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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, as amended, other than securities offered only in connection with dividend or interest reinvestment plans, check the following box:

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: [1

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, or a smaller reporting company.
See the definitions of “large accelerated filer,” “accelerated filer” and “smaller reporting company” in Rule 12b-2 of the Exchange Act.

Large accelerated filer Accelerated filer O
Non-accelerated filer 0 (Do not check if a smaller reporting company) Smaller reporting company O
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 Per Unit Offering Price Registration Fee
Common Stock, par value $0.001 per share 1) 1) 1) @)

(1) Omitted pursuant to General Instructions II.E of Form S-3. An indeterminate number or amount, as the case may be, of common stock are being
registered hereunder as may from time to time be issued at indeterminate prices. Securities registered hereby may be offered for U.S. dollars or the

equivalent thereof in foreign currencies.

(2) Pursuant to Rules 456(b) and 457(r), the Registrant is deferring payment of all applicable registration fees.
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Explanatory Note

This Post-Effective Amendment No. 1 to the Registration Statement on Form S-3 (Registration Statement No. 333-194074) (the “Registration
Statement”) of Exelixis, Inc. is being filed in order to reflect its return to well-known seasoned issuer status, and replaces the Post-Effective Amendment
No. 1 to the Registration Statement filed on July 1, 2015, which was inadvertently filed using the wrong EDGAR code and so was subsequently withdrawn.
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Prospectus

» EXELIXIS

Common Stock

From time to time, we may offer and sell shares of common stock in amounts, at prices and on terms described in one or more supplements to this
prospectus. Selling shareholders who may be named in a supplement to this prospectus may also from time to time offer and sell our ordinary shares, in one
or more offerings.

This prospectus describes some of the general terms that may apply to an offering of our common stock. We will provide the specific terms of these
offerings and securities in one or more supplements to this prospectus. We may also authorize one or more free writing prospectuses to be provided to you in
connection with these offerings. The prospectus supplement and any related free writing prospectus may also add, update or change information contained in
this prospectus. You should carefully read this prospectus, the applicable prospectus supplement and any related free writing prospectus, as well as any
documents incorporated by reference, before buying any of the securities being offered.

We may offer and sell shares of common stock to or through one or more underwriters, dealers and agents, or directly to purchasers, on a continuous or
delayed basis. Selling shareholders may sell shares from time to time on or off the NASDAQ Global Select Market in regular brokerage transactions, in
transactions directly with market makers or in privately negotiated transactions. We will not receive any of the proceeds from the sale of those shares. The
supplements to this prospectus will provide the specific terms of the plan of distribution.

If any agents or underwriters are involved in the sale of any securities with respect to which this prospectus is being delivered, the names of such agents
or underwriters and any applicable fees, commissions, discounts and over-allotment options will be set forth in a prospectus supplement. The price to the
public of such securities and the net proceeds that we or the selling stockholders expect to receive from such sale will also be set forth in a prospectus
supplement.

Our common stock is listed on The NASDAQ Global Select Market under the trading symbol “EXEL.” On July 14, 2015, the last reported sale price of
our common stock was $3.78 per share. The applicable prospectus supplement will contain information, where applicable, as to other listings, if any, on The
NASDAAQ Global Select Market or other securities exchange of the securities covered by the prospectus supplement.

Investing in our common stock involves a high degree of risk. You should review carefully the risks and uncertainties
described under the heading “Risk Factors” contained in the applicable prospectus supplement and in any free writing
prospectuses we have authorized for use in connection with a specific offering, and under similar headings in the other
documents that are incorporated by reference into this prospectus.

This prospectus may not be used to consummate a sale of securities unless accompanied by a prospectus supplement.

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 date of this prospectus is July 15, 2015.
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ABOUT THIS PROSPECTUS

This prospectus is part of a registration statement on Form S-3 that we filed with the Securities and Exchange Commission, or SEC, utilizing a “shelf”
registration process. Under this shelf registration process, we or selling stockholders may offer and sell, in one or more offerings, shares of common stock as
described in this prospectus. This prospectus provides you with a general description of the shares we may offer.

Each time we or selling stockholders offer shares of our common stock under this prospectus, we will provide a prospectus supplement that will contain
more specific information about the terms of that offering. We may also authorize one or more free writing prospectuses to be provided to you that may
contain material information relating to these offerings. The prospectus supplement and any related free writing prospectus that we may authorize to be
provided to you may also add, update or change any of the information contained in this prospectus or in the documents that we have incorporated by
reference into this prospectus. We urge you to read carefully this prospectus, any applicable prospectus supplement and any free writing prospectuses we have
authorized for use in connection with a specific offering, together with the information incorporated herein by reference as described under the heading
“Incorporation of Certain Information by Reference,” before buying any of the securities being offered.

This prospectus may not be used to consummate a sale of securities unless it is accompanied by a prospectus supplement.

You should rely only on the information contained in, or incorporated by reference into, this prospectus and any applicable prospectus supplement,
along with the information contained in any free writing prospectuses we have authorized for use in connection with a specific offering. We have not
authorized anyone to provide you with different or additional information. This prospectus is an offer to sell only the securities offered hereby, but only under
circumstances and in jurisdictions where it is lawful to do so.

