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Item 8.01

Other Events.

On December 15, 2021, Travere Therapeutics, Inc. (the “Company”) announced positive topline results from the ongoing Phase 1/2 COMPOSE
Study of pegtibatinase, a novel investigational enzyme replacement therapy being evaluated for the treatment of classical homocystinuria (HCU). To
date in the COMPOSE Study, a total of 19 patients with HCU have been randomized 3:1 to receive either pegtibatinase or placebo in independent
ascending subcutaneous dose cohorts, ranging from 0.33mg/kg once weekly to 1.5mg/kg BIW. The study protocol provided for an unblinded
assessment to evaluate safety, tolerability, pharmacokinetics (PK), pharmacodynamics (PD) and clinical effects after twelve weeks of treatment had
been completed in the fifth cohort (1.5mg/kg BIW).
Key findings from the topline results are as follows:
•

To date in the COMPOSE Study, pegtibatinase has been generally well-tolerated.

•

There were no discontinuations due to treatment-related adverse events. There was one serious adverse event, moderate acute urticaria
(hives), that was categorized by the treating physician to be likely related to pegtibatinase treatment but did not lead to treatment
discontinuation and resolved following a single dose interruption.

•

Pegtibatinase demonstrated dose-dependent reductions in tHcy after 12 weeks of treatment.

•

At the two highest doses, pegtibatinase appeared to reduce tHcy regardless of starting baseline tHcy levels or background therapy.

•

In the highest dose cohort to date of 1.5mg/kg dosed twice weekly (BIW), treatment with pegtibatinase resulted in rapid and sustained
reductions in tHcy, resulting in a maintenance of tHcy below a clinically meaningful threshold of 100 μmol from week 2 through week 12 of
treatment.

•

In the 1.5mg/kg BIW dose cohort, treatment with pegtibatinase resulted in a mean relative reduction from baseline of 55.1% (n=3, mean
baseline tHcy = 187.0 μmol), compared to a mean relative reduction from baseline of 4.8% for all patients receiving placebo in the study
(n=5, mean baseline tHcy = 131.1 μmol).

•

In a dose-dependent manner in the study to date, methionine levels were substantially reduced and cystathionine levels were substantially
elevated following treatment with pegtibatinase, suggesting that pegtibatinase acts in a manner similar to the native CBS enzyme.

Based on these results, the Company is preparing to engage with regulators to establish next steps for a pivotal development program to ultimately
support the potential approvals of pegtibatinase for the treatment of HCU. In parallel, the Company has initiated one additional cohort in the
COMPOSE Study to inform and refine formulation work for future development and commercial purposes and to further evaluate the dose response
curve for pegtibatinase. Patients enrolled in the COMPOSE Study are eligible to enter into an open-label extension and receive the 1.5mg/kg dose of
pegtibatinase.
Forward-Looking Statements
This Current Report on Form 8-K contains "forward-looking statements" as that term is defined in the Private Securities Litigation Reform Act of
1995. Without limiting the foregoing, these statements are often identified by the words "may", "might", "believes", "thinks", "anticipates", "plans",
"expects", "intends" or similar expressions. In addition, expressions of our strategies, intentions or plans are also forward-looking statements. Such
forward-looking statements include, but are not limited to, references to the efficacy, safety and tolerability profile of pegtibatinase based on the
preliminary data from the Compose Study interim analysis; the Company’s plan to engage with regulators to establish next steps for a pivotal
development program to ultimately support the potential approvals of pegtibatinase for the treatment of HCU; and the Company’s plans to enroll one
additional dose cohort in the COMPOSE Study to inform and refine formulation work for future development and commercial purposes and to further
evaluate the dose response curve for pegtibatinase. Such forward-looking statements are based on current information available to the Company
and involve inherent risks and uncertainties, including factors that could delay, divert or change any such forward-looking statements, and could
cause actual outcomes and results to differ materially from current expectations. No forward-looking statement can be guaranteed. Among the
factors that could cause actual results to differ materially from those indicated in the forward-looking statements are risks and uncertainties
associated with clinical development, interactions with regulatory authorities and manufacturing of novel product candidates. Specifically, the
Company faces risk that the Compose Study or a planned future pivotal study of pegtibatinase will not proceed as planned, risks associated with the
manufacturing of pegtibatinase, including reliance on third party contract manufacturers, and risks that pegtibatinase will not be approved for
efficacy, safety, regulatory or other reasons, and for each of the Company’s programs, risk associated with enrollment of clinical trials for rare
diseases and risk that ongoing or planned clinical trials may not succeed or may be delayed for safety, regulatory or other reasons. In addition, such
risks and uncertainties may include those described in the Company’s filings with the SEC, including under the “Risk Factors” heading of the
Company’s quarterly report on Form 10-Q for the quarter ended September 30, 2021, as filed with the SEC on October 29, 2021, which are also
available at the Company’s website (www.travere.com) under “Investors & Media”. You are cautioned not to place undue reliance on any forwardlooking statements as there are important factors that could cause actual results to differ materially from those in any forward-looking statements,
many of which are beyond our control. Except to the extent required by law, the Company undertakes no obligation to publicly update any forwardlooking statement.

Item 9.01

Financial Statements and Exhibits.

(d) Exhibits
104

Cover Page Interactive Data File (embedded within the Inline XBRL document).

Pursuant to the requirements of the Securities Exchange Act of 1934, the registrant has duly caused this report to be signed on its behalf by the
undersigned hereunto duly authorized.
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