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Acquired Resistance to Osimertinib in EGFRm NSCLC

Osimertinib Platinum Chemotherapy

Primary Mutations Resistance Mutations

EG’FR“C‘":’?[ EGFR-dependent i " ” "
{Exon19del + LB38R) (CT97S) Osimertinib resistance is complex
MET-dependent = Heterogenous patterns of resistance
= g {METampiicuiion) = Co-occurrence of multiple resistance
«® ‘ ) h, N Other Pathways - mechanisms
"N . 8 U ‘R’;iﬁ:-&‘:sfg:s = NGS of ctDNA has been the most
Y g % frequently used method to characterize
Unknown osimertinib resistance mechanisms due to
(a0 difficulties in obtaining tissue'?
Transformations
wocmrmiopouin A of Ouca 20VIT41, Mrmaingam A of Oncof 28 V11740, 4ONA, s wmer DAV Esan19ds, sen 18 desin. NG5, vt gererstion seaoencing
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82, CHRYSALIS 1& 48 ISE CIx}Q

CHRYSALIS Phase 1 Study Design: Combination Cohort

(NCT02609776)
! Key Oblectives ! | Key Eligibility Criteria ! | Biomarker Analysis®
i & Establish RP2CD i i = Metastatic/unresectable NSCLC H i = NGS of pretreatment tumor biopsy
« Safely and efficacyat | | * Measurable disease (expansion cohort) | |  and CIDNA collecled prospeclively !
i RP2CD i i » EGFR Exon19del or LB58R mutation i ® IHC for EGFR/MET expression ;
1050/1400 mg RP2CD
- Osimertinib-
amivantamab + Amivantamab relapsed,
240 mg lazertinib 1050 mg (<80 kg) 7
chemotherapy-
! 1400 mg (280 kg) el He
Intravenous dosing . (n=20)
700/1050 mg C1.QW, G2+ Q2W EGFR Exon19del \ )
ity + or L858R
= 240 mg lazertinib (N=45)

240 mg lazertinib

Oral daily dosing

Dose Escalation Expansion Cohort
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1) HCZE #Ae &3 HAHS 4000321 EGFR/MET & uld$ixjel Al 2
FH-EE(ORR) 90%(9/10), FRPALE717t FAFH(mPFS) 125704, ¢
‘343 9&(CBR) 100%, ¥H3-A14717F 533k mDOR) 9.771€

2) NGS(ctDNA/ZZ)Z #4438 EGFR/MET #& WA $HAlol| Al ORR 47%,
mPFS 6.7714, mDOR 10.471€, CBR 82%

J2!3. IHC EGFR/MET2 LiM 2kx} ofo|Eq

Response Among Patients with EGFR/MET Expression
Identified by IHC Staining

80 N=20
ORR=90% ORR=10%
(9/101HC+)  (1/10 IHC-)

B (HC+
= 20/45 had tumor biopsy sufficient for
IHC staining after tumor NGS

= 10 were IHC+ for EGFR/MET
(combined EGFR+MET H score 2400),
with remainder defined as IHC-

Best % change in tumor volume

= |HC+ patients had ORR of 90%,
mDOR of 9.7 months, CBR of 100%,
and mPFS of 12.5 months

munanotherusry. HE. nct svasdie (o posbaseing assessmert far 2 astents)
ggggggg d By BC Cho #ASCOZ1 | Content of this presentation is the property of the author, licensed by ASCO, 2021 ASCO
Abstract #9006 Permission required for reuse. ANNUAL MEETING
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Equal Number of Responders Among Patients with and
without Identified EGFR/MET-based Resistance

With |dentified EGFR/MET-based Resistance Without Identified EGFR/MET-based Resistance

N=17 - N=28
soq ¥ - m EGFR-based resistance =299,
4 ORR=47% =fritiesidin & ORR=29% 1 {jnknown resistance mechanism
0 (8/17) B CORR e bossd atstince . (8/28) B EGFR/MET-independent resistance
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Additional Alterations
601t RASRAF pattway

A mTOR pathway
801y Cell Cycle
= Fusion event “No tumor NGS

=

Additional Alterations
40 1 RASRAF pathway

& mTOR pathway

80{ ¥ CelCyce

a Fusion svent “Ho tumar NGS:

Best % change In tumor volume
&
1

Best % change in tumor valume
s
s

1380 for ¢IDMA NGS st ThermoFishes for bssus NGS. NE. not evaisnblo. (no postbaselise assessmont foe 4 poosts)
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F & ZSE dolE &gk spky] Uf g3l A aE TFsAol v T UM B
o

¢

P

O:

J&l5. CHRYSALIS-2 1b && IASE C|x2!

