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Acquired Resistance to Osimertinib in EGFRm NSCLC

Osimertinib Platinum Chemotherapy
Primary Mutations Resistance Mutations
EGFR-driver
Aot /. * < EGFR-dependent . . . )
(Exon19del + L858R) ‘-@‘7 (C797S) Osimertinib resistance is complex
P ‘.ﬂé"ﬂ,%@ ! MET-dependent = Heterogenous patterns of resistance
& - ® g (MET amplification) = Co-occurrence of multiple resistance
® ‘ ™ Other Pathways - mechanisms
L Y > = (FIRACA, RACTIA: = NGS of ctDNA has been the most
- Fusions, Cell Cycle) P
frequently used method to characterize
Unknown osimertinib resistance mechanisms due to
(~40-50%) difficulties in obtaining tissue'?
Transformations
pacmarnion VINT4Y, unakngam Amiis of Oncol 29 VT4, ENA, ciesn hanor DNA: Eiont9, axon 19 Gesion, NGS, aet genarsion saquencrg
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CHRYSALIS Phase 1 Study Design: Combination Cohort
(NCT02609776)

Key O S i | Biomarker Analysis®
= Establish RP2CD i = Metastatic/unresectable NSCLC i | = NGS of pretreatment tumor biopsy
» Safety and efficacyat | | * Measurable disease (expansion cohort) { |  and CtDNA collected prospectively
i RP2CD ;i » EGFRExon19del or L858Rmutation | | ® IHC for EGFRIMET expression
1050/1400 mg RP2CD
amivantamab + PrRm—— os"l"‘e"";'b‘
s relapsed,
240 mg lazertinib 1050 mg (<80 ki
i s 1400 mg :zao kS: chemotherapy:
! Intravenous dosing Dave
700/1050 mg C1.QW, C2+ Q2w EGFR Exon19del
amivantamab + 2 or L8S8R
240 mg lazertinib (N=45)

240 mg lazertinib

Oral daily dosing

Dose Escalation Expansion Cohort Biomarker Analysis

4244 CIONA and 20445 tumor NGS analyses.
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ol dlojefe] 4lS Ef1e]a WA Ule] EGFRI MET®Cll Extel o3
O AEIH(EGFR Efo] @24l Ftoldjo]2 AalA])} obu|WEFHEGFR/MET ©] %)
o] 2871718 A BAFE Avlold AUES et 2,

D HC& #A3 B9 HAS 4000]%¢ EGFR/MET #& g $ixjol A 7
FH-E(ORR) 90%(9/10), FRPAWE717E FF(mPFS) 12.70€, ¢
443 9&(CBR) 100%, ¥H-8-414713F F7HHmDOR) 9.7701€

2) NGS(ctDNA/ZZ)Z 2413 EGFR/MET #& WA SkalelA ORR 47%,
mPFS 6.7714, mDOR 10.471€9, CBR 82%

J&!3. IHC EGFR/MET2 LiM &kx} o€

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

80 N=20
" ORR=90% ORR=10%
(9/101HC+) (110 IHC-)

Il HC+
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-

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

Best % change in tumor volume

5, immunohistochemistry; NE, not evaluable (no postbaseline assessment for 2 patients)
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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 80 N=28
801 ¥ B EGFR-based resistance =299
A =479 ORR=29% |
OFEBR”‘;Z % BB MET-based resistance & 8128) =3 Unknown resistance mechanism

B2 EGFR+MET-based resistance 5 B EGFR/MET-independentresistance
40 At
« 8PRs > = ke «— 8PRs —»

* *

o ]

Additional Alterations

-60 t RAS/RAF pathway

A mTOR pathway

-80 ¥ Cell Cycle

o Fusion event *No tumor NGS

T ¥
* O T A A * A ¥

Additional Alterations
60 t RAS/RAF pathway

A mTOR pathway

-80 ¥ Cell Cycle

u Fusion event *No tumor NGS

Best % change in tumor volume
o
* D>
L
*
"
*
*D—+
*
*B>
>
®
=
—]*

Best % change in tumor volume

nomic analysis used Guardant380 for ctDNA NGS and ThermoFisher for tissue NGS. NE, not evaluable (no postbaseline assessment for 4 patients)
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CHRYSALIS-2 Study Design: Phase 1b Expansion Cohorts
(NCT04077463)

