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The information in this preliminary prospectus is not complete and may be changed. We may not sell these securities until the
registration statement filed with the Securities and Exchange Commission is effective. This preliminary prospectus is not an offer to sell
these securities and it is not soliciting an offer to buy these securities in any jurisdiction where the offer or sale is not permitted.

Subject to Completion, dated April 6, 2015.

Preliminary prospectus

Shares

$100,000,000

Common Stock

We are selling shares of common stock.

Our common stock is listed on The NASDAQ Global Market under the symbol SAGE. The closing price of our common stock on The
NASDAQ Global Market on April 2, 2015, was $46.87 per share.

We are an emerging growth company as that term is used in the Jumpstart Our Business Startups Act of 2012, and, as such, we have elected to
take advantage of certain reduced reporting requirements for this prospectus and may elect to comply with certain reduced public company
reporting requirements for future filings.

Per Share Total
Public offering price $ $
Underwriting discounts and commissions" $ $
Proceeds to Sage Therapeutics, Inc. before expenses $ $
(1) See Underwriting beginning on page 159 for additional information regarding underwriting compensation.
We have granted the underwriters an option to purchase up to additional shares of our common stock at the offering price less the

underwriting discount. The underwriters can exercise this right at any time within 30 days after the date of this prospectus.

Investing in our common stock involves a high degree of risk. See Risk Factors beginning on page 11.
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Neither the Securities and Exchange Commission nor any state securities commission has approved or disapproved of these securities or
determined if this prospectus is truthful or complete. Any representation to the contrary is a criminal offense.

The underwriters expect to deliver the shares of common stock to purchasers on or about , 2015.

J.P. Morgan Goldman, Sachs & Co.

Leerink Partners Cowen & Company
Prospectus dated , 2015
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We and the underwriters have not authorized anyone to provide any information other than that contained in this prospectus or in any free
writing prospectus prepared by or on behalf of us or to which we have referred you. We take no responsibility for, and can provide no assurance
as to the reliability of, any other information that others may give you. We and the underwriters are not making an offer to sell these securities in
any jurisdiction where the offer or sale is not permitted. You should assume that the information appearing in this prospectus is accurate only as
of the date on the front cover of this prospectus. Our business, financial condition, results of operations and prospects may have changed since
that date.

For investors outside of the United States: We have not, and the underwriters have not, done anything that would permit this offering or
possession or distribution of this prospectus in any jurisdiction where action for that purpose is required, other than the United States. Persons
outside of the United States who come into possession of this prospectus must inform themselves about, and observe any restrictions relating to,
the offering of the shares of common stock and the distribution of this prospectus outside of the United States.
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PROSPECTUS SUMMARY

This summary highlights information contained elsewhere in this prospectus and does not contain all of the information that you should
consider in making your investment decision. Before investing in our common stock, you should carefully read this entire prospectus, including
our consolidated financial statements and the related notes included elsewhere in this prospectus. You should also consider, among other things,
the matters described under Risk Factors and Management s Discussion and Analysis of Financial Condition and Results of Operations,

in each case appearing elsewhere in this prospectus. Unless otherwise stated, all references to us, our, SAGE, we, the Company
and similar designations refer to Sage Therapeutics, Inc. and its subsidiary.

Overview

We are a biopharmaceutical company committed to developing and commercializing novel medicines to treat life-threatening, rare central
nervous system, or CNS, disorders, where there are inadequate or no approved existing therapies. We are targeting CNS indications where
patient populations are easily identified, acute treatment is typically initiated in the hospital setting, clinical endpoints are well-defined and
development pathways are feasible.

Our initial product candidates, which are summarized in the table below, are aimed at treating different stages of status epilepticus, or SE, a
life-threatening condition in which the brain is in a state of persistent seizure, as well as other seizure and non-seizure disorders. The lead
product candidate in our SE program, SAGE-547, is an intravenous, or IV, agent entering Phase 3 clinical development as an adjunctive therapy,
a therapy combined with current therapeutic approaches, for the treatment of super-refractory SE, or SRSE. The current standard of care for
SRSE is empiric, and there are no therapies at present that have been specifically approved for this indication. Over the course of 2014, the U.S.
Food and Drug Administration, or FDA, granted us orphan drug designation and Fast Track designation for our investigational new drug
application for SAGE-547 as a treatment for SRSE. On April 2, 2015, we announced that at a recent End-of-Phase 2 meeting with the FDA,
general agreement was reached on the design and key elements for our planned Phase 3 clinical program for SAGE-547 for the treatment of
SRSE and we expect to initiate the Phase 3 trial in mid-2015. If successful, we believe the results from this Phase 3 clinical trial, together with
other clinical data obtained from the SAGE-547 development program, could form the basis of a New Drug Application, or NDA, submission
for SAGE-547.

We continue to use SAGE-547 to explore additional potential uses of GABA , receptor modulators in clinical trials for essential tremor, a
debilitating neurological disorder that causes involuntary, rhythmic shaking with no known cause, and severe post-partum depression, a distinct
and readily identified form of major depressive disorder estimated to affect up to 20% of women following childbirth. If these exploratory trials
are successful, we plan to use the data from them to help guide the design of second-generation GABA , receptor modulators for the chronic
treatment of these diseases.

Our next-generation product candidates, SAGE-689 and SAGE-217, utilize similar mechanistic pathways as SAGE-547 and are designed to
have pharmaceutical properties which optimize both their non-clinical profiles and potential clinical profiles for the treatment of different stages
of SE, as well as other seizure and non-seizure disorders.
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Status Epilepticus

SE is diagnosed when a patient has a seizure lasting longer than five minutes, and is associated with substantial morbidity and mortality. We
estimate that in the United States each year there are up to 150,000 cases of SE, of which 30,000 SE patients die. We estimate that there are
35,000 patients with SE in the United States that are hospitalized in the intensive care unit, or ICU, each year. This results in an overall inpatient
cost of $3.8 billion to $7.0 billion per year in the United States. An SE patient is first treated with benzodiazepines, or BDZs, and if no response
then treated with other, second-line, anti-seizure drugs. If the seizure persists after second-line therapy the patient is diagnosed as having
refractory SE, or RSE, admitted to the ICU and placed into a medically induced coma. Currently, there are no therapies that have been
specifically approved for RSE; however, physicians typically use anesthetic agents to induce the coma and stop the seizure immediately. After a
period of 24 hours, an attempt is made to wean the patient from the anesthetic agents to evaluate whether or not the seizure condition has
resolved. Unfortunately, not all patients respond to weaning attempts, in which case the patient must be maintained in the medically induced
coma. At this point, the patient is diagnosed as having SRSE.