The information appearing in this prospectus, any applicable prospectus supplement or any related free writing prospectus is accurate only as of the
date on the front of the document and any information we have incorporated by reference is accurate only as of the date of the document incorporated by
reference, regardless of the time of delivery of this prospectus, any applicable prospectus supplement or any related free writing prospectus, or any sale of a
security. Our business, financial condition, results of operations and prospects may have changed since those dates.

i
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This prospectus contains summaries of certain provisions contained in some of the documents described herein, but reference is made to the actual
documents for complete information. All of the summaries are qualified in their entirety by the actual documents. Copies of some of the documents referred
to herein have been filed, will be filed or will be incorporated by reference as exhibits to the registration statement of which this prospectus is a part, and you
may obtain copies of those documents as described below under the section entitled “Where You Can Find More Information.”

This prospectus contains and incorporates by reference market data and industry statistics and forecasts that are based on independent industry
publications and other publicly available information. Although we believe these sources are reliable, we do not guarantee the accuracy or completeness of
this information and we have not independently verified this information. Although we are not aware of any misstatements regarding the market and industry
data presented in this prospectus and the documents incorporated herein by reference, these estimates involve risks and uncertainties and are subject to change
based on various factors, including those discussed under the heading “Risk Factors” contained in the applicable prospectus supplement and any related free
writing prospectus, and under similar headings in the other documents that are incorporated by reference into this prospectus. Accordingly, investors should
not place undue reliance on this information.

This prospectus and the information incorporated herein by reference include trademarks, service marks and trade names owned by us or other
companies. All trademarks, service marks and trade names included or incorporated by reference into this prospectus, any applicable prospectus supplement
or any related free writing prospectus are the property of their respective owners.

ii
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PROSPECTUS SUMMARY

This summary highlights selected information contained elsewhere in this prospectus or incorporated by reference in this prospectus, and does not
contain all of the information that you need to consider in making your investment decision. You should carefully read the entire prospectus, the
applicable prospectus supplement and any related free writing prospectus, including the risks of investing in our securities discussed under the heading
“Risk Factors” contained in the applicable prospectus supplement and any related free writing prospectus, and under similar headings in the other
documents that are incorporated by reference into this prospectus. You should also carefully read the information incorporated by reference into this
prospectus, including our financial statements, and the exhibits to the registration statement of which this prospectus is a part.

References in this prospectus to “Exelixis”, “the Company,” “we
consolidated subsidiaries, if any, unless otherwise specified.

» o«
>

us” and “our” refer to Exelixis, Inc., a Delaware corporation, and its

Exelixis, Inc.

Overview

We are a biopharmaceutical company committed to developing small molecule therapies for the treatment of cancer. Our most advanced asset is
cabozantinib, our wholly-owned inhibitor of multiple receptor tyrosine kinases. Cabozantinib was approved by the United States Food and Drug
Administration (“FDA”) on November 29, 2012, for the treatment of progressive, metastatic medullary thyroid cancer (“MTC”) in the United States
under the brand name COMETRIQ®. In March 2014, the European Commission granted cabozantinib conditional marketing authorization for the
treatment of adult patients with progressive, unresectable locally advanced or metastatic MTC, also under the brand name COMETRIQ. We are also
evaluating cabozantinib in a broad development program comprising over forty-five clinical trials, across multiple indications, including two ongoing
phase 3 pivotal trials focusing on metastatic renal cell carcinoma and advanced hepatocellular carcinoma.

Our second most advanced asset is cobimetinib (GDC-0973/X1.518), a selective inhibitor of MEK, a serine/threonine kinase, which we out-
licensed to our collaboration partner, Genentech (a member of the Roche Group). Cobimetinib is being evaluated by Genentech in a broad development
program, including coBRIM, a phase 3 pivotal trial evaluating cobimetinib in combination with vemurafenib in patients with unresectable locally
advanced melanoma harboring a BRAF V600 mutation. Genentech submitted a New Drug Application (NDA) to the FDA for the combination in
December 2014, for which the FDA has granted priority review. On June 30, 2015, Genentech informed us that, in order to accommodate its review of a
supplemental data submission, the FDA extended the Prescription Drug User Fee Act action date for its review of the NDA by the standard extension
period of three months, from August 11, 2015 to November 11, 2015.

Company Information

We were incorporated in Delaware in November 1994 as Exelixis Pharmaceuticals, Inc., and we changed our name to Exelixis, Inc. in February
2000.

Our corporate address is 210 East Grand Avenue, South San Francisco, CA 94080, and our telephone number is (650) 837-7000. Our website
address is www.exelixis.com. Information found on, or accessible through, our website is not a part of, and is not incorporated into, this prospectus, and
you should not consider it part of this prospectus or part of any prospectus supplement or free writing prospectus. Our website address is included in this
document as an inactive textual reference only.

Use of Proceeds

Except as described in any applicable prospectus supplement or in any free writing prospectuses we have authorized for use in connection with a
specific offering, we currently intend to use the net proceeds from the sale of the securities offered by us hereunder, if any, for working capital and
general corporate purposes, including research and development expenses and capital expenditures. See “Use of Proceeds” in this prospectus.
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Shares of our common stock may be offered by selling stockholders under an applicable prospectus supplement to this prospectus. We will not
receive any of the proceeds from the sale or other disposition of shares of our common stock sold by selling stockholders in any offering by them.