Key Inclusion Criteria

Phase 1b Expansion Cohorts

= EGFR Exon19del or L858R
A * Post-osimertinib (152 line) and
= Progression on platinum-based
chemotherapy as last line

Phase 1b Expansion Cohorts: Lazertinib + Amivantamab

EGFR Exon19del or L858R
e Post-OSl/post-platinum chemotherapy

= EGFR Exon20ins
e = Prior SOC platinum-based chemotherapy or
VT — e EGFR Exon20ins B " atematiel. £cFR kR ori0
240mg . = <3 prior lines of therapy
AMI 1050/1400 mg G Uncommon EGFR mutations
(e.g., S768), L861Q, and G719X) * Uncommon non-Exon20ins mutation®
D EGFR Exon19del or L858R C L Trealmenbn_alve or 1 prior 1¥/2™-gen EGFR
Post-1%/2™ line OSI + biomarker validation TKias last line
= <2 prior lines of therapy
» EGFR Exon19del or L858R
* Post-osimertinib (1#/2™ line) as last line
= Amenable to tumor biopsy* for biomarker
validation
Includes investigationsl EGFR-TKI targeting Exon20ins (e.g., mobocertin and poziotini). *e.g., S7681, LBB10, G719X. °After progression on mast recent system treatment or from infial biopsy in melastatic. sefting
M1, amivantamab, Exon20ins, exon 20 insertion, 10, immuno-oncology mwpy LAZ, lazertinib; OSI, osimertinib, SOC, standard of care
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Amivantamab and Lazertinib
Amivantamab MOA

Inhibition of Ligand Binding
Amivantamab (am-e-van-tuh-mab)
= Fully human bispecific antibody that targets EGFR and MET ‘{
= Fc portion has immune cell-directing activity! eorm \,, e
Demonstrated clinical activity across diverse EGFRm NSCLC?4
Granted Breakthrough Therapy Designation for EGFRm
Exon20ins NSCLC post-chemotherapy in US and China

o Receptor Deg
‘J,)»»(’K eceptor Degradation

Y)\

Lazertinib (la-zer-tin-ib) Immune Cell-directing Activity

Potent 39-gen TKI with efficacy in activating EGFR mutations,
T790M, and CNS disease®?

Low rates of EGFR-related toxicity such as rash and diarrhea®
Low cardiovascular safety risk”

Safety profile that supports combination with other anti-EGFR
molecules EGFR MET

Trogocytosis
ot a8 Tumor ot

Visyeraghevan Mol Cancer Ther 13:2044; Riaurs JCO 37:9009 (ora) Pk JCO J89512 (poser) <Saberi JTO 16:5108 (oral: #Ahn Lancal Oncol 20,P1081; ¥Km JCO 38571 (poster); Heddst-ertane JTO 16:50T7 (poser)
37D, Breakthrough Therapy Designation; CNS, central nervous system, EGFR, epidermal growth factor receptor mutant. gen, generation, MOA, mechanism of action, NSCLC, non-smal cel lung cancer TKI, tyrosine kinase inhibior
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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) 1.3 1.2 1.3

1 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)

100 -
so—‘ﬁaq,.. .

=~ Overall mOS: 15.8 months
— 200 mg BID MOS: 15.8 months
-~ 300 mg BID mOS: Not reached

40
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20

T T 1
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Figure 5. Progression Free Survival (PFS)

Progression Free

100+

80+

60+

= Overall

mPFS: 1.3 months
—— 200 mg BID mPFS: 1.3 months
-~ 300 mg BID mPFS: 1.2 months

T
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T
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1
12

Data cut-off: 01 Apr 2021

XHZ: 2021 ASCO, NH EXI5H 2|MA|=E

o[ 2021 ASCO Qelv|Pol ZAHES] BMSS] St]u+ ~Eub}
MSDe] 7ESrh dlHloh W 28(2EE 29 B, 24el HAE
NaL 2021 ASCO 43719 AxEA]w

PGG+ opvta®le] W 24 HlolE7} 570

oAl MSDY] 7] EFth+ ofulAEl+ 7t A el (8} e o)
Slct. WEAE+ 7| ER

o oy =2 A

g 2443}
2+ Imprime

B8 274 HelEt 74+
MSD®] 7|EFth+ JlH|vp 2749] ORR

22% Ho|etolel, ol WENg 7= %ekel 300mg ORR 18.2%5F Fr412 o]
Zha ges e QbAoA GRADE 3~5 4%

o] oldtgom Q) AEE

ehe g A7lsobet Hloltt,

9] BMS, 247 59 Hleleln =
B obg hoa 94 e,

7].3], o])\]-tﬂ"s“go] 50% TT'—: 8

Fa, ARFHT WA F

25 ojn] o}4) ofmlgiria

13e o] Aol

S| Egt'ﬂ— H]O]

