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Menlo Park, California 94025
(650) 328-4600

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

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

If any of the Securities being registered on this form are to be offered on a delayed or continuous basis pursuant to Rule 415 under the
Securities Act of 1933, other than securities offered in connection with dividend or interest reinvestment plans, check the following box. x

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. o

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. o

If delivery of the prospectus is expected to be made pursuant to Rule 434, please check the following box. o

CALCULATION OF REGISTRATION FEE

Title of Each Class of Amount to be Amount of
Securities to be Registered Registered (1) (2) Registration Fee

Debt Securities
Preferred Stock, par value $0.001 per share
Common Stock, par value $0.001 per share(3)

Total $50,000,000 $4,045.00

(1) Estimated solely for the purpose of calculating the registration fee pursuant to Rule 457(0) of the Securities Act of 1933. Exclusive of
accrued interest, if any, on the Debt Securities.

) Not specified as to each class of securities to be registered hereunder pursuant to General Instruction II(D) to Form S-3 under the
Securities Act of 1933.

3) Includes rights to be issued under the registrant s stockholder rights agreement.

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 to said Section 8(a), may determine.
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The information in this prospectus is not complete and may be changed. We may not sell these securities until the registration statement filed
with the Securities and Exchange Commission is effective. This prospectus is not an offer to sell these securities and we are not soliciting offers
to buy these securities in any state where the offer or sale is not permitted.

SUBJECT TO COMPLETION, DATED JULY 8, 2003
PROSPECTUS
$50,000,000
Debt Securities

Preferred Stock
Common Stock

We may offer from time to time in one or more offerings sell up to $50,000,000 in the aggregate of:

our secured or unsecured debt securities, in one or more series, which may be either senior, senior subordinated or subordinated debt
securities;

shares of our preferred stock in one or more series;
shares of our common stock
any combination of the foregoing.

We will provide the specific terms of these securities in supplements to this prospectus. You should read this prospectus and any prospectus
supplement carefully before you invest.

Investing in our securities involves risks. See Risk Factors beginning on page 1.

Our common stock is quoted on the Nasdaq National Market under the symbol NUVO. On July 7, 2003, the last reported sale price for our
common stock on the Nasdaq National Market was $2.15 per share.

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.

, 2003
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This prospectus is part of a registration statement we filed with the Securities and Exchange Commission. You should rely only on the
information we have provided or incorporated by reference in this prospectus or any prospectus supplement. We have not authorized anyone to
provide you with additional or different information. We are not making an offer of these securities in any jurisdiction where the offer is not
permitted. You should assume that the information in this prospectus or any prospectus supplement is accurate only as of the date on the front of
the document and that any information we have incorporated by reference is accurate only as of the date of the document incorporated by
reference.

We own or have rights to use trademarks or trade names that we use in conjunction with the operation of our business. Nuvelo is a registered
trade and service mark of ours. All other trademarks, service marks and trade names referred to in this prospectus are the property of their
respective owners.
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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 utilizing a shelf
registration process. Under this shelf process, we may, over the next two years, offer any combination of securities described in this prospectus
in one or more offerings. This prospectus provides you with a general description of the securities we may offer. Each time we use this
prospectus to offer securities, we will provide a prospectus supplement that will contain specific information about the terms of that offering.
The prospectus supplement may also add, update or change information contained in this prospectus. You should read both this prospectus and
any prospectus supplement together with additional information described below under the heading Where You Can Find More Information.

RISK FACTORS

An investment in our debt securities, preferred stock or common stock involves a high degree of risk. You should consider carefully the risk
factors contained in our most recent filing on Form 10-K or Form 10-Q, and all other information contained in and incorporated by reference in
this prospectus before making an investment decision. Additional risks and uncertainties that are not yet identified or that we think are
immaterial may also materially harm our business, operating results and financial condition and could result in a complete loss of your
mvestment.

ABOUT NUVELO

We are strategically focused on the discovery and development of novel biotherapeutics. This strategy resulted from a careful review of all
assets and programs at both Hyseq and Variagenics following the close of our merger between the two companies on January 31, 2003.

As part of this plan, we will dedicate our resources to advancing our most promising biopharmaceutical discovery and development
programs, including alfimeprase, which entered Phase II trials in the first half of this year.

We will leverage our proprietary gene collection and opportunistic in-licensing and partnering strategy to build upon our pipeline of attractive
therapeutic candidates. We also intend to out-license or partner our immunotherapeutics portfolio and monetize non-core assets including our
microarray business, pharmacogenomic technology and molecular diagnostic programs, to further support our biopharmaceutical development
programs. Our focus is on building a successful biopharmaceutical business. This strategic initiative reflects our commitment to creating a
valuable product-focused company that leverages our drug discovery and development expertise. To execute on this strategy, we will align the
Company s assets and resources and efficiently manage our finances to provide our key development programs with the greatest chance of
success.

Alfimeprase, our lead development program, successfully completed its Phase I trial in the first quarter, 2003. This trial was a multi-center,
open label, dose-escalation study to evaluate the safety and pharmacokinetics of alfimeprase, and was completed in twenty patients across seven
centers in the United States. The results show that alfimeprase was safe and well-tolerated. There were no drug related adverse events. In
addition we recently filed an investigational new drug (IND) application for a second indication in catheter occlusion. We have initiated two
Phase II programs with alfimeprase in the first half of this year in both PAO and catheter occlusion and anticipate completion of at least one of
these Phase II proof-of-concept studies by the end of 2003.

