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Recycling endosome
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Modified from: Torti, S. V. et al., Nat Rev Cancer, 2013
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Type of cancer
Non-small-cell lung cancer

Breast cancer

Renal cell carcinoma
Hepatocellular cancer

Oesophageal, stomach, aerodigestive
and gastric cancer

Colorectal cancer

Prostate cancer

Haematological cancers (leukaemias,
lymphomas and myeloma)

Melanoma

Pancreatic cancer

Bladder cancer

B Z DN ARE(CERE DBEEIENMFIE

Type of evidence
Cell culture, animal models and epidemiological

Cell culture, animal models, human tissue
studies and epidemiological

Cell culture and animal models
Cell culture, animal models and epidemiological

Human tissue studies, animal models and
epidemiological

Cell culture, human tissue studies, animal
models and epidemiological

Cell culture and epidemiclogical

Cell culture, animal models, epidemiological
and clinical case study

Cell culture and animal model
Cell culture, animal models and clinical trial

Cell culture

Torti, S. V. et al., Nat Rev Cancer, 2013
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e TFRC MRNA(-)
= TFRC mRNA(+)

Survival after surgery of ESCC patients:
Wada et al., Ann. Surg. Oncol., 2006

I I 1 1 1 ]
10 20 30 40 50 60
At risk Period (mo)

TfR1 = CD71: Transferrin receptor 1, Ki-67: One of the cell growth
marker protein, ESCC: Esophageal squamous cell carcinoma
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1. Esophageal squamous cell carcinoma
2. Patient-derived xenograft; ESCC PDX tumors were obtained from In-Vivo Science Inc.
3. EGFRPFEEDOEWERELTHISNTWLD
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Modified from: Immunity, Volume 39, Issue 1, 2013, 1-10
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healthy

J Ophthalmol.
2015;2015:820605.

Photoreceptors
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RPE cells
Bruch’s mb =

Sclera
Choroid

Choroid-

Fluid accumulation Neo-
and vascular leakage vascularisation

Photoreceptors 1

retinal artery RPE cells -:

*1: neovascular Age-related Macular Degeneration G Bruch’s mb =
*2: Vascular endothelial Growth Factor, INE A HHABIESEXF Vitreous Choroid

B RTEEE - MVEGFREROHF4E5Y
REEIEDNFEVAEEDL Y. IFREENRISEITIED
LD EINTVSD

Lancet 2012; 379: 1728-38
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Healthy volunteers in cohorts 1 and 2

Safety and tolerability (TEAES) | Inclusioncriteria |

Cohort 1 @ < >, S .
Single dose 1. 1< . Follow-up period | Other objectives Age 2 20 to < 50 years

*  Visual acuity > 20/20

Tivozanib Primary objective

eye drops

HVs <€ > *  Pharmacokinetics : o
Plaécebo (Serum tivozanib Concentration)
eye ;drops * Exploratory efficacy (CST, BCVA) * Current illness requiring treatment
: 7 : Current or history of dry eye

Da;y 1 Day 23

: Patients with nAMD* in cohort 3
Cohort 2 Tivozanib eye drops, tid, 21 days >
1: 1< |

Multiple doses FoIIow-up period

HVs Placebo eye drops, tid, 21 days > * CST = 300 pm
; : *  BCVA score > 23 letters

Follow-up period * Glaucoma, ischemic optic neuropathy,
Cohort 3 Tivozanib eye drops, tid, 21 days <€ > retinitis pigmentosa
Multiple doses ! |

nAMD patients 4
Day 1 Day 22 Day 43

* Both treatment-naive and previously anti-VEGF
treated patients were enrolled.

BCVA: best corrected visual acuity; CST: central subfield thickness;
HVs: healthy volunteers; R: randomization; TEAE: treatment-emergent adverse event; tid: three times a day.

23 © Kyowa Kirin Co., Ltd.
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Cohort 1, HVs

Step 2: 1.0 w/v%, 1 drop
Japanese, with NLO

Step 3: 1.0 w/v%, 2 drops
Japanese, with NLO

Step 4: 1.0 w/v%, 2 drops
White, with NLO

Step 5: 2.0 w/v%, 1 drop
Japanese, with NLO

© Kyowa Kirin Co., Ltd.
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Cohort 2, HVs

Step 2: 1.0 w/v%, 1 drop
Japanese, with NLO

Step 3: 1.0 w/v%, 2 drops
Japanese, with NLO

Step 4: 1.0 w/v%, 2 drops

Japanese, without NLO

Step 5: 1.0 w/v%, 2 drops
White, with NLO

Step 6: 2.0 w/v%, 1 drop
Japanese, with NLO

} Cohort 3, nAMD patients

Step 1: 0.5 w/v%, 1 drop
Japanese, with NLO

Step 2: 1.0 w/v%, 1 drop

Japanese, with NLO

Step 3: 1.0 w/v%, 2 drops
Japanese, with NLO

B Steps for those without NLO

I Steps for white subjects
I Steps for 2.0 w/v% formulation

NLO: nasolacrimal duct occlusion or
eyelid closure
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Tivozanib (tid), HVs Tivozanib (tid), nAMD patients

