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Approximate date of commencement of proposed sale to the public: From time to time after this registration
statement becomes effective.

If the only securities being registered on this Form are being offered pursuant to dividend or interest reinvestment
plans, please check the following box.  ☐

If any of the securities being registered on this Form are to be offered on a delayed or continuous basis pursuant to
Rule 415 under the Securities Act of 1933, other than securities offered only in connection with dividend or interest
reinvestment plans, check the following box.  ☒
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If this Form is filed to register additional securities for an offering pursuant to Rule 462(b) under the Securities Act,
please check the following box and list the Securities Act registration statement number of the earlier effective
registration statement for the same offering.  ☐

If this Form is a post-effective amendment filed pursuant to Rule 462(c) under the Securities Act, check the following
box and list the Securities Act registration statement number of the earlier effective registration statement for the same
offering.  ☐

If this Form is a registration statement pursuant to General Instruction I.D or a post-effective amendment thereto that
shall become effective upon filing with the Commission pursuant to Rule 462(e) under the Securities Act, check the
following box.  ☒

If this Form is a post-effective amendment to a registration statement filed pursuant to General Instruction I.D filed to
register additional securities or additional classes of securities pursuant to Rule 413(b) under the Securities Act, check
the following box.  ☐

Indicate by check mark whether the registrant is a large accelerated filer, an accelerated filer, a non-accelerated filer, a
smaller reporting company, or an emerging growth company. See the definitions of �large accelerated filer,� �accelerated
filer,� �smaller reporting company,� and �emerging growth company� in Rule 12b-2 of the Exchange Act.

Large accelerated filer ☐ Accelerated filer ☒

Non-accelerated filer ☐  (Do not check if a smaller reporting company) Smaller reporting company ☐

Emerging growth company ☒
If an emerging growth company, indicate by check mark if the registrant has elected not to use the extended transition
period for complying with any new or revised financial accounting standards provided pursuant to Section 7(a)(2)(B)
of the Securities Act.  ☒

CALCULATION OF REGISTRATION FEE

Title of Each Class of
Securities to be Registered (1)

Maximum

Aggregate
Offering Price (1)

Amount of

Registration Fee (1)
Debt Securities
Common Stock, par value $0.0001 per share
Preferred Stock
Units
Warrants
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Total

(1) Pursuant to Form S-3 General Instruction II(E), this information is not required to be included. An indeterminate
amount of the securities of each identified class is being registered as may from time to time be offered hereunder
at indeterminate prices, along with an indeterminate number of securities that may be issued upon exercise,
settlement, exchange or conversion of securities offered or sold hereunder. Pursuant to Rule 416 under the
Securities Act of 1933, as amended (the �Securities Act�), this registration statement also covers any additional
securities that may be offered or issued in connection with any stock split, stock dividend or pursuant to
anti-dilution provisions of any of the securities. Separate consideration may or may not be received for securities
that are issuable upon conversion, exercise or exchange of other securities. In accordance with Rules 456(b) and
457(r) under the Securities Act, the registrant is deferring payment of all registration fees and will pay the
registration fees subsequently in advance or on a �pay-as-you-go� basis.
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PROSPECTUS

EPIZYME, INC.

Debt Securities

Common Stock

Preferred Stock

Units

Warrants

We may offer and sell securities from time to time in one or more offerings. This prospectus describes the general
terms of these securities and the general manner in which these securities will be offered. We will provide the specific
terms of these securities in supplements to this prospectus. The prospectus supplements will also describe the specific
manner in which these securities will be offered and may also supplement, update or amend information contained in
this document. You should read this prospectus and any applicable prospectus supplement before you invest.

We may offer these securities in amounts, at prices and on terms determined at the time of offering. The securities
may be sold directly to you, through agents, or through underwriters and dealers. If agents, underwriters or dealers are
used to sell the securities, we will name them and describe their compensation in a prospectus supplement.

Our common stock is listed on The NASDAQ Global Market under the symbol EPZM.

Investing in these securities involves certain risks. See �Risk Factors� included on page 5 of this prospectus, in
any accompanying prospectus supplement and in the documents incorporated by reference in this prospectus
for a discussion of the factors you should carefully consider before deciding to purchase these securities.

Neither the Securities and Exchange Commission nor any state securities commission has approved or
disapproved of these securities or passed upon the adequacy or accuracy of this prospectus. Any representation
to the contrary is a criminal offense.
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The date of this prospectus is April 5, 2018
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ABOUT THIS PROSPECTUS

This prospectus is part of a registration statement that we filed with the Securities and Exchange Commission, which
we refer to as the �SEC� or the �Commission�, utilizing a �shelf� registration process. Under this shelf registration process,
we may from time to time sell any combination of the securities described in this prospectus in one or more offerings.