SAGE-547 Clinical Development Programs
Super Refractory Status Epilepticus (SRSE) Program Summary and Recent Developments

Prior to the start of our Phase 1/2 clinical trial of SAGE-547, we began to collect data in emergency-use cases of SAGE-547 that we believe
supports the safety and activity of SAGE-547 for treatment of SRSE. This emergency-use program continues in parallel with our ongoing Phase
1/2 clinical trial. As of January 9, 2015, ten patients were treated with SAGE-547 by independent centers under emergency-use Investigational
New Drug applications, or INDs. Each individual case of SRSE arose from a variety of underlying etiologies, the patients were of varying ages,
and all patients had been placed in a long-duration medically induced coma prior to the administration of SAGE 547. We
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experienced an overall response rate of 78% in seven of the nine evaluable patients.

In January 2014, we commenced our Phase 1/2 clinical trial to study safety, tolerability and efficacy of SAGE-547 in adult patients with SRSE.
This clinical trial is designed as an open-label trial in at least ten patients diagnosed with SRSE. In October 2014, the FDA approved a protocol
amendment for our Phase 1/2 trial that enables us to treat pediatric patients as young as two years old, increase the dose of SAGE-547 being
administered to patients and increase treatment duration. As of February 28, 2015, there were 17 active trial sites in the United States. We are
continuing to enroll patients as an expansion cohort in this trial and we anticipate reporting final clinical data from this Phase 1/2 trial at the
Antiepileptic Drug and Device Trials XIII Conference, which is taking place May 13-15, 2015.

On January 9, 2015, we reported results from our Phase 1/2 clinical trial. Consistent with topline data announced in November 2014, the primary
endpoint of safety and tolerability, was achieved in all patients. Of the 20 patients enrolled in the Phase 1/2 clinical trial, 17 patients were
evaluable for efficacy. 71% of evaluable patients met the key efficacy endpoint of being successfully weaned off their anesthetic agents while
SAGE-547 was being administered. In addition, 71% of evaluable patients were successfully weaned off SAGE-547 without recurrence of
SRSE. As a group, patients who responded to SAGE-547 generally demonstrated rapid improvement over the first five days following treatment.
Patients who responded also continued to improve over the 30-day follow-up period. SAGE-547 was generally well-tolerated and no
drug-related serious adverse events, as determined by the Safety Review Committee, were reported in treated patients. In the 20 patients treated
with SAGE-547, the mean exposure level of SAGE-547 was approximately 200nM.

On April 2, 2015, we announced that at a recent End-of-Phase 2 meeting with the FDA, general agreement was reached on the design and key
elements for our planned Phase 3 clinical program for SAGE-547 for the treatment of SRSE. Subject to submission and review by the FDA of a
final protocol for the planned Phase 3 clinical trial and updated chemistry, manufacturing and controls information, we expect to initiate the trial
in mid-2015. If successful, we believe the results from this Phase 3 clinical trial, together with other clinical data obtained from the SAGE-547
development program, could form the basis of an NDA submission for SAGE-547.

Additional SAGE 547 Exploratory Development Programs

We continue to use SAGE-547 to explore additional potential uses of GABA , receptor modulators in clinical trials for additional indications. In
October 2014 we began patient enrollment in an exploratory Phase 2a clinical trial of SAGE-547 in patients with essential tremor. This trial is
designed to evaluate the safety, tolerability, pharmacokinetics and activity of SAGE-547 in patients with essential tremor. In January 2015, we
initiated a Phase 2a clinical trial of SAGE-547 in women with severe postpartum depression, or PPD. This trial is designed to evaluate the
safety, tolerability, pharmacokinetics and efficacy of SAGE-547 for the treatment of severe PPD. We plan to use the data from these exploratory
trials to help guide the design of second-generation GABA , receptor modulators for the chronic treatment of these diseases.

Follow-On Product Candidates

SAGE-689 and SAGE-217 are two additional product candidates in our pipeline, which are currently in IND-enabling toxicology and safety
pharmacology testing. SAGE-689 is being developed
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as an adjunctive second-line therapy for the treatment of SE. We are currently conducting IND-enabling studies of SAGE-689, with a plan to file
an IND in late 2015 and to begin a Phase 1 clinical trial thereafter. SAGE-217 is being developed as an oral monotherapy for orphan epilepsies,
such as Dravet syndrome and Rett syndrome. The chemical characteristics of SAGE-217 potentially allow formulation as both an intravenous
and oral medication. In addition, we believe related molecules from our portfolio may be useful in the treatment of a variety of neurological and
psychiatric disorders, including, for example, fragile X syndrome, anxiety and tremor. We are currently conducting IND-enabling studies of
SAGE-217 with a plan to file an IND by late 2015 and to begin a Phase 1 clinical trial thereafter.

Understanding the Foundations of Our Approach
Neurotransmission

The CNS is composed of a vast and complex network of different structures and cell types, most of which serve directly or indirectly to provide
a means for the nervous system to signal or communicate with other nerve cells in order to regulate and control all brain function. The cell type
responsible for this signaling is called a neuron. Chemical or electrical signals can exert their effects on neurons by traveling across a physical
gap located between two neurons, called a synapse. Presynaptic neurons transmit signals, whereas postsynaptic neurons react to the signals.

Neurotransmission is the process by which signaling molecules, called neurotransmitters, are released by a presynaptic neuron, travel over the
synaptic space and bind to and interact with receptors on a postsynaptic neuron. Synaptic receptors are primarily located inside the synaptic
cleft, or the space where the neurons communicate, and have been historically considered to be the most important part of the neuron. However,
recent understanding of neurotransmission and brain function has shown there are many extrasynaptic receptors that also respond to
neurotransmitters to exert their effects.

