mutation
(refer to Figure 4) (refer to Figure 5)

|

Pralsetinib [ill, A; Platinum-doublet ||| Platinum-doublet ChT + Refer to ESMO
MCBS 3; ESCAT I-CJ ||| ChT = 1CI [IV, B] ICI [V, B gper on non-
Selpercatinib [II, A; Capmatinib [, A; oncogene-addicted

MCBS 3; ESCAT I-CJ** MCBS 3; ESCAT |-BJ#=! :
Tepotinib [Ill, A; MCBS 3: mNSCLC™ [, A]

ESCAT I-BJ*

||

Dabrafenib—
trametinib
[in, A; MCBS 2;
ESCAT |-B]**

Osimertinib Alectinib [I, A; MCBS 4; Crizotinib [lll, A;
I, A; MCBS 4; ESCAT |-A]r2=4 ESCAT I-A]*0= MCBS 3; ESCAT |-B]**
Gefitinib Brigatinib [1, A; MCBS 4; Entrectinib [lll, A;
I, B; MCBS 4; ESCAT I-A]* ESCAT I-AJ*be MCBS 3; ESCAT I-B]*==
Erlotinib Lorlatinib [1, A; MCBS 4, Alternative:
[1, B; MCBS 4; ESCAT I-A]* ESCAT I-A]** Repotrectinib [Ill, B;
Erlotinib-bevacizumab Crizotinib [I, B; MCBS 4; ESCAT I-B]'
I, B; MCBS 2; ESCAT |-AJ=* ESCAT I-A]*
Erlotinib-ramucirumab Ceritinib [1, B; MCBS 4;
[I, B; MCBS 3; ESCAT I-A]* ESCAT I-A]*
Afatinib
I, B; MCBS 5; ESCAT |-A]*#

Dacomitinib
(1, B; MCBS 3; ESCAT I-AJ*

Gefitinib—carboplatin—
f
pemetrexed [, B NTRK HER2 mutation EGFR ex20ins

translocation mutation

. . Capmatinib [lll, A; Sotorasib [I, B;
;E"B';a;tgggf:_'h%c MBS 3; ESCAT 18]« ([l MCBS 3; ESCAT -]
: Tepotinib [l A; MCBS 3; Adagrasib I, B;

Entrectinib [1Il, A;
MCBS 3; ESCAT I-C]==»
Larotrectinib [Ill, A;
MCBS 3; ESCAT |-C]==!

Trastuzumab—deruxtecan

[lll, B; ESCAT II-B]*

Mabocertinib [lll, C;
: B ESCAT I-B]* MCBS 2;

MCBS 2; ESCAT |-B] ESCAT I-B]+
Alternative: if ICI
monotherapy given
in first line: platinum-
doublet ChT [ill, A]

% The Korean Academy of
Hendriks LE, et al. Ann Oncol 2023; doi: https://doi.org/10.1016/j.annonc.2022.12.009.

Tuberculosis and Respiratory Diseases
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