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PRESS RELEASE  

Lysogene Provides Updates and Topline Results from  
Phase 2/3 AAVance Gene Therapy Clinical Study 

• In the cohort of patients enrolled before the age of 30 months, a statistically 
significant improvement in cognitive development (assessed by BSID-III, 
Bayley’s Scales of Infant Development, third edition) compared to natural 
history data was observed. Key secondary efficacy criteria were also 
achieved in this patient cohort, with improvement or stabilization of cognitive, 
language and motor developmental age (DA) and lack of decline from baseline 
in VABS-II (Vineland Adaptive Behavior Scales, second edition) scores and 
cortical gray matter volumes.  

• In the cohort of patients enrolled at 30 months of age or older, the study did 
not meet the primary efficacy endpoint of reducing the decline in cognitive 
developmental quotient (DQ) as compared to natural history data at M24 
post-treatment, nor any key secondary efficacy endpoint  

• These results delineate the patient population that would benefit from 
treatment with LYS-SAF302 

• Safety and tolerability data showed improvement or stabilization of white 
matter lesions at injection sites at M24 in most patients. The overall safety 
was compatible with the natural history of MPS IIIA 

• Constructive discussions were initiated with regulatory authorities to define 
a regulatory path to rapidly advance the clinical development of LYS-SAF302 
in the younger patient population with MPS IIIA 

• There is a critical unmet medical need for the treatment of MPS IIIA, given the 
relentless progression of the disease leading to rapid neurological decline and 
premature death, and the absence of approved therapies that slow down or 
modify the disease trajectory  

• Live webcast to be hosted on Wednesday, November 23, 2022 at 1:30 pm CET 
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Paris, France — 18 November 2022 at 6:00 pm CET — Lysogene (FR0013233475 – LYS), a 
phase 3 gene therapy platform Company targeting central nervous system (CNS) diseases, 
today announced topline results from the Phase 2/3 AAVance study evaluating LYS-SAF302, 
an investigational gene therapy for the treatment of MPS IIIA. In subjects enrolled at <30 
months of age (ancillary cohort, n=6), a statistically significant improvement in cognitive 
development compared to natural history (NH) was observed at 24 months post-dosing. 
Subjects in this cohort also achieved key secondary efficacy criteria. The statistical analysis 
confirms previously communicated qualitative observations in the younger patient 
population, with consistency of effect across the outcome measures.  
 
The study did not meet its primary efficacy endpoint for the main cohort (12 subjects enrolled 
at ≥ 30 months of age) in demonstrating a statistically significant improvement in the cognitive 
DQ at 24 months post-dosing as assessed by the BSID-III, compared to the NH cohort. For 
this cohort, key secondary efficacy endpoints were not met, including percent of subjects 
with stabilized or improved cognitive DA, language DA and motor DA at 24 months relative to 
baseline, and evolution of VABS-II scores as compared to NH data.  
 
The mean rate of DQ decline over 24 months in subjects of the younger ancillary cohort (-1.0 
± 0.5 percentage points/month, mean ± SD, n=6; range -1.4 to -0.3) was 27% lower than that 
in age-matched NH subjects (-1.5 ± 0.3 percentage points/month, mean ± SD, n=6; range -1.8 
to -1.0), with a p value of 0.037. Additionally, in the same cohort, for subjects who have reached 
the age of 40 ± 3 months (5 out of 6), the average cognitive DA at 40 ± 3 months (30.2 ± 8.4, 
mean ± SD, n=5; range 19 to 41) was 48% higher than average cognitive DA of age-matched NH 
subjects (20.4 ± 6.7, mean ± SD, n=13; range 5 to 27), with a p value of 0.019. All subjects of the 
younger ancillary cohort attained key secondary efficacy criteria of ≥ 80% stabilization or 
improvement of cognitive DA, language DA and motor DA. Furthermore, consistent with the 
BSID-III results showing sustained increases or stability of development, there was no 
statistically significant decrease in any of the mean VABS-II standard scores (total adaptive 
behavior, communication, daily living skills, socialization, motor skills) from baseline to 24 
months post-treatment. Gray matter volume is known to decrease in children with MPS IIIA 
and to be closely associated with cognitive decline. In the ancillary cohort of younger patients 
treated with LYS-SAF302, there was no statistically significant decrease in mean cortical gray 
matter volume from baseline to 24 months post-treatment, in line with preservation of 
cognitive function in this patient population. Data analysis will be completed in Q2 2023 when 
all subjects enrolled before the age of 30 months will have reached 48 months of age 
(timepoint for primary efficacy endpoint interim analysis for the ancillary cohort).  
 
