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CALCULATION OF REGISTRATION FEE

Proposed Proposed
Amount
maximum maximum
Title of each class of to be offering price aggregate
Amount of
securities to be registered registered(1) per unit offering price(1) registration fee(2)
Common Stock, par value $0.0001 per share 11,500,000 $11.50 $132,250,000 $16,028.70

(1) Assumes exercise in full of the underwriters option to purchase up to 1,500,000 additional shares of Common
Stock.

(2) Calculated in accordance with Rule 457(r) under the Securities Act of 1933, as amended. This Calculation of
Registration Fee table shall be deemed to update the Calculation of Registration Fee table in the registrant s
Registration Statement on Form S-3 (File No. 333-224159) in accordance with Rules 456(b) and 457(r) under the
Securities Act of 1933, as amended.
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Filed pursuant to Rule 424(b)(5)
Registration File No. 333-224159

Prospectus Supplement
(To Prospectus Dated April 5, 2018)

10,000,000 Shares

Epizyme, Inc.
Common Stock
$11.50 Per Share

We are offering 10,000,000 shares of our common stock. Our common stock is listed on The Nasdaq Global Select
Market under the symbol EPZM. The last reported sale price of our common stock on The Nasdaq Global Select
Market on March 6, 2019 was $12.03 per share.

Investing in our common stock involves risks. See _Risk Factors beginning on page S-7.

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.

Concurrently with this offering of common stock, and pursuant to a separate prospectus supplement, we are also
conducting a public offering (the Concurrent Offering ) of 304,348 shares of our Series A convertible preferred stock,
or the Series A preferred stock (and the shares of common stock issuable from time to time upon conversion of the
Series A preferred stock).

PER SHARE TOTAL
Public offering price $ 11.50 $ 115,000,000
Underwriting discount (1) $ 0.805 $ 8,050,000
Proceeds, before expenses, to Epizyme, Inc. $ 10.695 $ 106,950,000
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() We refer you to Underwriting beginning on page S-16 of this prospectus supplement for additional information
regarding total underwriter compensation.

We have granted the underwriters an option for 30 days from the date of this prospectus supplement to purchase up to

an additional 1,500,000 shares of our common stock. See Underwriting for more information.

The underwriters expect to deliver the shares to purchasers on or about March 11, 2019.

Joint Book-Running Managers

Jefferies Citigroup Cowen
Lead Manager

Wedbush PacGrow
Co-Manager

H.C. Wainwright & Co.
Prospectus Supplement dated March 6, 2019
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ABOUT THIS PROSPECTUS SUPPLEMENT

This document is in two parts. The first part is this prospectus supplement, which describes the specific terms of this
common stock offering and also adds to and updates information contained in the accompanying prospectus and the
documents incorporated by reference herein. The second part, the accompanying prospectus, provides more general
information. Generally, when we refer to this prospectus, we are referring to both parts of this document combined.

To the extent there is a conflict between the information contained in this prospectus supplement and the information
contained in the accompanying prospectus or any document incorporated by reference therein filed prior to the date of
this prospectus supplement, you should rely on the information in this prospectus supplement; provided that if any
statement in one of these documents is inconsistent with a statement in another document having a later date for
example, a document incorporated by reference in the accompanying prospectus the statement in the document having
the later date modifies or supersedes the earlier statement.

We further note that the representations, warranties and covenants made by us in any agreement that is filed as an
exhibit to any document that is incorporated by reference herein were made solely for the benefit of the parties to such
agreement, including, in some cases, for the purpose of allocating risk among the parties to such agreements, and
should not be deemed to be a representation, warranty or covenant to you. Moreover, such representations, warranties
or covenants were accurate only as of the date when made. Accordingly, such representations, warranties and
covenants should not be relied on as accurately representing the current state of our affairs.

We have not authorized anyone to provide any information other than that contained or incorporated by reference in
this prospectus supplement, the accompanying 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. This prospectus supplement and the accompanying
prospectus do not constitute an offer to sell, or a solicitation of an offer to purchase, the securities offered by this
prospectus supplement and the accompanying prospectus in any jurisdiction to or from any person to whom or from
whom it is unlawful to make such offer or solicitation of an offer in such jurisdiction. The information contained in
this prospectus supplement or the accompanying prospectus, or incorporated by reference herein or therein is accurate
only as of the respective dates thereof, regardless of the time of delivery of this prospectus supplement and the
accompanying prospectus or of any sale of our common stock. It is important for you to read and consider all
information contained in this prospectus supplement and the accompanying prospectus, including the documents
incorporated by reference herein and therein, in making your investment decision. You should also read and consider
the information in the documents to which we have referred you in the sections entitled Where You Can Find More
Information and Incorporation of Certain Information by Reference in this prospectus supplement and in the
accompanying prospectus.

