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The list price for commercially approved gene
therapies is economically justified based on value to
the patient

Not to mention the non-economic value

But they do limit access



Three Drivers of Cost

1. Fixed costs
* Pre-Clinical Development (may or may not be baked in to cost)
* Clinical development
e CMC development
 Regulatory
* People
2. Marginal costs
* Clinical manufacturing costs of drug
* People
3. Mark-up
 Pharma/Biotech vs PBC vs Non-Profit



Potential Solutions to Each

1. Fixed costs
 Regulatory innovation

* Industrialization
» We have supercomputers in our pockets (sometimes more than one)
not because we make them locally but because manufacturing has
been industrialized
» Centralized quality systems will be cheaper than bespoke quality
systems
» And we are awesome at logistics (aka Amazon)

 Platforms (“Alone we are rare, together we are strong”)
» Unit cost decreases with volume increases

NO MIS E

* Lean entities o
. speed e
2. Marginal costs
* |Industrialization Atul Gawande, “No Mistakes”
* Lean entities New Yorker 1998
3. Mark-up

 Can lower but not eliminate by business models that are not

"echarohaolder vialiie” drivven compnanioac



Why is speed and the PRV important?
(my use of Anthropic)

Net Present Value (NPV) Analysis: Priority Review Voucher
(per S100M Future Value)

Impact of Development Speed and Discount Rate

Time to Market 5% Discount Rate 10% Discount Rate 15% Discount Rate
5 years $78.4M $62.1M $49.7M
10 years $61.4M $38.6M $24.7M

15 years $48.1M $23.9M $12.3M



When we solve cost, the business model for genetic
therapies for rare diseases will be even more
challenging

For one-time therapies, the business model switches from prevalence to incidence
(Different revenue stream than for a disease modifying therapy given for a lifetime)

To paraphrase “Biotechs don’t even get out of bed in the morning if the revenue isn’t at
least $200,000,000 a year and Pharma doesn’t for less than $1,000,000,000”

And if the costs are reduced by 90%, the mark-up is reduced by 90%



What is ASGCT doing

1. A key pillar of the Strategic Plan of ASGCT (https://www.asgct.org/about-
asgct/leadership-staff/strategic-plan)

Advocate:

Represent the entire field of cell and gene therapy, expanding access for
patients to therapies that are safe and effective.

ASGCT will serve as the collective voice of its members and the CGT field with
lawmakers, policymakers, and others, promoting its interests and policy
positions. The Society will advocate to maximize access, ensure safety, and
foster a regulatory environment that supports clinical translation of CGT.

* Bring together the silos (“Alone we are rare, together we are strong” applies
to organizations with shared missions)

2. CGT Exchange: A marketplace of shelved therapies
3. Manufacturing consortium: To provide low-cost manufacturing for rare diseases
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Befo re Gene Thera py Credit Good News Network

A Global Health Priority

Fatal ultra-rare pediatric disease with
inadequate current solutions affecting
100+ infants globally each year

Proven clinical pathway with new
regulatory frameworks specifically
enabling ultra-rare disease innovation

- ADA-SCID patients have no functional immune system

- Common infections can be fatal, and patients require isolation from family and friends

- The current treatment of biweekly ADA injections are lifelong, only temper the
disease, and fail to achieve complete lymphocyte reconstitution*

- A one-time gene therapy restored complete immune function and no longer
required enzyme replacement for 10+ years and counting

13
Q * https://doi.org/10.1182/blood.2022016196



ADA-SCID: The Case for a Cure

62+ patients treated in a
Phase I/l trial.

100% Overall Survival

95% Event Free Survival
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Figure 2. Kaplan—Meier Curves for Event-free Survival.

Event-free survival was defined as survival free from rescue allogeneic hematopoietic stem-cell transplantation, re-
initiation of enzyme-replacement therapy, or receipt of additional gene therapy. Tick marks indicate censored data.

For full clinical results and benefits of therapy, see: 14
Kohn et. al 2021 (DOI: 10.1056/NEJMoa2027675)
Booth and Masiuk et al 2025 (DOI: 10.1056/NEIMoa2502754)
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A Median VCN in Granulocytes
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Figure 3. Median Vector Gene Marking in Granulocytes and Peripheral-Blood Mononuclear Cells.

