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The registrant hereby amends this registration statement on such date or dates as may be necessary to delay its effective date until the registrant shall file
a further amendment that specifically states that this registration statement shall thereafter become effective in accordance with Section 8(a) of the
Securities Act of 1933 or until the registration statement shall become effective on such date as the Securities and Exchange Commission, acting pursuant
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PURSUANT TO RULE 429(a) UNDER THE SECURITIES ACT, THE PROSPECTUS CONTAINED IN THIS REGISTRATION STATEMENT RELATES TO
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SUBJECT TO COMPLETION, DATED APRIL 9, 2007

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

PROSPECTUS

$75,000,000

Common Stock
Warrants

From time to time, we may sell any of the securities listed above in one or more offerings in amounts, at prices and on the terms that we will
determine at the time of the offering, with an aggregate initial offering price of up to $75,000,000.

We will provide the specific terms of these securities in one or more supplements to this prospectus. You should read this prospectus, the
information incorporated by reference in this prospectus and any prospectus supplement carefully before you invest.

Our common stock is traded on the Nasdaq Stock Market under the symbol MBRX. On April 5, 2007, the last reported sales price for
our common stock was $7.87 per share. The applicable prospectus supplement will contain information, where
applicable, as to any other listing on the Nasdaq Stock Market or any securities market or exchange of the securities
covered by the prospectus supplement.

INVESTING IN OUR SECURITIES INVOLVES RISKS. SEE RISK FACTORS BEGINNING ON PAGE 3.

THIS PROSPECTUS MAY NOT BE USED TO OFFER OR SELL ANY SECURITIES UNLESS ACCOMPANIED BY A
PROSPECTUS SUPPLEMENT.

The securities may be sold by us to or through underwriters or dealers, directly to purchasers or through agents designated from time to time. For
additional information on the methods of sale, you should refer to the section entitled Plan of Distribution in this prospectus. If any underwriters
are involved in the sale of any securities with respect to which this prospectus is being delivered, the names of such underwriters and any
applicable discounts or commissions and over-allotment options will be set forth in a prospectus supplement. The price to the public of such
securities and the net proceeds we expect to receive from such sale will also be set forth in 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 , 2007
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You should rely only on the information contained in or incorporated by reference into this prospectus or any applicable prospectus supplement.
We have not authorized anyone to provide you with different information. We are not making an offer of the securities to be sold under this
prospectus in any jurisdiction where the offer or sale is not permitted. You should not assume that the information contained in this prospectus or
any applicable prospectus supplement is accurate as of any date other than the date on the front cover of this prospectus or the prospectus
supplement, or that the information contained in any document incorporated by reference is accurate as of any date other than the date of the
document incorporated by reference, regardless of the time of delivery of this prospectus or any sale of a security.

ABOUT THIS PROSPECTUS

This prospectus is part of a registration statement that we filed with the Securities and Exchange Commission, or SEC, using a shelf registration

process. Under this shelf registration process, we may sell common stock and warrants in one or more offerings up to a total dollar amount of

$75,000,000, of which $40,000,003.20 is being registered under this registration statement and $34,999,996.80 was previously registered under

our registration statement filed on February 3, 2006. This prospectus provides you with a general description of the securities we may offer.

Each time we sell any securities under this prospectus, we will provide a prospectus supplement that will contain more specific information

about the terms of those securities. We may also add, update or change in a prospectus supplement any of the information contained in this

prospectus or in documents we have incorporated by reference into this prospectus. This prospectus, together with the applicable prospectus

supplements and the documents incorporated by reference into this prospectus, includes all material information relating to this offering. You

should carefully read both this prospectus and the applicable prospectus supplement together with the additional information described under
Where You Can Find More Information before buying securities in this offering.
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SUMMARY

This prospectus contains forward-looking statements which involve risks and uncertainties. Our actual results could differ materially from those
anticipated in these forward-looking statements as a result of certain factors referred to in Risk Factors and elsewhere in this prospectus.

The following summary does not contain all the information that may be important to you. You should read the entire prospectus, including the
financial statements and other information incorporated by reference in this prospectus, before making an investment decision.

Metabasis Therapeutics, Inc.

We are a biopharmaceutical company focused on the discovery, development and commercialization of novel drugs by applying our proprietary
technology, scientific expertise and unique capabilities for targeting the liver and liver pathways. These diseases include metabolic diseases such
as diabetes, obesity and hyperlipidemia, among others, and liver diseases such as hepatitis and primary liver cancer. We have established a broad
and growing product pipeline of product candidates and advanced research programs targeting large markets with significant unmet medical
needs. We have discovered all of our product candidates internally using our proprietary technologies.

We currently have five product candidates in clinical trials. These five product candidates, by category, and in order from the most advanced in
clinical trials within each category, are as follows:

Product

Candidate Disease Indication
Metabolic Diseases

CS-917 type 2 diabetes
IMB07803 type 2 diabetes
IMBO0O7811 hyperlipidemia
Liver Diseases

pradefovir hepatitis B
IMB07133 rimary liver cancer

Our agreements with collaborators may include joint marketing or promotion arrangements of our products. For example, we have retained
co-promotion rights for CS-917 in North America with Daiichi Sankyo, Co. Ltd. Alternatively, we may grant exclusive marketing rights to our
collaborators in exchange for up-front fees, milestones and royalties on future sales, if any. We have licensed worldwide commercialization
rights for pradefovir to Schering Corporation, a subsidiary of Schering-Plough Corporation. We do not have collaborative partnerships for
MBO07803, MB07133 or MB07811 and are currently independently developing these product candidates. We retain worldwide
commercialization rights to all of the compounds generated from our current research programs, with the exception of product candidates
covered by our collaborations with Merck & Co., Inc. and Idenix Pharmaceuticals, Inc. We intend to eventually market one or more of the
product candidates for which we retain commercialization rights through our own sales force or with a co-promotion partner in the U.S. and
through strategic collaborations abroad.