This prospectus provides you with a general description of the securities we may offer. Each time we sell securities,
we will provide one or more prospectus supplements that will contain specific information about the terms of the
offering. The prospectus supplement may also add, update or change information contained in this prospectus. You
should read both this prospectus and the accompanying prospectus supplement together with the additional
information described under the heading �Where You Can Find More Information� beginning on page 2 of this
prospectus.

You should rely only on the information contained in or incorporated by reference in this prospectus, any
accompanying prospectus supplement or in any related free writing prospectus filed by us with the SEC. We have not
authorized anyone to provide you with different information. This prospectus and any accompanying prospectus
supplement do not constitute an offer to sell or the solicitation of an offer to buy any securities other than the
securities described in this prospectus or such accompanying prospectus supplement or an offer to sell or the
solicitation of an offer to buy such securities in any circumstances in which such offer or solicitation is unlawful. You
should assume that the information appearing in this prospectus, any prospectus supplement, the documents
incorporated by reference and any related free writing prospectus is accurate only as of their respective dates. Our
business, financial condition, results of operations and prospects may have changed materially since those dates.

Unless the context otherwise indicates, references in this prospectus to �we,� �our� and �us� refer, collectively, to Epizyme,
Inc., a Delaware corporation, and its consolidated subsidiary.

1
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WHERE YOU CAN FIND MORE INFORMATION

We file annual, quarterly and current reports, proxy statements and other information with the SEC. Our SEC filings
are available to the public over the Internet at the SEC�s website at http://www.sec.gov. Copies of certain information
filed by us with the SEC are also available on our website at http://www.epizyme.com. Our website is not a part of
this prospectus and is not incorporated by reference in this prospectus. You may also read and copy any document we
file at the SEC�s Public Reference Room, 100 F Street, N.E., Washington, D.C. 20549. Please call the SEC at
1-800-SEC-0330 for further information on the operation of the Public Reference Room.

This prospectus is part of a registration statement we filed with the SEC. This prospectus omits some information
contained in the registration statement in accordance with SEC rules and regulations. You should review the
information and exhibits in the registration statement for further information about us and our consolidated subsidiary
and the securities we are offering. Statements in this prospectus concerning any document we filed as an exhibit to the
registration statement or that we otherwise filed with the SEC are not intended to be comprehensive and are qualified
by reference to these filings. You should review the complete document to evaluate these statements.

INCORPORATION BY REFERENCE

The SEC allows us to incorporate by reference much of the information we file with the SEC, which means that we
can disclose important information to you by referring you to those publicly available documents. The information
that we incorporate by reference in this prospectus is considered to be part of this prospectus. Because we are
incorporating by reference future filings with the SEC, this prospectus is continually updated and those future filings
may modify or supersede some of the information included or incorporated in this prospectus. This means that you
must look at all of the SEC filings that we incorporate by reference to determine if any of the statements in this
prospectus or in any document previously incorporated by reference have been modified or superseded. This
prospectus incorporates by reference the documents listed below (File No. 001-35945) and any future filings we make
with the SEC under Sections 13(a), 13(c), 14 or 15(d) of the Securities Exchange Act of 1934 (in each case, other than
those documents or the portions of those documents not deemed to be filed) until the offering of the securities under
the registration statement is terminated or completed:

� Annual Report on Form 10-K for the fiscal year ended December 31, 2017, including the information specifically
incorporated by reference into the Annual Report on Form 10-K from our definitive proxy statement for the 2018
Annual Meeting of Stockholders; and

� The description of our common stock contained in our Registration Statement on Form 8-A filed on May 24,
2013, including any amendments or reports filed for the purpose of updating such description.

You may request a copy of these filings, at no cost, by writing or telephoning us at the following address or telephone
number:

400 Technology Square

Cambridge, Massachusetts 02139

Attn: Investor Relations
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FORWARD-LOOKING STATEMENTS

This prospectus and the information incorporated by reference in this prospectus include �forward-looking statements�
within the meaning of Section 27A of the Securities Act, and Section 21E of the Securities Exchange Act. These
statements may be identified by such forward-looking terminology as �anticipate,� �believe,� �estimate,� �expect,� �intend,�
�may,� �plan,� �predict,� �project,� �target,� �potential,� �will,� �would,� �could,� �should,� �continue,� and similar statements or variations
of such terms. Our forward-looking statements are based on a series of expectations, assumptions, estimates and
projections about our company, are not guarantees of future results or performance and involve substantial risks and
uncertainty. We may not actually achieve the plans, intentions or expectations disclosed in our forward-looking
statements. Actual results or events could differ materially from the plans, intentions and expectations disclosed in
these forward-looking statements. Our business and our forward-looking statements involve substantial known and
unknown risks and uncertainties, including the risks and uncertainties inherent in our statements regarding:

