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Current focus areas .
Expanding areas

Metabolism QIO

Alzheimer,
Parkinson, etc.

CNS diseases

Targeted therapy

Oncology Immunotherapy
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Open Innovation
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Yuhan’s Core Capability

L Global
/ Preclinical-Clinical Translational Research Pharma
 Early stage asset * Global Clinical Trial
* Basic science * Approval/Marketing

* Platform technology
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The Journey of Open Innovation
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RESEARCH COLLABORATION on
oncelogy program
BiONEER
Innavation - Vieive - Dvscovery
RESEARCH COLLABORATION
using sIRNA technology

N I,.ﬂx ; 1e
ACQUIRED LICENSE to
hyFc SR platform technology

2016

ImmuneChcia
R&D-BASED JOINT VENTURE
Formed by Yuhan & Sarrento

sorrento

APLEUTIC

EQUITY INVESTMENT

PharmAbcine

STRATEGIC ALLIE

ICE to use
antibody platform technology
NeolmmuneTech

EQUITY INVESTMENT

GENOSCO >
RESEARCH OLLABORATION

©n Gnti-cancer progroms

YONSEI
CANCER CENTER
Formed a JOINT RESEARCH CENTER

L AbClon

COLLABORATION & LICENSE on mAb

2018

2019
2017

S
janssen J
LICENSE & COLLABORATION on Lazertinib
411

, ™\ Boehringer
VB {spine llw 1ngelheim
Viscoauios Bros., LLC ¥ BioPharma

LICENSE & COLLABORATION
on NASH progrom (YH25724)
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LICENSE & COLLABORATION

on NASH Programs
INVESTMENT to Severonce

Haspital in Qingdoo, Ching

LICENSE AGREEMENT for
o novel ogent for degenerative disc disease

“DIo
ACQUIRED LICENSE to o
nove! human scFv Library

RESEARCH COLLABORATION on

immuno-oncology progroms
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CO-DEVELOPMENT on rare disegse progrom

abl.

@ nnovation
COLLABORATION & LICENSE on bsAb
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TCELLS
COLLABORATION & LICENSE on mAG

INVESTMENT & COLLABORATION
on Al based drug development

INVESTIMENT & COLLABORATION
on drug development

2020

INVESTMENT & COLLABORATION
on CNS program

O
*f MEDIOGEN

INVESTMENT & COLLABORATION
on Probiotics

| BIOME
INVESTMENT & COLLABORATION
on Microbiome

L AbClon

CO-DEVELOPMENT on COVID13 thergpeutics

@nnuuatinn

LICENSE & COLLABORATION
on C5U Program

# Processa Pharmaceuticals
LICEN:

ISE & COLLABORATION
on FGID Progroms

B Imperial College

4 London

RESEARCH COLLABORATION

on ICiC programs
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NASH therapeutics YH25724 YH12852

™\ Boehringer
|"|I Ingelheim

@) GILEAD

$1,255,000,000

é Processa Pharmaceuticals

» $870,000,000
W Q\ SpineBiopharma $785;000,000

VISCOGLIOSI BROS., LLC

$410,500,000
$218,150,000
e ccccmmmmm—
Indication Degengratlve Disc NSCLC NASH/fibrosis NASH Functional Gl Disorder
Disease
* Conditional approval in
Korea (2" line therapy)
Current Phase 3 * Global Phase 3 (1%t line Advanced Europe Phase | Phase 2
development stage IND prep. therapy) Lead molecules CTA prep. IND prep.
* Combination Phase 3 (1°
line) & Phase 1/1b (3™ line)
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Lazertinib development history BIOPLUS INTERPHEX KOREA 2021

GENOSCO />

Aug 2015-Nov 2016
Non-clinical Study

CMC Development

‘ Phase 1/2 Study (Korea)

IND (Korea) Jun-Aug 2018 Approval by MFDS

- od Effen _ (Jan. 2021)
Food Effect PK Study (Korea)
y IND (U]
janssen )' License-out Nov 2018

Apr 2019

s s Part D (USA/UK/Spain)
fohumenfohmuron Recruitment completed (Oct 2019 — Aug 2020 )

1st line Phase 3 Study (AP/EU Countries)
Recruitment ongoing (Feb 2020 -)

2015 12016 2017 12018 2019 12020 2021 2022

IND (Korea)
Dec 2019

6 Dec WCLC (i)Apr AACR ;;Jan q'f?ﬂ i
QJun ASCO  OlJun ASCO  ©lJun ASCO

' ; THE LANCET
O Sep WCLC D Ot ology
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Irreversible 3'd-generation EGFR TKI

A small-molecule, oral, highly potent, Crystal structure of LECLAZA®
irreversible, mutant-selective, in a complex with the EGFR T790M mutant’
wild type-sparing, and third-generation EGFR TKI'

LECLAZA®

EGFR, epidermal growth factor receptor; TKI, tyrosine kinase inhibitors.