CHRYSALIS-2 Study Design: Phase 1b Expansion Cohorts

(NCT04077463)
Key Inclusion Criteria
Phase 1b Expansion Cohorts
= EGFR ExoniSdel or LBSSR
P Pl
Phase 1b ion Cohorts: Lazertinib + A e i
«chemothe last i
EGFR Exontddel or LB58R R e
Post-OSlipest-platinum chemotherapy p—
Q@ omeown o et e
LAZ 240 mg + * S3priorfines of therapy
AMI 1050/1400 mg Uncommon EGFR mutations
(e.g.. S768I, LB61Q, and GT19X) e e

mutation®
c Treatment-naive or 1 prior 14/2%.gen EGFR
TKI as last line
* 52 prior lines of therapy

+ biomarker validation

2021 ASCO
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Amivantamab and Lazertinib

Amivantamab MOA
Inhibition of Ligand Binding
Amivantamab (am-e-van-tuh-mab)
*  Fullyhuman bispecific antibody that targets EGFR and MET ' - }\\ a{" -
* Fc portion has immune cell-directing activity! L w2 et
Receptor Degradation

+ Demonstrated clinical activity across diverse EGFRm NSCLG?4 y Je\ 2
* Granted Breakthrough Therapy Designation for EGFRm ~ ,:m;'* ¥ T
Excn20ins NSCLC post-chemotherapy in US and China O
|
HiBHHIR6 ST
Lazertinib (la-zer-tin-ib) immune Cell-directing Activity
* Potent 3-gen TKI with efficacy in activating EGFR mutations. ——
T780M, and CNS disease®* &“’; o
= Low rates of EGFR-related toxicity such as rash and diarthea® W )
. i i e
Low cardiovascular safety risk’ _____o,_‘_, S
*  Safety profile that supports combination with other ant-EGFR A
molecules EGFR MET
Vi Sabat JTO 165108 (ora) ase JTO 18 )
o i o rocector matar, gen. g8 1.ty e
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oz EFs qEAY 2 7.

7F MSSH Ho] BAR AFo] AN Be Zu AokbEo) Exﬁm aw:& o}
A org vt ter Faia gtk MSDS| 1EFT Ea Hol4 MSI-H
o getel dalAE 1A ARAR SARIAY MSSHel Nt BEomt

o

WEAME+ 7| EZT 8 dlo]HoME 300mgolr AdA-S-E 18.2%(6/33)=
7158om, 200mgel e AAAT-EE 11.2%00 AL FEHmOS) 15.8
NES 71530 300mge] AARE7IRE Sk ob4] =dshA| —‘O&ttl e
I A FA717b0] 10708 F70l8} 200mge] mOSET H5AE= & 4 glon 10
M AN 22k 80% ol AEsdon 10/1E 7Ieo® 200mg Forsh
2pe] BEF] 60%7F ¢F HE= AL B 300mg FokrdlA o £& mOSE 7)Y
g 4 vk B9k 300mge] 49 oF AETel Uk

tdEAte] 64%7F 3W ol AR Fe] AL 30%7F ZEHTEe] AR Ee] 9

x| 2
W e wEAge] 1A 548 A9F S Ao, 6% HelE: VSD,
BMS 24 % F2Y A5 | B o] -8 A ofyAnt

7. HERE MEMEI|ERL 88 HOlE

200 mg BID (N=17) 300 mg BID (N=33) Overall (N=50)

ORR (RECIST /iRECIST, %) 11.8/23.5 18.2/18.2 16.0/20.0
mOS (months) 15.8 Not reached 15.8
mPFS (months) 153 1.2 1.3

t Abbreviations: ORR, objective response ratio, mPFS, median progression free survival; mOS, median overall survival;
iRECIST, response criteria for clinical trials of cancer immunotherapy
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Figure 4. Overall Survival (OS) Figure 5. Progression Free Survival (PFS)
100 = Overall  MOS: 15.8 months 100+ - overall mPFS;: 1.3 manths
» 3 ~i- 200 mg BID MOS: 15.8 months —— 200 mg BID mPFS: 1.3 months
HES i 300 mg BID MOS: Not reached o 997 -~ 300 mg BID mPFS: 1.2 months
g i
“ 6o g 604
> :
Z_E 40 £ a0
£ £
o 204 204
T T 1 T T 1
0 10 20 30 0 4 8 12
Months Months Data cut-off: 01 Apr 2021
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Antitumor Activity
(Confirmed Objective Responses, RECIST v1.1 by BICR)

Percentage change from baseline in targetlesion size®

N=32 100 -
ORR, % (95% Cl) 22 (9-40) ® =
DCR,* % (95% CI) 47 (29-65) P
Best overall response, n (%) 5 »
5 5 i B R AR A B 20% tumer increase
é 0 _|_| I . I | FIT T e
PR 72r EEH;WI “
20
sSD 8 (25) -] ] 30% tumor reduction
-40 .
PD 1208 5 -
Non-evaluable® 1(3) »
No assessment? 4(13) 100

DOR, median (range), mo NR (2.1+ to 10.4+)

€I, confidence interval. CR, complete response. NR. nol reached; PD, progressive disease. PR, partial response: SO, stable disease.