Shown is the median vector copy number (VCN) in granulocytes (Panel A) and peripheral-blood mononuclear cells
(Panel B) from the first follow-up after infusion of the drug product (month 3) to the latest follow-up. I bars indicate
standard errors.

For full clinical results and benefits of therapy, see: 15
Kohn et. al 2021 (DOI: 10.1056/NEJMoa2027675)
Booth and Masiuk et al 2025 (DOI: 10.1056/NEIMoa2502754)



Complete T-cell, B-cell, and NK-
cell recovery maintained through
10+ years
97% achieved immunoglobulin
independence with functional
antibody production
All patients discontinued enzyme
replacement therapy and ADA
activity maintained at normal
levels (data not shown)
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A CD3+ T-Cell Counts
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Figure 4. Median CD3+ T-Cell and CD19+ B-Cell Counts.

The median absolute CD3+ T-cell counts (Panel A) and CD19+ B-cell counts (Panel B) are shown as determined by
flow cytometry from the first follow-up after infusion of the drug product (month 3) to the latest follow-up. Dotted
lines represent the median normal lymphocyte subset count for ages of patients included in this study. I bars indi-
cate standard errors.

For full clinical results and benefits of therapy, see:

Kohn et. al 2021 (DOI: 10.1056/NEJMoa2027675)

16

Booth and Masiuk et al 2025 (DOI: 10.1056/NEIMoa2502754)
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Despite strong efficacy and safety in the clinic, the ADA-SCID gene therapy was shelved in

National Organization
for Rare Disorders

2021 before market authorization

2021
2016 ADA-SCID program 2022
ADA-SCID program licensed from dls'contmued ADA-SCID
UCLA to large biotech company following corporate program
consolidation UCLA

‘ portfolio returned back to

| |
2009-2013 2013 - 2018 ¢ e

ADA-SCID program begins

ADA-SCID program conducts its

its pre-clinical development Phase I/Il clinical trial

? 7



abandons promising gene
therapy for rare immune disorder

Pharma drops gene therapy
program for AAV

drops cell therapy

winding down in Europe,

program, braces for layoffs after withdraws another rare disease gene

therapy

Drops Development of DMD Gene Therapy drops lead gene therapy

Fordadistrogene Movaparvovec

lays off 25% as

THLEL O EICL I ELERG ETETIEIR ELCE- Disease Gene Therapy;

Dropping Batten

back seat

drops Huntington's gene LGlICIL

Drops SCD Gene Therapy

therapy to focus on "most promising When a Miracle Cure Is Left on the

Cuts Sickle Cell Therapy, Half of Staff

Shelf

Drops Pompe Gene Therapy Program
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Expensive initial investment in
development.

/ Extensive manufacturing standards and
constrain scalability and distribution
E Few patients hinder financial viability.
Inaccessible lﬁ

xR .

Ultra-rare disease gene therapies do not fit the
traditional biotech model and thus are not made
available to patients
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Program originating from and supported by Rarity PBC Secures Donald Kohn awarded $14.7M
leading academic and public-sector institutions, lEJ)((:?KS{"I’)eGLtic?je from CIRM grant to advance ADA-
. . . . (o) vance
including UCLA and CIRM, ensuring rigorous a Life-Saving Gene SCID gene therapy toward FDA
clinical, regulatory, and translational oversight. Therapy for ADA-SCID approval
Long-term follow-up of over 10 years for the ex G0 ToURNaL ¢ MeDICINE
vivo lentiviral vector-mediated CD34+ gene fn e
therapy, demonstrating durable clinical benefit Long-Term Safety and Efficacy of Gene
Therapy for Adenosine Deaminase
and long-term safety (NEJM, 2025). Deficiency
Commercial manufacturing partnership with AGC @ busnesswie
Biologics, a CDMO with multiple FDA and EMA AGC Biologics Partners with Rarity PBC to Advance
gene therapy approvals, supporting BLA- Life-Saving Gene Therapy for "Bubble Baby
enabling development and global supply. Disease”
Seed financing secured to fund BLA approval @ businesswire
activities and enable expansion of patient access R

inthe U.S. and internationally. Rarity PBC Raises $4.6 Million Seed Financing to

Advance Gene Therapy for ADA-SCID

R
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The valley of death is the funding and development gap where promising therapies stall
between early-stage academic research and commercialization due to lack of investment,

high costs, and regulatory hurdles.