Step 1 Step 2 Step 3 Step 4 Step 5 Step 6 Step 1 Step 2 Step 3

. Jpn Jpn Jpn Jpn White Jpn Jpn Jpn Jpn nAMD
Any TEAE or ocular AE in the study eye with* with* with* without" with* with* with® it with* patients
0.5w/v% [ 1.0w/v% | 1.0w/v% | 1.0w/v% | 1.0 w/v% | 2.0 w/v% 0.5w/v% | 1.0 w/v% | 1.0 w/v% Total
1 drop 1 drop 2 drops 2 drops 2 drops 1 drop 1 drop 1 drop 2 drops (n = 28)
(n =6) (n =6) (n =6) (n =6) (n =6) (n =6) (n=7) (n=10) | (n=11)

Any TEAE, n (%) 2 (16.7) 3 (50.00 4 (66.7) 6 (100.0) 6 (100.0) 4 (66.7) 5 (83.3) 28 (77.8) 3 (429) 4 (40.0) 5 (45.5) 12 (42.9)
Death, other serious,

or other significant 0 0 0 0 0 0 0 0 0 0 0 0

Eye disorders, n (%) 1 (83) 2 (333) 4 (66.7) 2 (333) 6 (100.0) 3 (50.0)0 5 (83.3) 22 (61.1) 1 (14.3) 4 (40.0) 3 (27.3) 8 (28.6)
Punctate keratitis 1 (83) 2 (333) 2 (33.3) 1 (16.7) 6 (100.0) 3 (50.0) 3 (50.0) 17 (47.2) 0 1 (10.0) 3 (27.3) 4 (14.3)
Eye irritation 0 0 3 (50.0) 1 (16.7) 4 (66.7) 1 (16.7) 3 (50.0) 12 (33.3) 0 2 (20.00 O 2 (7.1
Foreign body sensation in eyes 0 0 0 0 1 (16.7) 0 1 (16.7) 2 (56) 0 0 0 0
Vision blurred 0 0 0 0 1 (16.7) 0 0 1 (2.8) o0 0 0 0
Eye pruritus 0 0 0 0 0 1 (16.7) O 1 (28) o0 0 0 0
Eye pain 0 0 0 0 0 0 0 0 0 1 (10.0) © 1 (3.6)
Lacrimation increased 0 0 0 0 0 0 0 0 0 1 (10.0)0 O 1 (3.6)
Pinguecula 0 0 0 0 0 0 0 0 1 (143) 0 0 1  (3.6)
Swelling of eyelid 0 0 0 0 0 0 0 0 0 1 (10.0) O 1  (3.6)

TEAE: any adverse event (AE) that occurred or worsened in the period between the first administration of the study drug and the end of the study; death: any AE with an outcome of ‘fatal’; other serious: serious AEs other
than death; other significant: non-serious AEs leading to withdrawal of the investigational product. *With nasolacrimal duct occlusion or eyelid closure. T Without nasolacrimal duct occlusion or eyelid closure. Jpn: Japanese.

AERFPE(CORNDEERBEFE RPN, HVsENAMDERBASAB TOREE REFERHSNABN O

25 © Kyowa Kirin Co., Ltd.



JsyYowaKIRIN

Ph1stE® mMisPEWIRE

Cohort 2, HVs" * Healthy volunteers Cohort 3, nAMD patients
+— Step 1 —e— Step 4 —o— Step 1
4 —#+— Step 2 —e— Step 5 A —+— Step 2
1005 I —— Step 3 —e— Step 6 1005 —— Step 3
c ] I I Mean + SD = . Mean + SD
e T O .
B " B
E i ! =
8 104 I A 8 103
S . S .
o< - ! o= A
sf 8¢ 2 E ]
c O ' c o
3 ™ SE ]
H 1E$ S 1
5 7 E
> my 3 =
7)) . 7)) -
0.14 0.1
Day1 Day 8 Day 16 Day 22 Day 43 Day1 Day8 Day 15 Day 22 Day 43

tivozanib®O¥H MEEE (FASAFH (CIE D
HVsENAMDEESA CIDEREYIEE (CEEE R ZE(IERHSN NI
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PERREMZiE (Diabetic Macular Edema, DME)
¢ Ph2 & DERFRERERRA A
B ERRERAEOSHIELL T, S IEICIDEDE KRl
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e . — “ sl2 < < — < u.ac.jp/patient/question/index3.html
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KHK4951 Ph25H{BR £

sUBRSREE - (@7580) B CKE. SN, BE
T FE - (@7AHLH) 20264FQ1

HERES M (FE)

nAMD 180% DME 1504

FEFMIAR

ETDRS*RAORICLDBIE UL EREFEIER TI(BCVA) DR =51 1515 F LU _EiRd

Intervention/Treatment

* Drug: KHK4951

Experimental: Arm B KHK4951 eye drop for 44(nAMD)/36(DME) weeks until end of the trial
KHK4951 Middle dose