� our plans to develop and commercialize novel epigenetic therapies for patients with cancer and other serious
diseases;

� our ongoing and planned clinical trials, including the timing of initiation and enrollment in the trials, the timing
of availability of data from the trials and the anticipated results of the trials;

� our ability to achieve anticipated milestones under our collaborations;

� the timing of and our ability to apply for, obtain and maintain regulatory approvals for our product candidates;

� the rate and degree of market acceptance and clinical utility of our products;

� our commercialization, marketing and manufacturing capabilities and strategy;

� our intellectual property position; and

� our estimates regarding expenses, future revenue, capital requirements and needs for additional financing.
You are cautioned that these forward-looking statements are only predictions and are subject to risks, uncertainties
and assumptions that are referenced in the section of any accompanying prospectus supplement entitled �Risk Factors.�
You should also carefully review the risk factors and cautionary statements described in the other documents we file
from time to time with the SEC, specifically our most recent Annual Report on Form 10-K, our Quarterly Reports on
Form 10-Q and our Current Reports on Form 8-K. An occurrence of or any material adverse change in one or more of
such risk factors or risks and uncertainties could materially and adversely affect our business, prospects, financial
condition and results of operations. All of our forward-looking statements are made as of the date hereof or thereof
only. Actual results may differ materially from such forward-looking statements. We can give no assurance that such
forward-looking statements will prove to be correct. Except as required by law, we do not undertake or plan to update
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or revise any such forward-looking statements to reflect actual results, changes in plans, assumptions, estimates or
projections or other circumstances affecting such forward-looking statements occurring after the date of this
prospectus, even if such results, changes or circumstances make it clear that any forward-looking information will not
be realized. Any public statements or disclosures by us following this prospectus which modify or impact any of the
forward-looking statements contained in this prospectus will be deemed to modify or supersede such statements in this
prospectus.

3
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EPIZYME, INC.

We are a clinical-stage biopharmaceutical company that is committed to rewriting treatment for cancer and other
serious diseases through discovering, developing, and commercializing novel epigenetic medicines. By focusing on
the genetic drivers of disease, our science seeks to match targeted medicines with the patients who need them. We are
broadly developing our lead product candidate, tazemetostat, an oral, first-in-class selective inhibitor of the EZH2
histone methyltransferase, or HMT, in a range of cancer types and settings, and developing the lead development
candidate in our novel G9a program, EZM8266, for the treatment of sickle cell disease, or SCD.

We have taken a �pipeline in a product� approach to developing tazemetostat with a broad clinical development program
through company-sponsored studies and collaborations that are evaluating tazemetostat as both a monotherapy and
combination treatment in both hematological malignancies and solid tumors. Tazemetostat has shown meaningful
clinical activity as a monotherapy in indications in both disease areas and has been well tolerated across clinical trials
to date.

In our hematological malignancy program, we are conducting a global Phase 2 trial evaluating tazemetostat�s treatment
potential in patients with relapsed or refractory follicular lymphoma, or FL, or diffuse large B-cell lymphoma, or
DLBCL, the two most prevalent forms of non-Hodgkin lymphoma, or NHL, both with and without EZH2 activating
mutations. We are continuing to enroll FL and DLBCL patients with EZH2 mutations in our ongoing global Phase 2
monotherapy relapsed or refractory FL and DLBCL study. We also have multiple combination studies underway
through collaborators with both targeted agents and chemotherapy in DLBCL, in both relapsed or refractory and
first-line treatment settings.

In our solid tumor program, we are evaluating tazemetostat�s treatment potential in adults and children with
molecularly defined solid tumors, including INI1- and SMARCA4-negative tumors, which we collectively refer to as
INI1-negative tumors. We are conducting a global Phase 2 trial of tazemetostat in adults with INI1-negative tumors,
including epithelioid sarcoma, malignant rhabdoid tumors, or MRT, other INI1-negative tumors, and chordoma. We
are also evaluating tazemetostat in the dose-expansion portion of a Phase 1 study in pediatric patients with
INI1-negative tumors and in a Phase 2 study in adults with mesothelioma characterized by BAP1 loss-of-function. In
addition, as part of a study conducted by our collaborator Genentech, Inc., or Genentech, tazemetostat is being
evaluated in combination with atezolizumab, a PD-L1 inhibitor, in patients with non-small cell lung cancer, or
NSCLC.

Our principal executive offices are located at 400 Technology Square, Cambridge, Massachusetts 02139, and our
telephone number is 617-229-5872.

4
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RISK FACTORS

An investment in our common stock involves a high degree of risk. Before deciding whether to invest in our common
stock, you should consider carefully the risks and uncertainties described under the section captioned �Risk Factors�
contained in our most recent Annual Report on Form 10-K and other filings we make with the SEC from time to time,
which are incorporated by reference herein, in their entirety together with other information in this prospectus, the
information and documents incorporated by reference in this prospectus and in any prospectus supplement. If any of
these risks actually occurs, our business, financial condition, results of operations or cash flow could suffer materially.
In such event, the trading price of our common stock could decline and you might lose all or part of your investment.