F 3

Discovery Early Development Late Development . Commercial

Value Inflection

Social Valuation

Financial Valuation

Valuation

Phase | Phase Il Phase Il NDA/BLA
POS: 90.6% Approval

Discovery Pre-Clinical POS: 52.0% POS: 28.9% POS: 57.8%
LOA: 7.9% LOA: 15.1% LOA: 52.4% LOA: 80.6%

% Clinical Development Source: WTS Advisory AG

21



+» ¢ Public Benefit Corporations

. .- (PBCs), like Rarity PBC, blend
for-profit and non-profit models
to unlock iImpact beyond
traditional biotech.

Marina Abrosimova on Unsplash



https://unsplash.com/@abrosimova_marina_foto?utm_source=beautifulai&utm_medium=referral
https://unsplash.com/?utm_source=beautifulai&utm_medium=referral

PBCs are Foundational Models for Change ;?‘{s\" NORD
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PBCs are a legally recognized business structure in the U.S. that blends the
mission-first focus of a nonprofit with the operational flexibility of a for-profit.

Philanthropic and

Non-Dilutive Funding

Mission-driven
companies attract
impact capital and

non-dilutive funding.

Reinvesting

Regulatory Incentives

Returns and
iIncentives like PRVs
can be strategically
reinvested into new

programes.

R

Long-term Value

Creation

Platform thinking and
economies of scope
make PBCs a natural
fit for a portfolio of
rare-disease therapies.

Favorable Partnerships

and Licensing

Mission alignment
supports better terms
from institutions,
collaborators, and
impact-aligned
partners.

Mission
Accountability
~ Mission-aligned

decision making and
reporting builds trust

with partners, payers,
and patients.

Realighed Incentive

Structure

PBCs shift decision-
making toward long-
term public benefit,
even as some VCs
remain cautious about
the dual mandate.

23
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for New Models and Partners

N The pharmaceutical system failed these patients, but we don't have to
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FDA Approves First Gene Therapy Treatment for World's First Patient Treated with CMS Expands Access to Lifesaving Gene Therapies
Wiskott-Aldrich Syndrome Personalized CRISPR Gene Editing Th hi tive State A t
Agency exercises regulatory flexibility to address unmet need for rare, life-threatening Thera py at Children’s Hos P ital of roug nnovative ate Agreements
disease ’ Philadelphia FOR IMMEDIATE RELEASE
555555555 July 15, 2025

rorimmedie Reease: Deeeneron FDA Advances Rare Disease Drug Development ZTSZ'E?;: lrgrf?(l:ni:agzi twllrf’::oallj:u\s/v
FDA Approves First Gene Therapy for Severe with New Evidence Principles

LeUkOCYte AdheSion DefiCienCy Type I For Inmediate Release:  September 03, 2025 ey s FressReess

For Immediste Relesse:  Varch 26,2020 FDA’s New Plausible Mechanism Pathway

Secretary Kennedy Adds DUChenne MUSCUIar Authors: Vinay Prasad, M.D., M.PH., and Martin A. Makary, M.D., M.PH. Auther Info & Affiliations

FDA Approves First Topical Gene Therapy for Dystrophy, Metachromatic Leu kodystrophy to Published November 12, 2025 | N Engl | Med 2025;393:2365-2367 | DOI: 10.1056/NE|Msb2512695

Treatment of Wounds in Patients with

Dystrophic Epidermolysis Bullosa Newborn Screenings Heaith and care MHRA sets out plans to speed up access to
WASHINGTONDECEMBER 16, 2025 - I rare disease therapies
For Inmediate Release: May 19, 2023
Rare diseases Rare Disease Approved Therapies Genetic Rare Diseases Gene Therapies in Development

>7,000 5% 80% >2,000

\_
? 24




Thank youl!

