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would be worth it”
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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
• 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

• Lean entities
• Speed

2. Marginal costs
• Industrialization 
• Lean entities

3. Mark-up
• Can lower but not eliminate by business models that are not 

”shareholder value” driven companies

Atul Gawande, ”No Mistakes” 
New Yorker 1998



Net Present Value (NPV) Analysis: Priority Review Voucher 
(per $100M Future Value)

Impact of Development Speed and Discount Rate

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

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



It is only through a variety of 
perspectives and expertise 
that the most important 

problems of the world can be 
solved

And this problem will 
need collaboration not 

individual efforts
(subsuming of ego)



Abandoned, Shelved, and 
Rescued Therapies for 
Ultra-Rare Diseases

Paul Ayoub, PhD MBA
Rare Disease Scientific Symposium
April 14-15, 2026
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• Co-Founder, equity holder, and President/CEO, Rarity PBC
• Rarity PBC holds an exclusive license to RDP-101, the ADA-

SCID gene therapy discussed in this presentation
• No other conflicts to disclose
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Photo by UCLA, supplied by parents
Credit Good News Network

The Many Faces of ADA-SCID

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

Before Gene Therapy

After Gene Therapy

• 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

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

2026 Rare Disease Scientific Symposium



• 62+ patients treated in a 
Phase I/II trial.

• 100% Overall Survival

• 95% Event Free Survival
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ADA-SCID: The Case for a Cure

For full clinical results and benefits of therapy, see: 
Kohn et. al 2021 (DOI: 10.1056/NEJMoa2027675)
Booth and Masiuk et al 2025 (DOI: 10.1056/NEJMoa2502754)

2026 Rare Disease Scientific Symposium



• Stable gene marking evident 
throughout entire follow-up 
period

• No vector related safety 
concerns in any patient across 
10+ years of follow-up (data not 
shown)

• No leukemia, no abnormal 
cell growth, no viral 
reactivation detected
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ADA-SCID: The Case for a Cure
2026 Rare Disease Scientific Symposium

For full clinical results and benefits of therapy, see: 
Kohn et. al 2021 (DOI: 10.1056/NEJMoa2027675)
Booth and Masiuk et al 2025 (DOI: 10.1056/NEJMoa2502754)



• 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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ADA-SCID: The Case for a Cure
2026 Rare Disease Scientific Symposium

For full clinical results and benefits of therapy, see: 
Kohn et. al 2021 (DOI: 10.1056/NEJMoa2027675)
Booth and Masiuk et al 2025 (DOI: 10.1056/NEJMoa2502754)



2009-2013
ADA-SCID program begins 

its pre-clinical development
ADA-SCID program conducts its 

Phase I/II clinical trial

2016

ADA-SCID program licensed from 

UCLA to large biotech company

2013 - 2018

2021

2022ADA-SCID program 

discontinued 

following corporate 

portfolio 

consolidation

ADA-SCID 

program 

returned back to 

UCLA

Despite strong efficacy and safety in the clinic, the ADA-SCID gene therapy was shelved in 
2021 before market authorization

Clinical Success ≠ Commercialization
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High Upfront Costs Expensive initial investment in 
development.   

Lack of Scalability Extensive manufacturing standards and 
constrain scalability and distribution 

Small Patient
Populations   Few patients hinder financial viability.   

Inaccessible Ultra-rare disease gene therapies do not fit the 
traditional biotech model and thus are not made 
available to patients

2026 Rare Disease Scientific Symposium

Why Has Pharma not Solved This?



Rescuing the ADA-SCID Gene Therapy

Program originating from and supported by 
leading academic and public-sector institutions, 

including UCLA and CIRM, ensuring rigorous 
clinical, regulatory, and translational oversight.
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Long-term follow-up of over 10 years for the ex 
vivo lentiviral vector–mediated CD34+ gene 

therapy, demonstrating durable clinical benefit 
and long-term safety (NEJM, 2025).

Commercial manufacturing partnership with AGC 
Biologics, a CDMO with multiple FDA and EMA 

gene therapy approvals, supporting BLA-
enabling development and global supply.

Seed financing secured to fund BLA approval 
activities and enable expansion of patient access 

in the U.S. and internationally.

2026 Rare Disease Scientific Symposium



The Biotech Dilemma – the Valley of Death

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.
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Value Inflection

Source: WTS Advisory AG

Financial Valuation

Social Valuation

2026 Rare Disease Scientific Symposium



Marina Abrosimova on Unsplash

Public Benefit Corporations 
(PBCs), like Rarity PBC, blend 

for-profit and non-profit models 
to unlock impact beyond 

traditional biotech.

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


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.

PBCs are Foundational Models for Change
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Philanthropic and 
Non-Dilutive Funding

Reinvesting 
Regulatory Incentives

Long-term Value 
Creation

Favorable Partnerships 
and Licensing

Mission 
Accountability

Realigned Incentive 
Structure

2026 Rare Disease Scientific Symposium



>2,000
Gene Therapies in Development

>7,000
Rare diseases

5%
Rare Disease Approved Therapies
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80%
Genetic Rare Diseases

Systemic Failure Creates an Opportunity 
for New Models and Partners
The pharmaceutical system failed these patients, but we don’t have to

2026 Rare Disease Scientific Symposium



Thank you!
Contact Us: 
on LinkedIn
or visit 
raritypbc.com for more info

Scan for 
LinkedIn

Rare Disease 
Scientific Symposium
April 14-15, 2026

http://www.raritypbc.com/
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April 2nd 2019
April 2, 2019

Diagnosed with
Spastic Paraplegia Type 50





Cambridge

ASGCT SheffieldFDA

Ultragenyx BootCamp NIH



Cambridge

Dr. ChenDr. Gray



Raise 3 million dollars









Covid Lock Down!





Vector Design

AAV9 Capsid



Unaffected SPG50 Present

Mouse Efficacy Mouse Studies



Health Canda 

No Objection 

Letter

Dec 30, 2021



March 24, 2022



Our Journey



FDA 

Study May 

Proceed

Aug 11, 2022







The Team



Pipeline

Confidential    |   5

APROVED PHASE IIISPG50

APROVED PHASE I/IICMT4J

DISCOVERY PRECLINICAL PHASE I/II PHASE I/III PIVOTAL

APPROVED PHASE I-IICLN7

Immunological

Neurological
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Neurological

Neurological

Neurological
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Clinical Trial Strategy and Execution

Phase I
 

Phase I/II Phase III

FDA INDHC CTA FDA Type C 
Meeting

MHRA/EMA

Phase IIb

Compassionate Use
1 7

3

8 10

Spain
Italy
UK

Denmark

Over 25% Of The World Patient Population

Spain
US

We are 
Here



IRB

Drug Approval

Starting
Clinical 
Trials



Thank You
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