We were incorporated as  Hyseq, Inc. in Illinois in 1992 and reincorporated in Nevada in 1993. On January 31, 2003, we merged with
Variagenics, Inc., a publicly traded Delaware corporation based in Massachusetts, and, in connection with the merger, changed our name to
Nuvelo, Inc. Our principal
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executive offices are located at 675 Almanor Avenue, Sunnyvale, California 94085 and our telephone number is (408) 215-4000. Our World
Wide Web address is http://www.nuvelo.com. Information contained on our web site should not be considered to be part of this prospectus.

CAUTIONARY NOTE REGARDING
FORWARD LOOKING INFORMATION

All statements included or incorporated by reference in this prospectus, other than statements of historical facts, that address activities, events
or developments that we intend, expect, project, believe or anticipate will or may occur in the future are forward looking statements. Such
statements are typically characterized by terminology such as believe, anticipate, should, intend, plan, will, expect, estimate,

strategy, and similar expressions. These statements are based on assumptions and assessments made by our management in light of its
experience and its perception of historical trends, current conditions, expected future developments and other factors our management believes
to be appropriate. These forward looking statements are subject to a number of risks and uncertainties, including those risks described or
incorporated by reference in this prospectus under Risk Factors above, as well as other factors that our management has not yet identified. Any
such forward looking statements are not guarantees of future performance and actual results, developments and business decisions may differ
from those contemplated by such forward looking statements. We disclaim any duty to update any forward looking statements.

USE OF PROCEEDS

Unless otherwise indicated in the prospectus supplement, the net proceeds from the sale of securities offered by this prospectus will be used
for general corporate purposes, including capital expenditures and to meet working capital needs. We expect from time to time to evaluate the
acquisition of businesses, products and technologies for which a portion of the net proceeds may be used, although we currently are not planning
or negotiating any such transactions.

Pending such uses, we may invest the net proceeds in interest bearing securities.

RATIO OF EARNINGS TO FIXED CHARGES

Our earnings are inadequate to cover fixed charges. The following table sets forth the dollar amount of the coverage deficiency:

Three
Months
Ended
Fiscal Year Ended December 31, March 31,
1998 1999 2000 2001 2002 2003
(in thousands}
Ratio of earnings to fixed
charges(1)
Coverage deficiency $(16,369) $(18,547) $(22,253) $(36,472) $(44,978) $(13,583)

1) We have not included a ratio of earnings to combined fixed charges and preferred stock dividends because we do not have any preferred
stock outstanding.
2
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DESCRIPTION OF DEBT SECURITIES

The debt securities covered by this prospectus will be our convertible senior or subordinated debt securities issued under one or more separate
senior or subordinated indentures to be entered into between us and a trustee to be identified in the applicable prospectus supplement. This
prospectus, together with its prospectus supplement, will describe all the material terms of a particular series of debt securities.

The following is a summary of the most important provisions and definitions of the indentures. For additional information, you should look at
the applicable indenture that is filed as an exhibit to the registration statement which includes the prospectus. The indentures are substantially
identical except for the subordination provisions described below under Subordinated Debt Securities. In this description of the debt securities,
the words Nuvelo , we , us or our refer only to Nuvelo and not to any of our subsidiaries.

General

Debt securities may be issued in separate series without limitation as to aggregate principal amount. We may specify a maximum aggregate
principal amount for the debt securities of any series.

We are not limited as to the amount of debt securities we may issue under the indentures. The prospectus supplement will set forth:

whether the debt securities will be senior or subordinated,

the offering price,

the title,

any limit on the aggregate principal amount,

the person who shall be entitled to receive interest, if other than the record holder on the record date,

the date the principal will be payable,

the interest rate, if any, the date interest will accrue, the interest payment dates and the regular record dates,
the place where payments may be made,

any mandatory or optional redemption provisions,

if applicable, the method for determining how the principal, premium, if any, or interest will be calculated by reference to an index or
formula,

if other than U.S. currency, the currency or currency units in which principal, premium, if any, or interest will be payable and whether
we or the holder may elect payment to be made in a different currency,

the portion of the principal amount that will be payable upon acceleration of stated maturity, if other than the entire principal amount,

if the principal amount payable at stated maturity will not be determinable as of any date prior to stated maturity, the amount which
will be deemed to be the principal amount,

any defeasance provisions if different from those described below under Satisfaction and Discharge; Defeasance,
3
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any conversion or exchange provisions,

any obligation to redeem or purchase the debt securities pursuant to a sinking fund,

whether the debt securities will be issuable in the form of a global security,

any subordination provisions, if different from those described below under Subordinated Debt Securities,
any deletions of, or changes or additions to, the events of default or covenants, and

any other specific terms of such debt securities.
Unless otherwise specified in the prospectus supplement:

the debt securities will be registered debt securities, and
registered debt securities denominated in U.S. dollars will be issued in denominations of $1,000 or an integral multiple of $1,000.