Contact Us: \ :
on LinkedIn ..% ,'. NORD
or visit "‘/:
raritypbc.com for more info / x National Organization
1 for Rare Disorders
fay Scan for Rare Disease
LinkedlIn Scientific Symposium

April 14-15, 2026
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#CureSPGSU

eeeeeeeeeeeeeeeeeeeee



ar -
L

ke

»
:

i
-
Terry
% Zach
¢ L)
Zoe Michael 3 .
: & \ \e
% [ :



April 2, 2019

Diagnosed with
Spastic Paraplegia Type 50
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of Campus
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Morgan Lewis
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Raise 3 million dollars



July 28th 3-6pm
Brunswick Bierworks
25 Curity Avenue, East York

Join us for a fun-filled family
afternoon of live music, food,
games and so much more.

~ Find out more at:
. #cureSPG50
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Vector Design

AAV9 Capsid A ITR BRUsP | hAP4M1opt
328bp \ 1362bp 254bp

164bp 156bp



Mouse Efficacy Mouse Studies

Unaffected SPG50 Present



Health Canda

No Objection
Letter

Dec 30, 2021

i+l

Health Santé

Canada Canada

Health Products Direction générale des produits

d Food B h d té etd li t . . . .

and rood Brane © sanie e des diments Biologic and Radiopharmaceutical
Drugs Directorate
100 Eglantine Driveway
LCDC Building,

Tunney’s Pasture, A.L. 0601C
Ottawa, Ontario
K1A 0K9

December 30, 2021

NO OBJECTION LETTER

Dear Mr. Kenney:

The Clinical Trial Application for Melpida (AAV9/AP4M1)/ Rapamune (sirolimus)/ Prograf
(tacrolimus), Control # 259194, concerning Protocol # MELPIDA FOR SPG50, has been reviewed.

In accordance with Part C, Division 5 of the Food and Drug Regulations, there is no objection to
initiating this trial.
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Our Journey

5-MONTH APPROVAL TO
MICHAEL AP4M1 RAT GLP TOX FROUEES SUBMISSION
MICE STUDY FDA PRE-IND STUDY ENDS NHP GLP TOX HEALTH o \NICAL
DIAGNOSED STUDY et TO FDA
TERRY FOUNDER TOXICOLOGY BEGINS RESPONSE CLINICAL | COMPLETED BATCH ESTIMATED
CLINICAL
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Diane Balderson

From:

Sent: Thursday, August 11, 2022 3:18 PM
To: Diane Balderson

Subject: IND 28202 | Study May Proceed
Signed By:

Dear Dr. Balderson,

F D A We have reviewed your IND 28202 and your study may proceed. This email should satisfy your IRB’s
requirement for written confirmation from FDA. As a reminder, please be sure to submit all documents that
have been exchanged via email during the 30-day review period as an amendment to your IND. If there are
any additional non-hold comments, you will receive them in a forthcoming e-mail.

Please acknowledge receipt of this email.

Study May am Rogers
Regulatory Project Manager (RPM)

Division of Regulatory Project Management
Office of Tissues and Advanced Therapies
Center for Biologics Evaluation Research
U.S. Food and Drug Administration

OTAT LEARN - Video Instructional Webinars for Sponsors
A U g ] ] ZO 2 2 Cellular & Gene Therapy Products | FDA
’

OTAT Mission: The Office of Tissues and Advanced Therapies (OTAT) promotes the public health through collaborative, science-based

regulation of medical products. This includes facilitating drug development and ensuring safety of individuals. OTAT'’s regulatory decisions are
data-driven, impartial, and compassionate.

THIS MESSAGE IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED,
CONFIDENTIAL, AND PROTECTED FROM DISCLOSURE UNDER LAW. If you are not the addressee, or a person authorized to deliver the document to the
addressee, you are hereby notified that any review, disclosure, dissemination, copying, or other action based on the content of this communication is not
authorized. If you have received this document in error, please immediately notify the sender by e-mail or phone.

U.S. FOOD & DRUG

ADMINISTRATION
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The Team




Pipeline

Lifeline\Consulting
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CLN7 APPROVED PHASE I-II

CMT4J APPROVED PHASE I-I

Pipeline

PRECLINICAL PHASE I/l

DISCOVERY

PHASE I/111

PIVOTAL
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Confidential | 5



Clinical Trial Strategy and Execution

Phasell Phase /Il Phasellll Phase llb

HC CTA FDA IND FDA Type C us MHRA/EMA Italy
Meeting

Spaln
l l Denmark
O O

‘ COmpassmnate Use

Spaln

We are
Here

Over 25% Of The World Patient Population




Drug Approval
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