Allosteric modulation

We are focused on developing drugs based on selective allosteric modulation of key CNS synaptic and extrasynaptic receptors. Molecules that
function directly on synaptic or extrasynaptic receptors at the site where the native, or natural, molecule binds to inhibit or activate them are
known as orthosteric. Alternatively, allosteric modulators are a class of small molecules very different from classical orthosteric drugs, as they
interact at a site different from the native site and allow for fine-tuning of neuronal signals. As a result, our drugs under development are capable
of varying degrees of desired activity rather than complete activation or inhibition of the receptor as typically observed with orthosteric drugs.
We believe this greater selectivity and modulatory control at extrasynaptic GABA , receptors may allow us to develop CNS drugs that offer
significant therapeutic and safety advantages over orthosteric drugs.

Allosteric modulation of extrasynaptic GABA , receptors to treat SE

Our current near-term product candidates are allosteric modulators of both synaptic and extrasynaptic, or existing outside of the synapse,
GABA , receptors, a characteristic important in distinguishing our approach from current therapies. While altering the level of synaptic GABA ,
receptor activity can be beneficial in stopping seizures, this approach has limitations for the treatment of SE. As SE progresses in many patients,
select synaptic GABA , receptors are down-regulated, or removed from the neuronal synaptic surface. As a result, drugs that target
down-regulated receptors, such as
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BDZs, often are not effective in stopping SE. In contrast, our product candidates work at both the synaptic and extrasynaptic GABA , receptors.
Non-clinical studies suggest that these extrasynaptic GABA , receptors remain fully active during SE, offering the potential for drugs that impact
GABA via the extrasynaptic GABAA receptor to alter GABAA activity and abate seizure. We believe that by creating compounds that target
both these receptors, we may be successful in treating seizures that do not respond to BDZ therapy.

Allosteric modulation of GABA , and NMDA receptors to address other CNS conditions

Now and in the foreseeable future, our product development pipeline will be focused on allosteric modulation of two important receptor systems
in the brain GABA and NMDA. These receptor systems regulate inhibitory and excitatory neurotransmission, respectively, and are broadly
accepted as impacting many psychiatric and neurological disorders. GABA,, and NMDA receptor systems are widely regarded as validated drug
targets for a variety of CNS disorders, with decades of research and multiple approved drugs targeting these receptor systems. Drugs approved to
modulate these receptor systems have had safety and efficacy limitations related to their poor pharmaceutical properties and adverse side effects.
We believe that we will have the opportunity to develop molecules from our internal portfolio to more effectively address many of these
disorders in the future.

Our proprietary chemistry platform

Our ability to identify and develop such novel CNS therapies is enabled by our proprietary chemistry platform that is centered on a scaffold of
chemically modified endogenous neuroactive steroid compounds. We believe our know-how around the chemistry and activity of allosteric
modulators allows us to efficiently design molecules with different characteristics by enabling us to control important properties such as
half-life, brain penetration and the types of receptors with which our drugs interact. Therefore, we believe our product candidates will have the
potential to bind with targets in the brain with more precision, increased safety and tolerability, and fewer off-target side effects than either
current CNS therapies or previous therapies, which have often failed in development.

Our Strategy

Our goal is to become a leading biopharmaceutical company focused on development and commercialization of novel proprietary therapies for
the treatment of life-threatening, rare CNS disorders. Key elements of our strategy are to:

Rapidly advance SAGE-547 as a treatment for SRSE.

Utilize SAGE-547 in exploratory trials to help guide the development of second-generation GABA , receptor modulators for the
applicable diseases.

Develop our next generation product candidates, SAGE-689 and SAGE-217, in parallel with SAGE-547.

Enhance the probability of success in treating SE by developing unique assets with differentiated features.

Grow our pipeline more broadly utilizing the strengths of our proprietary chemistry platform and scientific know-how, to lessen our
long-term reliance on a single franchise and facilitate long-term growth.

Focus our internal development activities on CNS indications where we can make well-informed, rapid go/no-go decisions.
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Build a commercial capability to bring our CNS therapeutics to physicians and patients for rare target indications.

Selectively partner our programs to enhance our value.
Risk Factors

Our business is subject to many risks and uncertainties of which you should be aware before you decide to invest in our common stock. These
risks are discussed more fully under Risk Factors in this prospectus. Some of these risks include:

We depend heavily on the success of the product candidates within our seizure programs, of which SAGE-547 is entering Phase 3
clinical development and SAGE-689 and SAGE-217 are in non-clinical development. We cannot be certain that we will be able to
obtain regulatory approval for, or successfully commercialize, any of our product candidates.

Prior to commencing enrollment in our planned Phase 3 clinical trial of SAGE-547, we must provide to the FDA additional
information. If the additional information we provide is not satisfactory to the FDA, it could delay the start of, or change the design of,
our planned Phase 3 clinical trial.

The number of patients suffering from SE, RSE or SRSE is small and has not been established with precision. If the actual number of
patients with SE, RSE or SRSE is smaller than we anticipate, we may encounter difficulties in enrolling patients in our clinical trials,
thereby delaying or preventing development of our product candidates, and if any of our product candidates are approved, we believe
our revenue and ability to achieve profitability would be materially adversely affected.

Positive results from early non-clinical studies and clinical trials of our product candidates are not necessarily predictive of the results
of later non-clinical studies and clinical trials of our product candidates. If we cannot replicate the positive results from our earlier
non-clinical studies and clinical trials of our product candidates in our later non-clinical studies and clinical trials, we may be unable to
successfully develop, obtain regulatory approval for and commercialize our product candidates.

If serious adverse events or other undesirable side effects are identified during the use of SAGE-547 in emergency-use cases,
investigator sponsored trials or exploratory clinical trials of SAGE-547, our development of SAGE-547 for SRSE may be adversely
effected.

Failures or delays in the commencement or completion of our planned clinical trials of our product candidates could result in increased
costs to us and could delay, prevent or limit our ability to generate revenue and continue our business.

Even though we have obtained orphan drug designation for SAGE-547 as a treatment for SE, there may be limitations to the
exclusivity afforded by such designation.

We rely, and expect that we will continue to rely, on third parties to conduct any clinical trials for our product candidates. If these third
parties do not successfully carry out their contractual duties or meet expected deadlines, we may not be able to obtain regulatory
approval for or commercialize our product candidates and our business could be substantially harmed.

We are dependent on licensed intellectual property. If we were to lose our rights to licensed intellectual property, we may not be able
to continue developing or commercializing our product candidates, if approved.
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If we are unable to adequately protect our proprietary technology, or to obtain and maintain issued patents that are sufficient to protect
our product candidates, others could compete against us more directly, which would have a material adverse impact on our business,
results of operations, financial condition and prospects.