Debt securities may be sold at a substantial discount below their stated principal amount, bearing no interest or interest at a rate which at the
time of issuance is below market rates.

Exchange and Transfer
Debt securities may be transferred or exchanged at the office of the security registrar or at the office of any transfer agent designated by us.

We will not impose a service charge for any transfer or exchange, but we may require holders to pay any tax or other governmental charges
associated with any transfer or exchange.

In the event of any potential redemption of debt securities of any series, we will not be required to:

issue, register the transfer of, or exchange, any debt security of that series during a period beginning at the opening of business 15 days
before the day of mailing of a notice of redemption and ending at the close of business on the day of the mailing, or

register the transfer of or exchange any debt security of that series selected for redemption, in whole or in part, except the unredeemed
portion being redeemed in part.
We may initially appoint the trustee as the security registrar. Any transfer agent, in addition to the security registrar, initially designated by us

will be named in the prospectus supplement. We may designate additional transfer agents or change transfer agents or change the office of the
transfer agent. However, we will be required to maintain a transfer agent in each place of payment for the debt securities of each series.

Global Securities
The debt securities of any series may be represented, in whole or in part, by one or more global securities. Each global security will:

be registered in the name of a depositary that we will identify in a prospectus supplement,
be deposited with the depositary or nominee or custodian, and

bear any required legends.
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No global security may be exchanged in whole or in part for debt securities registered in the name of any person other than the depositary or
any nominee unless:

the depositary has notified us that it is unwilling or unable to continue as depositary or has ceased to be qualified to act as depositary,
an event of default is continuing, or

any other circumstances described in a prospectus supplement.
As long as the depositary, or its nominee, is the registered owner of a global security, the depositary or nominee will be considered the sole
owner and holder of the debt securities represented by the global security for all purposes under the indenture. Except in the above limited
circumstances, owners of beneficial interests in a global security:

will not be entitled to have the debt securities registered in their names,
will not be entitled to physical delivery of certificated debt securities, and

will not be considered to be holders of those debt securities under the indentures.
Payments on a global security will be made to the depositary or its nominee as the holder of the global security. Some jurisdictions have laws
that require that certain purchasers of securities take physical delivery of such securities in definitive form. These laws may impair the ability to
transfer beneficial interests in a global security.

Institutions that have accounts with the depositary or its nominee are referred to as participants. Ownership of beneficial interests in a global
security will be limited to participants and to persons that may hold beneficial interests through participants. The depositary will credit, on its
book-entry registration and transfer system, the respective principal amounts of debt securities represented by the global security to the accounts
of its participants.

Ownership of beneficial interests in a global security will be shown on and effected through records maintained by the depositary, with
respect to participants interests, or any participant, with respect to interests of persons held by participants on their behalf.

Payments, transfers and exchanges relating to beneficial interests in a global security will be subject to policies and procedures of the
depositary.

The depositary policies and procedures may change from time to time. Neither we nor the trustee will have any responsibility or liability for
the depositary s or any participant s records with respect to beneficial interests in a global security.

Payment and Paying Agent

The provisions of this paragraph will apply to the debt securities unless otherwise indicated in the prospectus supplement. Payment of interest
on a debt security on any interest payment date will be made to the person in whose name the debt security is registered at the close of business
on the regular record date. Payment on debt securities of a particular series will be payable at the office of a paying agent or paying agents
designated by us. However, at our option, we may pay interest by mailing a check to the record holder. The corporate trust office will be
designated as our sole paying agent.

We may also name any other paying agents in the prospectus supplement. We may designate additional paying agents, change paying agents
or change the office of any paying agent. However, we will be required to maintain a paying agent in each place of payment for the debt
securities of a particular series.
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All moneys paid by us to a paying agent for payment on any debt security which remain unclaimed at the end of two years after such
payment was due will be repaid to us. Thereafter, the holder may look only to us for such payment.

Consolidation, Merger and Sale of Assets

We may not consolidate with or merge into any other person, in a transaction in which we are not the surviving corporation, or convey,
transfer or lease our properties and assets substantially as an entirety to, any person, unless:

the successor, if any, is a U.S. corporation, limited liability company, partnership, trust or other entity,
the successor assumes our obligations on the debt securities and under the indenture,
immediately after giving effect to the transaction, no default or event of default shall have occurred and be continuing, and

certain other conditions are met.
Events of Default

Unless we inform you otherwise in the prospectus supplement, the indenture will define an event of default with respect to any series of debt
securities as one or more of the following events:

(1) failure to pay principal of or any premium on any debt security of that series when due,

(2) failure to pay any interest on any debt security of that series for 30 days when due,

(3) failure to deposit any sinking fund payment when due,

(4) failure to perform any other covenant in the indenture continued for 60 days after being given the notice required in the indenture,
(5) our bankruptcy, insolvency or reorganization, and

(6) any other event of default specified in the prospectus supplement.
An event of default of one series of debt securities is not necessarily an event of default for any other series of debt securities.

If an event of default, other than an event of default described in clause (5) above, shall occur and be continuing, either the trustee or the
holders of at least 25% in aggregate principal amount of the outstanding securities of that series may declare the principal amount of the debt
securities of that series to be due and payable immediately.