We were incorporated in Delaware in April 1997 as a wholly owned subsidiary of Gensia Sicor Inc., now Sicor Inc., which became an indirect
wholly owned subsidiary of Teva Pharmaceutical Industries Limited in January 2004. In December 1997, Sicor assigned to us specified assets
and liabilities relating to its then existing business of discovering and developing proprietary pharmaceutical products. Although we established
a new business plan, pursued new opportunities and discovered new products and technologies following our inception, many of the assets we
obtained in the transfer served as a foundation upon which we built our technologies and know-how. In June 1999, we completed a corporate
restructuring and management stock purchase in which we became an independent company. We have a wholly owned subsidiary, Aramed, Inc.,
which was transferred to us by Sicor and does not conduct an active business.
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Our principal offices are located at 11119 North Torrey Pines Road, La Jolla, California 92037, and our telephone number is (858) 587-2770.
Our website address is http://www.mbasis.com. The information contained in, or that can be accessed through, our website is not part of this
prospectus. Unless the context indicates otherwise, as used in this prospectus, the terms Metabasis, we, us and our refer to Metabasis
Therapeutics, Inc., a Delaware corporation. We use Metabasis, NuMimetic and HepDirect as trademarks in the U.S. and other countries. This
prospectus may also contain trademarks and tradenames of other companies.

The Securities We May Offer

We may offer shares of our common stock and warrants to purchase shares of our common stock with a total offering price of up to $75,000,000
from time to time under this prospectus at prices and on terms to be determined by market conditions at the time of offering. This prospectus
provides you with a general description of the securities we may offer. Each time we offer a type of security, we will provide a prospectus
supplement that will describe the specific amounts, prices and other important terms of the offering: The prospectus supplement also may add,
update or change information contained in this prospectus or in documents we have incorporated by reference into this prospectus.

This prospectus may not be used to offer or sell any securities unless accompanied by a prospectus supplement.

We may sell the securities directly or through underwriters, dealers or agents. We, and our underwriters, dealers or agents, reserve the right to
accept or reject all or part of any proposed purchase of securities. If we do offer securities through underwriters or agents, we will include in the
applicable prospectus supplement:

e the names of those underwriters or agents;

e applicable fees, discounts and commissions to be paid to them;
e details regarding over-allotment options, if any; and

e the net proceeds to us.

Common Stock. 'We may issue shares of our common stock from time to time. Holders of our common stock are
entitled to one vote per share for the election of directors and on all other matters that require stockholder approval.
Subject to any preferential rights of any then outstanding preferred stock, in the event of our liquidation, dissolution
or winding up, holders of our common stock are entitled to share ratably in the assets remaining after payment of
liabilities and the liquidation preferences of any then outstanding preferred stock. Our common stock does not carry
any preemptive rights enabling a holder to subscribe for, or receive shares of, any class of our common stock or any
other securities convertible into shares of any class of our common stock, or any redemption rights.

Warrants. We may issue warrants for the purchase of common stock from time to time. We may issue warrants
independently or together with common stock, and the warrants may be attached to or separate from the common
stock.

The warrants will be evidenced by warrant certificates issued under one or more warrant agreements, which are contracts between us and an
agent for the holders of the warrants. In this prospectus, we have summarized certain general features of the warrants. We urge you, however, to
read the prospectus supplements related to the warrants being offered, as well as the complete forms of warrant agreement and warrant
certificate that contain the terms of the warrants. Forms of the warrant agreements and warrant certificate relating to warrants for the purchase of
common stock have been filed as exhibits to the registration statement of which this prospectus is a part, and complete forms of the warrant
agreement and warrant certificate containing the terms of the warrants being offered will be incorporated by reference into the registration
statement of which this prospectus is a part from reports we file with the SEC.
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RISK FACTORS

Investing in our securities involves risks. Before deciding whether to invest in our securities, you should consider carefully the risk factors
discussed in the section entitled Risk Factors contained in our Annual Report on Form 10-K for the fiscal year ended December 31, 2006, as
filed with the SEC on March 13, 2007, which is incorporated herein by reference in its entirety, as well as any amendment or update thereto
reflected in subsequent filings with the SEC. 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 securities to decline, resulting in a loss of all or part of your
investment.

FORWARD-LOOKING INFORMATION

This prospectus and the documents incorporated herein 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, regarding, among other things, our business, our financial position and the research and development of biopharmaceutical
products. Forward-looking statements include all statements that are not historical facts and can be identified by terms such as anticipates,
believes, could, estimates, expects, intends, may, plans, potential, predicts, projects, should, will, would or similar e
are based largely upon our expectations and projections about future events, and so are subject to certain risks and uncertainties, particularly
those inherent in the process of developing and commercializing biopharmaceutical products, that could cause actual results to differ materially
from those expressed in or implied by the forward-looking statements. Among the factors that could cause actual results to differ materially from
those expressed in or implied by the forward-looking statements are risks and uncertainties incorporated by reference under Risk Factors in this
prospectus and described in our filings with the SEC.

Although our forward-looking statements reflect good faith beliefs of our management, these statements are based only on facts and
circumstances currently known to us. As a result, we cannot guarantee future results, events, levels of activity, performance or achievement as
expressed in or implied by our forward-looking statements. We undertake no obligation to publicly update or revise any forward-looking
statements, whether as a result of new information, future events or otherwise, unless required by law.

USE OF PROCEEDS

Except as described in any prospectus supplement, we currently intend to use the net proceeds from the sale of securities under this prospectus
for general corporate purposes, including clinical trial expenses, research and development expenses, general and
administrative expenses, manufacturing expenses, and potential acquisitions of companies and technologies that
complement our business, although we are not currently a party to any binding agreements or commitments with
respect to the acquisition of any companies or technologies. Pending these uses, we expect to invest the net proceeds
in investment-grade, interest-bearing instruments.