Our future success depends on our ability to retain our President and Chief Executive Officer and to attract, retain and motivate
qualified personnel.
Implications of being an emerging growth company

We qualify as an emerging growth company as defined in the Jumpstart Our Business Startups Act of 2012, or the JOBS Act. As an emerging
growth company, we may take advantage of specified reduced disclosure and other requirements that are otherwise applicable generally to
public companies. These provisions include:

reduced disclosure about our executive compensation arrangements;

no non-binding advisory votes on executive compensation or golden parachute arrangements; and

exemption from the auditor attestation requirement in the assessment of our internal control over financial reporting.
We may take advantage of these exemptions for up to five years or such earlier time that we are no longer an emerging growth company. We
would cease to be an emerging growth company on the date that is the earliest of (i) the last day of the fiscal year in which we have total annual
gross revenues of $1 billion or more; (ii) the last day of our fiscal year following the fifth anniversary of the date of the completion of our initial
public offering; (iii) the date on which we have issued more than $1 billion in nonconvertible debt during the previous three years; or (iv) the
date on which we are deemed to be a large accelerated filer under the rules of the Securities and Exchange Commission, or SEC, which means
the market value of our common stock that is held by non-affiliates exceeds $700 million as of the prior June 30th. We may choose to take
advantage of some but not all of these exemptions. We have taken advantage of reduced reporting requirements in this prospectus. Accordingly,
the information contained herein may be different than the information you receive from other public companies in which you hold stock. Also,
we have irrevocably elected to opt out of the exemption for the delayed adoption of certain accounting standards and, therefore, will be subject
to the same new or revised accounting standards as other public companies that are not emerging growth companies.

Corporate History and Information

We were incorporated under the laws of the state of Delaware in April 2010. Our principal executive office is located at 215 First Avenue,
Cambridge, Massachusetts, and our telephone number is (617) 299-8380. Our website address is www.sagerx.com. We do not incorporate the
information on or accessible through our website into this prospectus, and you should not consider any information on, or that can be accessed
through, our website as part of this prospectus.

We own various U.S. federal trademark registrations and applications and unregistered trademarks, including our corporate logo. All other
trademarks or trade names referred to in this prospectus are the property of their respective owners. Solely for convenience, the trademarks and
trade names in this prospectus may be referred to without the ® and  symbols, but such references should not be construed as any indicator that
their respective owners will not assert, to the fullest extent under applicable law, their rights thereto.
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Common stock offered by us

Common stock to be outstanding after this offering

Underwriters option to purchase additional shares

We have granted the underwriters an option to
purchase a maximum of additional shares of
common stock from us. The underwriters can exercise
this option at any time within 30 days from the date of
this prospectus.

Use of proceeds

Risk factors

The NASDAQ Global Market symbol

THE OFFERING

Shares

Shares

We estimate that we will receive net proceeds from the sale of shares of our common
stock in this offering of approximately $ million, or $ million if the
underwriters fully exercise their option to purchase additional shares, assuming a public
offering price of $46.87 per share, which was the last reported sale price of our common
stock on The NASDAQ Global Market on April 2, 2015, and after deducting estimated
underwriting discounts and commissions and estimated offering expenses payable by us.
We intend to use the net proceeds from this offering (i) to fund the planned Phase 3
development of SAGE-547 for SRSE and costs associated with initial NDA preparatory
work, (ii) to fund Phase 1 development activities for SAGE-217, and the remaining
proceeds to fund new and ongoing research and development activities, early planning
and pre-launch investments in commercial infrastructure, working capital and other
general corporate purposes. See Use of Proceeds for additional information.

You should read carefully Risk Factors beginning on page 11 and other information
included in this prospectus for a discussion of factors that you should consider before
deciding to invest in shares of our common stock.

SAGE

The number of shares of common stock to be outstanding after this offering is based on 25,808,688 shares of common stock outstanding as of

February 28, 2015, which includes 148,715 shares that
purposes until vested, and excludes:

are subject to repurchase by us and are not considered outstanding for accounting

2,841,775 shares of common stock issuable upon exercise of outstanding options as of February 28, 2015 at a weighted average

exercise price of $16.58 per share;

1,421,807 shares of common stock reserved for future issuance under our 2014 Stock Option and Grant Plan, as of February 28, 2015;

and
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Except as otherwise indicated, all information in this prospectus assumes or gives effect to:

no exercise of the outstanding options described above; and

no exercise by the underwriters of their option to purchase up to an additional
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SUMMARY CONSOLIDATED FINANCIAL DATA

You should read the following summary consolidated financial data together with our consolidated financial statements and the related notes
appearing at the end of this prospectus and the Selected Consolidated Financial Data and Management s Discussion and Analysis of Financial
Condition and Results of Operations sections of this prospectus. We have derived the consolidated statements of operations data for the years
ended December 31, 2014, 2013, and 2012 and the consolidated balance sheet data as of December 31, 2014 from our audited consolidated
financial statements included elsewhere in this prospectus. Our historical results are not necessarily indicative of results that should be expected

in the future.

Years Ended December 31,
2014 2013 2012
(in thousands, except for per share amounts)
Consolidated statements of operations data:
Operating expenses:

Research and development $ 24,100 $ 14357 $ 7,229

General and administrative 9,710 3,922 2,402

Total operating expenses 33,810 18,279 9,631

Loss from operations (33,810) (18,279) (9,631)
Interest income (expense), net 8 1

Other income (expense), net ()] 3) @))
Net loss and comprehensive loss (33,811) (18,281) (9,632)
Accretion of redeemable convertible preferred stock to redemption value (2,294) @) 4)
Net loss attributable to common stockholders $ (36,105) $ (18,288) $ (9,636)
Net loss per share attributable to common stockholders basic and diluted $ (1.67) $ (1226) $ (8.62)
Weighted average common shares outstanding basic and diluted 21,574 1,492 1,118

As of December 31, 2014
Actual As Adjusted®
(in thousands)
Consolidated balance sheet data:

Cash and cash equivalents $ 127,766 $
Working capital® 121,065
Total assets 129,665
Total stockholders equity (deficit) 121,885

(D) See Note 8 to our consolidated financial statements for further details on the calculation of basic and diluted net loss per share
attributable to common stockholders.