If an event of default described in clause (5) above shall occur, the principal amount of all the debt securities of that series will automatically
become immediately due and payable. Any payment by us on the subordinated debt securities following any such acceleration will be subject to
the subordination provisions described below under Subordinated Debt Securities.

After acceleration the holders of a majority in aggregate principal amount of the outstanding securities of that series may, under certain
circumstances, rescind and annul such acceleration if all events of default, other than the non-payment of accelerated principal, or other specified
amount, have been cured or waived.
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Other than the duty to act with the required care during an event of default, the trustee will not be obligated to exercise any of its rights or
powers at the request of the holders unless the holders shall have offered to the trustee reasonable indemnity. Generally, the holders of a majority
in aggregate principal amount of the outstanding debt securities of any series will have the right to direct the time, method and place of
conducting any proceeding for any remedy available to the trustee or exercising any trust or power conferred on the trustee.

A holder will not have any right to institute any proceeding under the indentures, or for the appointment of a receiver or a trustee, or for any
other remedy under the indentures, unless:

(1) the holder has previously given to the trustee written notice of a continuing event of default with respect to the debt securities of that
series,

(2) the holders of at least 25% in aggregate principal amount of the outstanding debt securities of that series have made a written request
and have offered reasonable indemnity to the trustee to institute the proceeding, and

(3) the trustee has failed to institute the proceeding and has not received direction inconsistent with the original request from the holders
of a majority in aggregate principal amount of the outstanding debt securities of that series within 60 days after the original request.

Holders may, however, sue to enforce the payment of principal, premium or interest on any debt security on or after the due date or to enforce
the right, if any, to convert any debt security without following the procedures listed in (1) through (3) above.

We will furnish the trustee an annual statement by our officers as to whether or not we are in default in the performance of the indenture and,
if so, specifying all known defaults.

Modification and Waiver

Nuvelo and the trustee may make modifications and amendments to the indentures with the consent of the holders of a majority in aggregate
principal amount of the outstanding securities of each series affected by the modification or amendment.

However, neither we nor the trustee may make any modification or amendment without the consent of the holder of each outstanding security
of that series affected by the modification or amendment if such modification or amendment would:

change the stated maturity of any debt security,

reduce the principal, premium, if any, or interest on any debt security,

reduce the principal of an original issue discount security or any other debt security payable on acceleration of maturity,
reduce the rate of interest on any debt security,

change the currency in which any debt security is payable,

impair the right to enforce any payment after the stated maturity or redemption date,

waive any default or event of default in payment of the principal of, premium or interest on any debt security,

waive a redemption payment or modify any of the redemption provisions of any debt security,
7
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change the provisions in the indenture that relate to modifying or amending the indenture.
Satisfaction and Discharge; Defeasance

We may be discharged from our obligations on the debt securities of any series that have matured or will mature or be redeemed within one
year if we deposit with the trustee enough cash to pay all the principal, interest and any premium due to the stated maturity date or redemption
date of the debt securities.

Each indenture contains a provision that permits us to elect:

to be discharged from all of our obligations, subject to limited exceptions, with respect to any series of debt securities then
outstanding, and/or

to be released from our obligations under the following covenants and from the consequences of an event of default resulting from a
breach of these covenants:

(1) the subordination provisions under the subordinated indenture, and

(2) covenants as to payment of taxes and maintenance of corporate existence.

To make either of the above elections, we must deposit in trust with the trustee enough money to pay in full the principal, interest and
premium on the debt securities. This amount may be made in cash and/or U.S. government obligations. As a condition to either of the above
elections, we must deliver to the trustee an opinion of counsel that the holders of the debt securities will not recognize income, gain or loss for
Federal income tax purposes as a result of the action.

If any of the above events occurs, the holders of the debt securities of the series will not be entitled to the benefits of the indenture, except for
the rights of holders to receive payments on debt securities or the registration of transfer and exchange of debt securities and replacement of lost,
stolen or mutilated debt securities.

Notices

Notices to holders will be given by mail to the addresses of the holders in the security register.
Governing Law

The indentures and the debt securities will be governed by, and construed under, the law of the State of New York.
Regarding the Trustee

The indenture limits the right of the trustee, should it become a creditor of us, to obtain payment of claims or secure its claims.

The trustee is permitted to engage in certain other transactions. However, if the trustee, acquires any conflicting interest, and there is a default
under the debt securities of any series for which they are trustee, the trustee must eliminate the conflict or resign.

Subordinated Debt Securities

Payment on the subordinated debt securities will, to the extent provided in the indenture, be subordinated in right of payment to the prior
payment in full of all of our senior indebtedness. The
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subordinated debt securities also are effectively subordinated to all debt and other liabilities, including trade payables and lease obligations, if
any, of our subsidiaries.

Upon any distribution of our assets upon any dissolution, winding up, liquidation or reorganization, the payment of the principal of and
interest on the subordinated debt securities will be subordinated in right of payment to the prior payment in full in cash or other payment
satisfactory to the holders of senior indebtedness of all senior indebtedness. In the event of any acceleration of the subordinated debt securities
because of an event of default, the holders of any senior indebtedness would be entitled to payment in full in cash or other payment satisfactory
to such holders of all senior indebtedness obligations before the holders of the subordinated debt securities are entitled to receive any payment or
distribution. The indenture requires us or the trustee to promptly notify holders of designated senior indebtedness if payment of the subordinated
debt securities is accelerated because of an event of default.