The safety and tolerability of LYS-SAF302 was consistent with what has been communicated 
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previously. White matter abnormalities were observed on the MRIs near injection sites in all 
treated subjects. The lesions have stabilized or diminished in size in most patients and no 
clinically significant symptoms have been observed that can be directly attributed to white 
matter abnormalities. Other adverse effects observed were consistent with the natural history 
of disease.  
 
The Company will complete full analysis and evaluation of the data from the main cohort of 
AAVance and work with investigators on the future presentation and publication of the results. 
 
There is a critical unmet medical need for treatment of MPS IIIA given the rapid progression of 
the disease, leading to cognitive, behavioral and motor disability and premature death, and 
the absence of approved treatments that impact the course of the disease. The current 
results of the AAVance study delineate the patient population that would benefit from 
treatment with LYS-SAF302. The company has initiated fruitful discussions with regulatory 
authorities in the European Union in late Q3 2022 and plans to extend these discussions to all 
involved regulators to define a clear regulatory path forward with the objective of rapidly 
advancing clinical development of LYS-SAF302 in the younger MPS IIIA patient population. 
 
In order to continue the development of LYS-SAF302 in accordance with the requirements of 
regulatory agencies, the Company intends to secure an adequate cash flow runway. In this 
regard, strategic discussions are progressing with a priority for a non-dilutive solution in the 
form of a licensing collaboration for one or more of its programs. In the meantime, the 
Company maintains its cost control initiatives initiated at the beginning of the year which now 
provide a cash horizon of February 2023. 
 
Karen Aiach, Founder, Chairman and Chief Executive Officer of Lysogene, said: “While we 
are disappointed with the results in the main cohort of the patients enrolled at 30 months or 
older, these can likely be explained by the rapid progression of the disease and the recent 
learning from other clinical studies that gene therapy treatment of neurodegenerative 
diseases should be initiated at the earliest possible age in order to provide a therapeutic 
benefit before the onset of irreversible neuronal damage. The positive signs of efficacy 
observed in very young children enrolled before the age of 30 months indicate that early 
dosing of LYS-SAF302 gene therapy in children with MPS IIIA might have a real beneficial 
effect on these patients and transform their lives. The trial results clearly delineate the patient 
population that would benefit from treatment with LYS-SAF302. We are very much 
encouraged by these results and are eager to continue our discussions with the regulatory 
agencies to take LYS-SAF302 to the next level in younger patients.” 
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“MPS IIIA is a progressive, devastating neurodegenerative pediatric disorder without any 
disease-modifying treatment. The most recent clinical data from AAVance, a Phase II/III study 
of LYS-SAF302 gene therapy in children with MPS IIIA, demonstrate that those treated with 
LYS-SAF302 at less than 30 months of age manifested sustained increases or stability in their 
cognitive, motor and language development. This represents a significant improvement in 
developmental abilities compared to the natural history of untreated MPS IIIA children”, said 
Dr. Raymond Wang, Director of the Foundation of Caring Multidisciplinary Lysosomal 
Disorder Program at CHOC Children’s Specialists, Orange, CA. "These exciting results, which 
bolster our confidence in the potential for LYS-SAF302 to become a therapeutic option for 
children with MPS IIIA younger than 30 months of age, represent a major advance for a disease 
with such a high unmet medical need.” 
 
“Even though AAVance did not meet its primary endpoint, the results in the subset of patients 
with MPS IIIA enrolled before the age of 30 months are extremely encouraging, as they show 
beneficial effects of treatment on cognitive development and key secondary outcome 
measures in this devastating childhood disease with no approved disease-modifying 
therapies”, said Dr. Chester B. Whitley, Professor at the Department of Pediatrics and 
Experimental and Clinical Pharmacology, University of Minnesota, and Principal 
Investigator, Lysosomal Disease Network, Minneapolis, MN, USA. “I look forward to 
continuing to work with Lysogene to analyze the Phase 2/3 data and determine the most 
appropriate path to bringing gene therapy with LYS-SAF302 to those patients who have the 
highest potential to benefit from it.” 
 
Webcast 
A webcast will be hosted on Wednesday, November 23, 2022 at 1:30 pm CET. Participants can 
register for the webcast via the following link 
https://channel.royalcast.com/landingpage/lysogene/20221123_1/. Information about the 
webcast is also available at www.lysogene.com/events. 
 