Clin Cancer Res 2019; 25(8): 2575
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Highly EGFR mutant-selective

BIOPLUS INTERPHEX KOREA 2021

LA HE|'H 20| M E| '
EGFR(T790M,L858R)(h) EGFR(T790M)(h)
EGFR(T790M)(h) EGFR(T790M,L858R)(h)
EGFR(L858R)(h) MLK1(h)
ErbB4(h) EGFR(L858R)(h)
ErbB2(h) EGFR(h)
EGFR(h) EGFR(L861Q)(h)
EGFR(L861Q)(h) Ret(h)
ACK1(h) Fer(h)
Mnk2(h) Mer(h)
BTK(h) AxI(h)
Blk(h) 75 o
A %.! (=1yN| _"r_E:
FIt3(D835Y)(h) 73 [E=2 5=:1,000nM
Tec(h) activated 71
IR(h), activated 70
LRRK2(h) 69
TSSK1(h) 66
FAK(h) 65

Clin Cancer Res 2019; 25(8): 2575
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Excellent in vivo anti-cancer efficacy BIOPLUS INTERPHEX KOREA 2021

© HO|NME|E2EGFR EF & O|F = HO|0f| CHolf R0t & 2 u+E LIEH

Del19 Mutation L858R/T790M
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@ ] = —@— Vehicle
- o YH25448 1 mg/kg
e (@] =0 YH25448 3 mg/kg
S . - 14 —8— YH25448 10 mg/kg
= —¢= Vehicle - =@ = - Osimertinib 1 mg/kg
1 == vYH25448 25 mgikg = =f = - Osimertinib 3 mg/kg
=&k— Osimertinib 25 mg/kg ——@— Osimertinib 10 mg/kg
10 1 1 1 1 1 1 1 1 1 1 1 01 T T T T T T T T T T T T T T T 1
1 3 5 7 9 11 13 1517 19 21 0 S 10 15

Days after treatment started

Clin Cancer Res 2019; 25(8): 2575
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Excellent efficacy for brain metastasis
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Day 28
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Clin Cancer Res 2019; 25(8): 2575
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Osimertinib 25 mg/kg

BIOPLUS INTERPHEX KOREA 2021
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Lower toxicity in mice BIOPLUS INTERPHEX KOREA 2021
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» Lazertinib » Osimertinib

Clin Cancer Res 2019; 25(8): 2575
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Good clinical response (2" line treatment) BIOPLUS INTERPHEX KOREA 2021

1.0/ . - 60 - s —
Independent Central review (n=76) + Censored Independent Central review (n=76)
o Note: When lymph nodes are included as target lesions, the percent change from baseline may not be
= 40 100% even if complete response criteria are met, since a normal lymph node is defined as having a short
c 0 axis of <10mm.
a 0.8 m PFS (95 A)CI ) Patients who did not have target lesions at baseline were excluded from the analysis.
- * Imputed values for patient who had no evaluable target lesion assessments after baseline.
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Time from multiple dosing (month)

Lee KH et al., ASCO Annual meeting 2020, Poster, Abstract #9572
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Good intracranial response

Case Study 1: subject with
extracranial tumor of
del19/T790M mutation dosed
with YH25448 40mg

Case Study 2: subject with
intracranial brain tumor of
del19/T790M(-) mutation
dosed with 40mg

Baseline 22

Kim SW et al., ASCO Annual meeting 2020, Poster, Abstract #9571
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Articles

Lazertinib in patients with EGFR mutation-positive
advanced non-small-cell lung cancer: results from the dose
escalation and dose expansion parts of a first-in-human,
open-label, multicentre, phase 1-2 study

ong-Wonl ee
iz Kim, Doe Ho Lee,

'w-; Wan im, Yun-Gycal e Eun Kjung Cha joo-Hangkim, §
nHeeHong, fin Seok AR, Jong-Ma Su

Vler\g J A, J+¥oun Han, KiHpeong L e Sang-We ki
a-SeokLex, Young JooMin Jin-500 Kim SungSookLee !
Soheekim, Byaung Chul Cho

Summa

B)(kgmunrydhﬁsms with EGF R-mutated non-smalkcell hang cancer (NSCLC) given EGFR tyrosine kinase inhibitors
(TKls) inevitably become resistant to firss- gmem:cm or se(cmd-gemmnu dmgs.\h assessed the safety, tolerability,
pharmacokinetics, and activity of L lective. EGFR TKI—in
patients with advanced NSCLC progressing after EGFR TKI therapy.

