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' Bobby Gaspar — the CEO of Orchard Therapeutics plc

Mrchard

therapeutics

A Kyowa Kirin Company

MBobby Gaspar, M.D., Ph.D.

® Co-founder and chief executive officer of Orchard Therapeutics
® Studied medicine and surgery at Kings College in London
® Completed Ph.D. at the UCL Great Ormond Street Institute of Child Health
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Imagine

Limitless
Possibilities

8 April 2024

Bobby Gaspar, M.D., Ph.D.
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We aspire to end the devastation caused by
genetic and other severe diseases through the
curative potential of HSC gene therapy.




Orchard Therapeutics: A global gene therapy leader

@ Our Global Established
footprint: presence in:
Approach
Our approach harnesses the unique * France
power of a patient’s own genetically + Germany
modified HSCs, ~170 . ltaly
o Employees + Netherlands
with a one-time + Sweden
Global headquarters » Switzerland

treatment.
o London

U.S. headquarters
Boston

We are focused on treating severe

—_— T . &

genetic disorders o . | A LA
and current 101 Seaport Blvd 245 Hammersmith Road
U.S. headquarters Office, laboratories and global HQ

treatment options are limited or do not

exist. rc h d I'd
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xStrategic long-term growth and value creation with
expansion into larger indications

A

Mid-long
Execute and deliver term
on rare disease
portfolio

VALUE

Continue to build out
capabilities in HSC gene :
therapy across regulatory, Near-mid

manufacturing, term
commercialization and access

TIME
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HSC gene therapy enables delivery of gene-corrected cells
to multiple organ systems

Osteoclasts

HSC Viral Vector Microglia
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'Autologous ex vivo gene therapy approach

Blood cell collection:

Blood hematopoietic stem and
progenitor cells (HSPCs) are taken
from the patient via leukapheresis

Genetically-modified cells @
are given back to the patient :
intravenously 9@

Conditioning: —
The patient is given =

conditioning to - e
“make space” for the

Administration: : @Eg
)

O o %

@

Patient can return home

HSPC selection and

purification:
0 e HSPCs, identified by the

CD34+ cell surface marker,
00 are selected and purified by
magnetic bead selection

- Transduction:
: = ™~ HSPCs are genetically-modified
Cryopreserved genetically- 4 @ Y . “ o
modified HSPCs: } ) 2 :‘“ e O.UtSIde of the bOdy ( ex VIVO ’)
Drug product is certified that it | ? via exposure to a lentiviral vector

meets manufacturing standards : : j;fi" carrying a functional copy of
and sterility N\~ A~ V4 the gene

Lentiviral vector carrying a
copy of the functional gene

12

genetically-modified
cells

Patient returns to center
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”Advancing a pipeline to address serious genetic diseases

Preclinical Clinical proof of concept Registrational trial Commercialization

Neurometabolic/Neurodegenerative Disorders

Lenmeldy” / Libmeldy® (atidarsagene autotemcel) Early-onset MLD Approved in the U.S. and EU*

OTL-201 MPS-IA

OTL-204 FTD

Immunological Disorders

OTL-104 CROHN’S

*Lenmeldy™ is approved in the U.S. for the treatment of children with pre-symptomatic late infantile, pre-symptomatic early juvenile, or early symptomatic early juvenile
metachromatic leukodystrophy (MLD). Libmeldy® is approved in the European Union, UK, Iceland, Switzerland, Liechtenstein and Norway.
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Strong operational execution already in 2024

BLA approval by
FDA for

Lenmeldy in
early-onset MLD

Built U.S. field
team to set the
stage for
successful
execution of the
launch

MLD patients
identified for
treatment driving
significant
revenue growth

Beneluxa
reimbursement
agreement
expanded
Libmeldy market
in Europe
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Lenmeldy™ / Libmeldy® (MLD): Potential significant clinical
benefit for a devastating genetic disease

Severe Motor Impairment Free Survival (sMFS)

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

Treatment with OTL-200 resulted in statistically significant and clinically meaningful improvement in sSMFS in the PSLI
(p<0.001), PSEJ (p=0.042) and ESEJ (p<0.001) MLD subgroups compared to disease natural history.
A - 111 —‘—|—|—‘—&- ACC - N
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. * Rapid and irreversible loss of motor
Disease and cognitive function OTL-200 100% 87.5% 80%
Snapshot : NH 9 11.29 11.29
P * Inits most severe form, most x 0% % %
children pass away within five
years of symptom onset! , ‘ ,
Data presented at the at the Society for the Study of Inborn Errors of Metabolism (SSIEM) Annual Symposium 2023, August 2023
| 1. van Rappard DF, Boelens JJ, Wolf NI. Metachromatic leukodystrophy: disease spectrum and approaches for ‘E rCha rd

treatment. Best Pract Res Clin Endocrinol Metab 2015: 29: 261-73. therapeutics’



