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Item 8.01 Other Events.

Denali Therapeutics Inc. (Denali), in conjunction with Biogen Inc. (Biogen), and based on review of portfolio timelines and resource prioritization,
plans to revise the clinical development program for BIIB122 (DNL151), a small molecule inhibitor of leucine-rich repeat kinase 2 (LRRK2) which is
being developed as a potential treatment of Parkinson’s disease. Denali and Biogen have a strategic collaboration to jointly develop and commercialize
small molecule inhibitors of LRRK2 and remain committed to advancing the development of BIIB122. The planned revisions to the BIIB122 clinical
development program are not based on any safety or efficacy data from studies of BIIB122.

BIIB122 Clinical Development Program Prior to Planned Revisions - LUMA and LIGHTHOUSE

Prior to the planned revisions, the BIIB122 clinical development program encompassed two global late-stage clinical trials: the Phase 2b LUMA study
in participants with early-stage Parkinson’s disease, which commenced in May 2022; and the Phase 3 LIGHTHOUSE study in participants with
Parkinson’s disease related to LRRK?2 mutations, which commenced in September 2022.

Planned Revisions to the BIIB122 Clinical Development Program — Focus on LUMA

In consideration of the LIGHTHOUSE study’s complexity, including the long timeline with anticipated study completion in 2031, Biogen and Denali
plan to refocus their efforts to enable a timely readout on efficacy in idiopathic early-stage Parkinson’s disease while gaining further clinical data in
Parkinson’s disease with and without a LRRK2 mutation.

Biogen and Denali will modify the LUMA study’s enrollment criteria to allow for inclusion of eligible participants with Parkinson’s disease and a
confirmed pathogenic variant of LRRK2, in addition to continuing to enroll eligible participants with idiopathic early-stage Parkinson’s disease; a total
of approximately 640 participants are expected to enroll. Biogen will continue to operationalize the LUMA study, which is designed to support
registration of BIIB122 for the treatment of Parkinson’s disease. The LIGHTHOUSE study of BIIB122 in Parkinson’s disease associated with LRRK2
mutations will close; currently enrolled and randomized participants will have the option to enroll in the LUMA study.

Including both patient populations in the LUMA study is expected to answer the question of whether LRRK2 inhibition is a viable treatment approach
for early-stage Parkinson’s disease and to provide initial data in Parkinson’s disease related to LRRK2 mutations sooner than would have been possible
with the LIGHTHOUSE study. Collectively, data from the LUMA study will inform next steps for the development of BIIB122 in Parkinson’s disease.

Forward-Looking Statements

Certain of the statements made in this report are forward looking. These include, but are not limited to, statements relating to the LUMA study and its
enrollment, timing, and availability and impact of data. Actual results or developments may differ materially from those projected or implied in these
forward-looking statements. Factors that may cause such a difference include risks and uncertainties related to the conduct, enrollment, or results of the
LUMA study; the occurrence of any event, change or other circumstance that could give rise to the termination of Denali’s agreements with Biogen; and
the potential for the ongoing clinical trials of BIIB122 to differ from preclinical, early clinical, preliminary or expected results. More information about
the risks and uncertainties faced by Denali may be found in Denali’s most recent Annual and Quarterly Reports filed on Forms 10-K and 10-Q with the
Securities and Exchange Commission (SEC) on February 27, 2023 and May 8, 2023, respectively, and Denali’s future reports to be filed with the SEC.
The forward-looking statements in this report are based on information available to Denali as of the date hereof. Denali disclaims any intention or
obligation to update or revise any forward-looking statements, whether as a result of new information, future events or otherwise.
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