The NASDAQ Global Select Market Listing

Our common stock is listed on The NASDAQ Global Select Market under the symbol “EXEL.” The applicable prospectus supplement will contain
information, where applicable, as to other listings, if any, on The NASDAQ Global Select Market or any other securities market or other exchange of the
securities covered by the applicable prospectus supplement.
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RISK FACTORS

Investing in our securities involves a high degree of risk. Before deciding whether to invest in our securities, you should consider carefully the risks and
uncertainties described under the heading “Risk Factors” contained in the applicable prospectus supplement and any related free writing prospectus, and
discussed under the section entitled “Risk Factors” contained in our most recent Annual Report on Form 10-K and in our most recent Quarterly Report on
Form 10-Q, as well as any amendments thereto reflected in subsequent filings with the SEC, which are incorporated by reference into this prospectus in their
entirety, together with other information in this prospectus, the documents incorporated by reference and any free writing prospectus that we may authorize
for use in connection with this offering. The risks described in these documents are not the only ones we face, but those that we consider to be material. There
may be other unknown or unpredictable economic, business, competitive, regulatory or other factors that could have material adverse effects on our future
results. Past financial performance may not be a reliable indicator of future performance, and historical trends should not be used to anticipate results or
trends in future periods. If any of these risks actually occurs, our business, financial condition, results of operations or cash flow could be seriously harmed.
This could cause the trading price of our common stock to decline, resulting in a loss of all or part of your investment. Please also read carefully the section
below entitled “Special Note Regarding Forward-Looking Statements.”

SPECIAL NOTE REGARDING FORWARD-LOOKING STATEMENTS

This prospectus and the documents we have filed with the SEC that are incorporated by reference contain “forward-looking statements” within the
meaning of Section 27A of the Securities Act of 1933, as amended, or the Securities Act, and Section 21E of the Securities Exchange Act of 1934, as
amended, or the Exchange Act. These statements relate to future events or to our future operating or financial performance and involve known and unknown
risks, uncertainties and other factors which may cause our actual results, performance or achievements to be materially different from any future results,
performances or achievements expressed or implied by the forward-looking statements. Forward-looking statements include, but are not limited to, statements
about:

»  our business strategy and our expectations with respect to the implementation of our business strategy;

*  our expectations with respect to the potential therapeutic and commercial value of cabozantinib, cobimetinib and any other of our product
candidates;

*  our expectations with respect to regulatory submissions and approvals and our clinical trials;
*  our expectations with respect to our intellectual property position; and

»  our estimates regarding our capital requirements and our need for additional financing.

3  «

In some cases, you can identify forward-looking statements by terms such as “may,” “will,” “should,” “could,” “would,” “expect,” “plan,” “anticipate,”
“believe,” “estimate,” “project,” “predict,” “potential” and similar expressions intended to identify forward-looking statements. These statements reflect our
current views with respect to future events and are based on assumptions and are subject to risks and uncertainties. Given these uncertainties, you should not
place undue reliance on these forward-looking statements. We discuss in greater detail many of these risks under the heading “Risk Factors” contained in the
applicable prospectus supplement, in any free writing prospectuses we may authorize for use in connection with a specific offering, and in our most recent
annual report on Form 10-K and in our most recent quarterly report on Form 10-Q, as well as any amendments thereto reflected in subsequent filings with the
SEC, which are incorporated by reference into this prospectus in their entirety. Also, these forward-looking statements represent our estimates and
assumptions only as of the date of the document containing the applicable statement. Unless required by law, we undertake no obligation to update or revise
any forward-looking statements to reflect new information or future events or developments. Thus, you should not assume that our silence over time means
that actual events are bearing out as expressed or implied in such forward-looking statements. You should read this prospectus, any applicable prospectus
supplement, together with the documents we have filed with the SEC that are incorporated by reference and any free writing prospectus that we may authorize
for use in connection with this offering completely and with the understanding that our actual future results may be materially different from what we expect.
We qualify all of the forward-looking statements in the foregoing documents by these cautionary statements.

2« ” « » «
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USE OF PROCEEDS

Except as described in any applicable prospectus supplement or in any free writing prospectuses we have authorized for use in connection with a
specific offering, we currently intend to use the net proceeds from the sale of the securities offered by us hereunder, if any, for working capital and general
corporate purposes, including research and development expenses and capital expenditures.

The amounts and timing of our use of the net proceeds from this offering will depend on a number of factors, such as the timing and progress of our
research and development efforts, the timing and progress of any partnering and commercialization efforts, technological advances and the competitive
environment for our products. As of the date of this prospectus, we cannot specify with certainty all of the particular uses for the net proceeds to us from the
sale of the securities offered by us hereunder. Accordingly, our management will have broad discretion in the timing and application of these proceeds.
Pending application of the net proceeds as described above, we intend to temporarily invest the proceeds in short-term, interest-bearing instruments.

Shares of our common stock may be offered by selling stockholders under an applicable prospectus supplement to this prospectus. We will not receive
any of the proceeds from the sale or other disposition of shares of our common stock sold by selling stockholders in any offering by them.

DESCRIPTION OF CAPITAL STOCK

Our authorized capital stock consists of 400,000,000 shares of common stock, $0.001 par value, and 10,000,000 shares of preferred stock, $0.001 par
value. A description of material terms and provisions of our certificate of incorporation and bylaws affecting the rights of holders of our capital stock is set
forth below. The description is intended as a summary, and is qualified in its entirety by reference to our certificate of incorporation and the bylaws.