We are offering to sell, and seeking offers to buy, shares of our common stock only in jurisdictions where offers and
sales are permitted. The distribution of this prospectus supplement and the accompanying prospectus and the offering
of the common stock in certain jurisdictions may be restricted by law. Persons outside the United States who come
into possession of this prospectus supplement and the accompanying prospectus must inform themselves about, and
observe any restrictions relating to, the offering of the common stock and the distribution of this prospectus
supplement and the accompanying prospectus outside the United States. This prospectus supplement and the
accompanying prospectus do not constitute, and may not be used in connection with, an offer to sell, or a solicitation
of an offer to buy, any securities offered by this prospectus supplement and the accompanying prospectus by any
person in any jurisdiction in which it is unlawful for such person to make such an offer or solicitation.

Unless otherwise stated, all references in this prospectus supplement and the accompanying prospectus to we, us, our,
Epizyme, the Company and similar designations refer, collectively, to Epizyme, Inc., a Delaware corporation, and its
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SPECIAL NOTE REGARDING FORWARD-LOOKING STATEMENTS
This prospectus supplement, the accompanying prospectus and the information incorporated by reference herein and
therein contain forward-looking statements that involve substantial risks and uncertainties. All statements, other than
statements of historical fact, contained in this prospectus supplement, the accompanying prospectus and the
information incorporated by reference herein and therein, including statements regarding our strategy, future
operations, future financial position, future revenue, projected costs, prospects, plans and objectives of management,
are forward-looking statements. The words anticipate, believe, estimate, expect, intend, may, plan, predi
target, potential, will, would, could, should, continue, and similar expressions are intended to identify forv
statements, although not all forward-looking statements contain these identifying words.

The forward-looking statements in this prospectus supplement, the accompanying prospectus and the information
incorporated by reference herein and therein include, among other things, statements about:

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;

our expectations related to the use of proceeds for this offering and the Concurrent Offering;

the successful completion of the Concurrent Offering; and

our estimates regarding expenses, future revenue, capital requirements and needs for additional financing.
We may not actually achieve the plans, intentions or expectations disclosed in our forward-looking statements, and
you should not place undue reliance on our forward-looking statements. Actual results or events could differ
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materially from the plans, intentions and expectations disclosed in the forward-looking statements we make. We have
included important factors in the cautionary statements included in this prospectus supplement, particularly in the Risk
Factors section and in the Risk Factors section of our Annual Report on Form 10-K for the year ended December 31,
2018 incorporated herein by reference, that we believe could cause actual results or events to differ materially from

the forward-looking statements that we make. Our forward-looking statements do not reflect the potential impact of

any future acquisitions, mergers, dispositions, joint ventures or investments we may make.

You should read this prospectus supplement, the accompanying prospectus and the information incorporated by
reference herein and therein completely and with the understanding that our actual future results may be materially
different from what we expect. We do not assume any obligation to update any forward-looking statements.

S-iii
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PROSPECTUS SUPPLEMENT SUMMARY

This summary highlights selected information contained elsewhere in this prospectus supplement and the
accompanying prospectus and in the documents we incorporate by reference herein and therein. This summary does
not contain all of the information you should consider before investing in our common stock. You should read this
entire prospectus supplement and the accompanying prospectus carefully, especially the risks of investing in our
common stock discussed under Risk Factors beginning on page S-7 of this prospectus supplement and in Part I,
Item IA of our Annual Report on Form 10-K for the fiscal year ended December 31, 2018, along with our
consolidated financial statements and notes to those consolidated financial statements and the other information
incorporated by reference in this prospectus supplement and the accompanying prospectus, before making an
investment decision.

Company Overview

We are a late-stage biopharmaceutical company that is committed to rewriting treatment for people with cancer and
other serious diseases through the discovery, development, and commercialization of 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 developing our lead product candidate, tazemetostat, an oral, first-in-class, selective small molecule
inhibitor of the EZH2 histone methyltransferase, or HMT, for the treatment of a broad range of cancer types in
multiple treatment settings, and developing 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. This program is evaluating tazemetostat as both a

monotherapy and combination treatment in hematological malignancies and solid tumors for both late and early lines

of treatment. Tazemetostat has shown meaningful clinical activity as a monotherapy in multiple cancer indications and
has been generally well-tolerated across clinical trials to date. Based on positive data in our two lead indications,
epithelioid sarcoma and follicular lymphoma, or FL, and interactions with the United States Food and Drug
Administration, or the FDA, we are planning to submit New Drug Applications, or NDAs, for accelerated approval of
tazemetostat for each proposed indication in 2019, subject to the results of our ongoing trials in those indications.

