
FRAMEWORK FOR GENE THERAPY DISEASE AREA TARGETING 

1Cogentia Healthcare Consulting, Cambridge, United Kingdom
WWW.COGENTIA.CO.UK

Mark Orchard1, David Alderson1

INTRODUCTION
► The volume of gene therapies in development has risen sharply over the last 

decade with the FDA anticipating that 10-20 cell and gene therapies will be 
approved per year by 20251,2

► There is significant investment in gene, cell and RNA companies, with series A 
financing Q1 to Q3 2021 totalling more than $2.8bn 

► However there has to be a question mark over if every target will end up a 
“winner”. Particularly in light of previous case studies (Glybera) and bluebird 
bio’s withdraw from Europe

► When deciding on what to target with a gene therapy, or where to direct a 
particular platform it makes sense to have the “end in mind” to avoid a late 
stage disappointment

OBJECTIVE
► To devise a framework that will support early decision making around 

which disease area to target for a gene therapy. A framework that aligns 
both a payer and a manufacturer perspective, and supports investment 
and sustainability

METHODS

RESULTS  

DISCUSSION
► The value and return on a development project, will ultimately rest on the 

product profile and the value that it delivers. That value will be based on 
many factors, and the context, which at the point of starting a development 
programme are not known or uncertain. The matrix is therefore subjective 
and directional, and useful for relative ranking

► High scores for DMD, SMA type I, MPS I, Fabry and haemophilia are as a 
result of being relatively common rare diseases, with patients dosed early in 
life, a high disease burden, relatively high resource use, and expensive 
comparators already on the market that have set a price precedent

► Disease areas such as wet AMD scored considerably lower, primarily due to a 
high prevalence, relatively cheap alternatives, and age of onset

► There is no reason why a product in a low score disease area (such as Wet 
AMD) cannot be a commercial success. For this to be the case, there would 
just need to be a realistic consideration of potential price that could be 
achieved, costs of delivering the therapy, ability to recruit patients, and 
demonstration of long-term effects and safety

► The presence of a number of gene therapies in development across the whole 
range of selected disease areas, suggests that developers have considered 
the challenges, and are developing approaches to address them

► Using the matrix prospectively in the early preclinical decision around which 
indication, or patient population to target, provides direction and should 
facilitate careful consideration around sustainability for the long term
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CONCLUSIONS
► There are no shortcuts to doing a detailed opportunity assessment when 

considering which disease, indication, or patient subpopulation to target for 
gene therapy development

► Having a simple framework to aid disease area targeting, and target product 
profile refinement, should promote the long-term sustainability through 
investing with realistic views on what value is possible

► This analysis highlights the breadth of economic factors that can contribute 
towards the commercial attractiveness of target disease areas 

► There is no one size fits all – and different developers are addressing different 
challenges, with a range of unique approaches

► Disease prevalence is a challenge since at the extreme low end it’s harder for 
manufacturers to gain sufficient returns, but at the high-end there are 
question marks over affordability for payers

► Other key factors include the existence and high cost of comparators, use 
earlier in life, and high resource use
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Figure 2 Proposed framework and scoring for 10 target disease areas  
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RESULTS
► Relevant case studies that were reviewed were Glybera, Zolgensma, 

Strimvelis, Luxturna and Zynteglo 

► There are many factors that contribute to commercial success, and a return 
on investment, and ultimately many trade offs. But some of the key 
observations were that for a target disease to have maximum commercial 
should have the following characteristics:
1. Be relatively prevalent in rare disease terms

2. Administered as early in life as possible, with the potential for benefits to 
accrue over a full lifetime

3. Disease burden should be high

4. Healthcare resource use should be high, with significant cost-savings 
expected in those who receive a gene therapy

5. Current treatment options should be limited and offer challenging 
benefit: risk profiles

6. Treatments currently approved for the disease should be expensive, 
setting a precedent for high pricing and offering a simple like-for-like 
cost offset

► A framework with 7 elements was proposed, and then used to evaluate a range of current disease areas targeted by gene therapies

Figure 3  Disease area scoring 
within framework
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