Common stock

Dividend rights. Subject to preferences that may apply to shares of preferred stock outstanding at the time, the holders of outstanding shares of our
common stock are entitled to receive dividends out of funds legally available if our board of directors, in its discretion, determines to issue dividends and then
only at the times and in the amounts that our board of directors may determine.

Voting rights. Each holder of common stock is entitled to one vote for each share of common stock held on all matters submitted to a vote of
stockholders. Our certificate of incorporation does not provide for the right of stockholders to cumulate votes for the election of directors. Our certificate of
incorporation establishes a classified board of directors, divided into three classes with staggered three-year terms. Only one class of directors is elected at
each annual meeting of our stockholders, with the other classes continuing for the remainder of their respective three-year terms.

No preemptive or similar rights. Our common stock is not entitled to preemptive rights and is not subject to conversion, redemption or sinking fund
provisions. The rights, preferences and privileges of the holders of our common stock are subject to, and may be adversely affected by, the rights of the
holders of any series of our preferred stock that we may designate and issue in the future.

Right to receive liquidation distributions. Upon our dissolution, liquidation or winding-up, the assets legally available for distribution to holders of our
common stock are distributable ratably among the holders of our common stock, subject to prior satisfaction of all outstanding debt and liabilities and the
preferential rights and payment of liquidation preferences, if any, on any outstanding shares of our preferred stock.

The rights of the holders of our common stock are subject to, and may be adversely affected by, the rights of holders of shares of any preferred stock
that we may designate and issue in the future.
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Preferred stock

Our board of directors is authorized, subject to limitations prescribed by Delaware law, to issue preferred stock in one or more series, to establish from
time to time the number of shares to be included in each series and to fix the designation, powers, preferences and rights of the shares of each series and any
of its qualifications, limitations or restrictions. Our board of directors can also increase or decrease the number of shares of any series, but not below the
number of shares of that series then outstanding, without any further vote or action by our stockholders. Our board of directors may authorize the issuance of
preferred stock with voting or conversion rights that could adversely affect the voting power or other rights of the holders of the common stock. The issuance
of preferred stock, while providing flexibility in connection with financings, possible acquisitions and other corporate purposes, could, among other things,
have the effect of delaying, deferring, discouraging or preventing a change in control of our company, may adversely affect the market price of our common
stock and the voting and other rights of the holders of common stock, and may reduce the likelihood that common stockholders will receive dividend
payments and payments upon liquidation.

Outstanding warrants

As of June 30, 2015, we had warrants outstanding to purchase an aggregate of 1,000,000 shares of common stock with an exercise price of $3.445 per
share expiring on July 1, 2018.

Anti-takeover effects of provisions of our certificate of incorporation and bylaws and Delaware law

Certificate of incorporation and bylaws. Our certificate of incorporation provides that our board of directors is divided into three classes with staggered
three-year terms. Only one class of directors is elected at each annual meeting of our stockholders, with the other classes continuing for the remainder of their
respective three-year terms. Because holders of our common stock do not have cumulative voting rights in the election of directors, stockholders holding a
majority of the shares of common stock outstanding are able to elect all of the directors to be elected at each annual meeting of our stockholders. Our board of
directors is able to elect a director to fill a vacancy created by the expansion of the board of directors or due to the resignation or departure of an existing
board member. Our certificate of incorporation and bylaws also provide that all stockholder actions must be effected at a duly called meeting of stockholders
and not by a consent in writing, and that only the board of directors pursuant to a resolution adopted by a majority of the total number of authorized directors
may call a special meeting of stockholders. In addition, our bylaws include a requirement for the advance notice of nominations for election to the board of
directors or for proposing matters that can be acted upon at a stockholders’ meeting. Our certificate of incorporation provides for the ability of the board of
directors to issue, without stockholder approval, up to 10,000,000 shares of preferred stock with terms set by the board of directors, which rights could be
senior to those of our common stock. Our certificate of incorporation and bylaws also provides that approval of at least 66 23% of the shares entitled to vote
at an election of directors will be required to adopt, amend or repeal our bylaws, or repeal the provisions of our certificate of incorporation regarding the
election of directors and the inability of stockholders to take action by written consent in lieu of a meeting.

The foregoing provisions make it difficult for holders of our common stock to replace our board of directors. In addition, the authorization of
undesignated preferred stock makes it possible for our board of directors to issue preferred stock with voting or other rights or preferences that could impede
the success of any attempt to change control of our company.

Section 203 of the Delaware General Corporation Law

We are subject to the provisions of Section 203 of the Delaware General Corporation Law regulating corporate takeovers. This section prevents some
Delaware corporations from engaging, under some circumstances, in a business combination, which includes a merger or sale of at least 10% of the
corporation’s assets with any interested stockholder, meaning a stockholder who, together with affiliates and associates, owns or, within three years prior to
the determination of interested stockholder status, did own 15% or more of the corporation’s outstanding voting stock, unless:

+ the transaction is approved by the board of directors prior to the time that the interested stockholder became an interested stockholder;

5
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* upon consummation of the transaction which resulted in the stockholder’s becoming an interested stockholder, the interested stockholder owned
at least 85% of the voting stock of the corporation outstanding at the time the transaction commenced; or

+ ator subsequent to such time that the stockholder became an interested stockholder the business combination is approved by the board of
directors and authorized at an annual or special meeting of stockholders by at least two-thirds of the outstanding voting stock which is not owned
by the interested stockholder.