“All 7 surviving PSEJ patients maintained the ability to walk
with normal performance for age (GMFC-MLD Level 0)

Untreated NHXx sibling Treated Child

GMFC-MLD Level 6 GMFC-MLD Level 0
3 years post-onset 8 years post-GT

8 years of age 12 years of age I' chard
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Pioneering Commercial Operations Leading to Sustainability

Secured for all eligible MLD children

UK Italy Germany Sweden Ireland

()8 ()

Finland Norway Netherlands Belgium

= ESO

Early access program: AP2
granted and renewed (France)

Treatment abroad: Named
patient program in the Middle
East established (Saudi Arabia)

Cross border: European
pathway (S2) leveraged in
multiple CEE countries

Europe & Middle East 2022 2023 (1H) Total

[ Leads. || o8 [ sa || 152 |
" commeaio | ERET T IEE
ENTCTOEE - s ||

Patients treated across
all six qualified treatment
centers in Europe

Landmark agreements
secured in a dozen
European countries for
all eligible MLD children

Alternative pathways for
reimbursement
successfully utilized

Focus on lead
generation, disease
awareness and
diagnosis
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OTL-203 (MPS-IH): Disease background & NEJM interim
proof-of-concept results

Disease snapshot

Before gene therapy

=
[
g

| &

Multisystemic
neurometabolic condition
affecting cognition, growth
and skeletal function

Current standard of care:
HSCT and/or ERT as a
bridging or chronic therapy

~1:100,000 live births; NBS
established in some
geographies, including U.S.

Pivotal trial initiated

* Randomized controlled trial vs. HSCT
(standard of care)

* 40 patients

« 2-year primary analysis

» Composite endpoint

« Initial six sites to be activated globally

Caognitive Age-Equivalent Performance {Months)

a— MPSIHOO0S

SD = Standard Deviation; IQ(C) = Intelligence Quotient (Cognition);

7 | Engl J Med 2021; 385:1929-1940 DOI: 10.1056/NEJMo0a2106596

-
(=]

—a— MPSIHI —— MPSIHR2
—a— MPSIHNOT

Neuropsychological Tests over Time
Cognitive Age-Equivalent Score (Overall)

20

a0 40 50
Chronological Age (Months)

MPSIH003
—a— MPSIHOOS

—e— MFSIHDO:
Average

—a— NIFSIHODE
+- 1 Normal 50

Interim Proof-of-Concept (PoC) Study Results

Published in NEJM
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OTL-201 (MPS-IlIIA): A progressive and devastating disease
with no approved treatment options

Disease snapshot Early Neurocognitive Outcomes

* Sanfilippo syndrome type A; « Change in cognitive function Pre-treatment Post-GT Treatment
pathogenic variants in SGSH (age equivalent scores) against Cfl ) (€T S
e natural history of MPSIIIA

* Accumulation of substrate - Change in patient behavior,
IEREGE ST [EE0 T U2 patient QoL and daily living

severe CNS degeneration w/ o ,
SErTE e e e « Early follow-up in trial patients:
» Gain of skills in line with
development of normal

children in 4 out of 5 pts.

+ Severe phenotype
development slows from 3
years of age, followed by

cognitive decline, » Developmental gains not

behavioural disturbances, seen in untreated MPS-

loss of skills and eventual llIA, e.g. acquisition of

death speech, continence and
 No successful treatment complex play

options * Longer follow up ongoing
* Incidence: ~1in 100,000 live to assess safety and

Ditthe efficacy outcomes

SD = Standard Deviation; IQ(C) = Intelligence Quotient (Cognition);

18 | £ngl J Med 2021; 385:1929-1940 DOI: 10.1056/NEJMoa2106596




Success in MLD provides roadmap, common infrastructure
for next-in-line neurometabolic and CNS programmes

’ Other LSDs
o> g o>
\ GRN-FTD

Approved in Europe and U.S.

pr—

Regulatory Supply Chain

PLATFORM _ |
SYNERGIES Manufacturing Treatment Sites

Distribution Referral Networks

- ®rchard
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Compelling fundamentals driving near-term value creation and long-
term growth

Commercial Diagnostics and Future Potential Manufacturing and Other
Model Newborn Screening Regulatory Approvals Distribution Applications

Establish scalable Leverage success in Implement a sustainable Advance scientific
. Develop markets .
business and growth rare diseases process platform

All based on a de-risked HSC GT scientific and clinical platform

®rchard
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The world’s leading gene therapy company
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J HSC-GT S5t

B Libmeldy®/Lenmeldy™ BRM - KRET DERBILX
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* Newborn screening, ¥4/ 20—
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