DESCRIPTION OF CAPITAL STOCK

As of the date of this prospectus, our certificate of incorporation authorizes us to issue 105,000,000 shares of common stock, par value $0.001
per share, and 5,000,000 shares of preferred stock, par value $0.001 per share. As of March 31, 2007, approximately 30,515,974 shares of
common stock were outstanding and no shares of preferred stock were outstanding.

The following summary describes the material terms of our capital stock. The description of capital stock is qualified by reference to our
amended and restated certificate of incorporation, as amended, and

3
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our bylaws, as amended, which are incorporated by reference as exhibits into the registration statement of which this prospectus is a part.
Common Stock

The description of our common stock contained in our Registration Statement on Form 8-A filed with the SEC on May 28, 2004 is incorporated
herein by reference in its entirety, as well as any amendment or update thereto reflected in subsequent filings with the SEC. See  Where You Can
Find More Information.

Delaware Anti-Takeover Law and Provisions of our Amended and Restated Certificate of Incorporation and Bylaws

Delaware Anti-Takeover Law. We are subject to Section 203 of the Delaware General Corporation Law. Section 203
generally prohibits a public Delaware corporation from engaging in a business combination with an interested
stockholder for a period of three years after the date of the transaction in which the person became an interested
stockholder, unless

e prior to the date of the transaction, the board of directors of the corporation approved either the business
combination or the transaction which resulted in the stockholder becoming an interested stockholder;

e the interested stockholder owned at least 85% of the voting stock of the corporation outstanding at the time the
transaction commenced, excluding for purposes of determining the number of shares outstanding (a) shares owned by
persons who are directors and also officers and (b) shares owned by employee stock plans in which employee
participants do not have the right to determine confidentially whether shares held subject to the plan will be tendered
in a tender or exchange offer; or

e on or subsequent to the date of the transaction, the business combination is approved by the board and authorized
at an annual or special meeting of stockholders, and not by written consent, by the affirmative vote of at least 6623%
of the outstanding voting stock which is not owned by the interested stockholder.

Section 203 defines a business combination to include:
e any merger or consolidation involving the corporation and the interested stockholder;

e any sale, transfer, pledge or other disposition involving the interested stockholder of 10% or more of the assets of
the corporation;

e subject to exceptions, any transaction that results in the issuance or transfer by the corporation of any stock of the
corporation to the interested stockholder; and

e the receipt by the interested stockholder of the benefit of any loans, advances, guarantees, pledges or other
financial benefits provided by or through the corporation.

In general, Section 203 defines an interested stockholder as any entity or person beneficially owning 15% or more of the outstanding voting
stock of the corporation and any entity or person affiliated with or controlling or controlled by the entity or person.

Amended and Restated Certificate of Incorporation and Bylaws. Provisions of our amended and restated certificate of
incorporation and bylaws may delay or discourage transactions involving an actual or potential change in our control
or change in our management, including transactions in which stockholders might otherwise receive a premium for
their shares, or transactions that our stockholders might otherwise
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deem to be in their best interests. Therefore, these provisions could adversely affect the price of our common stock. Among other things, our
amended and restated certificate of incorporation and bylaws:

e permit our board of directors to issue up to 5,000,000 shares of preferred stock, with any rights, preferences and
privileges as they may designate (including the right to approve an acquisition or other change in control);

e provide that the authorized number of directors may be changed only by resolution of the board of directors;

e provide that all vacancies, including newly created directorships, may, except as otherwise required by law, be
filled by the affirmative vote of a majority of directors then in office, even if less than a quorum;

e divide our board of directors into three classes;

e require that any action to be taken by our stockholders must be effected at a duly called annual or special meeting
of stockholders and not be taken by written consent;

e provide that stockholders seeking to present proposals before a meeting of stockholders or to nominate candidates
for election as directors at a meeting of stockholders must provide notice in writing in a timely manner, and also
specify requirements as to the form and content of a stockholder s notice;

e do not provide for cumulative voting rights (therefore allowing the holders of a majority of the shares of common
stock entitled to vote in any election of directors to elect all of the directors standing for election, if they should so
choose); and

e provide that special meetings of our stockholders may be called only by the chairman of the board, our chief
executive officer or by the board of directors pursuant to a resolution adopted by a majority of the total number of
authorized directors.

The amendment of any of these provisions generally would require approval by the holders of at least 6623% of our then outstanding
common stock.

Nasdaq Stock Market Listing
Our common stock is listed on the Nasdaq Stock Market under the symbol MBRX.
Transfer Agent and Registrar

The transfer agent and registrar for our common stock is American Stock Transfer & Trust Company. The transfer agent and registrar s address is
59 Maiden Lane, New York, New York 10038.

5
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DESCRIPTION OF WARRANTS

The following description, together with the additional information we include in any applicable prospectus supplements, summarizes the
material terms and provisions of the warrants to purchase common stock that we may offer under this prospectus. Warrants may be offered
independently or together with common stock offered by any prospectus supplement, and may be attached to or separate from the common
stock. While the terms we have summarized below will generally apply to any future warrants we may offer under this prospectus, we will
describe the particular terms of any warrants that we may offer in more detail in the applicable prospectus supplement. The terms of any
warrants we offer under a prospectus supplement may differ from the terms we describe below.

We will issue the warrants under a warrant agreement which we will enter into with a warrant agent to be selected by us. We have filed forms of
the warrant agreement and the related warrant certificate for the warrants we may offer under this prospectus as exhibits to the registration
statement of which this prospectus is a part. The warrant agent will act solely as an agent of ours in connection with the warrants and will not act
as an agent for the holders or beneficial owners of the warrants.

The following summaries of material provisions of the warrants and the warrant agreement are subject to, and qualified in their entirety by
reference to, all the provisions of the warrant agreement. We urge you to read the applicable prospectus supplements related to the warrants that
we sell under this prospectus, as well as the complete warrant agreement that contains the terms of the warrants.