(2)  We define working capital as current assets less current liabilities.

(3)  As adjusted consolidated balance sheet data gives effect to the sale by us of shares of our common stock in this offering at an
assumed public offering price of $46.87 per share, which was the last reported sales price of our common stock on The NASDAQ Global
Market on April 2, 2015 after deducting underwriting discounts and commissions and estimated offering expenses payable by us.
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RISK FACTORS

Investing in our common stock involves a high degree of risk. You should carefully consider the following risks and uncertainties, together with
all other information in this prospectus, including our consolidated financial statements and related notes, before investing in our common
stock. Any of the risk factors we describe below could adversely affect our business, financial condition or results of operations. The market
price of our common stock could decline if one or more of these risks or uncertainties actually occur, causing you to lose all or part of the
money you paid to buy our common stock. Additional risks that we currently do not know about or that we currently believe to be immaterial
may also impair our business. Certain statements below are forward-looking statements. See Cautionary Note Regarding Forward-Looking
Statements in this prospectus.

Risks Related to Product Development, Regulatory Approval and Commercialization

We depend heavily on the success of the product candidates within our seizure programs, of which SAGE-547 is entering Phase 3 clinical
development and SAGE-689 and SAGE-217 are in non-clinical development. We cannot be certain that we will be able to obtain regulatory
approval for, or successfully commercialize, any of our product candidates.

We currently have no drug products for sale and may never be able to develop marketable drug products. Our business depends heavily on the
successful non-clinical and clinical development, regulatory approval and commercialization of the product candidates in our lead program in
status epilepticus, or SE, of which only one product candidate, SAGE-547, is entering Phase 3 clinical development for the treatment of
super-refractory SE, or SRSE, and our other product candidates, SAGE-689 and SAGE-217, are in non-clinical development. SAGE-547 will
require substantial additional clinical development, testing and regulatory approval before we are permitted to commence its commercialization.
The non-clinical studies and clinical trials of our product candidates are, and the manufacturing and marketing of our product candidates will be,
subject to extensive and rigorous review and regulation by numerous government authorities in the United States and in other countries where
we intend to test and, if approved, market any product candidate. Before obtaining regulatory approvals for the commercial sale of any product
candidate, we must demonstrate through non-clinical studies and clinical trials that the product candidate is safe and effective for use in each
target indication. Drug development is a long, expensive and uncertain process, and delay or failure can occur at any stage of any of our clinical
trials. This process can take many years and may include post-marketing studies and surveillance, which will require the expenditure of
substantial resources beyond the proceeds we raise in this offering. Of the large number of drugs in development in the United States, only a
small percentage will successfully complete the U.S. Food and Drug Administration, or FDA, regulatory approval process and will be
commercialized. Accordingly, even if we are able to obtain the requisite financing to continue to fund our development and non-clinical studies
and clinical trials, we cannot assure you that any of our product candidates will be successfully developed or commercialized.

Both SAGE-689 and SAGE-217 are in non-clinical development and have yet to begin the clinical development process. We plan to file
Investigational New Drug Applications, or INDs, for both SAGE-689 and SAGE-217 late in 2015 and to begin a Phase 1 clinical trial for each of
SAGE-689 and SAGE-217 thereafter.

We are not permitted to market our product candidates in the United States until we receive approval of a New Drug Application, or an NDA,
from the FDA, or in any foreign countries until we receive the requisite approval from such countries. Obtaining approval of an NDA is a
complex, lengthy, expensive and uncertain process, and the FDA may delay, limit or deny approval of any of our product candidates for many
reasons, including, among others:

we may not be able to demonstrate that our product candidates are safe and effective in treating SE, refractory SE, or RSE,
or SRSE, as applicable, to the satisfaction of the FDA;
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the results of our non-clinical studies and clinical trials may not meet the level of statistical or clinical significance required by the
FDA for marketing approval;

the FDA may disagree with the number, design, size, conduct, implementation of or differing drug formulations used in our
non-clinical studies and clinical trials;

the FDA may require that we conduct additional non-clinical studies and clinical trials;

the FDA or the applicable foreign regulatory agency may not approve the formulation, labeling or specifications of any of our product
candidates;

the contract research organizations, or CROs, that we retain to conduct our non-clinical studies and clinical trials may take
actions outside of our control that materially adversely impact our non-clinical studies and clinical trials;

the FDA may find the data from non-clinical studies and clinical trials insufficient to demonstrate that our product candidates clinical
and other benefits outweigh their safety risks;

the FDA may disagree with our interpretation of data from our non-clinical studies and clinical trials;

the FDA may not accept data generated at our non-clinical studies and clinical trial sites;

if our NDA, if and when submitted, is reviewed by an advisory committee, the FDA may have difficulties scheduling an advisory
committee meeting in a timely manner or the advisory committee may recommend against approval of our application or may
recommend that the FDA require, as a condition of approval, additional non-clinical studies or clinical trials, limitations on approved
labeling or distribution and use restrictions;

the FDA may require development of a Risk Evaluation and Mitigation Strategy, or REMS, as a condition of approval or
post-approval;

the FDA or the applicable foreign regulatory agency may determine that the manufacturing processes or facilities of third-party
contract manufacturers with which we contract do not conform to applicable requirements, including current Good Manufacturing
Practices, or cGMPs; or

the FDA or applicable foreign regulatory agency may change its approval policies or adopt new regulations.
Any of these factors, many of which are beyond our control, could jeopardize our ability to obtain regulatory approval for and successfully
market our product candidates. Any such setback in our pursuit of regulatory approval would have a material adverse effect on our business and
prospects.