O NHE

Nt ST



Hiolgﬂg www.nhgv.com
819, 7|ERCH+H[0r MSSE ChE WE ojolE

Antitumor Activity
(Confirmed Objective Responses, RECIST v1.1 by BICR)

Percentage change from baseline in target lesion size®

N=32 100,4 - PR
= SD
ORR, % (95% Cl) 22 (9-40) 80 1 i
DCR,2 % (95% Cl) 47 (29-65) = %1
Best overall response, n (%) =E 41
2 20 20% tumor increase
CR 0 3 | [TTTH
] T
PR 7 (22) §° | ‘
£, ] 0l
SD 8 (25) § +  30% tumor reduction
s -40
PD 12 (38) 3]
-60 -
Non-evaluable® 1(3) o
No assessment¢ 4(13) 100 4

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

Cl, confidence interval; CR, complete response; NR, not reached; PD, progressive disease; PR, partial response: SD, stable disease.

2Defined as best overall response of CR, PR or SD. ®All responders had a PD-L1 CPS score 21. ‘Patient had post-baseline imaging and the best overall response was determined to be
non-evaluable per RECIST version 1.1. Patient had no post-baseline imaging. *Patient with treatment ongoing.

Data cutoff date: April 10, 2020.
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Progression-Free Survival and
Overall Survival

Progression-Free Survival® Overall Survival
100+ 6-month rate 100+ i 6-month rate
2 904 31% 90 62%
g 80- s 801 :
S 70 = 704
@ 604 ; 60-
& 501 @ 501
§ 40 T 40
§ 304 & 30
g 201 -’_’_‘_‘_L'-L_¢ =
o 10 10
% ; ; 3 7 o ; : 3 P
No. at risk T} Months No. at risk Tine, fonthe
32 15 9 5 1 32 24 16 10 3
Median (95% CI): 2.3 (2.0-5.2) months Median (95% CI): 7.5 (3.9-NR) months
NR, not reached. PFS per RECIST version 1.1 by BICR.
Data cutoff date: April 10, 2020.
Kt2: 2021 ASCO, NH EXISH 2|MA|=8
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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 1(3) Grade 5 1(3)y

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)4

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 of terms i y the dl of attribution by

zstigators. “There were no grade 4-5 immune-mediated AEs. °2 due to epistaxis, 1 rectal, 1 vaginal, 1 gingival, 1 hematurla (all omde 1), and 1 grade 3 rectal hemorrhage that
uired hospitalization. Data cutoff date: April 10, 2020
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Without liver

metastases
Response, n (%) (n=23)
Complete response ‘ 0 l 0 0
Partial response \ 5(22) 0 5(7)
Stable disease | 8@) | 14@0) 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.
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2113, SC|E+AE[H7} MSSH CHEY WL o[E

Treatment-emergent and drug-related AEs (worst grade)

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 (16)
Grade 4 7(10) 2(3) 0 1(1) 1(1)
Grade 5 3@ 23t 0 1 1
Serious* 33 (47) 14 (20) 4(86) 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)
Iapadi:tq to ;t:_errnanmt

iscontinuation

Regoraeni sin | 4@ | im0 | s@ 0
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Confirmed investigator-assessed
ORR per RECIST 1.1, n (%)
[95% CI]

SD, n (%)
[95% Cl]

PD, n (%)
[95% CI]

12-week DCR, n (%)

[95% CI]*
Median PFS per

investigator-assessed RECIST 1.1

[95% CI], mo

Median OS
[95% CI], mo

0
[0, 21.8]

5(33.3)
[11.8, 61.6]

10 (66.7)
[38.4, 88.2]

2(13.3)
[1.7, 40.5]

15
[1.4,2.8]

5.7
[4.4,10.5]

0
[0, 24.7]

8 (61.5)
[31.6, 86.1]

3 (23.1)
5.0, 53.8]

3(23.1)
[5.0, 53.8]

2.8
[1.6,3.1]

