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I KRAS inhibitor RAS " [HEHIA & . Hif- 1B ABEREAAN
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Nat Rev Clin Oncol 2022 Oct,; 19(10):637-655 https.://www.revmed.com/pipeline/rason-inhibitors
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I KRAS inhibitor

Strategy and target Agent Phase of
development

RASdegraders
KRASG12€ LC2(PROTAC) Preclinical studies
KRASS™, KRASY® KRAS? and KRA S K27-SPOP Preclinical studies
RAStoxins
PanRAS RRSP-DTy Preclinical studies
Adoptive cell therapy
KRASGI2V Specific TCRs Clinical trials
(NCT04146298)
KRASGI2D Specific TCRs Preclinical studies
oo Cancer vaccines
22%‘3330 «‘thz:)q l KRASS*, KRASS®> KRAS®? and KRAS¢!3P mRNA-5671/V941 Clinical trials
:}:[;35433 (‘%1122% o % (NCT03948763)
3 (&ngm J KRASX, KRAS®?, KRAS®® KRAS®, Mutgmt KRAS-argeted long-peptide Clinical trials
BisAmncog . KRASSE or KRASG2® vaccine (NCT04117087)
=1Y3537982 (G12C) 'CDK4/6 inhibitors
1 b b : Pabocidle KRASS™, KRAST?, KRASS™ or KRASS!2R mDC3/8-KRAS vaccine Clinical trials
:E’?ﬁgﬁ = Ribociclib (NCT03592888)
e l- KRASS™ or KRASG!2k ELI-0022P Clinical trials
CT04853017)
c ines ) (NI
a0 KRAS siRNAs
* Angiogenesis » mDC3/8-KRAS 2 2
« Migration/invasion vaccine Various mutant KRASmRNAs Various nanoparticle-based Preclinical studies
T I_ R technologies
. a;:’::l:bm D e KRASS® mRNA iExosomes Clinical trials
(NCT03608631)

Nat Rev Clin Oncol 2022 Oct:19(10):637-655



PROTAC

Proteolysis Targeting Chimera :
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Mol Cancer. 2022 Apr 11;21(1):99



Specific TCRs
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Sotorasib-modified
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cancer cell

Proteasome
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CD8* T cell

Cancer Discov. 2023 Jan 9,;13(1):19-22.



B1TE formulation Specific TCR

Tebentafusp is a first-in-class, bispecific gp100 peptide-HLA-A*02:01 directed

T cell receptor CD3 T cell engager

Target Cell

>90% of proteins

Intracellular Proteasome Peptides
target

HLA

o f 7N
Sogys~ )

Polyclonal
Tcell

V‘ET:

Bispecifics
Antlbodles ADC

~10% of proteins

Cell surface
protein

ImmTAC, Immune mobilizing T cell receptor Against Cancer

ImMmTAC target >90% of
proteome via soluble TCR

Antibody bispecifics
target 10% of proteome

Tebentafusp

Melanoma cell

HLA-A*02:01

gp100 peptide

Targeting domain
engineered TCR (pM)

p Tebentafusp

Effector domain
scFv-anti-CD3 (nM)

Receptor “

Any T cell

ImmTAC, Immune mobilizing monoclonal T cell receptor Against Cancer
1. Nathan P, et al. N Engl J Med 2021;385:1196-206; 2. Middleton MR, et al. Clin Cancer Res 2020; 26: 5869-78

Journal of Clinical Oncology 40, no. 16_suppl (June 01, 2022) 104-104.



Tebentafusp

A Overall Survival

RECIST response rate and PFS 1.0 Median Overall
underestimate OS 0.9 Survival (95% Cl)
0.8 mo

0.7
0.6
0.5+

Tebentafusp 21.7 (18.6-28.6)

Control  16.0 (9.7-18.4
Tebentafusp vs ontre ( )

Investigator Choice (IC)