We may not make any payment on the subordinated debt securities, including upon redemption at the option of the holder of any
subordinated debt securities or at our option, if:

a default in the payment of the principal, premium, if any, interest, rent or other obligations in respect of designated senior
indebtedness occurs and is continuing beyond any applicable period of grace (called a payment default ); or

a default other than a payment default on any designated senior indebtedness occurs and is continuing that permits holders of
designated senior indebtedness to accelerate its maturity, and the trustee receives a notice of such default (called a payment blockage
notice ) from us or any other person permitted to give such notice under the indenture (called a non-payment default ).

We may resume payments and distributions on the subordinated debt securities:

in the case of a payment default, upon the date on which such default is cured or waived or ceases to exist; and

in the case of a non-payment default, the earlier of the date on which such nonpayment default is cured or waived or ceases to exist
and 179 days after the date on which the payment blockage notice is received by the trustee, if the maturity of the designated senior
indebtedness has not been accelerated.

No new period of payment blockage may be commenced pursuant to a payment blockage notice unless 365 days have elapsed since the initial
effectiveness of the immediately prior payment blockage notice and all scheduled payments of principal, premium and interest, including any
liquidated damages, on the notes that have come due have been paid in full in cash. No non-payment default that existed or was continuing on
the date of delivery of any payment blockage notice shall be the basis for any later payment blockage notice unless the non-payment default is
based upon facts or events arising after the date of delivery of such payment blockage notice.

If the trustee or any holder of the notes receives any payment or distribution of our assets in contravention of the subordination provisions on
the subordinated debt securities before all senior indebtedness is paid in full in cash, property or securities, including by way of set-off, or other
payment satisfactory to holders of senior indebtedness, then such payment or distribution will be held in trust for the benefit of holders of senior
indebtedness or their representatives to the extent necessary to make payment in full in cash or payment satisfactory to the holders of senior
indebtedness of all unpaid senior indebtedness.

In the event of our bankruptcy, dissolution or reorganization, holders of senior indebtedness may receive more, ratably, and holders of the
subordinated debt securities may receive less, ratably, than our
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other creditors (including our trade creditors). This subordination will not prevent the occurrence of any event of default under the indenture.

As of March 31, 2003, $9.2 million senior indebtedness was outstanding. We are not prohibited from incurring debt, including senior
indebtedness, under the indenture. We may from time to time incur additional debt, including senior indebtedness.

We are obligated to pay reasonable compensation to the trustee and to indemnify the trustee against certain losses, liabilities or expenses
incurred by the trustee in connection with its duties relating to the subordinated debt securities. The trustee s claims for these payments will
generally be senior to those of noteholders in respect of all funds collected or held by the trustee.

Certain Definitions
indebtedness means:

(1) all indebtedness, obligations and other liabilities for borrowed money, including overdrafts, foreign exchange contracts, currency

exchange agreements, interest rate protection agreements, and any loans or advances from banks, or evidenced by bonds, debentures, notes

or similar instruments, other than any account payable or other accrued current liability or obligation incurred in the ordinary course of
business in connection with the obtaining of materials or services;

(2) all reimbursement obligations and other liabilities with respect to letters of credit, bank guarantees or bankers acceptances;

(3) all obligations and liabilities in respect of leases required in conformity with generally accepted accounting principles to be accounted

for as capitalized lease obligations on our balance sheet;

(4) all obligations and other liabilities under any lease or related document in connection with the lease of real property which provides

that we are contractually obligated to purchase or cause a third party to purchase the leased property and thereby guarantee a minimum
residual value of the leased property to the lessor and our obligations under the lease or related document to purchase or to cause a third
party to purchase the leased property;

(5) all obligations with respect to an interest rate or other swap, cap or collar agreement or other similar instrument or agreement or
foreign currency hedge, exchange, purchase agreement or other similar instrument or agreement;

(6) all direct or indirect guaranties or similar agreements in respect of, and our obligations or liabilities to purchase, acquire or otherwise

assure a creditor against loss in respect of, indebtedness, obligations or liabilities of others of the type described in (1) through (5) above;

(7) any indebtedness or other obligations described in (1) through (6) above secured by any mortgage, pledge, lien or other encumbrance

existing on property which is owned or held by us; and

(8) any and all refinancings, replacements, deferrals, renewals, extensions and refundings of, or amendments, modifications or
supplements to, any indebtedness, obligation or liability of the kind described in clauses (1) through (7) above.

senior indebtedness means the principal, premium, if any, interest, including any interest accruing after bankruptcy, and rent or termination
payment on or other amounts due on our current or future indebtedness, whether created, incurred, assumed, guaranteed or in effect guaranteed

by us,
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including any deferrals, renewals, extensions, refundings, amendments, modifications or supplements to the above. However, senior
indebtedness does not include:

indebtedness that expressly provides that it shall not be senior in right of payment to the subordinated debt securities or expressly
provides that it is on the same basis or junior to the subordinated debt securities;

our indebtedness to any of our majority-owned subsidiaries; and

the subordinated debt securities.
DESCRIPTION OF PREFERRED STOCK

We currently have authorized 8,000,000 shares of preferred stock, of which 3,000,000 shares have been designated Series A Preferred Stock,
100,000 shares have been designated Series B Junior Participating Preferred Stock, and 4,900,000 shares are undesignated preferred stock. As of
July 8, 2003, we do not have any shares of preferred stock outstanding.