5
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CONSOLIDATED RATIOS OF EARNINGS TO FIXED CHARGES

The following table sets forth our consolidated ratio of earnings to fixed charges and our coverage deficiency for each
of the periods indicated. You should read this table in conjunction with the consolidated financial statements and notes
incorporated by reference in this prospectus.

(In thousands)
December 31,

2017
December 31,

2016
December 31,

2015
December 31,

2014
December 31,

2013
Net loss $ (134,309) $ (110,212) $ (132,376) $ (55,005) $ (3,483) 
Consolidated ratios of earnings to
fixed charges (1) N/A N/A N/A N/A N/A
Coverage deficiency $ (134,309) $ (110,212) $ (132,376) $ (55,005) $ (3,483) 

(1) We did not record earnings for the years ended December 31, 2017, 2016, 2015, 2014 and 2013. Accordingly,
our earnings were insufficient to cover fixed charges for such periods, and we are unable to disclose a ratio of
earnings to fixed charges for such periods.

6
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USE OF PROCEEDS

We intend to use the net proceeds from the sale of any securities offered under this prospectus to fund general
corporate purposes unless otherwise indicated in the applicable prospectus supplement. General corporate purposes
may include the research and development of our product candidates, acquisition of companies or businesses,
repayment and refinancing of debt, working capital and capital expenditures. We have not determined the amount of
net proceeds to be used specifically for such purposes. As a result, management will retain broad discretion over the
allocation of net proceeds.

7
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DESCRIPTION OF DEBT SECURITIES

We may offer debt securities which may be senior or subordinated. We refer to the senior debt securities and the
subordinated debt securities collectively as debt securities. The following description summarizes the general terms
and provisions of the debt securities. We will describe the specific terms of the debt securities and the extent, if any, to
which the general provisions summarized below apply to any series of debt securities in the prospectus supplement
relating to the series and any applicable free writing prospectus that we authorize to be delivered. When we refer to
�the Company,� �we,� �our,� and �us� in this section, we mean Epizyme, Inc. excluding, unless the context otherwise requires
or as otherwise expressly stated, our subsidiary.

We may issue senior debt securities from time to time, in one or more series under a senior indenture to be entered
into between us and a senior trustee to be named in a prospectus supplement, which we refer to as the senior trustee.
We may issue subordinated debt securities from time to time, in one or more series under a subordinated indenture to
be entered into between us and a subordinated trustee to be named in a prospectus supplement, which we refer to as
the subordinated trustee. The forms of senior indenture and subordinated indenture are filed as exhibits to the
registration statement of which this prospectus forms a part. Together, the senior indenture and the subordinated
indenture are referred to as the indentures and, together, the senior trustee and the subordinated trustee are referred to
as the trustees. This prospectus briefly outlines some of the provisions of the indentures. The following summary of
the material provisions of the indentures is qualified in its entirety by the provisions of the indentures, including
definitions of certain terms used in the indentures. Wherever we refer to particular sections or defined terms of the
indentures, those sections or defined terms are incorporated by reference in this prospectus or the applicable
prospectus supplement. You should review the indentures that are filed as exhibits to the registration statement of
which this prospectus forms a part for additional information.

Neither of the indentures will limit the amount of debt securities that we may issue. The applicable indenture will
provide that debt securities may be issued up to an aggregate principal amount authorized from time to time by us and
may be payable in any currency or currency unit designated by us or in amounts determined by reference to an index.

General

The senior debt securities will constitute our unsecured and unsubordinated general obligations and will rank equally
in right of payment with our other unsecured and unsubordinated obligations. The subordinated debt securities will
constitute our unsecured and subordinated general obligations and will be junior in right of payment to our senior
indebtedness (including senior debt securities), as described under the heading ��Certain Terms of the Subordinated
Debt Securities�Subordination.� The debt securities will be structurally subordinated to all existing and future
indebtedness and other liabilities of our subsidiary unless such subsidiary expressly guarantees such debt securities.

The debt securities will be our unsecured obligations. Any secured debt or other secured obligations will be
effectively senior to the debt securities to the extent of the value of the assets securing such debt or other obligations.

