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Item 7.01 Regula�on FD Disclosure.

On July 6, 2023, Ultragenyx Pharmaceu�cal Inc. (“Ultragenyx” or the “Company”) issued a press release announcing that the first pa�ents have 
been dosed in both of the Company’s late-stage clinical trials evalua�ng setrusumab (UX143) in pediatric and young adult pa�ents with osteogenesis 
imperfecta (“OI”) sub-types I, III and IV. The press release is a�ached hereto as Exhibit 99.1.

The informa�on set forth under Item 7.01 and in the press release a�ached hereto as Exhibit 99.1 shall not be deemed “filed” for purposes of 
Sec�on 18 of the Securi�es Exchange Act of 1934, nor shall it be deemed incorporated by reference in any filing under the Securi�es Act of 1933, except 
as shall be expressly set forth by specific reference in any such filing

Item 8.01 Other Events.

On June 6, 2023, the Company announced that the first pa�ents have been dosed in both of the Company’s late-stage clinical trials evalua�ng 
setrusumab in pediatric and young adult pa�ents with OI sub-types I, III, and IV. The Phase 3 por�on of the Company’s pivotal Phase 2/3 Orbit study is 
evalua�ng the effect of setrusumab compared to placebo on annualized clinical fracture rate in pa�ents aged 5 to <26 years. The newly ini�ated Phase 3 
Cosmic study is an ac�ve-controlled study evalua�ng setrusumab compared to intravenous bisphosphonate (IV-BP) therapy on annualized total fracture 
rate in pa�ents aged 2 to <5 years. 

The global, seamless Phase 2/3 Orbit study is evalua�ng the effect of setrusumab compared to placebo on clinical fracture rate in pa�ents aged 5 
to <26 years. In the Phase 2 por�on, 24 pa�ents were randomized 1:1 to receive setrusumab at one of two doses to determine the op�mal dosing 
strategy for Phase 3. The pivotal Phase 3 por�on of the study will include approximately 195 pa�ents at more than 40 sites across 12 countries, 
randomized 2:1 to receive setrusumab or placebo, with a primary efficacy endpoint of annualized clinical fracture rate. All pa�ents will transi�on to an 
extension period and receive open-label setrusumab a�er the Phase 3 primary analysis is complete.

The global Phase 3 Cosmic study is an open-label, randomized, ac�ve-controlled study in pa�ents aged 2 to <5 years evalua�ng setrusumab 
compared to intravenous bisphosphonates (IV-BP) therapy on reduc�on in total fracture rate, including morphometric vertebral fractures. The Cosmic 
study will enroll approximately 65 pa�ents at more than 20 sites across eight countries.
 
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 Phase 3 
por�on of the Orbit study and the Phase 3 Cosmic study, including expecta�ons regarding enrollment, dosing, endpoints, and other study plans. 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, risks related to serious or undesirable side effects of the Company’s product candidates, the Company’s ability to achieve its 
projected development goals in its expected �meframes, risks related to reliance on third party partners to conduct certain ac�vi�es on the Company’s 
behalf, the Company’s limited experience in genera�ng revenue from product sales, risks related to product liability lawsuits, 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 17, 2023, and its subsequent periodic reports filed with the SEC.

Item 9.01 Financial Statements and Exhibits.

 
(d) Exhibits
 
Exhibit No. Descrip�on
99.1 Press Release, dated July 6, 2023.
104 The cover page from the Company’s Current Report on Form 8-K dated July 

6, 2023 forma�ed in Inline XBRL.
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Exhibit 99.1

 

Ultragenyx Announces First Pa�ents Dosed in Phase 3 Program Evalua�ng Setrusumab 
(UX143) for the Treatment of Osteogenesis Imperfecta (OI)

Pivotal Phase 3 por�on of Orbit study now enrolling approximately 195 pediatric and young adult pa�ents 

Newly ini�ated Phase 3 Cosmic study now enrolling approximately 65 younger pediatric pa�ents 