General

Prior to issuance of shares of each series of our undesignated preferred stock, our Board of Directors is required by the Nevada Revised
Statutes, or NRS, and our Amended and Restated Articles of Incorporation, or articles of incorporation, to adopt resolutions and file a Certificate
of Designation with the Secretary of State of the State of Nevada, fixing for each such series the designations, voting powers, preferences,
limitations, restrictions and relative rights of the shares of such series. Our Board of Directors could authorize the issuance of shares of preferred
stock with terms and conditions which could have the effect of discouraging a takeover or other transaction which holders of some, or a
majority, of such shares might believe to be in their best interests or in which holders of some, or a majority, of such shares might receive a
premium for their shares over the then-market price of such shares.

Subject to limitations prescribed by the NRS, our articles of incorporation and our Amended and Restated Bylaws, or bylaws, our Board of
Directors is authorized to fix the number of shares constituting each series of preferred stock and the designations, voting powers, preferences,
limitations, restrictions and relative rights of the shares of such series, including such provisions as may be desired concerning voting,
redemption, dividends, dissolution or the distribution of assets, conversion or exchange, and such other subjects or matters as may be fixed by
resolution of the Board of Directors. Each series of preferred stock that we offer under this prospectus will, when issued, be fully paid and
nonassessable and will not have, or be subject to, any preemptive or similar rights.

The applicable prospectus supplement(s) will describe the following terms of the series of preferred stock in respect of which this prospectus
is being delivered:

the title and stated value of the preferred stock;
the number of shares of the preferred stock offered, the liquidation preference per share and the purchase price of the preferred stock;
the dividend rate(s), period(s) and/or payment date(s) or the method(s) of calculation for dividends;

whether dividends shall be cumulative or non-cumulative and, if cumulative, the date from which dividends on the preferred stock
shall accumulate;

the procedures for any auction and remarketing, if any, for the preferred stock;

the provisions for a sinking fund, if any, for the preferred stock;
11
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the provisions for redemption, if applicable, of the preferred stock;
any listing of the preferred stock on any securities exchange or market;

the terms and conditions, if applicable, upon which the preferred stock will be convertible into common stock or another series of our
preferred stock, including the conversion price (or its manner of calculation) and conversion period;

the terms and conditions, if applicable, upon which preferred stock will be exchangeable into our debt securities, including the
exchange price (or its manner of calculation) and exchange period;

voting rights, if any, of the preferred stock;
a discussion of any material and/or special United States federal income tax considerations applicable to the preferred stock;
whether interests in the preferred stock will be represented by depositary shares;

the relative ranking and preferences of the preferred stock as to dividend rights and rights upon liquidation, dissolution or winding up
of our affairs;

any limitations on issuance of any series of preferred stock ranking senior to or on a parity with the preferred stock as to dividend
rights and rights upon liquidation, dissolution or winding up of our affairs; and

any other specific terms, preferences, rights, limitations or restrictions on the preferred stock.
Unless otherwise specified in the prospectus supplement, the preferred stock will, with respect to dividend rights and rights upon liquidation,
dissolution or winding up of Nuvelo rank:

senior to all classes or series of our common stock, and to all equity securities issued by us the terms of which specifically provide that
such equity securities rank junior to the preferred stock with respect to dividend rights or rights upon the liquidation, dissolution or
winding up of us;

on a parity with all equity securities issued by us that do not rank senior or junior to the preferred stock with respect to dividend rights
or rights upon the liquidation, dissolution or winding up of us; and

junior to all equity securities issued by us the terms of which do not specifically provide that such equity securities rank on a parity
with or junior to the preferred stock with respect to dividend rights or rights upon the liquidation, dissolution or winding up of us
(including any entity with which we may be merged or consolidated or to which all or substantially all of our assets may be transferred

or which transfers all or substantially all of our assets).
As used for these purposes, the term equity securities does not include convertible debt securities.

Transfer Agent and Registrar

The transfer agent and registrar for any series of preferred stock will be set forth in the applicable prospectus supplement.

DESCRIPTION OF COMMON STOCK

The following is only a summary of the material terms of our common stock or our stockholder rights agreement. Because it is only a
summary, it does not contain all the information that may be

12
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important to you. Accordingly, you should read carefully the more detailed provisions of our articles of incorporation, bylaws and rights
agreement, each of which has been filed with the SEC, as well as applicable Nevada law.