Participant Group/Arm

Experimental: Arm A
KHK4951 High dose

« Drug: Aflibercept Injection

Experimental: Arm C Intravitreal injection (IVT) of aflibercept will be given as specified in the protocol
KHK4951 Low dose

1. Clinical Trials.gov ID: NCT06116890 (nAMD), NCT06116916 (DME); jRCTEGARIAFTEMETEIZES: jRCT2031230401 (nAMD), jRCT2031230400
(DME); 2. Early Treatment Diabetic Retinopathy Study

29 © Kyowa Kirin Co., Ltd.
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® KHK4951 (PhizBafER. Ph2iEritE)
® HSC-GT (Orchard Therapeuticsit)
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E-[m-ﬁ’%m Hﬂiﬁ{ﬁ;iﬁ,ﬁ ( H SC-GT*) *Hematopoietic Stem Cell Gene Therapy
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Literature references: Alessia Capotondo, Rita Milazzo, Letterio Salvatore Politi, Angelo Quattrini, Alessio Palini, Tiziana Plati, Stefania Merella, Alessandro Nonis, Clelia di
Serio, Eugenio Montini, Luigi Naldini, and Alessandra Biffi, PNAS September 11, 2012 109 (37) 15018-15023; https://doi.org/10.1073/pnas.1205858109; Tissue macrophages:

heterogeneity and functions, Siamon Gordon and Annette Pliiddemann, BMC Biology 2017 15:53, 29 June 2017
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Orchard Therapeutics Supply Chain

i, §

Lentiviral Vector
Manufacturing

¢
==

o
r Isolate HSPCs <—

Genetically
modify HSPCs
with lentiviral
vector

Manufacture
gene-specific
lentiviral vector

Cryopreserve

'—} and certify

HSPC product

© Kyowa Kirin Co., Ltd.

Drug Product Manufacturing (Cell Processing)

@ Local Treatment of Patient

Transport Collect cells from
cells to blood or ’
manufacturing bone Marrow
facility
Transport %
cryopreserved ’ I ’ Thaw and
product to Condlt;onlng infuse product
hospital

: Orchard Therapeutics plc ER%
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Potential to Treat Multi-System Neurometabolic Diseases via Cross-Correction
\

‘ ‘ Blood vessels
D). 3
D Gene modified HSCs ‘ S ‘

Migration across blood-brain barrier

- ¢ g JC ¢ ¢ JC ¢ I JC JC ¢ JC

Distribution throughout brain Blood-brain barrier

.............
.
.
.
.

Supraphysiological ."A

Gene modified microglia
cell expresses enzyme

Defective neuron

i Enzyme uptake by neuronal cells
Engraftment in CNS as to potentially correct underlying
microglial-like cells genetic cause of disease

: Orchard Therapeutics plc ¥ER%
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Libmeldy® (OTL-200, atidarsagene autotemcel)

FLFREI AT/ — (Metachromatic Leukodystrophy, MLD)

o HIFEMHDELRMEFIRHIRRIERE ‘

o EENHAELRAIMAN SUEN OREEMICEDNS KErDAERy  TOAEEEREE PR
o HEEAITIFIENSSETIET !

Ref.) Orchard Therapeutics plc, Q2 2023 Financial Results and Webcast
https://ir.orchard-tx.com/static-files/9fed8b65-2fd9-491a-97c0-69bf6595c0c3

Severe Motor Impairment Free Survival (sMFS)

Interval from birth to first occurrence GMFC-MLD 2 5
(no locomotion and unable to sit) or death

. . . L - . . MLD Represents a Significant Annual Global Market Opportunity
Treatment with OTL-200 resulted in statistically significant and clinically meaningful improvement

in SMFS in the PSLI (p<0.001), PSEJ (p=0.042) and ESEJ (p<0.001) MLD subgroups compared to
disease natural history.