General

We will describe in the applicable prospectus supplement the following terms relating to the warrants, to the extent applicable:

e the offering price and the aggregate number of warrants offered;

e the total number of shares that can be purchased if a holder of the warrants exercises them;

e the number of warrants being offered with each share of common stock;

e the number of shares of common stock that can be purchased if a holder exercises the warrant and the price at
which such common stock may be purchased upon exercise, including, if applicable, any provisions for changes to or
adjustments in the exercise price and in the securities or other property receivable upon exercise;

e the terms of any rights to redeem or call, or accelerate the expiration of, the warrants;

e the date on which the right to exercise the warrants begins and the date on which that right expires;

e the federal income tax consequences of holding or exercising the warrants; and

e any other specific terms, preferences, rights or limitations of, or restrictions on, the warrants.
Warrants for the purchase of common stock will be in registered form only.

If the warrants are attached to common stock, the prospectus supplement will also describe the date on and after which the holder of the warrants
can transfer them separately from the related common stock.

6
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A holder of warrant certificates may exchange them for new certificates of different denominations, present them for registration of transfer and
exercise them at the corporate trust office of the warrant agent or any other office indicated in the applicable prospectus supplement. Until any
warrants to purchase common stock are exercised, holders of the warrants will not have any rights of holders of the underlying common stock,
including any rights to receive dividends or to exercise any voting rights, except to the extent set forth under =~ Warrant Adjustments below.

Exercise of Warrants

Each holder of a warrant is entitled to purchase the number of shares of common stock at the exercise price described in the applicable
prospectus supplement. After the close of business on the day when the right to exercise terminates (or a later date if we extend the time for
exercise), unexercised warrants will become void.

A holder of warrants may exercise them by following the general procedure outlined below:

e delivering to the warrant agent the consideration required by the applicable prospectus supplement to purchase the
underlying common stock;

e properly completing and signing the reverse side of the warrant certificate representing the warrants; and

e delivering the warrant certificate representing the warrants to the warrant agent within five business days of the
warrant agent receiving payment of the exercise price.

If you comply with the procedures described above, your warrants will be considered to have been exercised when the warrant agent receives
payment of the exercise price, subject to the transfer books for the securities issuable upon exercise of the warrant not being closed on such date.
After you have completed those procedures and subject to the foregoing, we will, as soon as practicable, issue and deliver to you the common
stock that you purchased upon exercise. If you exercise fewer than all of the warrants represented by a warrant certificate, a new warrant
certificate will be issued to you for the unexercised amount of warrants. Holders of warrants will be required to pay any tax or governmental
charge that may be imposed in connection with transferring the underlying common stock in connection with the exercise of the warrants.

Amendments and Supplements to the Warrant Agreements

We may amend or supplement a warrant agreement without the consent of the holders of the applicable warrants to cure ambiguities in the
warrant agreement, to cure or correct a defective provision in the warrant agreement, or to provide for other matters under the warrant agreement
that we and the warrant agent deem necessary or desirable, so long as, in each case, such amendments or supplements do not materially
adversely affect the interests of the holders of the warrants.

Warrant Adjustments

Unless the applicable prospectus supplement states otherwise, the exercise price of, and the number of securities covered by a warrant will be
adjusted proportionately if we subdivide or combine our common stock. In addition, unless the prospectus supplement states otherwise, if we,
without payment for:

e issue capital stock or other securities convertible into or exchangeable for common stock, or any rights to
subscribe for, purchase or otherwise acquire any of the foregoing, as a dividend or distribution to holders of our
common stock;

e pay any cash to holders of our common stock other than a cash dividend paid out of our current or retained
earnings;
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e issue any evidence of our indebtedness or rights to subscribe for or purchase our indebtedness to holders of our
common stock; or

e issue common stock or preferred stock or additional stock or other securities or property to holders of our
common stock by way of spinoff, split-up, reclassification, combination of shares or similar corporate rearrangement,

then the holders of warrants will be entitled to receive upon exercise of the warrants, in addition to the common stock otherwise receivable upon
exercise of the warrants and without paying any additional consideration, the amount of stock and other securities and property such holders
would have been entitled to receive had they held the common stock issuable under the warrants on the dates on which holders of the common
stock received or became entitled to receive such additional stock and other securities and property.

Except as stated above, the exercise price and number of securities covered by a warrant, and the amounts of other securities or property to be
received, if any, upon exercise of those warrants, will not be adjusted or provided for if we issue those securities or any securities convertible
into or exchangeable for those securities, or securities carrying the right to purchase those securities or securities convertible into or
exchangeable for those securities.

Holders of warrants may have additional rights under the following circumstances:
e certain reclassifications, capital reorganizations or changes of the common stock;

e certain share exchanges, mergers, or similar transactions involving us and which result in changes of the common
stock; or

e certain sales or dispositions to another entity of all or substantially all of our property and assets.

If one of the above transactions occurs and holders of our common stock are entitled to receive stock, securities or other property with respect to
or in exchange for their common stock, the holders of the warrants then outstanding will be entitled to receive upon exercise of their warrants the
kind and amount of shares of stock and other securities or property that they would have received upon the applicable transaction if they had
exercised their warrants immediately before the transaction.

PLAN OF DISTRIBUTION

We may sell the securities covered by this prospectus in any of three ways (or in any combination):
e to or through underwriters or dealers;
e directly to a limited number of purchasers or to a single purchaser; or

e through agents.

Each time we offer and sell securities, we will provide a prospectus supplement that will set forth the terms of the offering of the securities
covered by this prospectus, including:

e the name or names of any underwriters, dealers or agents and the amounts of securities underwritten or purchased
by each of them;

e any over-allotment options under which underwriters may purchase additional securities from us;

e any underwriting discounts or commissions or agency fees and other items constituting underwriters or agents
compensation;

e the public offering price of the securities and the proceeds to us and any discounts, commissions or concessions
allowed or reallowed or paid to dealers; and
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e any securities exchanges or markets on which the securities may be listed.
Any public offering price and any discounts or concessions allowed or reallowed or paid to dealers may be changed from time to time.