We cannot be certain that our planned Phase 3 clinical trial of SAGE-547 will be sufficient to support the submission of an NDA for this
product candidate, and in any event we must obtain additional clinical and non-clinical data before an NDA may be submitted.
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In general, the FDA requires two pivotal trials to support approval of an NDA, but in certain circumstances, will approve an NDA based on only
one pivotal trial. If successful, we believe the results from our planned Phase 3 clinical trial of SAGE-547, together with safety and efficacy data
from the SAGE-547 development program, could form the basis of an NDA submission for SAGE-547. However depending upon the outcome
of the current program, the FDA may require that we conduct additional pivotal trials before we can submit an NDA for SAGE-547. To allow
dosing in patients below the age of two we would need to either conduct additional clinical trial(s) or amend the protocol for our planned

Phase 3 clinical trial.
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Furthermore, we will need to complete several other clinical studies prior to submitting an NDA to the FDA, potentially including an absorption,
metabolism, and excretion pharmacokinetics study in healthy volunteers, studies to test the effect of SAGE-547 on exposure to phenytoin and in
patients with severe renal impairment and patients with hepatic impairment, as well as a study to test the abuse potential of SAGE-547. If the
result of these additional clinical studies are not positive or yield unanticipated results, it may delay or prevent the submission or approval of an
NDA for SAGE-547.

While we believe we and the FDA are in general agreement on the design and key elements of our planned Phase 3 clinical trial for SAGE-547,
before beginning the trial, the FDA must review the final protocol for the trial. Concurrent with starting the Phase 3 clinical trial, the FDA will
review certain updated chemistry, manufacturing and controls, or CMC, information, that we are required to submit. We also plan to share with
the FDA the results of our long-term toxicity studies in two animal species, the first segment of which we submitted to the FDA in the second
quarter of 2014. Additional long-term toxicity studies, required for an NDA submission, are ongoing. If the FDA does not approve the protocol
for the planned trial in the form we submit it, or if the FDA is not satisfied with the additional CMC information we plan to provide, the start or
continuation of the planned Phase 3 trial may be delayed or the design of the trial may change. The FDA may require that we conduct additional
toxicity studies and other non-clinical studies before submitting an NDA for SAGE-547.

A Fast Track designation by the FDA may not actually lead to a faster development or regulatory review or approval process.

We have received Fast Track designation for our investigational new drug application, or IND, for SAGE-547 for the treatment of SRSE, and in
the future we may seek Fast Track designation for other product candidates as well. If a product is intended for the treatment of a serious or
life-threatening condition and the product demonstrates the potential to address unmet medical needs for this condition, the sponsor may apply
for the FDA Fast Track designation. Fast Track designation does not necessarily lead to a faster development pathway or regulatory review
process and does increase the likelihood of regulatory approval. The FDA may withdraw Fast Track designation if it believes that the
designation is no longer supported by data from our clinical development programs.

The number of patients suffering from SE, RSE and SRSE is small or has not been established with precision. If the actual number of
patients with SE, RSE and SRSE is smaller than we anticipate, we may encounter difficulties in enrolling patients in our clinical trials,
thereby delaying or preventing development of our product candidates, and if any of our product candidates are approved, we believe our
revenue and ability to achieve profitability would be materially adversely affected.

There is no precise method of establishing actual number of patients with SE, RSE or SRSE in any geography over any time period. Moreover,
SE, RSE and SRSE are acute episode conditions. If we are not able to identify patients at the time of SE, RSE or SRSE onset, we will have
difficulty completing our clinical trials. We estimate that the annual incidence of SE, RSE and SRSE in the United States is up to 150,000,
35,000 and 25,000 patients, respectively. If the actual number of patients with SE, RSE or SRSE is lower than we believe, we may experience
difficulty in enrolling patients in our clinical trials, thereby delaying development of our product candidates. Further, if any of our product
candidates are approved, the markets for our product candidates for these indications would be smaller than we anticipate which could limit our
ability to achieve profitability.
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Favorable results from the emergency-use cases of SAGE-547 do not ensure that clinical trials will be successful and the results in any
Jfuture emergency-use cases may not be positive and could adversely impact our clinical development plans.

SAGE-547 has been administered to a small number of patients as part of emergency-use cases, which permitted the administration of
SAGE-547 outside of clinical trials. No assurance can be given that positive results observed to date in these emergency-use cases are
attributable to SAGE-547, as they were not carried out in the controlled environment of a clinical trial. Further, no assurance can be provided
that administration of SAGE-547 to other patients in any future emergency-use cases or otherwise will have positive results. Emergency use is a
term that is used to refer to the use of an investigational drug outside of a clinical trial to treat a patient with a serious or immediately
life-threatening disease or condition and who has no comparable or satisfactory alternative treatment options. Regulators often allow emergency
use on a case-by-case basis for an individual patient or for defined groups of patients with similar treatment needs. In the event there are
negative results in future emergency-use cases, it could adversely affect or delay our clinical development of SAGE-547.

If serious adverse events or other undesirable side effects are identified during the use of SAGE-547 in emergency-use cases, investigator
sponsored trials or exploratory clinical trials of SAGE-547, it may adversely effect our development of SAGE-547 for SRSE.

In addition to use in emergency cases as described above, SAGE-547 is currently being tested in an investigator sponsored clinical trial for the
treatment of traumatic brain injury, or TBI, by one of our collaborators and may be subjected to testing for other indications in additional
investigator sponsored trials. Currently, we are also testing SAGE-547 in a proof of concept trial in patients with essential tremor and a proof of
concept trial in patients with severe postpartum depression, or PPD. If serious adverse events or other undesirable side effects, or unexpected
characteristics of SAGE-547 are observed in emergency-use cases or in investigator sponsored clinical trials of SAGE-547 or our exploratory
clinical trials, it may adversely affect or delay our clinical development of SAGE-547, or we may need to abandon its development for SRSE
entirely, and the occurrence of these events would have a material adverse effect on our business.

Positive results from early non-clinical studies and clinical trials of our product candidates are not necessarily predictive of the results of
later non-clinical studies and clinical trials of our product candidates. If we cannot replicate the positive results from our earlier non-clinical
studies and clinical trials of our product candidates in our later non-clinical studies and clinical trials, we may be unable to successfully
develop, obtain regulatory approval for and commercialize our product candidates.