The applicable prospectus supplement and/or free writing prospectus will include any additional or different terms of
the debt securities of any series being offered, including the following terms:

� the title and type of the debt securities;
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� whether the debt securities will be senior or subordinated debt securities, and, with respect to subordinated debt
securities, the terms on which they are subordinated;

� the initial aggregate principal amount of the debt securities;

� the price or prices at which we will sell the debt securities;

8
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� the maturity date or dates of the debt securities and the right, if any, to extend such date or dates;

� the rate or rates, if any, at which the debt securities will bear interest, or the method of determining such rate or
rates;

� the date or dates from which such interest will accrue, the interest payment dates on which such interest will be
payable or the method of determination of such dates;

� the right, if any, to extend the interest payment periods and the duration of that extension;

� the manner of paying principal and interest and the place or places where principal and interest will be payable;

� provisions for a sinking fund, purchase fund or other analogous fund, if any;

� any redemption dates, prices, obligations and restrictions on the debt securities;

� the currency, currencies or currency units in which the debt securities will be denominated and the currency,
currencies or currency units in which principal and interest, if any, on the debt securities may be payable;

� any conversion or exchange features of the debt securities;

� whether the debt securities will be subject to the defeasance provisions in the indenture;

� any events of default or covenants in addition to or in lieu of those set forth in the indenture;

� whether the debt securities will be issued in definitive or global form or in definitive form only upon satisfaction
of certain conditions;

� whether the debt securities will be guaranteed as to payment or performance;

� any special tax implications of the debt securities; and

� any other material terms of the debt securities.

Edgar Filing: Epizyme, Inc. - Form S-3ASR

Table of Contents 20



When we refer to �principal� in this section with reference to the debt securities, we are also referring to �premium, if
any.�

We may from time to time, without notice to or the consent of the holders of any series of debt securities, create and
issue further debt securities of any such series ranking equally with the debt securities of such series in all respects (or
in all respects other than (1) the payment of interest accruing prior to the issue date of such further debt securities or
(2) the first payment of interest following the issue date of such further debt securities). Such further debt securities
may be consolidated and form a single series with the debt securities of such series and have the same terms as to
status, redemption or otherwise as the debt securities of such series.

You may present debt securities for exchange and you may present debt securities for transfer in the manner, at the
places and subject to the restrictions set forth in the debt securities and the applicable prospectus supplement. We will
provide you those services without charge, although you may have to pay any tax or other governmental charge
payable in connection with any exchange or transfer, as set forth in the indenture.

Debt securities may bear interest at a fixed rate or a floating rate. Debt securities bearing no interest or interest at a
rate that at the time of issuance is below the prevailing market rate (original issue discount securities) may be sold at a
discount below their stated principal amount. U.S. federal income tax considerations applicable to any such
discounted debt securities or to certain debt securities issued at par which are treated as having been issued at a
discount for U.S. federal income tax purposes will be described in the applicable prospectus supplement.

We may issue debt securities with the principal amount payable on any principal payment date, or the amount of
interest payable on any interest payment date, to be determined by reference to one or more currency exchange rates,
securities or baskets of securities, commodity prices or indices. You may receive a payment of principal on

9
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any principal payment date, or a payment of interest on any interest payment date, that is greater than or less than the
amount of principal or interest otherwise payable on such dates, depending on the value on such dates of the
applicable currency, security or basket of securities, commodity or index. Information as to the methods for
determining the amount of principal or interest payable on any date, the currencies, securities or baskets of securities,
commodities or indices to which the amount payable on such date is linked and certain related tax considerations will
be set forth in the applicable prospectus supplement.

Certain Terms of the Senior Debt Securities

Covenants. Unless we indicate otherwise in a prospectus supplement with respect to a particular series of senior debt
securities, the senior debt securities will not contain any financial or restrictive covenants, including covenants
restricting either us or our subsidiary from incurring, issuing, assuming or guaranteeing any indebtedness secured by a
lien on any of our or our subsidiary�s property or capital stock, or restricting either us or our subsidiary from entering
into sale and leaseback transactions.

Consolidation, Merger and Sale of Assets. Unless we indicate otherwise in a prospectus supplement with respect to a
particular series of senior debt securities, we may not consolidate with or merge into any other person, in a transaction
in which we are not the surviving corporation, or convey, transfer or lease our properties and assets substantially as an
entirety to any person, in either case, unless:

� the successor entity, if any, is a U.S. corporation, limited liability company, partnership or trust (subject to certain
exceptions provided for in the senior indenture);

� the successor entity assumes our obligations on the senior debt securities and under the senior indenture;

� immediately after giving effect to the transaction, no default or event of default shall have occurred and be
continuing; and

� Certain other conditions are met, including the delivery to the senior trustee of an officer�s certificate and an
opinion of counsel, each stating that the consolidation, merger, conveyance, transfer or lease and if a
supplemental indenture is required in connection with such transaction, such supplemental indenture, comply
with the senior indenture and all conditions precedent provided for in the senior indenture relating to such
transaction have been complied with.