Underwriters or dealers may offer and sell the offered securities from time to time in one or more transactions, including negotiated transactions,
at a fixed public offering price or at varying prices determined at the time of sale. If underwriters or dealers are used in the sale of any securities,
the securities will be acquired by the underwriters or dealers for their own account and may be resold from time to time in one or more
transactions described above. The securities may be either offered to the public through underwriting syndicates represented by managing
underwriters, or directly by underwriters or dealers. Generally, the underwriters or dealers obligations to purchase the securities will be subject
to certain conditions precedent. The underwriters or dealers will be obligated to purchase all of the securities if they purchase any of the
securities, unless otherwise specified in the prospectus supplement. We may use underwriters with whom we have a material relationship. We
will describe the nature of any such relationship in the prospectus supplement, naming the underwriter.

We may sell the securities through agents from time to time. The prospectus supplement will name any agent involved in the offer or sale of the
securities and any commissions we pay to them. Generally, any agent will be acting on a best efforts basis for the period of its appointment.

We may authorize underwriters, dealers or agents to solicit offers by certain purchasers to purchase the securities from us at the public offering
price set forth in the prospectus supplement pursuant to delayed delivery contracts providing for payment and delivery on a specified date in the
future. The contracts will be subject only to those conditions set forth in the prospectus supplement, and the prospectus supplement will set forth
any commissions we pay for solicitation of these contracts.

Agents, dealers and underwriters may be entitled to indemnification by us against certain civil liabilities, including liabilities under the Securities
Act, or to contribution with respect to payments which the agents or underwriters may be required to make in respect thereof. Agents, dealers
and underwriters may be customers of, engage in transactions with, or perform services for us in the ordinary course of business.

All warrants we offer will be new issues of securities with no established trading market. Any underwriters may make a market in these
securities, but will not be obligated to do so and may discontinue any market making at any time without notice. We cannot guarantee the
liquidity of the trading markets for any securities.

Any underwriter may engage in overallotment, stabilizing transactions, short covering transactions and penalty bids in accordance with
Regulation M under the Exchange Act. Overallotment involves sales in excess of the offering size, which create a short position. Stabilizing
transactions permit bids to purchase the underlying securities so long as the stabilizing bids do not exceed a specified maximum. Short covering
transactions involve purchases of the securities in the open market after the distribution is completed to cover short positions. Penalty bids
permit the underwriters to reclaim a selling concession from a dealer when the securities originally sold by the dealer are purchased in a
covering transaction to cover short positions. Those activities may cause the price of the securities to be higher than it would otherwise be. If
commenced, the underwriters may discontinue any of the activities at any time.

Any underwriters who are qualified market makers on the Nasdaq Stock Market may engage in passive market making transactions on the
Nasdaq Stock Market in accordance with Rule 103 of Regulation M, during the business day prior to the pricing of the offering, before the
commencement of offers or sales of the applicable securities. Passive market makers must comply with applicable volume and price limitations
and must be identified as passive market makers. In general, a passive market maker must display its bid at a price not in excess of the highest
independent bid for such security. If all independent
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bids are lowered below the passive market maker s bid, however, the passive market maker s bid must then be lowered when certain purchase
limits are exceeded.

LEGAL MATTERS

The validity of the securities being offered by this prospectus will be passed upon by Cooley Godward Kronish LLP, San Diego, California. As
of the date of this prospectus, investment funds affiliated with Cooley Godward Kronish LLP owned 8,230 shares of common stock and
warrants to purchase 5,940 shares of common stock having a weighted average exercise price of $7.44 per share.

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 year ended December 31, 2006, and management s assessment of the effectiveness of our internal control over
financial reporting as of December 31, 2006, as set forth in their reports, which are incorporated by reference in this prospectus and elsewhere in
the registration statement. Our financial statements and management s assessment are incorporated by reference in reliance on Ernst & Young
LLP s reports, given on their authority as experts in accounting and auditing.

WHERE YOU CAN FIND MORE INFORMATION

We file annual, quarterly and special reports, proxy statements and other information with the SEC. Our SEC filings are available to the public
over the Internet at the SEC s web site 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, NE., Room 1580, Washington, D.C. 20549. You may obtain information on the operation of the SEC s public reference
room in Washington, D.C. by calling the SEC at 1-800-SEC-0330.

The SEC allows us to incorporate by reference into this prospectus the information in documents we file with it, which means that we can
disclose important information to you by referring you to those documents. Any statement contained in any document incorporated or deemed to
be incorporated by reference herein shall be deemed to be modified or superseded, for purposes of this prospectus, to the extent that a statement
contained in or omitted from this prospectus, or in any other subsequently filed document which also is or is deemed to be incorporated by
reference herein, modifies or supersedes such statement. Any such statement so modified or superseded shall not be deemed, except as so
modified or superseded, to constitute a part of this prospectus. We incorporate by reference the documents listed below and any future filings we
make with the SEC under Sections 13(a), 13(c), 14 or 15(d) of the Exchange Act until the offering is completed:

e Our Annual Report on Form 10-K for the year ended December 31, 2006 which was filed on March 13, 2007,
including all material incorporated by reference therein; and

e The description of our common stock contained in our Registration Statement on Form 8-A filed on May 28,
2004.

We will provide without charge to each person, including any beneficial owner, to whom this prospectus is delivered, upon written or oral
request of such person, a copy of any and all of the documents that have been incorporated by reference in this prospectus (not including exhibits
to such documents, unless such exhibits are specifically incorporated by reference in this prospectus or into such documents). Such request may
be directed to Metabasis Therapeutics, Inc., 11119 North Torrey Pines Road, La Jolla, California 92037, (858) 587-2770.

All documents that we file with the SEC pursuant to Section 13(a), 13(c), 14 or 15(d) of the Exchange Act after the date of this prospectus and
before the termination of the offering of the securities offered in

10

16



Edgar Filing: METABASIS THERAPEUTICS INC - Form S-3

this prospectus shall be deemed incorporated by reference into this prospectus and to be a part of this prospectus from the respective date of
filing such documents.

