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Item 8.01 Other Events.

On November 9, 2024, Ultragenyx Pharmaceu�cal Inc. (the “Company”) issued a press release announcing Phase 1/2 data in support of the Phase 3 
Aspire study for GTX-102, its inves�ga�onal an�sense oligonucleo�de for Angelman syndrome, that was presented later that day at the 2024 Founda�on for 
Angelman Syndrome Therapeu�cs (FAST) Global Science Summit in Orlando, Florida. 

The global Phase 3 Aspire study will enroll approximately 120 pa�ents with Angelman syndrome with a gene�cally confirmed diagnosis of full 
maternal UBE3A gene dele�on and will include a 48-week primary efficacy analysis period. The primary endpoint will be improvement in cogni�on assessed 
by Bayley-4 cogni�ve raw score, and the key secondary endpoint will be the Mul�-domain Responder Index (“MDRI”) across the five domains of cogni�on, 
recep�ve communica�on, behavior, gross motor func�on, and sleep.

As of the September 2024 Phase 1/2 data cut-off, pa�ents in the Dose Expansion Cohorts demonstrated con�nued improvement across mul�ple 
domains at Week 48 (Day 338). Pa�ents (n=40) in the Dose-escala�on and Expansion Cohorts at Week 48 demonstrated a mean change in Bayley-4 Cogni�on 
Growth Scale Value (“GSV”) score from baseline of +6.7 compared to the minimally important difference of +5. Using the Phase 3 primary endpoint of Bayley-
4 Cogni�on Raw score, the mean change from baseline was +10.9. This suggests the Phase 3 study has greater than 95% power to detect a treatment effect, 
even if the response in the sham arm is up to three �mes higher than observed changes in available natural history data(1).

Week 48 (Day 338) data from 28 pa�ents in Expansion Cohorts A&B were evaluated with the Phase 3 key secondary endpoint of MDRI and showed 
a total net response of +2.0 (p-value < 0.0001). The data demonstrate that approximately 80% (22 of 28 pa�ents) of pa�ents have achieved clinically 
meaningful net improvement in at least one domain. 

These data confirm that the Phase 3 Aspire study is amply powered to establish the efficacy of GTX-102 on the primary endpoint of cogni�on or the 
key secondary endpoint of MDRI at the Week 48 �mepoint.

GTX-102 demonstrated a consistent and acceptable safety profile as of the data cutoff.

The latest Ultragenyx corporate deck with these data updates can be accessed at h�ps://ir.ultragenyx.com/.

 
(1) Linking Angelman and Dup15q Data for Expanded Research (LADDER)

 
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 and �ming for clinical development or regulatory review of GTX-102.  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 Quarterly Report on Form 10-Q filed with the Securi�es and Exchange Commission (SEC) on November 6, 2024, and its subsequent periodic 
reports filed with the SEC.



SIGNATURES

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: November 12, 2024 By: /s/ Howard Horn
   Howard Horn

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

 