*Defined as best overall response of CR, PR or SD, *All responders had a PD-L1 CPS score 21 po and the best overall resp tobe
non-evaluable per RECIST version 1.1 no ging. treatment ongoing.
Data eutoff date: April 10, 2020
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Progression-Free Survival and
Overall Survival

Progression-Free Survival® Overall Survival

100 6-month rate i 6-month rate
3% -

Progression-Free Survival, %
o
-]
Overall Survival, %

J

0 3 & H 12 0 3 & 9 12

No. at risk Thens. monthe No. at risk Theoe, ot
32 15 9 5 1 32 24 16 10 3
Median (95% CI): 2.3 (2.0-5.2) months Median (95% Cl): 7.5 (3.9-NR) months

NR, not reached. *PFS per RECIST version 1.1 by BICR.
Data cutoff date: April 10, 2020.
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811, F|ESCHHH[0F MSSE [hEY W& holE
Safety

N =32 N =32
Treatment-related AEs 32 (100) Clinically significant AEs for lenvatinib 29 (91)

Grade 3—4 15 (47) Grade 3—4 15 (47)

Grade 5 132 Grade 5 137

Led to discontinuation 3(9) Common AEs (25%)

Common AEs (230%) Hypertension 15 (47)
Hypertension 14 (44) Hepatotoxicity 11 (34)
Decreased appetite 10 (31) Proteinuria 11 (34)

Immune-mediated AEs? 14 (44) Hypothyroidism 9 (28)

Grade 3¢ 2 (6) Hemorrhage 7 (22)

Common AEs (25%) Palmar-plantar erythrodysesthesia 3 (9)
Hypothyroidism 9 (28) Gl perforation 3(9)
Hyperthyroidism 3(9) Renal events 2(6)

Infusion reactions 0 Fistula formation 2 (6)

gastrointestinal. Data are presented as n (%). "Due to intestinal perforation. "AEs based on lists ofterms specified by the sponsors and considered regardiess of attribution by

estigators. ‘There were no grade 4-5 AEs. “2 due .1 rectal, 1 vaginal, 1 gingival, 1 hematuria (all grade 1), and 1 grade 3 rectal hemorrhage that
uired hospitalization. Data cutoff date: April 10, 2020.
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Response, n (%)

Without liver

metastases
(n=23)

With liver
metastases

(n=47)

Complete response 0 (1] 0
Partial response 5(22) 0 5(7)
Stable disease 8(35) 14 (30) 22 (31)
Progressive disease 9(39) 27 (57) 36 (51)
Not evaluable 1(4) 6(13) 7 {10)
Objective response rate 5(22) 0 5(7)
Disease control rate =8 weeks | 13 (57) 14 (30) 27 (39)
Median duration of stable disease, weeks | 30 21 30

*Only confirmed responses are shown. One patient with a partial response had a complete response that was
confirmed after primary completion.

Note: Duration of response results are not available for responders since only 1 patient had progression and
the remaining 4 patients were still classified as responders at the time of analysis.

RHE: 2021 ASCO, NH EXISE 2MA|2E

213, SCI2+AEHPE MSSE CHEY HE C0[E{(2)

Treatment-emergent and drug-related AEs (worst grade)
All patients (N=70)

Drug-related TEAEs

AE, n (%) Regorafenib Nivolumab  Both regorafenib
Any grade 69 (99) 68 (97) 54 (77) 27 (39) 32 (46)
Grade 1 or 2° 22 (31) 36 (51) 33 (47) 22 @31) 19 (27)
Grade 3 37 (53) 28 (40) 21 (30) 3(4) 11 (1)
Grade 4 7 (10) 2(3) o 1(1) 1(1)
Grade § 34t 2 () 0 101 101y
Serious* 33 (47) 14 (20) 4 (8) 6(9) 5(7)
Leading to dose interruption

Regorafenib 39 (56) 32 (46) 26 (37) 4(6) 9(13)

Nivolumab 14 (20) 8(11) 1(1) 3(4) 5(7)
Leading to dose reduction

Regorafenib 11 (16) 11 (16) 6(9) 0 5(7)
;aadi:g_ to |t)9nnanen!