We have filed with the SEC a registration statement on Form S-3 under the Securities Act covering the securities described in this prospectus.
This prospectus does not contain or incorporate by reference all of the information included in the registration statement, some of which is
contained in exhibits included with or incorporated by reference into the registration statement. The registration statement, including the exhibits
contained or incorporated by reference therein, can be read at the SEC web site or at the SEC office referred to above. Any statement made or
incorporated by reference in this prospectus concerning the contents of any contract, agreement or other document is only a summary of the
actual contract, agreement or other document. If we have filed or incorporated by reference any contract, agreement or other document as an
exhibit to the registration statement, you should read the exhibit for a more complete understanding of the document or matter involved. Each
statement regarding a contract, agreement or other document is qualified in its entirety by reference to the actual document.

11
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PART II
INFORMATION NOT REQUIRED IN PROSPECTUS

Item 14. Other Expenses of Issuance and Distribution

The following table sets forth the estimated costs and expenses, other than the underwriting discounts and commissions, payable by us in
connection with the offering of the securities being registered. All the amounts shown are estimates, except for the registration fee.

SEC registration fee $ 1,229  *
Accounting fees and expenses 100,000
Legal fees and expenses 100,000
Printing and miscellaneous expenses 98,771
Total $ 300,000

* Does not include $3,745.00 in registration fees previously paid pursuant to the registration of

$34,999,996.80 in the aggregate of common stock and warrants to purchase common stock on Form S-3 (Registration
No. 333-131518) remaining unsold and included herein pursuant to Rule 429(a) under the Securities Act of 1933, as
amended.

Item 15. Indemnification of Directors and Officers

We are incorporated under the laws of the State of Delaware. Section 145 of the Delaware General Corporation Law provides that a Delaware
corporation may indemnify any persons who are, or are threatened to be made, parties to any threatened, pending or completed action, suit or
proceeding, whether civil, criminal, administrative or investigative (other than an action by or in the right of such corporation), by reason of the
fact that such person was an officer, director, employee or agent of such corporation, or is or was serving at the request of such person as an
officer, director, employee or agent of another corporation or enterprise. The indemnity may include expenses (including attorneys fees),
judgments, fines and amounts paid in settlement actually and reasonably incurred by such person in connection with such action, suit or
proceeding, provided that such person acted in good faith and in a manner he or she reasonably believed to be in or not opposed to the
corporation s best interests and, with respect to any criminal action or proceeding, had no reasonable cause to believe that his or her conduct was
illegal. A Delaware corporation may indemnify any persons who are, or are threatened to be made, a party to any threatened, pending or
completed action or suit by or in the right of the corporation by reason of the fact that such person was a director, officer, employee or agent of
such corporation, or is or was serving at the request of such corporation as a director, officer, employee or agent of another corporation or
enterprise. The indemnity may include expenses (including attorneys fees) actually and reasonably incurred by such person in connection with
the defense or settlement of such action or suit provided such person acted in good faith and in a manner he or she reasonably believed to be in
or not opposed to the corporation s best interests except that no indemnification is permitted without judicial approval if the officer or director is
adjudged to be liable to the corporation. Where an officer or director is successful on the merits or otherwise in the defense of any action referred
to above, the corporation must indemnify him or her against the expenses which such officer or director has actually and reasonably incurred.
Our amended and restated certificate of incorporation and amended and restated bylaws provide for the indemnification of our directors and
officers to the fullest extent permitted under the Delaware General Corporation Law.

Section 102(b)(7) of the Delaware General Corporation Law permits a corporation to provide in its certificate of incorporation that a director of
the corporation shall not be personally liable to the

1I-1
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corporation or its stockholders for monetary damages for breach of fiduciary duties as a director, except for liability:

for any transaction from which the director derives an improper personal benefit;

for acts or omissions not in good faith or that involve intentional misconduct or a knowing violation of law;

e for improper payment of dividends or redemptions of shares; or

for any breach of a director s duty of loyalty to the corporation or its stockholders.

Our amended and restated certificate of incorporation and amended and restated bylaws include such a provision. Expenses incurred by any
officer or director in defending any such action, suit or proceeding in advance of its final disposition shall be paid by us upon delivery to us of an
undertaking, by or on behalf of such director or officer, to repay all amounts so advanced if it shall ultimately be determined that such director or
officer is not entitled to be indemnified by us.

Section 174 of the Delaware General Corporation Law provides, among other things, that a director, who willfully or negligently approves of an
unlawful payment of dividends or an unlawful stock purchase or redemption, may be held liable for such actions. A director who was either
absent when the unlawful actions were approved, or dissented at the time, may avoid liability by causing his or her dissent to such actions to be
entered in the books containing minutes of the meetings of the board of directors at the time such action occurred or immediately after such
absent director receives notice of the unlawful acts.

As permitted by the Delaware General Corporation Law, we have entered into indemnity agreements with each of our directors and executive
officers, that require us to indemnify such persons against any and all expenses (including attorneys fees), witness fees, damages, judgments,
fines, settlements and other amounts incurred (including expenses of a derivative action) in connection with any action, suit or proceeding,
whether actual or threatened, to which any such person may be made a party by reason of the fact that such person is or was a director, an officer
or an employee of Metabasis or any of its affiliated enterprises, provided that such person acted in good faith and in a manner such person
reasonably believed to be in or not opposed to our best interests and, with respect to any criminal proceeding, had no reasonable cause to believe
his or her conduct was unlawful. The indemnification agreements also set forth certain procedures that will apply in the event of a claim for
indemnification thereunder.

At present, there is no pending litigation or proceeding involving any of our directors or executive officers as to which indemnification is
required or permitted, and we are not aware of any threatened litigation or proceeding that may result in a claim for indemnification.