NOVATO, Calif. — July 06, 2023 — Ultragenyx Pharmaceu�cal Inc. (NASDAQ: RARE) today announced that the first pa�ents have 
been dosed in both of its late-stage clinical trials evalua�ng setrusumab in pediatric and young adult pa�ents with OI sub-types 
I, III and IV. The Phase 3 por�on of the pivotal Phase 2/3 Orbit study is evalua�ng the effect of setrusumab compared to placebo 
on annualized clinical fracture rate in pa�ents aged 5 to <26 years. The newly ini�ated Phase 3 Cosmic study is an ac�ve-
controlled study evalua�ng setrusumab compared to intravenous bisphosphonate (IV-BP) therapy on annualized total fracture 
rate in pa�ents aged 2 to <5 years. 

"I am extremely encouraged by the recent data from the Phase 2 por�on of the Orbit study, which includes improvement in 
biochemical markers and bone density measures that reflect the clinical response we have observed in study par�cipants," 
stated Thomas Carpenter, M.D., professor of Pediatrics (Endocrinology) and of Orthopaedics and Rehabilita�on, Yale School of 
Medicine. "We are looking forward to evalua�ng the full clinical poten�al of setrusumab as this important Phase 3 program 
moves forward, with hopes for improving therapeu�c outcomes in OI."

“Data from the Phase 2 por�on of the Orbit study demonstrated increases in bone forma�on and bone mineral density, which 
are important markers of bone strength, as well as early indica�ons of improved bone health from our inves�gators,” said Eric 
Crombez, M.D., chief medical officer at Ultragenyx. “Our comprehensive Phase 3 program is designed to study the impact of 
setrusumab on clinical fracture risk reduc�on. The two Phase 3 trials will evaluate pa�ents over a broad age range, including the 
younger pediatric popula�on, where the risk of fracture is higher and where we can poten�ally have the greatest impact on 
their future health.”



 

Ultragenyx is leading the clinical development of setrusumab as part of a collabora�on and license agreement with Mereo 
BioPharma Group plc (NASDAQ: MREO), a clinical-stage biopharmaceu�cal company focused on rare diseases. The companies 
recently announced posi�ve data from the dose-selec�on Phase 2 por�on of the Orbit study showing that setrusumab rapidly 
induced bone produc�on in OI-affected pa�ents.

U.S. residents can learn more by visi�ng ultraclinicaltrials.com.

The Setrusumab Phase 3 Program

The global, seamless Phase 2/3 Orbit study is evalua�ng the effect of setrusumab compared to placebo on clinical fracture rate 
in pa�ents aged 5 to <26 years. In the Phase 2 por�on, 24 pa�ents were randomized 1:1 to receive setrusumab at one of two 
doses to determine the op�mal dosing strategy for Phase 3. The pivotal Phase 3 por�on of the study will include approximately 
195 pa�ents at more than 40 sites across 12 countries, randomized 2:1 to receive setrusumab or placebo, with a primary 
efficacy endpoint of annualized clinical fracture rate. All pa�ents will transi�on to an extension period and receive open-label 
setrusumab a�er the Phase 3 primary analysis is complete.

The global Phase 3 Cosmic study is an open-label, randomized, ac�ve-controlled study in pa�ents aged 2 to <5 years evalua�ng 
setrusumab compared to intravenous bisphosphonates (IV-BP) therapy on reduc�on in total fracture rate, including 
morphometric vertebral fractures. The Cosmic study will enroll approximately 65 pa�ents at more than 20 sites across 8 
countries.

About Osteogenesis Imperfecta (OI)

Osteogenesis Imperfecta (OI) includes a group of gene�c disorders impac�ng bone metabolism. Approximately 85% to 90% of 
OI cases are caused by muta�ons in the COL1A1 or COL1A2 genes, leading to either reduced or abnormal collagen and changes 
in bone metabolism. The collagen muta�ons in OI can result in increased bone bri�leness, which contributes to a high rate of 
fractures, including at atypical sites. Pa�ents with OI also exhibit increased bone resorp�on (breakdown of old bone) and 
inadequate produc�on of new bone, which leads to decreased bone mass, bone fragility and weakness. OI can also lead to bone 
deformi�es, abnormal spine curvature, pain, decreased mobility, and short stature. No treatments are approved for OI, which 
affects approximately 60,000 people in the developed world.