Positive results from our non-clinical studies of our product candidates, and any positive results we may obtain from our early clinical trials of
our product candidates, may not necessarily be predictive of the results from required later non-clinical studies and clinical trials. Similarly, even
if we are able to complete our planned non-clinical studies or clinical trials of our product candidates according to our current development
timeline, the positive results from our non-clinical studies and clinical trials of our product candidates may not be replicated in subsequent
non-clinical studies or clinical trial results. For example, although 12 of the first 17 patients treated with SAGE-547 and evaluable for efficacy in
our Phase 1/2 clinical trial met the key efficacy endpoint and none of the 20 patients enrolled in the study have yet experienced any severe
adverse events related to SAGE-547, future patients enrolled and treated with SAGE-547 in later-stage clinical trials may not have the same
outcome. Also, our later-stage clinical trials will differ in important ways from our ongoing Phase 1/2 clinical trial of SAGE-547, which could
cause the outcome of these later-stage trials to differ from our earlier stage clinical trials. For example, our planned Phase 3 clinical trial of
SAGE-547 will be a placebo-controlled trial, while our Phase 1/2 clinical trial was open-label, and intent-to-treat statistical analysis will be
employed in our
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planned Phase 3 clinical trial. In addition, the formulation of SAGE-547 we intend to use in our planned Phase 3 trial is somewhat different than
the formulation used in the Phase 1/2 trial. We do not believe the change will negatively affect trial results, but we cannot be sure. Many
companies in the pharmaceutical and biotechnology industries have suffered significant setbacks in late-stage clinical trials after achieving
positive results in early-stage development, and we cannot be certain that we will not face similar setbacks. These setbacks have been caused by,
among other things, non-clinical findings made while clinical trials were underway or safety or efficacy observations made in non-clinical
studies and clinical trials, including previously unreported adverse events. Moreover, non-clinical and clinical data are often susceptible to
varying interpretations and analyses, and many companies that believed their product candidates performed satisfactorily in non-clinical studies
and clinical trials nonetheless failed to obtain FDA approval. We have not completed any clinical trials for our product candidates yet, and if we
fail to produce positive results in our planned non-clinical studies or clinical trials of any of our product candidates, the development timeline
and regulatory approval and commercialization prospects for our product candidates, and, correspondingly, our business and financial prospects,
would be materially adversely affected.

Failures or delays in the commencement or completion of our planned clinical trials of our product candidates could result in increased
costs to us and could delay, prevent or limit our ability to generate revenue and continue our business.

We have an ongoing Phase 1/2 clinical trial of SAGE-547 as a treatment for SRSE and ongoing proof of concept studies of SAGE-547 for
patients with essential tremor and severe PPD. We will need to complete at least one additional trial prior to the submission of an NDA for
SAGE-547 as a treatment for SRSE. Successful completion of our clinical trials is a prerequisite to submitting an NDA to the FDA and,
consequently, the ultimate approval and commercial marketing of SAGE-547 for SRSE and our other product candidates. We do not know
whether any of our clinical trials will begin or be completed on schedule, if at all, as the commencement and completion of clinical trials can be
delayed or prevented for a number of reasons, including, among others:

the FDA may deny permission to proceed with our planned clinical trials or any other clinical trials we may initiate, or may place a
clinical trial on hold;

delays in filing or receiving approvals of additional INDs that may be required;

negative results from our ongoing non-clinical studies;

delays in reaching or failing to reach agreement on acceptable terms with prospective CROs and clinical trial sites, the terms of which
can be subject to extensive negotiation and may vary significantly among different CROs and trial sites;

inadequate quantity or quality of a product candidate or other materials necessary to conduct clinical trials, for example delays in the
manufacturing of sufficient supply of finished drug product;

difficulties obtaining Institutional Review Board, or IRB, approval to conduct a clinical trial at a prospective site or sites;

challenges in recruiting and enrolling patients to participate in clinical trials, including the small size of the patient population, acute
nature of SRSE, the proximity of patients to trial sites;

eligibility criteria for the clinical trial, the nature of the clinical trial protocol, the availability of approved effective treatments for the
relevant disease and competition from other clinical trial programs for similar indications;

severe or unexpected drug-related side effects experienced by patients in a clinical trial;
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the FDA may disagree with our clinical trial design and our interpretation of data from clinical trials, or may change the requirements
for approval even after it has reviewed and commented on the design for our clinical trials;

our inability to satisfy the CMC requirements of the FDA or file amendments to our IND as requested by the FDA prior to the
initiation of a clinical trial;

reports from non-clinical or clinical testing of other CNS therapies that raise safety or efficacy concerns; and

difficulties retaining patients who have enrolled in a clinical trial but may be prone to withdraw due to rigors of the clinical trials, lack
of efficacy, side effects, personal issues or loss of interest.
Clinical trials may also be delayed or terminated as a result of ambiguous or negative interim results. In addition, a clinical trial may be
suspended or terminated by us, the FDA, the IRBs at the sites where the IRBs are overseeing a clinical trial, a data and safety monitoring board,
or DSMB, overseeing the clinical trial at issue or other regulatory authorities due to a number of factors, including, among others:

failure to conduct the clinical trial in accordance with regulatory requirements or our clinical protocols;

inspection of the clinical trial operations or trial sites by the FDA or other regulatory authorities that reveals deficiencies or violations
that require us to undertake corrective action, including the imposition of a clinical hold;

unforeseen safety issues, including any that could be identified in our ongoing non-clinical carcinogenicity studies, adverse side
effects or lack of effectiveness;

changes in government regulations or administrative actions;

problems with clinical supply materials; and

lack of adequate funding to continue clinical trials.
Changes in regulatory requirements, FDA guidance or unanticipated events during our non-clinical studies and clinical trials of our product
candidates may occur, which may result in changes to non-clinical studies and clinical trial protocols or additional non-clinical studies and
clinical trial requirements, which could result in increased costs to us and could delay our development timeline.

Changes in regulatory requirements, FDA guidance or unanticipated events during our non-clinical studies and clinical trials may force us to
amend non-clinical studies and clinical trial protocols or the FDA may impose additional non-clinical studies and clinical trial requirements.
Amendments or changes to our clinical trial protocols would require resubmission to the FDA and IRBs for review and approval, which may
adversely impact the cost, timing or successful completion of clinical trials. Similarly, amendments to our non-clinical studies may adversely
impact the cost, timing, or successful completion of those non-clinical studies. For example, we intend to seek a waiver from the need to perform
a study of SAGE-547 on certain cardiac measures. If the FDA does not grant the waiver, we will be required to conduct such a study, the results
of which could delay the filing of an NDA for SAGE-547. If we experience delays completing, or if we terminate, any of our non-clinical
studies or clinical trials, or if we are required to conduct additional non-clinical studies or clinical trials, the commercial prospects for our
product candidates may be harmed and our ability to generate product revenue will be delayed.
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We rely, and expect that we will continue to rely, on third parties to conduct any clinical trials for our product candidates. If these third
parties do not successfully carry out their contractual duties or meet expected deadlines, we may not be able to obtain regulatory approval for
or commercialize our product candidates and our business could be substantially harmed.

