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Item 8.01 Other Events.

 On April 15, 2024, Ultragenyx Pharmaceu�cal Inc. (the “Company”) announced new data from the Phase 1/2 study of GTX-102 for 
the treatment of Angelman syndrome. Pa�ents in Expansion Cohorts A & B treated with a set dose and regimen of GTX-102 showed 
rapid and clinically meaningful improvement across mul�ple domains consistent with or exceeding Dose-escala�on Cohorts 4-7 data at 
Day 170. Treatment of the Dose-escala�on Cohorts 4-7 showed long-term increasing and sustained clinical benefit far exceeding Natural 
History data at Day 758. These data will be discussed in more detail in a corporate presenta�on being hosted by the Company on April 
15, 2024 at 8:00 a.m. ET and will also be presented by Kemi Olugemo, M.D., FAAN at the 76th Annual American Academy of Neurology 
Mee�ng (“AAN”) in Denver on Tuesday, April 16, 2024. 
 
  New Expansion Cohorts A & B data include Day 170 results on 24 pa�ents, and long-term Dose-escala�on Cohorts 4–7 data include 
up to Day 758 results on 15 pa�ents. 
 
Expansion Cohorts at Day 170:

• Cogni�on assessed by Bayley-4 showed rapid and clinically significant improvement compared with Natural History data. 
Day 170 data were consistent with the treatment benefit observed in the Dose-escala�on Cohorts at a similar �mepoint. 

• Behavior assessed by the Angelman Severity Assessment (ASA) showed rapid improvement exceeding the treatment benefit 
observed in the Dose-escala�on Cohorts at Day 170. 

• Hyperac�vity and noncompliance assessed by the Aberrant Behavior Checklist-Community (ABC-C) showed rapid and 
clinically significant improvement at Day 170 compared with Natural History data, providing further insight into one of the 
most commonly reported behavioral issues.

• Sleep assessed by ASA showed rapid and clinically meaningful improvement exceeding treatment benefit observed in the 
Dose-escala�on Cohorts at Day 170.

• Recep�ve communica�on assessed by Bayley-4 showed rapid improvement compared with Natural History data. Day 170 
data were consistent with the treatment benefit observed in the Dose-escala�on Cohorts at a similar �mepoint.

• Gross Motor func�on assessed by ASA showed rapid improvement exceeding the treatment benefit observed in the Dose-
escala�on Cohorts at Day 170. Gross motor assessments as measured by Bayley-4 were not performed at Day 170 in the 
Expansion Cohorts to reduce pa�ent tes�ng burden and are not included in this analysis at this �mepoint.

• Mul�-domain Responder Index (MDRI) analysis across the four domains of Cogni�on, Recep�ve Communica�on, Behavior 
and Sleep resulted in a total net response of +2.0 (p-value <0.0001). The majority of pa�ents had already achieved a total 
net response of +2 to +4 domains, demonstra�ng improvement exceeding the minimally important difference (MID) 
threshold in several domains even at this early Day 170 �mepoint.

 
Dose-escala�on Cohorts up to Day 758:

• Cogni�on assessed by Bayley-4 showed con�nuing long-term improvement compared with Natural History data and 
exceeded the threshold of clinical significance by many-fold in many pa�ents.

• Behavior assessed by ASA showed con�nuing clinically meaningful improvement.

• Sleep assessed by ASA showed sustained clinically meaningful improvement.

• Recep�ve communica�on measured by Bayley-4 showed sustained and clinically significant improvement compared with 
Natural History data.  

 



 

• Gross motor func�on assessed by Bayley-4 showed con�nued and clinically significant improvement compared with 
previously reported Natural History data.

• MDRI analysis across the four domains of Cogni�on, Recep�ve Communica�on, Behavior and Sleep resulted in a total net 
response of +2.0 (p-value = 0.0007) at Day 338. The majority of pa�ents had a total net response of +2 to +4, as well as a 2- 
to 5-fold improvement over the MID threshold in several domains.