Pre-Symptomatic Late Infantile Incidence of Incidence of Incidence of
(PsL1) Pre-Symptomatic Early Juvenile (PSEJ) Early-Symptomatic Early Juvenile (ESEJ) 1:100,000" sl e
o i bt b

¢ 80 E
E; 60 ‘g 60 = Arsa-cel
H o — NHx
£, 5. O Censored
‘g. E pe0.042 Potential annual market opportunity for Libmeldy across all patient segments assuming an average
& ta per patient net price of $2.5M and universal newborn screening?
° 0 1 2 a4 3 8 7 8 9 10 11 12 13 14 o 0 1 2 3 4 5 [3 7 B8 L] 0 1 12 0 1 2 3 4 5 6 7 8 9 101112 13 14 15 16 17 18 19 20 & .
s st Chmnulag\ca\ Age {\’ears) Wolmtacs s Chronological Age (Years) P Cmonnloglulme (Yurs) @l‘shrard
sacel B i i 1B 8 . , saca 8 T e 4 4 4 2 2 1 1 o e 1 ' ot o7 o7
W& 2 2 27 6 2 0 0 0 0 0 0 0 0 0 o W ozomom o8 ot oo 8 4 1 1 0 o NME 2121201818 T2 6 4 1 1 000 300000 0
OTL-200 100% 87.5% 80%
. o o - BESALNELOOTIIEA 25075 )b
o 2% 2%
- BEIZETOIERCRIV-Z2 T h'a]Ee
. ; ; I=PAN
Data presented at the at the Society for the Study of Inborn Errors of Metabolism (SSIEM) Annual Symposium 2023, August 2023 t'ﬂi}lbti’/ﬁ @?A_C@to X/ t\zé uTbKlemeldy@J@EFEﬁ;uJ:,u

1. van Rappard DF, Boelens JJ, Wolf NI. Metachromatic leukodystrophy: disease spectrum and approaches for treatment. Best Pract Res Clin Endocrinol Metab 2015; 29: 261-73.
2. The sale price of Libmeldy® will vary from jurisdiction to jurisdiction and could vary for a variety of reasons, some of which are outside of the company's control. The net price utilized
on this slide is for illustrative purposes only and is not an estimate or prediction of the average net price of Libmeldy® globally.

© Kyowa Kirin Co., Ltd. 34
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HAFEINAIS54/4>: OTL-203, OTL-201

OTL-203

B RIRDE - AJSHEREIRY (Hurlerd®)
o R4, k. BIRRETE L DELREICRZ &% N F I R R R

o FIEXRIFHEFORANCIA ; KEZSOULKDOH OB T
AEIRZI) - WS

B IRTEDORAT—HR

® NEJMICTPoCiHERDH
RS SR FHER

® 2023 FHHRICEMRIIL
sIUBRZ B0 T 1E

& 3

Cognitive Age-Equivalent Performance (Months)

-
=

10 0 30 40 50 BD
Chronological Age (Months)

—— MFSIHIN —a— MPSIHKZ —&— MPSIHIO3 —a— MPSIHDOL —a— MFSIHOM:

o— MPSIHIGE —e— MPSIHOOT —a— MPSIHOOS Avarape +[- 1 Narmal &0

Interim Proof-of-Concept (PoC) Study

Results Published in NEJM

© Kyowa Kirin Co., Ltd.

Neuropsychological Tests over Time

Cognitive Age-Equivalent Score (Overall)

OTL-201

B SRIEE - AJSHEGEINAR
o ANSURFEDEIECLZEEDIARMIRIEEL £ SRR

® IRNSFEENMELL. RAMEEEDR T TEIESE. $EEDTK
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m IRFEOAT—H9X
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Developmental Age Equivalent?2

MPSIIIA natural
« history (Shapiro
et al. 2016)
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1. Engl J Med 2021; 385:1929-1940 DOI: 10.1056/NEJM0a2106596; 2. https://ir.orchard-tx.com/static-files/4a972fea-c025-452e-83d6-5a79f0776046 35
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BmHFU> Orchard Therapeutics
NAAEZER, FAEESORRFIRCHIBEPI AR - BEUCHI M T aROERLRARE KR
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B EBEIANDITERNMI{EREA DK 1. S EE T A
“One-time treatment in life”MIB3K
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KHK4951
(tivozanibsiR) m 2 O 24 a n d

REGULGENT™
Q [ inli (A RN TAYIIIE) beyond!

POTELIGED rocatinlimab }
(mogamulizumab) (AMG 451/KHK4083) TJOUZ@)HB’E*'JFH b’:.:
<> Fa senra =IRFLS7IO0-F
(benralizumab)
\ - Orchard#t HSC-GT
® ® RYSVITA
POTELLIEENT ,/ A OTL-200 (Libmeldy®) ~ OTL-203  OTL-201
set MR Bl

BMFURBEKERMESSIALDEKEADTZHIC
St#ELife-changing i fiifiez ki CEBIHKUET
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