We have an insurance policy covering our officers and directors with respect to certain liabilities, including liabilities arising under the
Securities Act of 1933, as amended, or otherwise

Insofar as the indemnification for liabilities arising under the Securities Act may be permitted to directors, officers or persons controlling the
registrant pursuant to the foregoing provisions, the registrant has been informed that in the opinion of the SEC such indemnification is against
public policy as expressed in the Securities Act and is, therefore, unenforceable.

-2
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Item 16. Exhibits

Exhibit

Number Description of Document

1.1(1) Form of Underwriting Agreement.

2.1(2) Asset and Liability Transfer Agreement dated December 17, 1997 between Metabasis Therapeutics, Inc. and
Gensia Sicor Inc.

2.2(2) Master Agreement dated June 30, 1999 among Metabasis Therapeutics, Inc., Sicor Inc., Paul K. Laikind, Mark D.
Erion and John W. Beck.

3.1(2) Amended and Restated Certificate of Incorporation of the Company.

3.2(2) Amended and Restated Bylaws of the Company.

4.1(2) Form of Common Stock Certificate.

4.2(2) Stock Purchase Warrant dated February 6, 2001 issued to GATX Ventures, Inc.

4.3(2) Warrant to Purchase 26,000 Shares of Series C Preferred Stock dated February 6, 2001 issued to GATX
Ventures, Inc., as amended July 26, 2001.

4.4(2) Warrant to Purchase 19,000 Shares of Series C Preferred Stock dated July 26, 2001, issued to GATX Ventures, Inc.

4.5(2) Warrant to Purchase 30,666 Shares of Series D Preferred Stock dated April 8, 2002, issued to GATX Ventures, Inc.

4.6(2) Form of Stock Purchase Warrant issued to participants in Metabasis Therapeutics, Inc. s Series C Preferred Stock
financing dated July 18, 2000.

4.7(2) Form of Stock Purchase Warrant issued to participants in Metabasis Therapeutics, Inc. s Series D Preferred Stock
financing dated October 18, 2001.

4.8(2) Form of letter agreement entered into between Metabasis Therapeutics, Inc. and its warrantholders.

4.9(2) Letter agreement dated October 18, 2001 entered into between Metabasis Therapeutics, Inc. and Sprout Capital IX,
L.P. and its affiliates.

4.10(2) Amended and Restated Investors Rights Agreement dated October 28, 2003, as amended, between Metabasis
Therapeutics, Inc. and certain of its stockholders.

4.11(3) Securities Purchase Agreement dated September 30, 2005, by and among Metabasis Therapeutics, Inc. and the
individuals and entities identified on Exhibit A thereto (the Securities Purchase Agreement ).

4.12(3) Form of Warrant issued pursuant to the Securities Purchase Agreement.

4.13(4) Form of Common Stock Warrant Agreement and Warrant Certificate.

4.14(5) Warrant, dated November 2, 2006, issued by Metabasis Therapeutics, Inc. to Kingsbridge Capital Limited.

4.15(5) Registration Rights Agreement, dated November 2, 2006, by and between Metabasis Therapeutics, Inc. and
Kingsbridge Capital Limited.

5.1 Opinion of Cooley Godward Kronish LLP.

23.1 Consent of Ernst & Young LLP, Independent Registered Public Accounting Firm.

23.2 Consent of Cooley Godward Kronish LLP (included in Exhibit 5.1).

24.1 Power of Attorney (included on signature page).

(1) To be filed as an exhibit to a Current Report on Form 8-K and incorporated herein by reference.

) Filed as an exhibit to the Registration Statement on Form S-1 (No. 333-12437) originally filed on February 3,
2004 and incorporated herein by reference.
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3) Filed as an exhibit to the Current Report on Form 8-K filed on October 5, 2005 and incorporated herein by
reference.

4) Filed as an exhibit to the Registration Statement on Form S-3 (No. 333-131518) filed on February 3, 2006 and
incorporated herein by reference.

3) Filed as an exhibit to the Current Report on Form 8-K filed on November 2, 2006 and incorporated herein by
reference.

Item 17. Undertakings

The undersigned registrant hereby undertakes:

(1)  Tofile, during any period in which offers or sales are being made, a post-effective amendment to this
registration statement:

@) To include any prospectus required by Section 10(a)(3) of the Securities Act of 1933;

(@)  To reflect in the prospectus any facts or events arising after the effective date of this 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 the 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 aggregate offering range may
be reflected in the form of prospectus filed with the SEC pursuant to Rule 424(b) if, in the aggregate, the changes in
volume and price represent no more than 20 percent change in the maximum aggregate offering price set forth in the
Calculation of Registration Fee table in the effective registration statement; and

(ii) 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) of this section do not apply if the registration statement is on
Form S-3 or Form F-3 and the information required to be included in a post-effective amendment by those paragraphs
is contained in reports filed with or furnished to the SEC by the registrant pursuant to section 13 or section 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.

(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 the securities at that time shall be deemed to be the initial bona fide offering thereof.

(3)  Toremove from registration by means of a post-effective amendment any of the securities being registered that
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:
@) 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
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(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
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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:

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

(i)  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 purposes of determining any liability under the Securities Act of 1933, each filing of the registrant s
annual report pursuant to Section 13(a) or 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.

@) That, for purposes of determining any liability under the Securities Act of 1933, the information omitted from

the form of prospectus filed as part of this registration statement in reliance upon Rule 430A and contained in a 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 part of this registration statement as of the time it was declared effective.

)  That, for the purpose of determining any liability under the Securities Act of 1933, each post-effective
amendment that contains a form of prospectus shall be deemed to be a new registration
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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 SEC such
indemnification is against public policy as expressed in the Securities Act of 1933 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 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, as amended, 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 San Diego, State of California, on the 9th day of April, 2007.