A Delaware corporation may “opt out” of these provisions with an express provision in its original certificate of incorporation or an express provision
in its certificate or incorporation or bylaws resulting from a stockholders’ amendment approved by a majority of the outstanding voting shares. We have not
“opted out” of these provisions and do not plan to do so. The statute could prohibit or delay mergers or other takeover or change in control attempts and,
accordingly, may discourage attempts to acquire us.

Transfer Agent and Registrar

The transfer agent and registrar for our common stock is Computershare Trust Company, N.A.: 1-866-416-6111.

Listing on The NASDAQ Global Select Market

Our common stock is listed on The NASDAQ Global Select Market under the symbol “EXEL”. The applicable prospectus supplement will contain
information, where applicable, as to any other listing, if any, on The NASDAQ Global Select Market or any securities market or other exchange of the
preferred stock covered by such prospectus supplement.

SELLING STOCKHOLDERS

If the registration statement of which this prospectus is a part is used by any selling stockholder for the resale of any shares of our common stock
registered thereunder, information about such selling stockholder, its beneficial ownership of our securities and its relationship with us will be set forth in a
supplement to this prospectus, or in one or more documents incorporated by reference into this prospectus or the applicable prospectus supplement.

PLAN OF DISTRIBUTION

We may offer and sell shares of our common stock, and any selling stockholders may offer and sell shares of our common stock, in offerings hereunder
to or through one or more underwriters, dealers and agents, or directly to purchasers, on a continuous or delayed basis. We will provide the specific plan of
distribution for any shares of our common stock to be offered by us or by selling stockholders in a supplement to this prospectus.

LEGAL MATTERS

Unless otherwise indicated in the applicable prospectus supplement, the validity of the securities offered by this prospectus, and any supplement
thereto, will be passed upon for us by Cooley LLP, San Francisco, California.

EXPERTS

Ernst & Young LLP, independent registered public accounting firm, has audited our consolidated financial statements included in our Annual Report on
Form 10-K for the fiscal year ended January 2, 2015, and the effectiveness of our internal control over financial reporting as of January 2, 2015, as set forth in
their reports which are incorporated by reference in this prospectus and elsewhere in the registration statement. Our financial statements are incorporated by
reference in reliance on Ernst & Young LLP’s reports, given on their authority as experts in accounting and auditing.

6
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WHERE YOU CAN FIND MORE INFORMATION

This prospectus is part of the registration statement on Form S-3 we filed with the SEC under the Securities Act and does not contain all the
information set forth in the registration statement. Whenever a reference is made in this prospectus to any of our contracts, agreements or other documents,
the reference may not be complete and you should refer to the exhibits that are a part of the registration statement or the exhibits to the reports or other
documents incorporated by reference into this prospectus for a copy of such contract, agreement or other document. Because we are subject to the information
and reporting requirements of the Exchange Act, 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. You may also read and copy any document we file at the SEC’s
Public Reference Room at 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.

INCORPORATION OF CERTAIN INFORMATION BY REFERENCE

The SEC allows us to “incorporate by reference” information from other documents that we file with it, which means that we can disclose important
information to you by referring you to those documents. The information incorporated by reference is considered to be part of this prospectus. Information in
this prospectus supersedes information incorporated by reference that we filed with the SEC prior to the date of this prospectus, while information that we file
later with the SEC will automatically update and supersede the information in this prospectus. We incorporate by reference into this prospectus and the
registration statement of which this prospectus is a part the information or documents listed below that we have filed with the SEC (Commission File
No. 000-59687):

»  our Annual Report on Form 10-K for the year ended January 2, 2015, which was filed on March 2, 2015;

» the information specifically incorporated by reference into the Form 10-K from our definitive proxy statement on Schedule 14A which was filed
on April 16, 2015;

*  Our Quarterly Report on Form 10-Q for the quarter ended April 3, 2015, which was filed on April 30, 2015;
» our Current Reports on Form 8-K filed on February 11, 2015, March 9, 2015, May 28, 2015, and July 1, 2015;
»  our Current Report on Form 8-K/A filed on April 30, 2015; and

+ the description of our common stock in our registration statement on Form 8-A filed with the SEC on April 6, 2000, including any amendments
thereto or reports filed for the purposes of updating this description.

We also incorporate by reference any future filings (other than current reports furnished under Item 2.02 or Item 7.01 of Form 8-K and exhibits filed on
such form that are related to such items unless such Form 8-K expressly provides to the contrary) made with the SEC pursuant to Sections 13(a), 13(c), 14 or
15(d) of the Exchange Act, including those made after the date of the filing of the registration statement of which this prospectus is a part, until we file a post-
effective amendment that indicates the termination of the offering of the securities made by this prospectus and will become a part of this prospectus from the
date that such documents are filed with the SEC. Information in such future filings updates and supplements the information provided in this prospectus. Any
statements in any such future filings will automatically be deemed to modify and supersede any information in any document we previously filed with the
SEC that is incorporated or deemed to be incorporated herein by reference to the extent that statements in the later filed document modify or replace such
earlier statements.