In our hematological malignancy program, we are conducting a multi-cohort, global Phase 2 study evaluating
tazemetostat s treatment potential in patients with relapsed or refractory non-Hodgkin lymphoma, or NHL. Two
cohorts are evaluating tazemetostat as a monotherapy for patients with relapsed or refractory FL, one of the most
prevalent forms of NHL, both with and without EZH2 activating mutations. In December 2018, we completed target
enrollment of FL patients in our study, with 54 patients with wild-type EZH?2 and 45 patients with EZH?2 activating
mutations. Based on interactions with the FDA, we believe we have identified a path to submission for accelerated
approval of tazemetostat in FL patients with either an EZH?2 activating mutation or wild-type EZH2, whose disease
has progressed following two or more lines of therapy. We are targeting submission of an NDA for accelerated
approval for tazemetostat for FL in this population in the fourth quarter of 2019, subject to the results of our ongoing
trial in this indication.

As part of an accelerated approval strategy, we will need to conduct a confirmatory clinical program to verify clinical
benefit and support the full approval of tazemetostat. We intend to review our proposed confirmatory program with
the FDA, and to finalize its design in the first half of 2019. We hope to leverage the confirmatory program to expand
tazemetostat into the second-line treatment setting for patients with FL, both with and without EZH?2 activating
mutations. In addition, we plan to evaluate tazemetostat treatment in combination with other therapies. In mid-2019,
we anticipate initiating a combination study that would compare tazemetostat plus rituximab and Revlimid, a
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chemotherapeutic-free treatment regimen referred to as R2, versus R2 with placebo in patients with relapsed or
refractory FL, both with and without EZH?2 activating mutations. In addition, we are finalizing plans for a trial of
tazemetostat in combination with rituxan for the
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treatment of patients with relapsed and refractory FL. Based on clinical activity observed with tazemetostat in
combination with R-CHOP as a front-line treatment for patients with diffuse large B-cell lymphoma, or DLBCL, we
are evaluating the opportunity to investigate this combination as a front-line treatment for patients with FL. In
collaboration with The Lymphoma Study Association, or LYSA, we are continuing to evaluate tazemetostat with
R-CHOP as a front-line treatment for high-risk patients with DLBCL. In addition, Genentech Inc., or Genentech, is
evaluating the combination of tazemetostat with its checkpoint inhibitor, Tecentriq (atezolizumab), for the treatment
of patients with relapsed or refractory DLBCL, with preliminary data expected from that study in 2019.

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 multi-cohort global Phase 2 trial of tazemetostat in adults with
INI1-negative tumors, including epithelioid sarcoma or chordoma. Based on positive data that we have observed in
patients with epithelioid sarcoma in the ongoing Phase 2 study, we are targeting submission of our first NDA for
accelerated approval of tazemetostat for the treatment of epithelioid sarcoma in the second quarter of 2019. In
connection with this submission, we will need to conduct a confirmatory program to verify clinical benefit and
support the full approval of tazemetostat. We plan to explore with the FDA utilizing the natural history study in
epithelioid sarcoma that we are conducting to serve as confirmatory evidence required in connection with any
accelerated approval. The cohort of patients in the phase 2 study of chordoma patients is ongoing, and we are
evaluating tazemetostat in the dose-expansion portion of a Phase 1 study in pediatric patients with INI1-negative
tumors, with plans to report updated data in 2019.

We own the global development and commercialization rights to tazemetostat outside of Japan. Eisai Co. Ltd, or
Eisai, holds the rights to develop and commercialize tazemetostat in Japan. We intend to build a focused field
presence and marketing capabilities to commercialize tazemetostat for the epithelioid sarcoma and follicular
lymphoma indications in the United States. We have begun building the infrastructure necessary to support the launch
and marketing of tazemetostat for epithelioid sarcoma, and believe we can adequately address this patient population
through a modest field force of less than 25 professionals. For geographies outside the United States, we are
evaluating the most efficient path to reach patients, including through potential collaborations.

Tazemetostat is covered by claims of U.S. and European composition of matter patents, which are expected to expire
in 2032, exclusive of any patent term or other extensions. Tazemetostat has been granted Fast Track designation by
the FDA in patients with relapsed or refractory FL, with or without activating EZH2 mutations, relapsed or refractory
DLBCL with EZH2 activating mutations and metastatic or locally advanced epithelioid sarcoma who have progressed
on or following an anthracycline-based treatment regimen. The FDA has also granted orphan drug designation to
tazemetostat for the treatment of patients with FL, malignant rhabdoid tumors, or MRT, soft tissue sarcoma, or STS,
and mesothelioma. The orphan drug designation for the treatment of MRT applies to INI1-negative MRT as well as
SMARCAA4-negative malignant rhabdoid tumor of ovary, or MRTO.

