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ForeBatten Community Statement, June 25, 2026 
 
On behalf of the ForeBatten team, we are writing to share an update about Project Four 
Leaf Clover.  Project Four Leaf Clover is our collaborative effort to study an individualized 
antisense oligonucleotide (ASO) therapy, designed and discovered by Hastings Laboratory 
at the University of Michigan, targeting the common CLN3 pathogenic variant (exons 7–8 
deletion). Because the exons 7-8 deletion is present in approximately 85% of individuals 
diagnosed with CLN3 Batten disease, we recognize the interest the broader community 
has in this program.      
 
Project Four Leaf Clover builds off ForeBatten’s initial Project Butterfly initiative with the 
same development team Through our ongoing engagement with the US Food and Drug 
Administration (FDA), this next study is being developed via FDA’s development pathway 
under the FDA’s N-of-1 guidance for individualized ASO therapies.   Under this guidance, 
individualized ASO therapies are still considered investigational drugs and must go through 
an Investigational New Drug (IND) process, however, the FDA allows for greater flexibility 
because of the urgent medical need and the small patient populations involved.  While we 
will still need to build clinical safety and efficacy data in support of the use of this product 
in CLN3 Batten Disease, this FDA offering allows for a more flexible approach.  
  
Like other drug development programs, the same pre-clinical information and FDA 
approvals are required as part of the IND submission before dosing can begin.  This is the 
current stage of Project Four Leaf Clover.  As of now, we don’t have an estimate for when 
the trial would begin enrolling, but we will ensure the community is made aware of updates 
as we have them.  We expect that this will be a single site study and would only be open to 
individuals who reside in the United States.   Once this program is ready to begin dosing, 
decisions about study inclusion will be made by the study investigator(s) in conjunction 
with study advisors and referring physicians. 
 
As a longtime partner to the Batten disease community, we are committed to sharing up 
to date information for every family interested in learning more about this initiative to 
enable families and clinicians to make the most informed decisions.  If you have questions 
or would like to be in touch, please reach out to us at info@forebatten.org or visit our 
website, www.forebatten/clinicaltrials.org where we will house the most up to date 
program information on Project Four Leaf Clover. 
	

https://www.forebatten.org/zebronkysen
https://www.fda.gov/regulatory-information/search-fda-guidance-documents/nonclinical-testing-individualized-antisense-oligonucleotide-drug-products-severely-debilitating-or
mailto:info@forebatten.org
http://www.forebatten/clinicaltrials.org
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Project Four Leaf Clover FAQ’s, June 25, 2026 
 
Who is this ASO intended for? 
This individualized antisense oligonucleotide (ASO) therapy, designed and discovered by 
Hastings Laboratory at the University of Michigan, is being studied in the common CLN3 
pathogenic variant (exons 7–8 deletion). 
 
What is an ASO?   
Antisense Oligonucleotides or ‘ASOs’. ASOs are short, synthetic strands of DNA or RNA 
that bind to specific RNA targets and modulate gene expression, in this case the CLN3 
gene 
 
When will the study start? 
We do not yet have an anticipated start date for the study.  We are still working on gathering 
pre-clinical data to share with the FDA, as well as securing the funding needed to initiate 
the study. 
 
How many participants will be included in the study? 
We do not yet have a specific number of participants to be enrolled.  Once the study is 
approved by the FDA, we can share more details about inclusion and exclusion criteria and 
enrollment.   Keep in mind that due to the nature of the N of 1 pathway we are using for 
this study, we expect enrollment to be somewhat small in number. 
 
Where is the location of the study? 
As of now, we anticipate having one site participating in this program with more details 
shared once the study is closer to initiating enrollment. 
 
Why is there only one study site? 
Due to the resources required to initiate a study site, coupled with the expertise needed for 
this program, it is most effective to focus on getting one site activated and approved for 
this study. 
 
Will there be a compassionate use arm of the study? 
The only mechanism to access therapy will be via enrollment in the study and no 
compassionate use will be offered.  If this should change at any point in the future, this 
information would be shared with the community. 
 
How will individuals be selected to participate in the study? 
Like any clinical study, this study will have participant criteria. Given this is the first study 
for this ASO in those with the common CLN3 pathogenic variant, there will be a specific 
study population, agreed upon by the FDA, CLN3 experts and the Project Four Leaf Clover 
collaborators, team, that we will initially be looking to enroll.  We already know that the 
study will be limited to United States residents and those who have a confirmed diagnosis 
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of the common CLN3 pathogenic variant (exons 7–8 deletion).  In addition, the study will 
be looking to demonstrate efficacy and safety and therefore, will have a targeted profile of 
individual to help us best achieve that goal.  
 
How can I express my family’s interest in the study? 
As the study is not yet enrolling, there is no needed action from interested families.  You 
may want to discuss the potential to participate with your child’s current physician so they 
are aware of your interest.  ForeBatten will keep the community informed as there is more 
specific information available about study enrollment-please sign up to receive updates on 
our website. 
 
What are the expected outcomes of the study? 
The study is intended to assess the safety of this ASO in individuals living with the common 
CLN3 pathogenic variant (exons 7–8 deletion).  
 
Is this a cure? 
Based on learnings to date, we are hopeful that this therapy can make a meaningful 
difference for patients living with CLN3 and could slow progression and minimize future 
symptoms of the disease. 
 
How do I know if my child is eligible (based on their mutation)? 
Right now, we do not have specific enrollment criteria established.  What we do know is 
the study will be focused on individuals with two copies of the CLN3 pathogenic variant 
(exons 7–8 deletion.  Details about additional participant criteria will be forthcoming as the 
study gets closer to initiation. 
 
How can patients outside of US gain access to the study? 
As of now, given that we are working with limited resources, the study will only be open to 
United States residents.  We hope to be able to expand access to this ASO in the future but 
there is no timeframe for that. 
 
Who is paying for this work? 
Funding for this study and overall project is a mix of public and private sources including 
the NIH, ForeBatten, and individual donors.  We are still working to generate the full 
resources needed to move this project forward.  While we continue to accept donations 
towards Project Four Leaf Clover, it’s important to note that personal contributions will 
have no bearing on an individual’s inclusion in the study. 
 
Will there be a cost to participants to join the study? 
As a non-profit, our goal is to defray costs as much as possible for study participants, 
however the exact details and costs will be solidified as we get closer to study initiation.  
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Will this ASO also treat the ocular symptoms of CLN3? 
Currently, we are focused on treating the central nervous system (CNS) however there is 
potential for future indications and delivery sites to treat other symptoms such as ocular.  
 
How can I get updates on the status of this Study? 
Please visit the ForeBatten website for more information and to sign up for updates at 
https://www.forebatten.org/contact 
 
	