METABASIS THERAPEUTICS, INC.
By: /s/ PAUL K. LAIKIND
Paul K. Laikind, Ph.D.
President and Chief Executive Officer
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POWER OF ATTORNEY

KNOW ALL PERSONS BY THESE PRESENTS, that each person whose signature appears below constitutes and appoints
Paul K. Laikind, Ph.D. and John W. Beck, C.P.A., and each of them, as his or her true and lawful attorneys-in-fact and
agents, with full power of substitution and resubstitution, for him or her and in his or her name, place, and stead, in
any and all capacities, to sign any and all amendments (including post-effective amendments, exhibits thereto and
other documents in connection therewith) to this registration statement, and to file the same, with all exhibits thereto,
and other documents in connection therewith (including any registration statement relating to this registration
statement and filed pursuant to Rule 462(b) of the Securities Act of 1933, as amended), with the Securities and
Exchange Commission, granting unto said attorneys-in-fact and agents, and each of them, full power and authority to
do and perform each and every act and thing requisite and necessary to be done in connection therewith, as fully to all
intents and purposes as he or she might or could do in person, hereby ratifying and confirming all that said
attorneys-in-fact and agents, or either of them, or their or his substitute or substitutes, may lawfully do or cause to be
done by virtue hereof.

IN WITNESS WHEREOF, each of the undersigned has executed this Power of Attorney as of the date indicated opposite
the name.

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

Date Signature Title
April 9, 2007 /s/ PAUL K. LAIKIND Director, President, Chief Executive Officer
Paul K. Laikind, Ph.D. and Secretary (Principal Executive Officer)
April 9, 2007 /s/ JOHN W. BECK Senior Vice President of Finance, Chief
John W. Beck, C.P.A. Financial Officer and Treasurer (Principal
Financial and Accounting Officer)
April 9, 2007 /s DAVID F. HALE Chairman of the Board
David F. Hale
April 9, 2007 /s/ DANIEL D. BURGESS Director
Daniel D. Burgess, M.B.A.
April 9, 2007 /s MARK D. ERION Executive Vice President of Research and
Mark D. Erion, Ph.D. Development, Chief Scientific Officer and
Director
April 9, 2007 /s/ LUKE B. EVNIN Director
Luke B. Evnin, Ph.D.
April 9, 2007 /s/ HEINZ W. GSCHWEND Director
Heinz W. Gschwend, Ph.D.
April 9, 2007 /s/ ARNOLD L. ORONSKY Director
Arnold L. Oronsky, Ph.D.
April 9, 2007 /s/ WILLIAM R. ROHN Director

William R. Rohn

II-8

26



Edgar Filing: METABASIS THERAPEUTICS INC - Form S-3

INDEX TO EXHIBITS

Exhibit

Number [Description of Document

1.1(1) [Form of Underwriting Agreement.

2.1(2) Asset and Liability Transfer Agreement dated December 17, 1997 between Metabasis Therapeutics, Inc. and Gensia Sicor
Inc.

2.2(2) IMaster Agreement dated June 30, 1999 among Metabasis Therapeutics, Inc., Sicor Inc., Paul K. Laikind, Mark D. Erion
and John W. Beck.

3.1(2) lAmended and Restated Certificate of Incorporation of the Company.

3.2(2) [Amended and Restated Bylaws of the Company.

K.1(2) [Form of Common Stock Certificate.

4.2(2) Stock Purchase Warrant dated February 6, 2001 issued to GATX Ventures, Inc.

4.3(2) [Warrant to Purchase 26,000 Shares of Series C Preferred Stock dated February 6, 2001 issued to GATX Ventures, Inc., as
amended July 26, 2001.

4.4(2) [Warrant to Purchase 19,000 Shares of Series C Preferred Stock dated July 26, 2001, issued to GATX Ventures, Inc.

4.5(2) [Warrant to Purchase 30,666 Shares of Series D Preferred Stock dated April 8, 2002, issued to GATX Ventures, Inc.

4.6(2) [Form of Stock Purchase Warrant issued to participants in Metabasis Therapeutics, Inc. s Series C Preferred Stock
financing dated July 18, 2000.

4.7(2) Form of Stock Purchase Warrant issued to participants in Metabasis Therapeutics, Inc. s Series D Preferred Stock
financing dated October 18, 2001.

4.8(2) [Form of letter agreement entered into between Metabasis Therapeutics, Inc. and its warrantholders.

4.9(2) Letter agreement dated October 18, 2001 entered into between Metabasis Therapeutics, Inc. and Sprout Capital IX, L.P.
and its affiliates.

4.10(2) Amended and Restated Investors Rights Agreement dated October 28, 2003, as amended, between Metabasis
[Therapeutics, Inc. and certain of its stockholders.

4.11(3) Securities Purchase Agreement dated September 30, 2005, by and among Metabasis Therapeutics, Inc. and the individuals
and entities identified on Exhibit A thereto (the Securities Purchase Agreement ).

4.12(3) Form of Warrant issued pursuant to the Securities Purchase Agreement.

K.13(4) [Form of Common Stock Warrant Agreement and Warrant Certificate.

4.14(5) IWarrant, dated November 2, 2006, issued by Metabasis Therapeutics, Inc. to Kingsbridge Capital Limited.

4.15(5) Registration Rights Agreement, dated November 2, 2006, by and between Metabasis Therapeutics, Inc. and Kingsbridge
Capital Limited.

5.1 (Opinion of Cooley Godward Kronish LLP.

23.1 Consent of Ernst & Young LLP, Independent Registered Public Accounting Firm.

23.2 Consent of Cooley Godward Kronish LLP (included in Exhibit 5.1).

24.1 Power of Attorney (included on signature page).

1) To be filed as an exhibit to a Current Report on Form 8-K and incorporated herein by reference.
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) Filed as an exhibit to the Registration Statement on Form S-1 (No. 333-12437) originally filed on February 3,
2004 and incorporated herein by reference.

3) Filed as an exhibit to the Current Report on Form 8-K filed on October 5, 2005 and incorporated herein by
reference.

4) Filed as an exhibit to the Registration Statement on Form S-3 (No. 333-131518) filed on February 3, 2006 and
incorporated herein by reference.

) Filed as an exhibit to the Current Report on Form 8-K filed on November 2, 2006 and incorporated herein by
reference.
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