10.2
[4.8, NE]
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RO &%= ORR PFS 0s
CORRECT
OIAF 3A Stivarga 1.0% 1.9/0E 6.47/1¥
oo o
Stivarga 2.2% 2,071 8.5/
IMblaze370 ) . o 2 2l
oIAF 3AF Tecentrig+Combimetinib 2.7% 1970 8.9/11 g
Tecentri 2.2% 1970 IAY =
KEYNOTE-016
OIAF 9Ar Keytruda 0% 2.2 50711
oo o
LEAP-005
OIAF PAY Keytruda+Lenvima 21.9% 2.3 754
oo o
U 1b/2a’y Keytruda+Vectosertib 16% 1.3/1E 15.871€
REGONIVO
ol A? 1/1bAt Opdivo+Stivarga 71%(HIZEH0] 22%) 8% 52%
oo o
MORPHEUS 1b/2A¢ Tecentrig+Imprime+Bevacizu 0% 1574 570
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ATt
H2. 'HIE|AQ| & TGF-H[EF &H NIS7932 MAZZAMM AnfEtz|FRre] D&Y WE1bA ClA}
T Lig
T - U by
Moo= A|SHAd OF
1Too LLOO O
-NIS793
oz o]
OFZL|X}Q! - PDROO1(ATFER2 |25
CHEERY T o BT
Bkt -120%
712t -17.4~216
=/t - =2 YOS EY)
9| CIAR! - Open-Label, Multicenter
QA -NCT02947165

Xt 2 ClinicalTrials.gov, NH EAISH 2|MA|2E
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3. Hio|22 20{Fz|
80{ E0| Lig
CMO — contract manufacturing organization HIO|R2[2F PIErdL
CDMO - contract development manufacturing organization HIO|R2[2F RIEIHL 3¢ it
CRO — Contract Research Organization ULAE 2E7|2
IPO ~Initial Public Offering 7|83
Ve _ Venture Capta ’.‘:.*ZH?—“OI ?AE I 75:13“ xf%%LEILﬂo%i%ﬂf Jl& Nk S8 BgNes
K010 =2 X120|58 FH0t= S8R
IND — Investigational New Drug LA A=
PPQ — process performance qualification SPESME Gt
GMP - good manufacturing practice 4 QUF MZ - 22| 7|E
O[QKZE JHHFTIMMIA] O|QFE(QIZ FY\Q| EAID} O1ZbE| O4T1JHHF OI FIAZAQ
CMC — Chemistry, Manufacturing and Control OE!E:M_EC; 9272“ ;‘j;lgl Erglsg_jigéﬂé}u;;(); é%'ﬁ}é‘; 2 5 RZ=30l
ORR — overall response rate HAMUSE
EGFR — Epidermal growth factor receptor B MR~ 8H|
ESMO — European Society for Medical Oncology RHBYI
SITC — Society for Inmunotherapy of Cancer A el
PIPEs ~ Private Investment in Public Equity Y71 AFREAL
NPV — Net Present Value M|
CNS — Central Nervous System RN EaY|
R&D - research and development AN
AACR ~ American Association for Cancer Research 0| =2
NDA — New Drug Application E=07HIE
HER2 — Human Epidermal growth factor Receptor 2 QUZHII| S AR IRt~ 842
ADC — antibody-drug conjugate K58 SH-AUE 2N
CRISPR Cas ) QEE?;A—QT_Igl%‘l%;“E AFI7H ST MB!I W2 R 22V 4E T
CGT - Cell gene therapy FURE-MZEX ZH
ASP — average selling price B=Ui714
M&A — Mergers and acquisitions QI
AAV - adeno-associated virus Ol - A0 [2 A
API - active pharmaceutical ingredient REYE
NASH — Non alcoholic steatohepatitis HIZEY X7
i2E - UYAFNM 22 YT
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Z2 EXISZ(Stock Ratings) X EASS £ 14|
1. EXISE(Ratings): SEF7t MAIY PIR7L 7|F02 &% 127027t 522 SHAUEN L2t
e Buy : 15% A1}
e Hold : -15%~15%
e Sel : -15% 0|7t

2. M| Bt LY ST71H0f R SARI B2

=
o SRR E

rir

CH3ah Z5LICE (20213 6Y 4L 7|F

Buy Hold Sell
70.2% 29.3% 0.5%
- AR JHE 7|0 Cier EXtOIE WAL= F717H HolM K| FELICH YAHE FAQIT Higg F7H THRIE YO0 ZIAotD QoL TEOHA7| HERLICE,
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