Beyond tazemetostat, we are building an early pipeline to further support our leadership in epigenetics. We are
developing our wholly-owned G9a candidate, EZM8266, for the treatment of people with sickle cell disease. We have
completed IND-enabling studies for this program and plan to begin clinical evaluation with a safety and dose-finding
study in the second half of 2019. In November 2018, we entered a strategic collaboration with Boehringer Ingelheim
International GmbH, or Boehringer Ingelheim, focused on the research, development and commercialization of novel
small molecule inhibitors, discovered by us, directed toward two previously unaddressed epigenetic targets as
potential therapies for people with cancer. Specifically, these targets are enzymes within the helicase and histone
acetyltransferase, or HAT, families that when dysregulated have been linked to the development of cancers that
currently lack therapeutic options. We also have collaborations with Glaxo Group Limited (an affiliate of
GlaxoSmithKline), or GSK, focused on the development of PRMT inhibitors discovered by us, and with Celgene
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Celgene Corporation, which we collectively refer to as Celgene, focused on the development of pinometostat and
small molecule inhibitors directed to three HMT targets.

Corporate Strategy

Our goal is to become a biopharmaceutical company developing and commercializing novel epigenetic therapies for
people with cancer and other serious diseases. The key elements of our corporate strategy are to:

rapidly advance the clinical development of tazemetostat in solid tumors and hematological malignancies;

collaborate closely with the FDA and other regulatory bodies to pursue the registration of tazemetostat with
accelerated approval for epithelioid sarcoma and FL;

expand the treatment utility for tazemetostat through a broad development program evaluating its benefit in
different combinations, in both early- and late-lines of treatment and in additional indications;

establish commercialization capabilities in the United States;

utilize our drug discovery platform to build a pipeline of inhibitors against chromatin modifying proteins, or
CMPs;

develop diagnostics for use with our therapeutic candidates, where appropriate; and

leverage strategic collaborations that can contribute to our ability to rapidly advance and commercialize our
product candidates.
Risks Associated with Our Business

Our business is subject to a number of risks of which you should be aware before making an investment decision.

These risks are discussed more fully in the Risk Factors section of this prospectus supplement immediately following
this prospectus supplement summary and in Part I, Item IA of our Annual Report on Form 10-K for the fiscal year
ended December 31, 2018. These risks include the following:

We have incurred significant losses since our inception. Our accumulated deficit was $586.7 million as of
December 31, 2018, representing our cumulative losses since our inception in 2007. We expect to incur losses
over the next several years and may never achieve or maintain profitability.
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We will need substantial additional funding. If we are unable to raise capital when needed, we could be forced
to delay, reduce or eliminate our product development programs or commercialization efforts.

Our research and development is focused on the creation of novel epigenetic therapies for patients with cancer
and other diseases, which is a rapidly evolving area of science, and the approach we are taking to discover and
develop drugs is novel and may never lead to marketable products. The scientific evidence to support the
feasibility of developing product candidates based on these discoveries is both preliminary and limited.

The outcome of preclinical testing and early clinical trials may not be predictive of the success of later clinical
trials, and interim results of a clinical trial do not necessarily predict final results.

Clinical drug development involves a lengthy and expensive process, with an uncertain outcome. We may
incur additional costs or experience delays in completing, or ultimately be unable to complete, the
development and commercialization of our product candidates.

We cannot predict whether or when any of our product candidates will prove effective or safe in clinical trials,
if we will be able to participate in any expedited review and approval programs for such product candidates, if
we will be able to satisfy the criteria for any path to registration for our product candidates discussed with the
FDA, if we will submit applications for approval for our product candidates on a timely basis or at all, and if
any of our product candidates will receive regulatory approval on a timely basis or at all.

S-3
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If we are required to develop a companion diagnostic and if we or our collaborators are unable to successfully
develop companion diagnostics for our therapeutic product candidates when needed, or experience significant
delays in doing so, we may not achieve marketing approval or realize the full commercial potential of our
therapeutic product candidates.

Our existing therapeutic collaborations are important to our business, and future collaborations may also be
important to us. If we are unable to maintain any of these collaborations, or if these collaborations are not
successful, our business could be adversely affected.