We currently have authorized 100,000,000 shares of common stock and, as of June 30, 2003, we had 63,667,334 shares of common stock
outstanding. As of June 30, 2003, we had an aggregate of 7,239,379 shares of common stock reserved for issuance upon exercise of outstanding
stock options granted under our 2002 Equity Incentive Plan, 1995 Stock Option Plan, Non-Employee Director Stock Option Plan, Scientific
Advisory Board/ Consultants Stock Option Plan and the Variagenics, Inc. Amended 1997 Employee, Director and Consultant Stock Option Plan,
and an aggregate of 4,298,980 shares of common stock reserved for issuance pursuant to future option grants under these plans. As of June 30,
2003, we had an aggregate of 2,443,160 shares of common stock reserved for issuance upon the exercise of stock options granted outside of any
of our stock option plans. As of June 30, 2003, we had warrants to purchase an aggregate of 6,389,718 shares of our common stock outstanding,
with exercise prices ranging from $1.35 to $8.51 per share, and a weighted average exercise price of $5.49 per share.

Common Stock

Holders of our common stock are entitled to one vote per share for the election of directors and all other matters submitted for stockholder
vote, except matters submitted to the vote of another class or series of shares. Holders of common stock are not entitled to cumulative voting
rights. The approval of 66 2/3% of the voting rights of the common stock is required to make certain amendments to our articles of
incorporation, amend our by-laws, and to remove a director from our board of directors. The affirmative vote of the holders of a majority of the
outstanding shares of our common stock is required to approve the sale by us of U.S. Patent 5,202,231, or the exclusive license or assignment by
us of U.S. Patent 5,202,231 to a single person or entity having the same effect as a sale of all rights, title and interest in it.

The holders of common stock are entitled to dividends in such amounts and at such times, if any, as may be declared by our board of
directors out of legally available funds. We have not paid any dividends on our common stock and do not anticipate paying any cash dividends
on our common stock in the foreseeable future. Upon liquidation, dissolution or winding up of us, the holders of our common stock are entitled
to share ratably in all net assets available for distribution to stockholders after payments to creditors and holders of senior securities. The
common stock is not redeemable and has no preemptive, conversion or sinking fund rights. The rights of the holders of our common stock are
subject to the rights of the holders of any preferred stock which may, in the future, be issued. All outstanding shares of our common stock are,
and any shares of common stock issued pursuant to this prospectus when issued will be, duly authorized, validly issued, fully paid and
non-assessable.

As of June 30, 2003, 63,667,334 shares of our common stock were issued and outstanding.
Transfer Agent

The transfer agent and registrar for our common stock is U.S. Stock Transfer Corporation. Its offices are located at 1745 Gardena Ave.,
Glendale, California 91204, and its telephone number is (818) 502-1404.

Stockholder Rights Agreement

On June 5, 1998, our board of directors adopted a stockholder rights agreement, or rights agreement. Pursuant to the rights agreement, one
whole right attaches to each outstanding share of our common stock. Each right entitles the registered holder to purchase from us one
one-thousandth (1/1000) of a share of our Series B Junior Participating Preferred Stock at an initial purchase price of $175.00, subject to
customary antidilution adjustments. The rights do not become exercisable until the earlier to occur of:
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10 business days following a public announcement that a person or group has acquired beneficial ownership of 15% (or 27.5% in the
case of an approved stockholder) or more of our outstanding common stock (any such person or group is referred to as an acquiring
person), or

10 business days (or a later date as determined by our board of directors) following the commencement or announcement of an
intention to make a tender offer or exchange offer, that would result in a person or entity becoming an acquiring person
The rights will expire on June 5, 2008, unless they are redeemed or exchanged by Hyseq before that time. Until a right is exercised, the rights
do not convey the right to vote, receive dividends or others provide the holder with any rights as a stockholder.

When a person or group becomes an acquiring person (or at such later time as determined by independent directors of our board of directors)
then each registered holder of a right, except for such person or group, will be entitled to purchase, for the purchase price, shares of our common
stock having a then current market value equal to two times the purchase price of the right. Subject to specified exemptions, in the event that we
are involved in a merger, or we sells more than 50% of our assets or earning power to an acquiring company, each right will entitle the holder,
other than an acquiring person, to purchase, upon exercise, a number of shares of common stock of the acquiring company having a then current
market value of two times the purchase price of the right.

We may, at our option, at any time prior to the close of business on the tenth day following the day a person or group becomes an acquiring
person, redeem all of the then-outstanding rights at a redemption price of $.001 per right, subject to certain adjustments. At any time after a
person or group becomes an acquiring person and prior to the acquisition by that person or group of 50% or more of the outstanding shares of
our common stock, our board of directors may cause us to acquire the rights (other than rights owned by the acquiring person), in whole or in
part, in exchange for one share of common stock per right.

While the rights are redeemable, we may supplement or amend any provision of the rights agreement in any respect without the approval of
any holders of rights or share of common stock. When the rights are no longer redeemable, we may supplement or amend the rights agreement
without the approval of any holders of rights certificates as long as the supplement or amendment does not adversely affect the interests of the
holders of rights (other than an acquiring person). Any supplement or amendment to the rights agreement shall require the affirmative vote of a
majority of our independent directors. Any extension of the final expiration date of the rights shall require the affirmative vote of three-quarters
of the independent directors.