The restrictions described in the bullets above do not apply (1) to our consolidation with or merging into one of our
affiliates, if our board of directors determines in good faith that the purpose of the consolidation or merger is
principally to change our state of incorporation or our form of organization to another form or (2) if we merge with or
into single direct or indirect wholly owned subsidiary of ours.

The surviving business entity will succeed to, and be substituted for, us under the senior indenture and the senior debt
securities and, except in the case of a lease, we shall be released from all obligations under the senior indenture and
the senior debt securities.
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No Protection in the Event of a Change in Control. Unless we indicate otherwise in a prospectus supplement with
respect to a particular series of senior debt securities, the senior debt securities will not contain any provisions that
may afford holders of the senior debt securities protection in the event we have a change in control or in the event of a
highly leveraged transaction (whether or not such transaction results in a change in control).

Events of Default. Unless we indicate otherwise in a prospectus supplement with respect to a particular series of senior
debt securities, the following are events of default under the senior indenture with respect to senior debt securities of
each series:

� failure to pay interest on any senior debt securities of such series when due and payable, if that default continues
for a period of 30 days (or such other period as may be specified for such series);

10
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� failure to pay principal on the senior debt securities of such series when due and payable whether at maturity,
upon redemption, by declaration or otherwise (and, if specified for such series, the continuance of such failure for
a specified period);

� default in the performance of or breach of any of our covenants or agreements in the senior indenture applicable
to senior debt securities of such series, other than a covenant breach which is specifically dealt with elsewhere in
the senior indenture, and that default or breach continues for a period of 90 days after we receive written notice
from the trustee or from the holders of 25% or more in aggregate principal amount of the senior debt securities of
such series;

� certain events of bankruptcy or insolvency, whether or not voluntary; and

� any other event of default provided for in such series of senior debt securities as may be specified in the
applicable prospectus supplement.

The default by us under any other debt, including any other series of debt securities, is not a default under the senior
indenture.

If an event of default other than an event of default specified in the fourth bullet point above occurs with respect to a
series of senior debt securities and is continuing under the senior indenture, then, and in each such case, either the
trustee or the holders of not less than 25% in aggregate principal amount of such series then outstanding under the
senior indenture (each such series voting as a separate class) by written notice to us and to the trustee, if such notice is
given by the holders, may, and the trustee at the request of such holders shall, declare the principal amount of and
accrued interest on such series of senior debt securities to be immediately due and payable, and upon this declaration,
the same shall automatically become immediately due and payable.

If an event of default specified in the fourth bullet point above occurs and is continuing, the entire principal amount of
and accrued interest on each series of senior debt securities then outstanding shall become immediately due and
payable.

Unless otherwise specified in the prospectus supplement relating to a series of senior debt securities originally issued
at a discount, the amount due upon acceleration shall include only the original issue price of the senior debt securities,
the amount of original issue discount accrued to the date of acceleration and accrued interest, if any.

Upon certain conditions, declarations of acceleration may be rescinded and annulled and past defaults may be waived
by the holders of a majority in aggregate principal amount of all the senior debt securities of such series affected by
the default, each series voting as a separate class. Furthermore, subject to various provisions in the senior indenture,
the holders of a majority in aggregate principal amount of a series of senior debt securities, by notice to the trustee,
may waive a continuing default or event of default with respect to such senior debt securities and its consequences,
except a default in the payment of principal of or interest on such senior debt securities (other than any such default in
payment resulting solely from an acceleration of the senior debt securities) or in respect of a covenant or provision of
the senior indenture which cannot be modified or amended without the consent of the holders of each such senior debt
security. Upon any such waiver, such default shall cease to exist, and any event of default with respect to such senior
debt securities shall be deemed to have been cured, for every purpose of the senior indenture; but no such waiver shall
extend to any subsequent or other default or event of default or impair any right consequent thereto.

Edgar Filing: Epizyme, Inc. - Form S-3ASR

Table of Contents 24



The holders of a majority in aggregate principal amount of a series of senior debt securities may direct the time,
method and place of conducting any proceeding for any remedy available to the trustee or exercising any trust or
power conferred on the trustee with respect to such senior debt securities. However, the trustee may refuse to follow
any direction that conflicts with law or the senior indenture, that may involve the trustee in personal liability or that
the trustee determines in good faith may be unduly prejudicial to the rights of holders of such series of senior debt
securities not joining in the giving of such direction and may take any other action it deems proper that is not
inconsistent with any such direction received from holders of such series of senior debt
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securities. A holder may not pursue any remedy with respect to the senior indenture or any series of senior debt
securities unless:

� the holder gives the trustee written notice of a continuing event of default;

� the holders of at least 25% in aggregate principal amount of such series of senior debt securities make a written
request to the trustee to pursue the remedy in respect of such event of default;

� the requesting holder or holders offer the trustee indemnity satisfactory to the trustee against any costs, liability or
expense;

� the trustee does not comply with the request within 60 days after receipt of the request and the offer of indemnity;
and

� during such 60-day period, the holders of a majority in aggregate principal amount of such series of
senior debt securities do not give the trustee a direction that is inconsistent with the request.