Stratified hazard ratio for death,

Probability

0.4-] Tebentafusp 0.51 (95% Cl, 0.37-0.71)
RECIST response 0.3
P 9% vs 5% 0r
rate -2
0.1
0.0 Control
1 * 0 0 . T T T T T T T T T T T T T T T T 1
Tumor shrinkage 39% vs 24% 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34
Months
: No. at Risk
0
PFS (HR) 0.73 (95% CI- 0.58, 0.94) Tebentafusp 252 242 221 197 167 132109 90 71 59 44 33 22 17 9 6 5 0
Control 126116100 86 69 48 43 34 27 20 12 7 4 4 1 1 1 0

Recently approved by FDA

N EnglJ Med . 2021 Sep 23;385(13):1196-1206.
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Global Cytokine Release Syndrome
Drug Market, By Regions,
2021to 2028

QO

Global Cytokine Release Syndrome Drug Market is Expected to
Account for USD XX Million by 2028

2021 2022 2023 2024 2025 2026 2027 2028

B North America M Europe M Asia Pacific ® South America B Middle East and Africa




6 bispecific antibodies are marketed globally for oncology with
many in development for rare hematological cancers

Exhibit 7: Bispecific antibody pipeline by tumor and phase, 2022

Hematological Solid Top 10 cancers by number of bispecific antibodies
cancers tumors 14 under development or marketed
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Global Trends in R&D 2023
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2017EE | 20185FE | 2019FE | 2020FE | 2021FE

[o, 42.4% 50.8% 41.6% 40.2% 21.2%
T-cell engagers 0.8% 0.0% 2.2% 9.3% 12.6%
7/ LEE 21.2% 19.5% 21.7% 15.9% 30.5%
ADC 4.0% 5.1% 9.5% 17.8% 17.2%
PLik 1.2% 3.4% 2.9% 3.1% 4.0%
BoF 12.8% 9.3% 2.9% H.6% 3.6%
R A 28 5.6% 11.9% 13.1% 5.6% 0.0%




Oncology Pipeline: Significant Progress and Expansion in 2022

Platform Product candidate Indication (targets) Pre-clinical Phase1 Phase2 Phase 3 Milestones
BNT111 Advanced and R/R melanoma
FixVac BNT112 Prostate cancer I
BNT113 HPV16+ head and neck cancer
BNT116 NSCLC 2L+ I
1L melanoma Data update exp. 1H 2023
. Autogene cevumeran Adjuvant colorectal cancer
‘ 7 o mRNA iNeST (BNT122)! Solid tumors [P
a c cl n e Adjuvant pancreatic ductal adenocarcinoma? ] Data update June 2022 @
Intratumoral immunotherapy SAR441000 (BNT131)  Solid tumors (IL-12sc, IL15-sushi, GM-CSF, IFNa) I
RiboMabs BNT141 Multiple solid tumors (CLDN18.2) ) EPD in Jan. 2022 (/)
BNT142 Multiple solid tumors (CD3xCLDNG6) I
. . BNT151 Multiple solid tumors (optimized IL-2) ]
RiboCytokines BNT152, BNT153 Multiple solid tumors (IL-7, 1L-2) EE—

mMRNATD I F =2 EFEI(IC mRNA-4157 vaccine (V940)
FrLooNIBmE-LTLNS

TSAZ#ZER) & L T=mRNATIX
melanoma TpositiveF fE RN F XK
SnTWDS

2023 ASCO Annual Meeting
Journal of Clinical Oncology 41, no. 17 _suppl (June 10, 2023) LBA9503-LBA9503.



Development of mRNA vaccines for cancer has more than doubled
since 2017 with focus on solid tumors

Exhibit 10: Oncology mRNA vaccines in development by phase and tumor

mRNA vaccines in development by phase mRNA vaccines in development by tumor, 2022
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Global Trends in R&D 2023
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Approaches to
pS53
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a Inhibiting the contact between wild type
p53 and MDM2/MDM4

Inactive p53

l MDM2 |

(Wild type DSID
‘ MDM4 |
RG7112

i | RG7338
ALRN-6924

Wild type p53

Active p53

b Converting mutant to wild type p53

riry

PK7088

c Bispecific antibody target mutant p53

T cell kills
tumor cﬂ

Cancers (Basel). 2023 Jan 9;15(2):429.