You can request a copy of these filings, at no cost, by writing or telephoning us at the following address or telephone number:
Exelixis, Inc.
210 East Grand Avenue
South San Francisco, CA 94080
(650) 837-7000
Attn: Corporate Secretary
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PART II
INFORMATION NOT REQUIRED IN THE PROSPECTUS

Item 14. Other Expenses of Issuance and Distribution

The following table sets forth an estimate of the fees and expenses, other than the underwriting discounts and commissions, payable by us in connection
with the issuance and distribution of the securities being registered. All the amounts shown are estimates, except for the SEC registration fee.

Amount
SEC registration fee $ x
The NASDAQ Global Select Market listing fee ok
FINRA filing fee (if applicable) ik
Accounting fees and expenses Hok
Legal fees and expenses oI
Transfer agent and registrar fees and expenses Hok
Printing and miscellaneous fees and expenses oI
Total $ ok

* In accordance with Rules 456(b) and 457(r), we are deferring payment of all applicable registration fees for the securities offered under this registration

statement.

**  These fees are calculated based on the securities offered and the number of issuances and accordingly cannot be estimated at this time. The applicable
prospectus supplement will set forth the estimated amount of expenses of any offering of securities.

Item 15. Indemnification of Directors and Officers

The Registrant’s amended and restated certificate of incorporation provides that the liability of the directors for monetary damages shall be eliminated
to the fullest extent under applicable law. If the Delaware General Corporation Law is amended to authorize corporate action further eliminating or limiting
the personal liability of directors, then the liability of a director of the Registrant shall be eliminated to the fullest extent permitted by the Delaware General
Corporation Law, as so amended. Under the Delaware General Corporation Law, no director will be personally liable to the Registrant or the Registrant’s
stockholders for monetary damages for breach of fiduciary duty as a director, except for liability:

+  for any breach of the duty of loyalty to the Registrant or the Registrant’s stockholders;
+  for acts or omissions not in good faith or that involve intentional misconduct or a knowing violation of law;

» for unlawful payment of dividends or unlawful stock repurchases or redemptions under Section 174 of the Delaware General Corporation Law;
and

+  for any transaction from which the director derived an improper personal benefit.

The Registrant’s amended and restated bylaws provide that:

» the Registrant is required to indemnify the Registrant’s directors and executive officers to the fullest extent not prohibited by Delaware law,
subject to limited exceptions;

+ the Registrant may indemnify the Registrant’s other employees and agents as set forth in the Delaware General Corporation Law;
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» the Registrant is required to advance expenses to the Registrant’s directors and executive officers as incurred in connection with legal
proceedings against them for which they may be indemnified, against an undertaking by the indemnified party to repay such advances if it is
ultimately determined that the indemnified party is not entitled to indemnification; and

» the rights conferred in the amended and restated bylaws are not exclusive.

The Registrant has entered into indemnification agreements with each of the Registrant’s directors and executive officers that require the Registrant to
indemnify these persons all direct and indirect costs of any type or nature whatsoever, including attorney’s fees, witness fees, and other out of pocket costs of
whatever nature, incurred by the director or officer in any action or proceeding, whether actual, pending or threatened, subject to certain limitations, to which
any of these people may be made a party by reason of the fact that he or she is or was a director or an executive officer of the Registrant or is or was serving
or at any time serves at the request of the Registrant as a director, officer, employee or other agent of another corporation, partnership, joint venture, trust,
employee benefit plan or other enterprise.

The Registrant has purchased insurance on behalf of any person who is or was a director or officer of the Registrant against any loss arising from any
claim asserted against him or her and incurred by him or her in any such capacity, subject to certain exclusions.

The underwriting agreement that the Registrant may enter into (Exhibit 1.1) may provide for indemnification by any underwriters of the Registrant, its
directors, its officers who sign the registration statement and the registrant’s controlling persons for some liabilities, including liabilities arising under the
Securities Act.

Item 16. Exhibits

The list of exhibits is set forth under “Index to Exhibits” at the end of this registration statement and is incorporated herein by reference.

Item 17. Undertakings

The undersigned registrant hereby undertakes:
(1) To file, during any period in which offers or sales are being made, a post-effective amendment to this registration statement:
(i) to include any prospectus required by Section 10(a)(3) of the Securities Act of 1933;

(ii) to reflect in the prospectus any facts or events arising after the effective date of the registration statement (or the most recent post-effective
amendment thereof) which, individually or in the aggregate, represent a fundamental change in the information set forth in the registration statement.
Notwithstanding the foregoing, any increase or decrease in volume of securities offered (if the total dollar value of securities offered would not exceed that
which was registered) and any deviation from the low or high end of the estimated maximum offering range may be reflected in the form of prospectus filed
with the Commission pursuant to Rule 424(b) if, in the aggregate, the changes in volume and price represent no more than a 20% change in the maximum
aggregate offering price set forth in the “Calculation of Registration Fee” table in the effective registration statement; and

(iii) to include any material information with respect to the plan of distribution not previously disclosed in the registration statement or any
material change to such information in the registration statement;

provided, however, that paragraphs (1)(i), (1)(ii) and (1)(iii) do not apply if the information required to be included in a post-effective amendment
by those paragraphs is contained in reports filed with or furnished to the Commission by the registrant pursuant to Section 13 or 15(d) of the Securities
Exchange Act of 1934 that are incorporated by reference in the registration statement, or is contained in a form of prospectus filed pursuant to Rule 424(b)
that is part of the registration statement.
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(2) That, for the purpose of determining any liability under the Securities Act of 1933, each such post-effective amendment shall be deemed to be a new
registration statement relating to the securities offered therein, and the offering of such securities at that time shall be deemed to be the initial bona fide
offering thereof.