 
There were no unexpected serious adverse events. Three pa�ents had serious adverse events (mild to moderate) of lower 

extremity weakness assessed as related to study treatment; one in Cohort 7, two in Cohorts A & B; none reported in Cohorts C–E to 
date. All resolved rapidly without sequelae and remain in the study without ongoing safety concerns. The five original pa�ents affected 
by lower extremity weakness from Cohorts 1–3 have been re-dosed safely mul�ple �mes and are receiving maintenance treatment 
without recurrence. The Cohort 7 pa�ent has also been re-dosed safely mul�ple �mes and is receiving maintenance treatment without 
recurrence. The two pa�ents in Cohorts A & B remain in study and are expected to con�nue dosing. The FDA and other regulatory 
agencies were no�fied of all safety events and raised no issues nor required addi�onal ac�ons. The foregoing safety informa�on is 
current as of April 5, 2024
 

Data comparisons of GTX-102 data to data from the Angelman Syndrome Natural History Study (Natural History Data) are 
illustra�ve only.  The Angelman Syndrome Natural History Study is a mul�site, prospec�ve, observa�onal study. The study data are 
combined with clinic and registry data and stored in the Linking Angelman and Dup15q Data for Expanded Research (LADDER) database 
pla�orm, which is managed by Boston Children’s Hospital and spans different Angelman syndrome cohorts. The Natural History study 
popula�ons analyzed for compara�ve purposes to GTX-102 are a subset of the larger popula�ons, and only include 4- to 17-year-old 
gene dele�on pa�ents. Differences exist between study designs, subject characteris�cs and geographical regions and cau�on should be 
exercised when comparing data across studies. Natural history data are not available for the ASA assessments. 
 
Cau�onary Note Regarding Forward-Looking Statements

This Current Report on Form 8-K contains forward-looking statements within the meaning of the Private Securi�es Li�ga�on 
Reform Act of 1995. These statements may be iden�fied by the use of words such as, but not limited to, “an�cipates,” “con�nue,” “will,” 
or other similar terms or expressions that concern the Company’s expecta�ons, plans and inten�ons. Forward-looking statements 
include, without limita�on, statements regarding the clinical benefit, tolerability and safety of GTX-102 and the corresponding impact on 
pa�ents, the an�cipated dosing of the Phase 2 study for GTX-102, and the �ming for ini�a�on of a Phase 3 study for GTX-102 and 
associated regulatory mee�ngs. Such forward-looking statements involve substan�al risks and uncertain�es that could cause the 
Company’s clinical development programs, collabora�on with third par�es, future results, performance or achievements to differ 
significantly from those expressed or implied by the forward-looking statements. Such risks and uncertain�es include, among others, the 
uncertainty of clinical drug development and unpredictability and lengthy process for obtaining regulatory approvals, the ability of the 
Company to successfully develop GTX-102, the Company’s ability to achieve its projected development goals in its expected �meframes, 
the risk that results from earlier studies may not be predic�ve of future study results, risks related to adverse side effects, risks related to 
reliance on third party partners to conduct certain ac�vi�es on the Company’s behalf, smaller than an�cipated market opportuni�es for 
the Company’s products and product candidates, manufacturing risks, compe��on from other therapies or products, and other ma�ers 
that could affect the sufficiency of exis�ng cash, cash equivalents and short-term investments to fund opera�ons, the Company’s future 
opera�ng results and financial performance, the �ming of clinical trial ac�vi�es and repor�ng results from same, and the availability or 
commercial poten�al of the Company’s products and drug candidates. The Company undertakes no obliga�on to update or revise any 
forward-looking statements. For a further descrip�on of the risks and uncertain�es that could cause actual results to differ from those 
expressed in these forward-looking statements, as well as risks rela�ng to the business of the Company in general, see the Company's 
Annual Report on Form 10-K filed with the Securi�es and Exchange Commission (SEC) on February 21, 2024, and its subsequent periodic 
reports filed with the SEC.
 



 

Item 9.01 Financial Statements and Exhibits.

(d)Exhibits
Exhibit No. Descrip�on
104 The cover page from the Company’s Current Report on Form 8-K 

dated April 15, 2024 forma�ed in Inline XBRL.
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Pursuant to the requirements of the Securi�es Exchange Act of 1934, the registrant has duly caused this report to be signed on its behalf by the undersigned 
hereunto duly authorized.

   Ultragenyx Pharmaceu�cal Inc.

    

Date: April 15, 2024 By: /s/ Howard Horn
   Howard Horn

 Execu�ve Vice President, Chief Financial Officer, Corporate Strategy
  

 
 