Approaches to
MYC
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10058-F4
10074-G5S
Mycro3
K1-Pyr-9
sAIJM589
MYCMi-6
MYCi975
Omomyc
KSI-3716
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MEMEER. BHAMYCT7 3 — A N—DE DI

HEeEEME. BBEMHDOE=OIZ. BEEERIEREICE ST
KEDEEZEL INTET:

Sustaining Evading growth
proliferative signals suppression
i lDeregulati.ng Avoiding immune
cellular energetics destruction
Escaping ‘ ] ; P
| o o Enabling replicative
programmed MYC “ 4"/ immortality
cell death i

Genome instability
and mutation

Tumour promoting
inflammation

Inducing angiogenesis Invasion and metastasis

EBioMedicine. 2022 Jan;75:103756.



Undruggable no more 7
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Japan no more 7
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Emerging biopharma companies originated 70% of new oncology
drugs in 2022 and launched 71% of their own products

Exhibit 33: Companies originating and filing FDA regulatory submissions for oncology NASs and percent of
launches by NAS launch year

25 100%
90%
20 80%
<
< 70%
2 3
<15 - 60%
kS S 50%
o 5
£10 o 40%
o
= o300
()
- £ 20%
10%
0 0%
2013 2014 2015 2016 2017 2018 2019 2020 2021 2022 2013 2014 2015 2016 2017 2018 2019 2020 2021 2022

EBP originated and another company launched

@ :rs originated @ Non-EBP originated
@ £8P originated and launched

Criiwras 1MV A Tactitiita Ane N2

Global Trends in R&D 2023



Emerging biopharma companies are responsible for two-thirds
of the R&D pipeline, with their share continuing to grow

Exhibit 16: Share of Phase | to regulatory submission pipeline by company segment, 2002-2022
100%
90%

80%

- Academic
@ Small
- Mid
- Large
- EBP

70%

60%

50%

40%

30%

20%

10%

0% °
2002 2004 2006 2008 2010 2012 2014 2016 2018 2020 2022

Source: IQVIA Pipeline Intelligence, Dec 2022; IQVIA Institute, Jan 2023.

Global Trends in R&D 2023



CLDN18.2 Targeted treatments

| Reported [ Drugname | Types | CompanyDeveloper | Phase | TralNo. |
v Zolbetuximab, IMAB362 MAB Astellas Pharma Global Development Inc [} NCT03504397, NCT03653507, NCT03505320
v AB011 MAB Carsgen Therapeutics, Ltd. | NCT04400383
v MIL93 MAB Beijing Mabworks Biotech Co., Ltd. | NCT04671875
v TST001 MAB Mabspace Biosciences (Suzhou) Co., Ltd.—Transcenta Therapeutics | NCT04495296, NCT04396821
SPX-101 MAB SparX Biotech(Jiangsu) Co., Ltd. | NCT05231733
LM-102 MAB LaNova Medicines Limited | NCT04735796, NCT05008445
DR30303 MAB Zhejiang Doer Biologics Co., Ltd. | NCT05639153
ZL-121 MAB Zai Biopharmaceutical (Suzhou) Co., Ltd. | NCT05065710
v CT-041 CAR-T Carsgen Therapeutics, Ltd. | NCT04404595, NCT04581473, NCT03159819, NCT03874897
CT-048 CAR-T Carsgen Therapeutics, Ltd. | NCT05393986
LCAR-C18S CAR-T Shanghai Oriental Hospital | NCT04467853
LY011 CAR-T Shanghai Longyao Biotechnology Inc., Ltd. | NCT04966143, NCT04977193
IMC002 CAR-T Suzhou Immunofoco Biotechnology I NCT05472857
LB1908 CAR-T Legend Biotech USA Inc I NCT05539430
HEC-016 CAR-T Shenzhen Fifth People's Hospital I NCT05277987
KD-496 CAR-T KAEDI I NCT05583201
IBI345 CAR-T Innovent Biologics (Suzhou) Co. Ltd. I NCT05199519
ly011 CAR-T Shanghai Longyao Biotechnology Inc., Ltd. I NCT04977193
AMG910 BITE Amgen | (terminated) NCT04260191
ASP2138 BITE Astellas Pharma Global Development Inc | NCT05365581
QLS31905 BITE QLS31905 | NCT05278832
v Q-1802 Bispecific (CLDN-PDL1) QureBio Ltd | NCT04856150
TJ-CD4B Bispecific (CLDN-41BB) I-MAB Biopharma Co., Ltd preclinical -
PT886 Bispecific (CLDN-CD47) Phanes Therapeutics | NCT05482893
TPX-4589/LM-302 ADC Turning Point Therapeutics, Inc.—BMS | NCT05001516
SYSA1801 ADC CSPC ZhongQi Pharmaceutical Technology Co., Ltd.—Elevation Oncology | NCT05009966
v CMG901 ADC Keymed Biosciences Co.Ltd | NCT04805307
RC118 ADC RemeGen Co., Ltd. | NCT04914117, NCT05205850
CP0O102 ADC Conjupro Biotherapeutics, Inc. | NCT05043987
SKB315 ADC Sichuan Kelun Pharmaceutical Research Institute Co., Ltd—MSD | NCT05367635
S0T102 ADC SOTIO Biotech | NCT05525286
BNT141 mRNA-encoded antibody BioNTech 1] NCT04683939