 
About LYS-SAF302 (olenasufligene relduparvovec) 
LYS-SAF302 is a novel gene therapy in Phase 2/3 development for the treatment of 
Mucopolysaccharidosis type IIIA (MPS IIIA), or Sanfilippo syndrome type A. LYS-SAF302 delivers a 
functional copy of the human SGSH gene directly to brain cells using the adeno-associated virus carrier, 
AAVrh.10, which has a particular tropism for cells of the CNS. The treatment is administered through a 
one-time procedure comprising infusion at six intracerebral sites. By providing the functional version 
of SGSH gene, the treatment may provide a permanent source of functional enzyme in the brain. This 
in turn may help stabilize, or even reverse, the damage to patients’ brain cells. The LYS-SAF302 program 
has received Fast Track, Rare Pediatric Disease, and Orphan Drug designations in the U.S., and Orphan 

https://channel.royalcast.com/landingpage/lysogene/20221123_1/
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medicinal product designation in the EU. 
 
About AAVance (NCT03612869) 
The AAVance Phase 2/3 clinical study is an open-label, single-arm, multicenter study of LYS-SAF302 
for the treatment of MPS IIIA. The company treated 19 patients in the study and all patients are followed 
per study protocol, worldwide. In the U.S., the FDA placed the AAVance study on clinical hold in June 
2020 following observations in some patients of localized findings on MRI images at the intracerebral 
injection sites.  
About MPS IIIA 
MPS IIIA is a rare inherited autosomal recessive neurodegenerative lysosomal storage disorder affecting 
approximately 1 in 100,000 newborns. It is characterized by intractable behavioral problems and 
developmental regression resulting in early death. It is caused by mutations in the SGSH gene, which 
encodes heparan-N-sulfamidase, an enzyme involved in lysosomal heparan sulfate (HS) metabolism. 
The disrupted degradation and resulting accumulation of HS and secondary storage products leads to 
severe neurodegeneration. There are currently no disease-modifying treatment options for patients 
with MPS IIIA.  
 
About Lysogene 
Lysogene is a gene therapy Company focused on the treatment of orphan diseases of the central 
nervous system (CNS). The Company has built a unique capability to enable delivery of gene therapies 
to the CNS to treat lysosomal diseases and other disorders of the CNS. A phase 2/3 clinical trial in MPS 
IIIA is ongoing. An adaptive clinical trial in GM1 gangliosidosis is also ongoing. Lysogene is also developing 
an innovative AAV gene therapy approach for the treatment of Fragile X syndrome, a genetic disease 
related to autism. The Company also entered into an exclusive worldwide license agreement with Yeda, 
the commercial arm of the Weizmann Institute of Science, for a novel gene therapy candidate for 
Parkinson disease with GBA1 mutations. www.lysogene.com. 

 
Forward Looking Statement  
This press release may contain certain forward-looking statements, especially on the Company’s 
progress of its clinical trials and cash runway. Although the Company believes its expectations are 
based on reasonable assumptions, all statements other than statements of historical fact included in 
this press release about future events are subject to (i) change without notice, (ii) factors beyond the 
Company’s control, (iii) clinical trial results, (iv) increased manufacturing costs, (v) potential claims on 
its products. These statements may include, without limitation, any statements preceded by, followed 
by or including words such as “target,” “believe,” “expect,” “aim,” “intend,” “may,” “anticipate,” “estimate,” 
“plan,” “objective”, “project,” “will,” “can have,” “likely,” “should,” “would,” “could” and other words and 
terms of similar meaning or the negative thereof. Forward-looking statements are subject to inherent 
risks and uncertainties beyond the Company’s control that could cause the Company’s actual results, 
performance or achievements to be materially different from the expected results, performance or 
achievements expressed or implied by such forward-looking statements. A further list and description 
of these risks, uncertainties and other risks can be found in the Company’s regulatory filings with the 
French Autorité des Marchés Financiers, including in the 2021 universal registration document, 

http://www.lysogene.com/
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registered with the French Markets Authorities on April 19, 2022, and future filings and reports by the 
Company. Furthermore, these forward-looking statements are only as of the date of this press release. 
Readers are cautioned not to place undue reliance on these forward-looking statements. Except as 
required by law, the Company assumes no obligation to update these forward-looking statements 
publicly, or to update the reasons actual results could differ materially from those anticipated in the 
forward-looking statements, even if new information becomes available in the future. If the Company 
updates one or more forward-looking statements, no inference should be drawn that it will or will not 
make additional updates with respect to those or other forward-looking statements. 
This press release has been prepared in both French and English. In the event of any differences 
between the two texts, the French language version shall supersede. 
 
Contacts 
Côme de La Tour du Pin  
Chief Financial Officer ad interim 
come.delatourdupin@lysogene.com  
+ 33 1 41 43 03 90  
 