(3) To remove from registration by means of a post-effective amendment any of the securities being registered which remain unsold at the termination
of the offering.

(4) That, for the purpose of determining liability under the Securities Act of 1933 to any purchaser:

(i) Each prospectus filed by the registrant pursuant to Rule 424(b)(3) shall be deemed to be part of the registration statement as of the date the
filed prospectus was deemed part of and included in the registration statement; and

(ii) Each prospectus required to be filed pursuant to Rule 424(b)(2), (b)(5), or (b)(7) as part of a registration statement in reliance on Rule 430B
relating to an offering made pursuant to Rule 415(a)(1)(i), (vii), or (x) for the purpose of providing the information required by Section 10(a) of the Securities
Act of 1933 shall be deemed to be part of and included in the registration statement as of the earlier of the date such form of prospectus is first used after
effectiveness or the date of the first contract of sale of securities in the offering described in the prospectus. As provided in Rule 430B, for liability purposes
of the issuer and any person that is at that date an underwriter, such date shall be deemed to be a new effective date of the registration statement relating to the
securities in the registration statement to which that prospectus relates, and the offering of such securities at that time shall be deemed to be the initial bona
fide offering thereof. Provided, however, that no statement made in a registration statement or prospectus that is part of the registration statement or made in a
document incorporated or deemed incorporated by reference into the registration statement or prospectus that is part of the registration statement will, as to a
purchaser with a time of contract of sale prior to such effective date, supersede or modify any statement that was made in the registration statement or
prospectus that was part of the registration statement or made in any such document immediately prior to such effective date.

(5) That, for the purpose of determining liability of the registrant under the Securities Act of 1933 to any purchaser in the initial distribution of the
securities, the undersigned registrant undertakes that in a primary offering of securities of the undersigned registrant pursuant to this registration statement,
regardless of the underwriting method used to sell the securities to the purchaser, if the securities are offered or sold to such purchaser by means of any of the
following communications, the undersigned registrant will be a seller to the purchaser and will be considered to offer or sell such securities to such purchaser:

(i) Any preliminary prospectus or prospectus of the undersigned registrant relating to the offering required to be filed pursuant to Rule 424;

(ii) Any free writing prospectus relating to the offering prepared by or on behalf of the undersigned registrant or used or referred to by the
undersigned registrant;

(iii) The portion of any other free writing prospectus relating to the offering containing material information about the undersigned registrant or
its securities provided by or on behalf of the undersigned registrant; and

(iv) Any other communication that is an offer in the offering made by the undersigned registrant to the purchaser.

(6) That, for the purpose of determining liability of the registrant under the Securities Act of 1933, each filing of the registrant’s annual report pursuant
to Section 13(a) or Section 15(d) of the Securities Exchange Act of 1934 (and, where applicable, each filing of an employee benefit plan’s annual report
pursuant to section 15(d) of the Securities Exchange Act of 1934) that is incorporated by reference in the registration statement shall be deemed to be a new
registration statement relating to the securities offered therein, and the offering of such securities at that time shall be deemed to be the initial bona fide
offering thereof.
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(7) That, for purposes of determining any liability under the Securities Act of 1933:

(i) the information omitted from the form of prospectus filed as part of the registration statement in reliance upon Rule 430A and contained in the
form of prospectus filed by the registrant pursuant to Rule 424(b)(1) or (4) or 497(h) under the Securities Act of 1933 shall be deemed to be a part of the
registration statement as of the time it was declared effective; and

(ii) each post-effective amendment that contains a form of prospectus shall be deemed to be a new registration statement relating to the securities
offered therein, and the offering of such securities at that time shall be deemed to be the initial bona fide offering thereof.

Insofar as indemnification for liabilities arising under the Securities Act of 1933 may be permitted to directors, officers and controlling persons of the
registrant pursuant to the foregoing provisions, or otherwise, the registrant has been advised that in the opinion of the Securities and Exchange Commission
such indemnification is against public policy as expressed in the Securities Act and is, therefore, unenforceable. In the event that a claim for indemnification
against such liabilities (other than the payment by the registrant of expenses incurred or paid by a director, officer or controlling person of the registrant in the
successful defense of any action, suit or proceeding) is asserted by such director, officer or controlling person in connection with the securities being
registered, the registrant will, unless in the opinion of its counsel the matter has been settled by controlling precedent, submit to a court of appropriate
jurisdiction the question whether such indemnification by it is against public policy as expressed in the Securities Act of 1933 and will be governed by the
final adjudication of such issue.
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SIGNATURES
Pursuant to the requirements of the Securities Act of 1933, the registrant certifies that it has reasonable grounds to believe that it meets all of the
requirements for filing on Form S-3 and has duly caused this registration statement to be signed on its behalf by the undersigned, thereunto duly authorized,

in the City of South San Francisco, State of California, on July 15, 2015.

EXELIXIS, INC.