Methods This b . open-label, multi phase 1-2 study had three pans: dose escalation. dose
expansion, and dose enensmn here, we report results on dose escalation and dose expansion. The study was done in
14 hospitals in Korea. Eligible patients were aged 20 years or older and had advanced NSCLC harbouring an activating
EGFR mutation and after fi ion or second- ion EGFR TKI treatment, a defined umour
T7%M mutation status, an Eastern Cooperative Oncology Group performance status of 0-1. at least one measurable
extracranial lesion. defined according to Response Evaluation Criteria in Solid Tamors (RECIST) version 1.1, and
adequate organ function. Patients were enrolled to seven dose-escalation cohorts according to a rolling six design;
five cohorts were expanded. Patients were given oral lazertinib 20 mg, 40 mg. 80 mg, 120 mg, 160 mg. 240 mg, or
4

2%®

Lancer Oncod 2019
Futil:hed Oriine

Hematoiogy. Oncology.
Degartment of Meciine.
Saemung M edical Center

e ——

320 mg once daily continuously in 21-day cycles. Primary endpoints were safery and ility and
endpoints included objective response in evaliable patients. This study is registered with ClinicalTrialsgov,
NCT03046992, and the phase 2 extension study is ongoing.

Findings Between Feb 15, 2017, and May 28, 2018, 127 patients were enrolled into the dose escalation group |n=38)
and dose expansion group (n=59). No dose-limiting tovicities occurred. There was no dose-dependent increase in
adverse events. The most commanly reported adverse events were grade 1-2 rash or acne (in 38 [30%] of 127 patients)
and pruritus (in 34 [27%]). Grade 3 or grade 4 adverse events occurred in 20 (16%) patients, with the most common
being grade 3 pneumonia {four [3%]). Treatment-related grade 3 or 4 adverse events occurred in four (3%) patients;
treatment-related serious adverse events were reported in six patients (5%:). There were no adverse events with an
outcome of death and no treatment-related deaths. The proportion of patients achieving an objective response by
independent central review assessment was 69 (543%: 95% CI 46-63) of 127.

Interpretation Lazertinib had a tolerable safety profile and showed promeosing clinical activity in patients with NSCLC
progressing on or after EGFR TKI therapy. Our findings provide a rationale for further clinical investigations.

Funding Yuhan Corporation.

Copyright © 2010 Elsevier Ltd. All rights reserved.

Introduction drug ix osimertinib, which is approved for patients
Patients with EGFR-mutated non-smallcell lung cancer  with metastatic EGFR T790M-positive NSCLC that
(NSCLC) given EGFR tyrosine kinase inhibitors (TKIs)  progressed on or after EGFR TKI therapy
inevitably become resistant to first-generation [A.«cmmb (YH2544%) is an oral, highly
generation drugs.” The most common mechanis ble. third-generation, mutant-selec d
acquired resistance involves an exon 20 point mutation  typesparing EGFR TKI with half maximal inhibitory

leading to a thr
amino acid posiion 790 (TP90M) of EGFR' The
recognition of this mechanism provided a2 rationale
for the development of thirdgeneration ECFR TKls
with activity against TP%0M-pasitive tumours. One such

mine to methionine substitution at  concentration {IC.) values of 2 nM for LESSR/TT90M

double mutant EGFR compared with 76 nM for wild-
type EGFR." Using in vitro and in vivo experimental
meodels, Yun and colleagues® compared the antitumour
activity and tosdcity profiles of lazertinib and osimertinib.

e 33019 tps il cegf 10 A016/SLAT0. 2045{19)30504.2

Lancet Oncology 2019; 20(12): 1681

Y- et MO, Sungyuelowan
Uishrersity schol of Medtcne,
Seoul Souts Kovea; Cemtes far
LungCancet, Reseasch Instiewte
and Hospital, National Cancer
Center, Gayang Sovth Korea
(¥ HanMD, HT K MDY
Division of Mesical Onioiogy.
Department of Madicine,
Crungbusk National Usiversity
Hospital, chungsuk Natioead
Lwverity Cotege cwecicne,
Chwcagju, South Korea

K Lee MEY; Department of
Cocolog, AsanMedcal Centeg
Uiversity of Uisan Colege of
Midkine, Secul, South Kores
[5W MM, DH LeeMDy
Department of mtermal
ke, seculNatkoral
Untverity Hommay secut
South Koeea (08 Km0

Usiversity, Seangnam, South
KoEa U1 H P AMO): DWison ot

Hemato-Caiogy.
Degartmentof mteral
Medkine, Greongsang
NaticnalUntvesshy Hospital
Grenngsang Matiaral
Usiarsity of Mectcin, B,
South Eseea . Wise D
Deganment o mtemal
Meakme, secul National
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Drug development & IP
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@) YUHAN

We serve our nation and people through the sincere
manufacture of superior quality medicines and train
our workers into honest, sincere and conscientious
able businessmen so that they may remain a bona
fide service to society.

THE CREED AND SPIRIT
OF YUHAN

- by Dr. ILHAN NEW



