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RNA Editing Set to Take Off: Could DNA's Short-lived Cousin Egggl.l:\cl?r\s{
Overcome the Limitations of CRISPR Gene Editing?

By , LABIOTECH, February 12, 2024-UpdatedonApril 24, 2025

The NEW Symposium on mRNA
how mRNA has become a ne

RNA-based medicine: from molecular mechanisms to and how mRNA vaccines @
therapy
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~RNA THERAPY - ABILITY TO EDIT RNA WITHOUT PERMANENTLY ALTERING THE O/
GENOME
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» Repair a G->A mutation to correct the protein

[ Modifying gene expression J - Generate a de novo protein with preferred
properties (can alter 12 amino acid sequences)




- \> RNA THERAPY OPPORTUNITIES

As of 31 January 2024, there are an estimated 131 unique RNA-based therapies in

\l clinical development across therapeutic areas.

Figure 1: Number of RNA-Based Therapies in Development, by Product Classification
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Pipeline assessment conducted January 31, 2024.
dsRNA: Double Stranded Ribonucleic Acid; miRNA: Micro Ribonucleic Acid; mRNA: Messenger Ribonucleic Acid; RNAI:
Ribonucleic Acid Interference

https://advisory.avalerehealth.com /wp-content /uploads/2024,/06 /20240522-Lilly-RNA-Based-Therapies-White-Paper-
VFINAL.pdf#:~:text=RNA%2Dbased%20therapies%%20differ%20by%20whether%20their’%20mechanism,the%20synthesis%%200f%20a%20novel%20therapeutic%20protein.
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* Gene therapy ommittee
(GTAC) :

* RNA/ASO review falls under Standing Committee on Therapeutic Trials
(SCOTT)

®* Health & Disability Ethics Committee(s) (HDEC)

®* Maori and Locality Approval Required
.
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6. Patients, Families & Caregivers
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3. Temporary c

4. Ability to re-dose, if/when needed
5. Less chance of off-target modifications

6. Little concern about germline changes or heritable changes




RNA THERAPY — CLEARING EARLY HURDLES: ETHICS
COMMITTEE, IRB, IBC




RNA THERAPY —
CLEARING EARLY
HURDLES: SITES,
KOLS, PHYSICIANS

Sites, Pls, Key Opinions Leaders (KOLs) also play a crucial role in
successful submissions, clinical trials, and trial design

Site and Pls need to be comfortable with benefit:risk

Sites and Pls need to understand the technology to explain and
discuss with patients & families

Physicians/Pls will have questions, opinions, input on
Clinical Study Design

EXAMPLE: Site Declined then Accepted
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® Involved Patient Advocc velopment

® Involve Patients and Patient Advocates in Protocol and Study Design discussions
()
® Provides insight into concerns and how to address those concerns
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RNA THERAPY
l OPPORTUNITY
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Concerns still occur similar to traditional gene therapies: f

® Biodistribution: Where does it go?

® Potential Off-target Effects: What is it doing there?
® Durability of Therapy: How long is it working?

®* RNA as Base-editor vs DNA changes

®* hERG study expected

®* Genotoxicology study(ies)

® Reproductive Toxicity (especially in RNA re-dosing
situations)

®* CMC Considerations
® Choose vendor(s) wisely

®* Be ready to move quickly
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1 ) Redu

* Especially impc _ indications

2) Reduce burden on re-review by regulators (redundancy)

3) Reduce development missteps and provide a clear path forward for industry
o
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Email: julie.k.hagan@gmail.com
Mobile: (410) 707-3785
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