By:  /s/ Michael M. Morrissey

Michael M. Morrissey, Ph.D.
President and Chief Executive Officer

Pursuant to the requirements of the Securities Act of 1933, this registration statement has been signed below by the following persons in the capacities
and on the dates indicated.

Signatures Title Date
/s/ Michael M. Morrissey Director, President and Chief Executive Officer July 15, 2015
Michael M. Morrissey, Ph.D. (Principal Executive Officer)
/s/ Deborah Burke Senior Vice President and Chief Financial Officer July 15, 2015
Deborah Burke (Principal Financial and Accounting Officer)
* Chairman of the Board of Directors July 15, 2015

Stelios Papadopoulos, Ph.D.

* Director July 15, 2015
Charles Cohen, Ph.D.

* Director July 15, 2015
Carl B. Feldbaum, Esq.

* Director July 15, 2015

Alan M. Garber, M.D., Ph.D.

* Director July 15, 2015
Vincent Marchesi, M.D., Ph.D.

* Director July 15, 2015
George Poste, D.V.M, Ph.D.

* Director July 15, 2015
George A. Scangos, Ph.D.

* Director July 15, 2015

Lance Willsey, M.D.
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Signatures

* Director

Jack L. Wyszomierski

* By: /s/ Michael M. Morrissey
Michael M. Morrissey
Attorney-in-Fact
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July 15, 2015
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4.2

4.3

4.4

4.5

4.6

4.7

EXHIBIT INDEX
Incorporation by Reference
Exhibit/
Appendix Filed
Exhibit Description Form File Number Reference Filing Date Herewith

Form of Underwriting Agreement.
Amended and Restated Certificate of Incorporation of Exelixis, Inc. 10-K 000-30235 3.1 3/10/2010
Certificate of Amendment of Amended and Restated Certificate of
Incorporation of Exelixis, Inc. 10-K 000-30235 3.2 3/10/2010
Certificate of Amendment of Amended and Restated Certificate of
Incorporation of Exelixis, Inc. 8-K 000-30235 3.1 5/25/2012
Certificate of Ownership and Merger Merging X-Ceptor Therapeutics,
Inc. with and into Exelixis, Inc. 8-K 000-30235 3.1 10/15/2014
Certificate of Change of Registered Agent and/or Registered Office of
Exelixis, Inc. 8-K 000-30235 3.2 10/15/2014
Amended and Restated Bylaws of Exelixis, Inc. 8-K 000-30235 3.1 12/5/2011
Specimen Common Stock Certificate. S-1,

as amended  333-96335 4.1 4/7/2000
Form of Note, dated July 1, 2010, in favor of Deerfield Private Design 10.1
International, L.P. 10-Q 000-30235  (Exhibit A-1) 8/5/2010
Form of Note, dated July 1, 2010, in favor of Deerfield Private Design 10.1
Fund, L.P. 10-Q 000-30235 (Exhibit A-2) 8/5/2010
Form of Amended and Restated Secured Convertible Note issuable to 10.1
entities affiliated with Deerfield Management Company, L.P. 8-K 000-30235 (Exhibit A) 1/22/2014
Registration Rights Agreement dated January 22, 2014 by and among
Exelixis, Inc., Deerfield Partners, L.P. and Deerfield International
Master Fund, L.P. 8-K 000-30235 4.2 1/22/2014
Form of Warrant to Purchase Common Stock of Exelixis, Inc. issued to
Deerfield Partners, L.P. and Deerfield International Master Fund, L.P. 8-K 000-30235 4.1 1/22/2014
Indenture dated August 14, 2012 by and between Exelixis, Inc. and
Wells Fargo Bank, National Association 8-K 000-30235 4.1 8/14/2012
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Incorporation by Reference

. Exhibit/
Exhibit Appendix Filed
Number Exhibit Description Form File Number Reference Filing Date Herewith
4.8 First Supplemental Indenture dated August 14, 2012 to Indenture dated
August 14, 2012 by and between Exelixis, Inc. and Wells Fargo Bank,
National Association 8-K 000-30235 4.2 8/14/2012
4.9 Form of 4.25% Convertible Senior Subordinated Note due 2019 4.2
8-K 000-30235 (Exhibit A) 8/14/2012
5.1 Opinion of Cooley LLP S-3 333-194074 5.1 2/21/2014
23.1 Consent of Ernst & Young LLP, Independent Registered Public Accounting
Firm X
23.2 Consent of Cooley LLP S-3 333-194074 5.1 2/21/2014
24.1 Power of Attorney Signature
S-3 333-194074 page 2/21/2014

*

To be filed by amendment or as an exhibit to a Current Report on Form 8-K and incorporated herein by reference, if applicable.



Exhibit 23.1

CONSENT OF INDEPENDENT REGISTERED PUBLIC ACCOUNTING FIRM

We consent to the reference to our firm under the caption “Experts” in the Post-Effective Amendment No. 1 to the Registration Statement (Form S-3

No. 333-194074) and related Prospectus of Exelixis, Inc. for the registration of common stock and to the incorporation by reference therein of our reports
dated March 2, 2015, with respect to the consolidated financial statements of Exelixis, Inc., and the effectiveness of internal control over financial reporting
of Exelixis, Inc., included in its Annual Report (Form 10-K) for the year ended January 2, 2015, filed with the Securities and Exchange Commission.

/s/ Ernst & Young LLP

Redwood City, California
July 15, 2015