Clinical Trial Gov accessed on Feb 7, 2023




Healthcare policy initiatives
over the last 10 years have
positively impact development
and launch timelines, and
Patient access to innovation

However, proposed pricing
measures and pricing reform

designed to manage
pharmaceutical spend will
potentially impact growth

Source: IQVIA Solutions Japan K.K. Japan Thought Leadership analysis.

C Potential pricing measure changes being discussed )

Expansion in scope of Repricing measures including
Cost Effectiveness Assessment and HTA

Increase in frequency of Repricing measures
including Cost Effectiveness Assessment and HTA

Revision to eligibility criteria for price protection
under “Price Maintenance Premium” syste

Already assumed in IQVIA’s Outlook to 2027 forecast
due to trial implementation in 2021 and 2023

odd-numbered years (in addition to current biennial

@ “Out-of-Cycle” / “Off-Year” NHI Price revisions in
revisions in even-numbered years)

=QVIA

INSTITUTE



Japan is the 2nd largest Asia-Pacific market behind China (and
3rd globally) but with lower top-line growth through 2027
Spending growth in select Asia-Pacific countries 2019—-2027, total market, const US$

Asia-Pacific China Japan India
25%
i 5.5-8.5% 2-5% 7.5-10.5%
15% $108-138Bn $180-210Bn $35-39Bn
0% o P -8 n, it
$71-91Bn
5%
0% v*.-%—.
-5%
S50 South Korea Australia Indonesia Other Asia-Pacific
0
20%
15% 4.5-7.5% 2-5% 3.5-6.5%
$21-25Bn $16-20Bn $9-13Bn
10%
5% VN’-.-.-. \ .) \ -0-0 7-10%
0% $61-81Bn
-5%
o o T VI R P P, O PR R L T o LA e I T o VO T KR T O O NN a0 8 0 A
NI I O O L DLV S NI T R TP TN A P NN L AR VN O NIV VW v Oy
PPPPP RPN PPN PPPPVPPVPAPAD PARPAPAP AP A AN

=@ Spending growth @ 202327 cacrs @ 2027 Spending

Source: IQVIA Market Prognosis, Sep 2022; IQVIA Institute, Nov 2022
Notes: 2019 is included to show the impacts of the pandemic on spending growth. Asia-Pacific excludes China, India and Japan which are shown separately.
Report: The Global Use of Medicines 2023: Outlook to 2027. IQVIA Institute for Human Data Science. January 2023




10

1

12

13

14

15

16

17

18

19
20

*KE
FE
kA
25 2A
127
&KE
ARA Y
5
TSN
A1 F
F—RESU7
RE
A7
AXxTO
TILEVFY
R—32F
YOOTFSEF
AA R
54

3

20164

100.0
27.6
19.2
10.5

7.9
6.9
6.0
5.0
4.7
4.0
3.3
31
2.9
2.4
1.9
1.6
1.6
1.5

1.3
1.3

HARDT

TE
1207
TSN
ARAL Y

vl bl

A142F

A7

EE
F—RESU7

A0
R—32F
YOOFSE7F
R)L¥—

| Ve
TFILEVFY

20214

(from IQVIA the Global Use of Medicines 2022 OUTLOOK to 2026)

