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Sage Therapeutics Announces Topline Results from the Phase 2 LIGHTWAVE Study of Dalzanemdor
(SAGE-718) in the Treatment of Mild Cognitive Impairment and Mild Dementia in Alzheimer’s Disease

October 8, 2024

- In the Phase 2 LIGHTWAVE Study, dalzanemdor (SAGE-718) did not demonstrate a statistically significant difference from baseline in participants
treated with dalzanemdor versus placebo on the primary endpoint

- Dalzanemdor was generally well-tolerated and no new safety signals were observed
- Topline data from the Phase 2 DIMENSION Study of dalzanemdor in Huntington’s Disease expected later this year

CAMBRIDGE, Mass.--(BUSINESS WIRE)--Oct. 8, 2024-- Sage Therapeutics, Inc. (Nasdaq: SAGE) announced today topline results from
LIGHTWAVE, a 12-week, Phase 2 randomized, double-blind, placebo-controlled study to evaluate the effects of dalzanemdor (SAGE-718) in
participants with mild cognitive impairment (MCI) or mild dementia due to Alzheimer’s Disease (AD). The LIGHTWAVE Study did not demonstrate a
statistically significant difference from baseline in participants treated with dalzanemdor versus placebo on the Wechsler Adult Intelligence Scale
Fourth Edition (WAIS-IV) Coding Test score at Day 84, the primary outcome measure of the study.

Based on these data, the Company does not plan further clinical development of dalzanemdor in AD. The Company expects to report topline data from
the Phase 2 DIMENSION Study of dalzanemdor in people with cognitive impairment associated with Huntington’s Disease later this year.

“Alzheimer’s Disease is an incredibly complex and devastating condition, and people with related mild cognitive impairment and mild dementia need
more treatment options. While we are disappointed by the results of the LIGHTWAVE Study, we are grateful to participants, investigators, care
partners, patient advocates and the Alzheimer's community who helped make this important research possible. We hope our work and these findings
help to inform future research,” said Barry Greene, Chief Executive Officer, Sage Therapeutics.

LIGHTWAVE Study Results
The LIGHTWAVE study was a 12-week, Phase 2 randomized, double-blind, placebo-controlled study to evaluate the effects of dalzanemdor in
participants with MCI or mild dementia due to AD. A total of 174 participants were randomized.

e The LIGHTWAVE study did not demonstrate a statistically significant difference from baseline in participants treated with
dalzanemdor versus placebo on the WAIS-1V Coding Test score at Day 84.

e Dalzanemdor was generally well-tolerated and no new safety signals were observed. The majority of treatment emergent
adverse events were mild to moderate in severity.

e Analyses did not demonstrate any meaningful differences in the dalzanemdor-treated group versus placebo in exploratory
endpoints such as RBANS total score or MoCA total score.

About dalzanemdor (SAGE-718)
Dalzanemdor (SAGE-718) is a first-in-class investigational NMDA receptor positive allosteric modulator (PAM). Sage has an ongoing placebo-
controlled Phase 2 study evaluating dalzanemdor in cognitive impairment associated with Huntington’s Disease.

About Sage Therapeutics

Sage Therapeutics (Nasdaq: SAGE) is a biopharmaceutical company committed to our mission of pioneering solutions to deliver life-changing brain
health medicines, so every person can thrive. Sage developed the only two FDA-approved treatments indicated for postpartum depression and is
advancing a robust pipeline to target unmet needs in brain health. Sage was founded in 2010 and is headquartered in Cambridge, Mass. Find out
more at www.sagerx.com or engage with us on Eacebook, LinkedIn, [nstagram, and X.

Forward-Looking Statements

Various statements in this release concern future expectations, plans and prospects, including without limitation statements regarding: our
expectations with respect to the timing of reporting of results from the ongoing clinical trial of dalzanemdor in Huntington’s Disease; our belief in the
unmet need for new treatment options for brain health; and the mission, goals, opportunity and potential for our business. These statements constitute
forward-looking statements as that term is defined in the Private Securities Litigation Reform Act of 1995. These forward-looking statements are
neither promises nor guarantees of future performance, and are subject to a variety of risks and uncertainties, many of which are beyond our control,
which could cause actual results to differ materially from those contemplated in these forward-looking statements, including the risks that: the results
of our ongoing DIMENSION study of dalzanemdor in HD may be negative like the results we announced today from the LIGHTWAVE study, and may
not support further development of dalzanemdor in HD; we may encounter delays in reporting results from the DIMENSION study and may not meet
our expected timelines; even if data from the DIMENSION study, or any other data we generate in the development of any of our product candidates at
any stage, are positive, the FDA may not agree with our view of the data; decisions or actions of the FDA or other regulatory agencies may affect the
initiation, timing, design, size, or progress of ongoing or future clinical trials or the regulatory pathway for any of our product candidates or our ability to
proceed with further development; the FDA may ultimately decide that the design or results of completed, ongoing and planned clinical trials, even if
positive, are not sufficient for the next phase of development or ultimately for regulatory approval of any of our product candidates in any indication that
is the focus of our development programs and plans; we may encounter adverse results or adverse events at any stage of development that negatively
impact further development or that require additional nonclinical and clinical work which may not yield positive results; we may at any time encounter


https://cts.businesswire.com/ct/CT?id=smartlink&url=http%3A%2F%2Fwww.sagerx.com&esheet=54132617&newsitemid=20241007290450&lan=en-US&anchor=www.sagerx.com&index=1&md5=dd98526fdf0e7cf38852f4169faab326
https://cts.businesswire.com/ct/CT?id=smartlink&url=https%3A%2F%2Fwww.facebook.com%2FThisIsSage&esheet=54132617&newsitemid=20241007290450&lan=en-US&anchor=Facebook&index=2&md5=74070c1c009d54c9e770612c16bb89e5
https://cts.businesswire.com/ct/CT?id=smartlink&url=https%3A%2F%2Fwww.linkedin.com%2Fcompany%2Fsage-therapeutics&esheet=54132617&newsitemid=20241007290450&lan=en-US&anchor=LinkedIn&index=3&md5=a3bc81e9f3794cb981078c6e4cfcd530
https://cts.businesswire.com/ct/CT?id=smartlink&url=https%3A%2F%2Fwww.instagram.com%2Fsagebiotech%2F&esheet=54132617&newsitemid=20241007290450&lan=en-US&anchor=Instagram&index=4&md5=ac1f8c00fc11c5f35681c0c602b92199
https://cts.businesswire.com/ct/CT?id=smartlink&url=https%3A%2F%2Ftwitter.com%2FSageBiotech&esheet=54132617&newsitemid=20241007290450&lan=en-US&anchor=X&index=5&md5=82271605bcb292150239f877c4218675

unexpected hurdles in the development and manufacture of our product candidates; and all of these factors and other developments related to our
science or business could cause us not to achieve our mission or the goals for our business; as well as those risks more fully discussed in the section
entitled "Risk Factors" in our most recent Quarterly Report on Form 10-Q, and discussions of potential risks, uncertainties, and other important factors
in our subsequent filings with the Securities and Exchange Commission. In addition, any forward-looking statements represent our views only as of
today, and should not be relied upon as representing our views as of any subsequent date. Sage explicitly disclaims any obligation to update any
forward-looking statements.
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