These limitations, however, do not apply to the right of any holder of a senior debt security of any affected series to
receive payment of the principal of and interest on such senior debt security in accordance with the terms of such debt
security, or to bring suit for the enforcement of any such payment in accordance with the terms of such debt security,
on or after the due date for the senior debt securities, which right shall not be impaired or affected without the consent
of the holder.

The senior indenture requires certain of our officers to certify, on or before a fixed date in each year in which any
senior debt security is outstanding, as to their knowledge of our compliance with all covenants, agreements and
conditions under the senior indenture.

Satisfaction and Discharge. We can satisfy and discharge our obligations to holders of any series of debt securities if:

� we pay or cause to be paid, as and when due and payable, the principal of and any interest on all senior debt
securities of such series outstanding under the senior indenture (with certain limited exceptions);

� we deliver to the senior trustee for cancellation all senior debt securities of such series theretofore authenticated
under the senior indenture (with certain limited exceptions); or

� all senior debt securities of such series have become due and payable or will become due and payable within one
year (or are to be called for redemption within one year under arrangements satisfactory to the senior trustee) and
we deposit in trust an amount of cash or a combination of cash and U.S. government or U.S. government agency
obligations (or in the case of senior debt securities denominated in a foreign currency, foreign government
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securities or foreign government agency securities) that will generate enough cash to make interest, principal and
any other payments on the debt securities of that series on their various due dates;

and if, in any such case, we also pay or cause to be paid all other sums payable under the senior indenture, as and
when the same shall be due and payable and we deliver to the senior trustee an officer�s certificate and an opinion of
counsel, each stating that these conditions have been satisfied.

Under current U.S. federal income tax law, the deposit and our legal release from the debt securities would be treated
as though we took back your debt securities and gave you your share of the cash and debt securities or bonds
deposited in trust. In that event, you could recognize gain or loss on the debt securities you give back to us. Purchasers
of the debt securities should consult their own advisers with respect to the tax consequences to them of such deposit
and discharge, including the applicability and effect of tax laws other than the U.S. federal income tax law.

Defeasance. Unless the applicable prospectus supplement provides otherwise, the following discussion of legal
defeasance and covenant defeasance will apply to any series of debt securities issued under the indentures.
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Legal Defeasance. We can legally release ourselves from any payment or other obligations on the debt securities of
any series (called �legal defeasance�) if certain conditions are met, including the following:

� We deposit in trust for your benefit and the benefit of all other direct holders of the debt securities of the same
series cash or a combination of cash and U.S. government or U.S. government agency obligations (or, in the case
of senior debt securities denominated in a foreign currency, foreign government or foreign government agency
obligations) that will generate enough cash to make interest, principal and any other payments on the debt
securities of that series on their various due dates.

� There is a change in current U.S. federal income tax law or an IRS ruling that lets us make the above deposit
without causing you to be taxed on the debt securities any differently than if we did not make the deposit and
instead repaid the debt securities ourselves when due. Under current U.S. federal income tax law, the deposit and
our legal release from the debt securities would be treated as though we took back your debt securities and gave
you your share of the cash and debt securities or bonds deposited in trust. In that event, you could recognize gain
or loss on the debt securities you give back to us.

� We deliver to the trustee a legal opinion of our counsel confirming the tax law change or ruling described above.
If we accomplish legal defeasance, as described above, you would have to rely solely on the trust deposit for
repayment of the debt securities. You could not look to us for repayment in the event of any shortfall.

Covenant Defeasance. Without any change of current U.S. federal tax law, we can make the same type of deposit
described above and be released from some of the covenants in the debt securities (called �covenant defeasance�). In
that event, you would lose the protection of those covenants but would gain the protection of having money and
securities set aside in trust to repay the debt securities. In order to achieve covenant defeasance, we must do the
following (among other things):

� We must deposit in trust for your benefit and the benefit of all other direct holders of the debt securities of the
same series cash or a combination of cash and U.S. government or U.S. government agency obligations (or, in the
case of senior debt securities denominated in a foreign currency, foreign government or foreign government
agency obligations) that will generate enough cash to make interest, principal and any other payments on the debt
securities of that series on their various due dates.

� We must deliver to the trustee a legal opinion of our counsel confirming that under current U.S. federal income
tax law we may make the above deposit without causing you to be taxed on the debt securities any differently
than if we did not make the deposit and instead repaid the debt securities ourselves when due.