If we are unable to obtain and maintain patent protection for our technology and products or if the scope of
the patent protection obtained is not sufficiently broad, our competitors could develop and commercialize
technology and products similar or identical to ours, and our ability to successfully commercialize our
technology and products may be impaired.

Company Information

We were incorporated under the laws of the State of Delaware on November 1, 2007 under the name Epizyme, Inc.
Our principal executive offices are located at 400 Technology Square, Cambridge, Massachusetts 02139 and our
telephone number is (617) 229-5872. Our website address is www.epizyme.com. The information contained on, or
that can be accessed through, our website is not a part of this prospectus supplement. We have included our website
address in this prospectus supplement solely as an inactive textual reference.

Epizyme® and the Epizyme logo are our registered trademarks. The other trademarks, trade names and service marks
appearing in this prospectus supplement are the property of their respective owners.

Concurrent Offering of Series A Preferred Stock

Concurrently with this offering of common stock, we are conducting a public offering of 304,348 shares of our Series
A preferred stock (and the 3,043,480 shares of common stock issuable from time to time upon conversion of the
Series A preferred stock), which we refer to as the Concurrent Offering. The Concurrent Offering is being conducted
as a separate public offering by means of a separate prospectus supplement. This offering is not contingent upon the
completion of the Concurrent Offering and the Concurrent Offering is not contingent upon the completion of this
offering. We cannot assure you that either or both of the offerings will be completed.

S-4
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Common stock offered by Epizyme

Common stock to be outstanding after
this offering

Nasdaq Global Select Market symbol

Option to purchase additional shares

Use of proceeds

Risk factors

Concurrent Offering

Table of Contents

THE OFFERING

10,000,000 shares.

89,230,173 shares.

EPZM

The underwriters have an option to purchase up to an additional
1,500,000 shares of our common stock from us. The underwriters can
exercise this option at any time within 30 days from the date of this
prospectus supplement.

We estimate that the net proceeds to us from this offering, after
deducting underwriting discounts and commissions and estimated
offering expenses payable by us will be approximately $106.6 million, or
approximately $122.6 million if the underwriters exercise their option to
purchase additional shares from us in full. We plan to use the net
proceeds from this offering and the Concurrent Offering, together with
our existing cash, cash equivalents and marketable securities, to fund
global development and commercialization costs of tazemetostat outside
of Japan, including the costs of our ongoing and planned clinical trials of
tazemetostat, the costs of regulatory activities related to tazemetostat,
including associated milestone payments, the costs of conducting
confirmatory programs to verify clinical benefit and support full approval
of tazemetostat to the extent required by regulatory authorities, and the
costs associated with the commercial launch of tazemetostat for
epithelioid sarcoma and follicular lymphoma, if approved; to fund
research and development costs to identify and develop other product
candidates, including EZM8266 for sickle cell disease; and for working
capital and other general corporate purposes. See Use of Proceeds.

You should read the Risk Factors section of this prospectus supplement
beginning on page S-7 and in Part I, Item IA of our Annual Report on
Form 10-K for the fiscal year ended December 31, 2018 for a discussion
of factors to consider carefully before deciding to invest in shares of our
common stock.
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Concurrently with this offering, we are conducting a public offering
of 304,348 shares of our Series A preferred stock (and 3,043,480 shares
of common stock issuable from time to time upon conversion of the
Series A preferred stock). The Concurrent Offering is being conducted as
a separate public offering by means of a separate prospectus supplement.
This offering is not contingent upon the completion of the Concurrent
Offering, and the Concurrent Offering is not contingent upon the
completion of this offering.
The number of shares of our common stock to be outstanding after this offering is based on the 79,230,173 shares of
our common stock outstanding as of February 28, 2019 and excludes:

6,991,600 shares of common stock issuable upon the exercise of stock options outstanding as of February 28,
2019, at a weighted average exercise price of $12.67 per share;

S-5
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220,666 shares of common stock issuable upon the vesting of restricted stock units outstanding as of February

28, 2019;

6,323,587 shares of common stock that have been reserved for issuance in connection with future grants under
our equity compensation plans as of February 28, 2019; and

3,043,480 shares of common stock issuable upon conversion of Series A preferred stock being offered by us
in connection with the Concurrent Offering.
Unless otherwise indicated, all information in this prospectus supplement assumes no exercise by the underwriters of
their option to purchase additional shares of our common stock.
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RISK FACTORS
Investing in our common stock involves a high degree of risk. Before you decide to invest in our common stock, you
should carefully consider the risks and uncertainties described below and in Part I, Item IA of our Annual Report on
Form 10-K for the fiscal year ended December 31, 2018, together with all other information contained in this
prospectus supplement, the accompanying prospectus and in our filings with the SEC th