We do not have the ability to independently conduct clinical trials. We rely on medical institutions, clinical investigators, contract laboratories
and other third parties, such as CROs, to conduct clinical trials on our product candidates. We enter into agreements with third-party CROs to
provide monitors for and to manage data for our ongoing clinical trials. We rely heavily on these parties for execution of clinical trials for our
product candidates and control only certain aspects of their activities. As a result, we have less direct control over the conduct, timing and
completion of these clinical trials and the management of data developed through clinical trials than would be the case if we were relying
entirely upon our own staff. Communicating with outside parties can also be challenging, potentially leading to mistakes as well as difficulties in
coordinating activities. Outside parties may:

have staffing difficulties;

fail to comply with contractual obligations;

experience regulatory compliance issues;

undergo changes in priorities or become financially distressed; or

form relationships with other entities, some of which may be our competitors.
These factors may materially adversely affect the willingness or ability of third parties to conduct our clinical trials and may subject us to
unexpected cost increases that are beyond our control. Nevertheless, we are responsible for ensuring that each of our clinical trials is conducted
in accordance with the applicable protocol, legal, regulatory and scientific requirements and standards, and our reliance on CROs does not
relieve us of our regulatory responsibilities. We and our CROs are required to comply with regulations and guidelines, including current Good
Clinical Practices, or cGCPs, for conducting, monitoring, recording and reporting the results of clinical trials to ensure that the data and results
are scientifically credible and accurate, and that the trial patients are adequately informed of the potential risks of participating in clinical trials.
These regulations are enforced by the FDA, the Competent Authorities of the Member States of the European Economic Area and comparable
foreign regulatory authorities for any products in clinical development. The FDA enforces cGCP regulations through periodic inspections of
clinical trial sponsors, principal investigators and trial sites. If we or our CROs fail to comply with applicable cGCPs, the clinical data generated
in our clinical trials may be deemed unreliable and the FDA or comparable foreign regulatory authorities may require us to perform additional
clinical trials before approving our marketing applications. We cannot assure you that, upon inspection, the FDA will determine that any of our
clinical trials comply with cGCPs. In addition, our clinical trials must be conducted with product candidates produced under cGMPs regulations
and will require a large number of test patients. Our failure or the failure of our CROs to comply with these regulations may require us to repeat
clinical trials, which would delay the regulatory approval process and could also subject us to enforcement action up to and including civil and
criminal penalties.

Although we design our clinical trials for our product candidates, CROs conduct all of the clinical trials. As a result, many important aspects of
our drug development programs are outside of our direct control. In addition, the CROs may not perform all of their obligations under
arrangements with us or in compliance with regulatory requirements, but we remain responsible and are subject to enforcement action that may
include civil penalties up to and including criminal prosecution for any violations of FDA laws and regulations during the conduct of our clinical
trials. If the CROs do not perform clinical trials in a satisfactory manner, breach their obligations to us or fail to comply with regulatory
requirements, the development and commercialization of our product candidates may be delayed or our development
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program materially and irreversibly harmed. We cannot control the amount and timing of resources these CROs devote to our program or our
clinical products. If we are unable to rely on clinical data collected by our CROs, we could be required to repeat, extend the duration of, or
increase the size of our clinical trials and this could significantly delay commercialization and require significantly greater expenditures.

If any of our relationships with these third-party CROs terminate, we may not be able to enter into arrangements with alternative CROs. If CROs
do not successfully carry out their contractual duties or obligations or meet expected deadlines, if they need to be replaced or if the quality or
accuracy of the clinical data they obtain is compromised due to the failure to adhere to our clinical protocols, regulatory requirements or for
other reasons, any clinical trials such CROs are associated with may be extended, delayed or terminated, and we may not be able to obtain
regulatory approval for or successfully commercialize our product candidates. As a result, we believe that our financial results and the
commercial prospects for our product candidates in the subject indication would be harmed, our costs could increase and our ability to generate
revenue could be delayed.

We rely completely on third-party suppliers to manufacture our clinical drug supplies for our product candidates, and we intend to rely on
third parties to produce non-clinical, clinical and commercial supplies of any future product candidate.

We do not currently have, nor do we plan to acquire, the infrastructure or capability to internally manufacture our clinical drug supply of our
product candidates, or any future product candidates, for use in the conduct of our non-clinical studies and clinical trials, and we lack the internal
resources and the capability to manufacture any product candidates on a clinical or commercial scale. For example, SAGE-547 used in the
emergency-use cases was manufactured at an academic site, the active pharmaceutical ingredient for SAGE-547 for our Phase 1/2 clinical trial
was manufactured at an academic site and SAGE-547 as formulated for our Phase 1/2 clinical trial was manufactured at a third-party contract
manufacturer s site. The facilities used by our contract manufacturers to manufacture the active pharmaceutical ingredient and final drug product
must complete a pre-approval inspection by the FDA and other comparable foreign regulatory agencies to assess compliance with applicable
requirements, including cGMPs, after we submit our NDA or relevant foreign regulatory submission to the applicable regulatory agency.

We do not control the manufacturing process of, and are completely dependent on, our contract manufacturers to comply with cGMPs for
manufacture of both active drug substances and finished drug products. If our contract manufacturers cannot successfully manufacture material
that conforms to our specifications and the strict regulatory requirements of the FDA or applicable foreign regulatory agencies, they will not be
able to secure and/or maintain regulatory approval for their manufacturing facilities. In addition, we have no direct control over our contract
manufacturers ability to maintain adequate quality control, quality assurance and qualified personnel. Furthermore, all of our contract
manufacturers are engaged with other companies to supply and/or manufacture materials or products for such companies, which exposes our
third-party contract manufacturers to regulatory risks for the production of such materials and products. As a result, failure to satisty the
regulatory requirements for the production of those materials and products may affect the regulatory clearance of our contract manufacturers
facilities generally. If the FDA or an applicable foreign regulatory agency determines now or in the future that these facilities for the
manufacture of our product candidates are noncompliant, we may need to find alternative manufacturing facilities, which would adversely
impact our ability to develop, obtain regulator