100.0
29.2
14.7
111

7.2
6.3
6.3
55
51
4.7
4.3
3.2
3.2
25
2.1
1.6
1.5
1.5

1.4
1.3

TG RRITIRT-E=

{3

KE
hE
kA
B
25 2A
TSN
BE
1207
A12F
ARA Y
5
A7
EE
A¥T0
| M|
F—RESU7
FILEVFY
R—32F
YOOF7SE7F
R)L¥—

20264 F Al

100.0
29.3
12.3
11.9

7.1
7.0
6.8
6.2
5.6
5.0
4.8
41
3.3
25
2.4
2.4
1.8
1.6

1.6
15



MM AFIDFFEIAR (X IEHEE

m  Time from first patent filing and U.S. launch for novel active substances (NASs), 2012-2021
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(from IQVIA institute Global Oncology Trends 2022)
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The outlook for next-generation biotherapeutics in oncology
includes significantly uncertain clinical and commercial success

Exhibit 55: Cell, gene and RNA therapeutics

60
Competing with ADCs,
50 immuno-oncologics and other
treatments, with wide range of
& potential clinical and
§ 40 commercial outcomes
g
o 30
c
v
§' 20 First therapies were launched in
.g 2010 but had less than $1Bn
IG] total spending until 2020
10
0N\_8®

2018 2019 2020 2021 2022 2023 2024 2025 2026 2027
[ Range of scenarios =@®=— Base case

Source: Company Financials, IQVIA Institute, Apr 2023.

(from IQVIA institute Global Oncology Trends 2022)



The next-generation biotherapeutic pipeline is focused on cell
therapies, particularly CAR T in hematological cancers

Exhibit 8: Oncology next-generation biotherapeutics Phase I to regulatory submission by mechanism, 2013-2022

Hematological cancers Solid tumors
160 120
140 === (Cell thera
100 by
120 emme CAR T-cell and
NK cell therapy
80
100 = RNA therapeutics
80 60 e=ms RNA/DNA vaccine
60 e Gene editing and
40 gene therapy
40 === Other
20 20
—
0 o\
AP I I O SR e 4 O a0 o N O D G
DR S S S S S S S Sl DR S S S S S S S Sl

(from IQVIA institute Global Oncology Trends 2022)



Teijin’s CDO located in Kashiwanoha platform:
€ Kashiwanoha is One of the bio-clusters invested by Japan Cabinet Office

Greater Tokyo Bio-community (GTB) Kashiwanoha platform, Bio-cluster area
Kashiwanoha is one of the components of GTB, which is invested Teijin CDO is co-located with “National Cancer Center”, which is one of
by Japan Cabinet Office as innovation platforms the biggest and leading medical institutes of oncology
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Kashiwanoha Regenerative Medicine Platform (RMPF): Overview

Teijin CDMO

* Product development, clinical supply
~ * Supports for commercialization

Patients, Hospitals

CROs,

i - Pharma
Analytical vendors* Join Join

Seeds from
Academia/Biotech

o
]

i,

Commercialization Regenerative Medicine
Market

=

Innovative Treatments

Join/Collaboration

=

Hospitals, Join
Medical Institutes

Join Venture Capitals

0

({

(

Ii}(@@

.~ . * Medical supports as KOLs
- =
“_ u = * Initiation of clinical researches/trials

Teijin/J-TEC (as CDMO): Manufacturing from process development to commercialization as a pioneer
National Cancer Center (as Clinical facilitator):  Clinical supports and consultations based on the cutting-edge oncology research
Mitsui-Fudousan (as Coordinator): Activation of the community to promote innovation

* H.U. group holdings/H.U. Cells (under H.U. group): Start “Supporting of development in Regenerative Medicine -services related to quality tests-” in collaboration with
National Cancer Center at Kashiwanoha https://www.hugp.com/resources/file/pdf/20220921%20News_final%20%20kk.pdf (Japanese only)
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Emerging biopharma drug development is rising rapidly,
particularly in China, whose share now exceeds that of Europe

Exhibit 17: Number of drugs and country share of emerging biopharma pipeline Phase | to regulatory
submission based on company headquarter location, 2007-2022
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