If we accomplish covenant defeasance, you could still look to us for repayment of the debt securities if there were a
shortfall in the trust deposit. In fact, if one of the events of default occurred (such as our bankruptcy) and the debt
securities become immediately due and payable, there may be such a shortfall. Depending on the events causing the
default, you may not be able to obtain payment of the shortfall.
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Modification and Waiver. We and the trustee may amend or supplement the senior indenture or the senior debt
securities of any series without the consent of any holder:

� to convey, transfer, assign, mortgage or pledge any assets as security for the senior debt securities of one or more
series;

� to evidence the succession of a corporation, limited liability company, partnership or trust to us, and the
assumption by such successor of our covenants, agreements and obligations under the senior indenture or to
otherwise comply with the covenant relating to mergers, consolidations and sales of assets;

� to comply with requirements of the SEC in order to effect or maintain the qualification of the senior indenture
under the Trust Indenture Act of 1939, as amended (the �Trust Indenture Act�);
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� to add to our covenants such new covenants, restrictions, conditions or provisions for the protection of the
holders, and to make the occurrence, or the occurrence and continuance, of a default in any such additional
covenants, restrictions, conditions or provisions an event of default;

� to cure any ambiguity, defect or inconsistency in the senior indenture or in any supplemental indenture or to
conform the senior indenture or the senior debt securities to the description of senior debt securities of such series
set forth in this prospectus or any applicable prospectus supplement;

� to provide for or add guarantors with respect to the senior debt securities of any series;

� to establish the form or forms or terms of the senior debt securities as permitted by the senior indenture;

� to evidence and provide for the acceptance of appointment under the senior indenture by a successor trustee, or to
make such changes as shall be necessary to provide for or facilitate the administration of the trusts in the senior
indenture by more than one trustee;

� to add to, change or eliminate any of the provisions of the senior indenture in respect of one or more series of
senior debt securities, provided that any such addition, change or elimination shall (a) neither (1) apply to any
senior debt security of any series created prior to the execution of such supplemental indenture and entitled to the
benefit of such provision nor (2) modify the rights of the holder of any such senior debt security with respect to
such provision or (b) become effective only when there is no senior debt security described in clause (a)(1)
outstanding;

� to make any change to the senior debt securities of any series so long as no senior debt securities of such series
are outstanding; or

� to make any change that does not adversely affect the rights of any holder in any material respect.
Other amendments and modifications of the senior indenture or the senior debt securities issued may be made, and our
compliance with any provision of the senior indenture with respect to any series of senior debt securities may be
waived, with the consent of the holders of a majority of the aggregate principal amount of the outstanding senior debt
securities of each series affected by the amendment or modification (voting as separate series); provided, however,
that each affected holder must consent to any modification, amendment or waiver that:

� extends the final maturity of any senior debt securities of such series;

� reduces the principal amount of any senior debt securities of such series;
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� reduces the rate or extends the time of payment of interest on any senior debt securities of such series;

� reduces the amount payable upon the redemption of any senior debt securities of such series;

� changes the currency of payment of principal of or interest on any senior debt securities of such series;

� reduces the principal amount of original issue discount securities payable upon acceleration of maturity or the
amount provable in bankruptcy;

� waives a continuing default in the payment of principal of or interest on the senior debt securities (other than any
such default in payment resulting solely from an acceleration of the senior debt securities);

� changes the provisions relating to the waiver of past defaults or impairs the right of holders to receive payment or
to institute suit for the enforcement of any payment or conversion of any senior debt securities of such series on
or after the due date therefor;

� modifies any of the provisions of these restrictions on amendments and modifications, except to increase any
required percentage or to provide that certain other provisions cannot be modified or waived without the consent
of the holder of each senior debt security of such series affected by the modification;

� adversely affects the right to convert or exchange senior debt securities into common stock or other property in
accordance with the terms of the senior debt securities; or
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� reduces the above-stated percentage of outstanding senior debt securities of such series whose holders must
consent to a supplemental indenture or modifies or amends or waives certain provisions of or defaults under the
senior indenture.

It shall not be necessary for the holders to approve the particular form of any proposed amendment, supplement or
waiver, but it shall be sufficient if the holders� consent approves the substance thereof. After an amendment,
supplement or waiver of the senior indenture in accordance with the provisions described in this section becomes
effective, the trustee must give to the holders affected thereby certain notice briefly describing the amendment,
supplement or waiver. Any failure by the trustee to give such notice, or any defect therein, shall not, however, in any
way impair or affect the validity of any such amendment, supplemental indenture or waiver.

No Personal Liability of Incorporators, Stockholders, Officers, Directors. The senior indenture provides that no
recourse shall be had under any obligation, covenant or agreement of ours in the senior indenture or any supplemental
indenture, or in any of the senior debt securities or because of the creation of any indebtedness represented thereby,
against any of our incorporators, stockholders, officers or directors, past, present or future, or of any predecessor or
successor entity thereof under any law, statute or constitutional pr
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