liscontinuation

Femmonn PRI B :
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=
(] 0
ORR per RECIST 1.1, n (%)
[35% 1) [0, 21.8] [0,24.7]
SD, n (%) 5(33.3) 8 (61.5)
[95% CI] [11.8, 61.6] [31.6, 86.1)
PD, n (%) 10 (66.7) 3(23.1)
[95% CI] [38.4, 88.2] [5.0, 53.8]
12-week DCR, n (%) 2(13.3) 3(23.1)
[95% CIJ* [1.7, 40.5] [5.0,53.8]
Median PFS per 15 28
investigator-assessed RECIST 1.1 : »
(5% 1l mo [1.4,2.8] [1.6,3.1]
Median OS 5.7 10.2
[95% CI], mo [4.4, 10.5] [4.8, NE]

Xt3: 2021 ASCO, NH XIS Z|MA|=E

E1. MSSE CHEY X2H F2 At

oz o= ORR PFS 0s
ﬁgfgg Stivarga 1.0% 1970 6.4/
Mblaze370 Stivarga 2.2% 2070 8.5/
o1AF 3AF Tecentrig+Combimetinib 2.7% 1.970€ 8.9/
Tecentrig 2.2% 1.970€ 70
KEl;ngzE,\;)16 Keytruda 0% 2,270 5070
'::.gpgg Keytruda+Lenvima 21.9% 230 7574
Ul 1b/2adt Keytruda+Vectosertib 16% 1371 15,8712

?Zli??m)/g Opdivo+Stivarga 7.1%(HIZET0] 22%) LES 52%
MORPHEUS 1bi22  TecentiatimprimesBevacizy 0% 15742 57742

LHEE|A 1bat NISTO3+ATIER | Zak 3% - -

At&:NH EALSH EIMAIZR
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2|7} FEajobdt AFERe o 2021 ASCO Q#m|"elAd MMSE &t At
sl A el A ol BMSS] JTHE+ 2~Efulrp W8 ofye} wmnjE]~o] &
TGF-#le} &) NIS7933 #HA]l AAIHEAAA(PD-1)Q1 2~3pge]7H HE1b%4
dolg 7} S7iEAem ofd3] wedES] doloe] nX%| Xsh= tlole7t 274
HAths Holth 5 w9 M782499l| wmHIE]AL & TGF-WEl S B
skal glow o]& Apale] HATHEAA R sl sl ME&UdS st Aok

A 1 ozma Qaela MSSE Bhast A F 609olRom ARAS
SORRE 3%(PR 2/60)9] HIolEIE $AaA o3 5& e Agabl 5
A,

2. HIE|AO] & TGF-HIEF X NIS7932 HAAZAMN AntE2|FRel 2 E&1bY |2

;T LHE
A - Uy 10y
Moo= - R|SHA{ OF
1o o OO O
o NIS79
CHeserAt - Ty eb At
RN 120%
712t -17.4~21.6
=7t - =EHOISEE)
Q] CIAre! - Open-Label, Multicenter
Papsaalsy -NCT02947165

XtE:ClinicalTrials.gov, NH EXISH 2|MA|25

a2 M- 0= E8

LIy
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801 =0] e

CMO — contract manufacturing organization HIO|22|%F fIEfdLt

CDMO — contract development manufacturing organization HIO|Q2|%FE QIEITHR S it

CRO — Contract Research Organization UL SE7|2

IPO - Initial Public Offering 7| eSM

Ve _ Venture Capta :n*zﬁf—“ol %'\E IR 7Lﬂ£1l£f%%L[[{@%ﬂf Jlg Xt 58 B¥NoE

|30 &2 AH20|SS FH0l= =84

IND — Investigational New Drug UYAIE A=

PPQ - process performance qualification S3YESHYEEL

GMP — good manufacturing practice 4 QAT MZE - &2 JIE

CMmC - Chemistry, Manufacturing and Control 22::2 ;ﬂ%ﬂg ll”: ;:'ES“J ﬂ;glg)l\ E&ﬁ: Eg?r;jjjﬂ‘g = Rz&20)

ORR — overall response rate AINUSE

EGFR — Epidermal growth factor receptor BSR4 84|

ESMO — European Society for Medical Oncology REBYLE

SITC — Society for Immunotherapy of Cancer Hojererstsl

PIPEs — Private Investment in Public Equity SE7|Y APREAL

NPV - Net Present Value M7

CNS — Central Nervous System EFUEA

R&D — research and development A

ASCO — American Society of Clinical Oncology D|=UEBYLe|

NDA — New Drug Application =071

HER2 — Human Epidermal growth factor Receptor 2 QIZHIT| B AIRIRI 8|2
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