About Setrusumab (UX143)

Setrusumab is a fully human monoclonal an�body that inhibits scleros�n, a protein that acts on a key bone-signaling pathway 
that inhibits the matura�on and ac�vity of bone-forming cells. The goal of blocking inhibitory effects of scleros�n is to increase 
new bone forma�on, bone mineral density and bone strength. Scleros�n inhibi�on also reduces excessive bone resorp�on, 
further enhancing its impact on bone density. In mouse models of OI, the use of an�-scleros�n an�bodies was shown to 
s�mulate bone forma�on, improve bone mass and density, and increase bone strength against fracture force tes�ng.



 

Mereo BioPharma’s Phase 2b study (ASTEROID) treatment phase of the dose-finding study of setrusumab for the treatment of 
OI in 112 adults was concluded in 2019. The ASTEROID study demonstrated treatment with setrusumab resulted in a clear, dose-
dependent and sta�s�cally significant effect on bone forma�on and bone density at mul�ple anatomical sites among adult 
par�cipants with OI.

Ultragenyx and Mereo BioPharma are collabora�ng on the development of setrusumab globally based on the collabora�on and 
license agreement between the par�es. The companies have developed a comprehensive late-stage program to con�nue 
development of setrusumab in pediatric and young adult pa�ents across OI sub-types I, III and IV.

About Ultragenyx Pharmaceu�cal Inc.

Ultragenyx is a biopharmaceu�cal company commi�ed to bringing novel products to pa�ents for the treatment of serious rare 
and ultrarare gene�c diseases. The company has built a diverse por�olio of approved therapies and product candidates aimed 
at addressing diseases with high unmet medical need and clear biology for treatment, for which there are typically no approved 
therapies trea�ng the underlying disease.

The company is led by a management team experienced in the development and commercializa�on of rare disease 
therapeu�cs. Ultragenyx’s strategy is predicated upon �me- and cost-efficient drug development, with the goal of delivering 
safe and effec�ve therapies to pa�ents with the utmost urgency.

For more informa�on on Ultragenyx, please visit ultragenyx.com.

Ultragenyx Forward-Looking Statements and Use of Digital Media

Except for the historical informa�on contained herein, the ma�ers set forth in this press release, including statements related to 
Ultragenyx's expecta�ons and projec�ons regarding its future opera�ng results and financial performance, business plans and 
objec�ves for UX143, expecta�ons regarding the tolerability and safety of UX143, and future clinical and regulatory 
developments for UX143 are forward-looking statements within the meaning of the "safe harbor" provisions of the Private 
Securi�es Li�ga�on Reform Act of 1995. Such forward-looking statements involve substan�al risks and uncertain�es that could 
cause our 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 and Mereo BioPharma to successfully develop UX143, the company’s ability to achieve its projected 
development goals in its expected �meframes, 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, the poten�al for any license or collabora�on agreement, including 
the company’s collabora�on agreement with Mereo to be terminated, 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 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 Ultragenyx’s products and drug candidates. Ultragenyx 
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 Ultragenyx in general, see Ultragenyx's Quarterly Report on Form 10-Q filed with the Securi�es and 
Exchange Commission (SEC) on May 5, 2023, and its subsequent periodic reports filed with the SEC.

In addi�on to its SEC filings, press releases and public conference calls, Ultragenyx uses its investor rela�ons website and social 
media outlets to publish important informa�on about the company, including informa�on that may be deemed material to 
investors, and to comply with its disclosure obliga�ons under Regula�on FD. Financial and other informa�on about Ultragenyx is 
rou�nely posted and is accessible on Ultragenyx’s Investor Rela�ons website (h�ps://ir.ultragenyx.com/) and LinkedIn website 
(h�ps://www.linkedin.com/company/ultragenyx-pharmaceu�cal-inc-/mycompany/).
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