ADDITIONAL INFORMATION CONCERNING OUR CAPITAL STOCK
Anti-Takeover Effects of QOur Articles of Association and Bylaws

Our articles of incorporation and by-laws include a number of provisions that may have the effect of encouraging persons considering
unsolicited tender offers or other unilateral takeover proposals to negotiate with our board of directors rather than pursue non-negotiated
takeover attempts. These provisions include:

that members of our board of directors serve staggered terms of up to three years;
that the holders of 66 2/3% of the voting rights of all classes of stock entitled to vote are required to remove our directors;

that the board of directors may fill vacancies on the board of directors;
14
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that all stockholder action must be effected at a duly called meeting and not by a consent in writing;

that our stockholders may call a special meeting of stockholders only upon a request of stockholders owning not less than 50% of our
outstanding shares of common stock;

that stockholders must comply with certain notice requirements to nominate directors to serve on our board of directors and to bring
proposals before annual and special meetings of stockholders;

that the board of directors is authorized to designate the rights and privileges of our authorized and unissued preferred stock; and

that the holders of 66 2/3% of the voting rights of all classes of stock entitled to vote are required to amend the by-laws and certain
provisions of our articles of incorporation.
These provisions could discourage, delay or prevent certain types of transactions involving an actual or potential change in control of us,
including transactions in which stockholders might otherwise receive a premium for their shares over current market prices.

Business Combination Statute under Nevada Law

We are also subject to provisions of Nevada law that could discourage, delay or prevent an actual or potential change in control of us. Nevada
law prohibits certain business combinations between a corporation and an interested stockholder for three years after the stockholder became an
interested stockholder unless the stockholder, prior to becoming an interested stockholder, obtained the approval of the board of directors of
either the business combination or the transaction that resulted in the stockholder becoming an interested stockholder.

Nevada law will permit, however, business combinations that meet all requirements of the corporation s articles of incorporation and either:

are approved by the board of directors before the stockholder became an interested stockholder (or as to which the purchase of shares
made by the interested stockholder had been approved by the board of directors before the date of purchase),

are approved by the affirmative vote of the holders of stock representing a majority of the voting stock (excluding voting stock of the
interested stockholder and its affiliates and associates) at a meeting called for such purpose no earlier than three years after the
stockholder became an interested stockholder, or

the form and amount of consideration to be received by stockholders (excluding the interested stockholder) of the corporation satisfies
certain tests and, with limited exceptions, the interested stockholder has not become the beneficial owner of additional voting shares of
the corporation after becoming an interested stockholder and before the business combination is consummated.
An interested stockholder means, generally stated, a stockholder who, directly or indirectly, beneficially owns 10% or more of the
outstanding voting stock of a corporation.

A corporation may expressly exclude itself from application of the foregoing business combination provisions of Nevada law, but we have
not done so.

Limitation of Liability and Indemnification

In accordance with Nevada law, our articles of incorporation provide that none of our officers or directors shall be personally liable to us or
any of our stockholders for damages for breach of fiduciary
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duty as an officer or director. However, this provision excludes any limitation on liability for (1) acts or omissions which involve intentional
misconduct, fraud or a knowing violation of law, or (2) the payment of distributions in violation of Nevada law.

In accordance with Nevada law, our by-laws provide that we shall indemnify any person who was or is a party or is threatened to be made a
party to, or otherwise becomes involved in, any proceeding (other than an action by or in the right of Nuvelo) by reason of the fact that he is or
was an officer, director or agent of Nuvelo against losses actually and reasonably incurred by that person if the person acted in good faith and in
a manner the person reasonably believed to be in or not opposed to our best interests. Losses are the total amount that the officer, director or
agent becomes legally obligated to pay, including judgments, fines, amounts paid in settlement, attorneys fees, expenses of establishing a right to
indemnification and other expenses. If the proceeding is a criminal proceeding, the person to be indemnified must have had no reasonable cause
to believe his or her conduct was unlawful.

Our bylaws provide for similar indemnification for expenses resulting from an action by or in the right of Nuvelo, except that no
indemnification will be made if the person is adjudged by a court of competent jurisdiction after exhaustion of all appeals to be liable to us or for
amounts paid in settlement to us unless the court determines that the person is fairly and reasonably entitled to indemnity for expenses. Expenses
of officers, directors and agents include attorneys fees, any expenses of establishing a right to indemnification and amounts paid in settlement.
Our bylaws also provide for advancement of expenses.

We also maintain liability insurance for our officers and directors, and have entered into indemnification agreements with them.

PLAN OF DISTRIBUTION
We may sell the securities separately or together:

through one or more underwriters or dealers in a public offering and sale by them,
directly to investors, or

through agents.
We may sell the securities from time to time in one or more transactions at a fixed price or prices, which may be changed from time to time:

at market prices prevailing at the times of sale,
at prices related to such prevailing market prices, or

at negotiated prices.
We will describe the method of distribution of the securities in the prospectus supplement.

Underwriters, dealers or agents may receive compensation in the form of discounts, concessions or commissions from us or our purchasers
(as their agents in connection with the sale of securities). These underwriters, dealers or agents may be considered to be underwriters under the
Securities Act. As a result, discounts, commissions, or profits on resale received by the underwriters, dealers or agents may be treated as
underwriting discounts and commissions. The prospectus supplement will identify any such underwriter, dealer or agent, and describe any
compensation received by them from us. Any initial public offering price and any discounts or concessions allowed or reallowed or paid to
dealers may be changed from time to time.

Underwriters, dealers and agents may be entitled to indemnification by us against certain civil liabilities, including liabilities under the S
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