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SAN DIEGO, CALIFORNIA 92121

(858) 587-9333

(Name, address, including zip code, and telephone number, including area code, of agent for service)

Copies to:

Eric J. Loumeau, Esq.

HOLLIS-EDEN PHARMACEUTICALS, INC.

4435 Eastgate Mall, Suite 400

San Diego, California 92121

(858) 587-9333

Approximate date of commencement of proposed sale to the public:

From time to time after the effective date of this Registration Statement as determined by registrant.

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

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

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

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

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

CALCULATION OF REGISTRATION FEE

Title of Class of

Securities to

be Registered

Amount to be

Registered

Proposed Maximum

Aggregate Offering

Price per Unit

Proposed Maximum

Aggregate Offering

Price (1)

Amount of

Registration Fee (2)
Common Stock, par value $0.01 per share
(3)(4)
Warrants (5)
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Total $75,000,000(6) $8,025

(1) The proposed maximum aggregate offering price per class of security will be determined from time to time by the registrant in connection with the issuance
by the registrant of the securities registered hereunder and is not specified as to each class of security pursuant to General Instruction II.D. of Form S-3 under
the Securities Act.

(2) Calculated pursuant to Rule 457(o) under the Securities Act.
(3) Each share of the registrant�s common stock being registered hereunder includes Series B junior participating preferred stock purchase rights. Prior to the

occurrence of certain events, the Series B junior participating preferred stock purchase rights will not be exercisable or evidenced separately from the
registrant�s common stock, and they have no value except as reflected in the market price of the shares to which they are attached.

(4) Subject to note 6 below, there is being registered hereunder an indeterminate number of shares of common stock of the registrant as may be sold from time to
time by the registrant. Pursuant to Rule 416 under the Securities Act, the shares being registered hereunder include such indeterminate number of shares of
common stock as may be issuable with respect to the shares being registered hereunder as a result of stock splits, stock dividends or similar transactions.
Pursuant to Rule 457(i) under the Securities Act, the shares being registered hereunder include such indeterminate number of shares of common stock as may
be issuable upon exercise of any warrants issued under this registration statement.

(5) Subject to note 6 below, there is being registered hereunder an indeterminate number of warrants to purchase common stock.
(6) In no event will the aggregate offering price of all securities issued from time to time pursuant to this registration statement exceed $75 million. The securities

registered hereunder may be sold separately or as units with other securities registered hereunder.
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 which specifically states that this registration statement shall thereafter become effective in accordance with Section 8(a) of the
Securities Act 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 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 we are not soliciting offers to buy these securities in
any state where such offer or sale is not permitted.

Subject to completion, dated June 16, 2006

$75,000,000

HOLLIS-EDEN PHARMACEUTICALS, INC.
Common Stock

Warrants to Purchase Common Stock

From time to time, we may sell common stock and/or warrants to purchase common stock.

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

Our common stock is currently traded on The Nasdaq National Market under the trading symbol �HEPH.� The applicable prospectus supplement
will contain information, where applicable, as to any other listing (if any) on The Nasdaq Stock Market�s National Market or any securities
exchange of the securities covered by the prospectus supplement.

INVESTING IN OUR SECURITIES INVOLVES A HIGH DEGREE OF RISK. SEE � RISK FACTORS�
BEGINNING ON PAGE 2.

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

The securities may be sold directly by us to investors, through agents designated from time to time or to or through underwriters or dealers. 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 those underwriters and any
applicable commissions or discounts will be set forth in a prospectus supplement or, if the offering will be an �at the market� offering, in a
post-effective amendment. The net proceeds we expect to receive from any sale of our securities under this prospectus 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.

Prospectus dated                     
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ABOUT THIS PROSPECTUS

This prospectus is part of a registration statement that we filed with the Securities and Exchange Commission, or the SEC, using a �shelf�
registration process. Under this shelf registration process, we may sell shares of our common stock and warrants in one or more offerings up to a
total aggregate dollar amount of $75,000,000. This prospectus provides you with a general description of the securities we may offer. Each time
we sell common stock and/or warrants to purchase common stock, we will provide a prospectus supplement that will contain more specific
information, as set forth below under �The Securities We May Offer.� We may also add, update or change in a prospectus supplement or
post-effective amendment any of the information contained in this prospectus. Please carefully read both this prospectus and any prospectus
supplement together with the additional information described below under �Where You Can Find More Information.�

The SEC allows us to incorporate by reference information that we file with them, which means that we can disclose important information to
you by referring you to those documents. The information that we incorporate by reference is considered to be a part of this prospectus, and
information that we file later with the SEC will automatically update and supersede this information. 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 information different from that contained in this prospectus. No dealer, salesperson or other person is authorized to give any information or
to represent anything not contained in this prospectus. You must not rely on any unauthorized information or representation. This prospectus is
an offer to sell only the securities offered hereby, but only under circumstances and in jurisdictions where it is lawful to do so. 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, regardless of the
time of delivery of this prospectus or any sale of a security.
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PROSPECTUS SUMMARY

This summary highlights some information from this prospectus, and it may not contain all of the information that is important to you. You
should read the following summary together with the more detailed information regarding our company, our securities and our financial
statements and notes to those statements appearing elsewhere in this prospectus or incorporated here by reference. Together, these documents
describe the specific terms of the securities we are offering.

Overview

Hollis-Eden Pharmaceuticals, Inc. is a development-stage pharmaceutical company engaged in the discovery, development and
commercialization of a proprietary new class of small molecule compounds that act as cellular signalers that drive biological function. These
compounds, which are derived from our Hormonal Signaling Technology Platform, are metabolites or synthetic analogs of adrenal steroid
hormones. We are developing these compounds with the goal of restoring the biological activity of cellular signaling pathways disrupted by
disease and aging. In investigational studies, these compounds have been demonstrated in humans to possess several properties with potential
therapeutic benefit�they regulate innate and adaptive immunity, reduce nonproductive inflammation, and stimulate cell proliferation.

Our lead product candidate, NEUMUNE� (HE2100), is entering late-stage development for the treatment of Acute Radiation Syndrome, or ARS,
a life-threatening condition resulting from exposure to high levels of radiation following a nuclear or radiological incident. In addition, we have
filed an Investigational New Drug application with the U.S. Food and Drug Administration, or FDA, to begin clinical trials with NEUMUNE in
patients at high risk of developing healthcare-acquired infections.

We are also profiling optimized second-generation compounds for potential clinical development in a broad spectrum of therapeutic categories
including hematology, metabolic disorders, autoimmune disorders, pulmonary diseases, oncology and infectious diseases.

Hollis-Eden Pharmaceuticals, HE2000, HE2100, HE2200, HE2300, HE2400, IMMUNITIN, NEUMUNE, PHOSPHONOL, REVERSIONEX
and the Hollis-Eden Pharmaceuticals stylized logo are trademarks of Hollis-Eden Pharmaceuticals, Inc. This prospectus also includes trademarks
owned by other parties. All other trademarks mentioned are the property of their respective owners.

Our principal executive offices are located at 4435 Eastgate Mall, Suite 400, San Diego, CA 92121, and our telephone number is
(858) 587-9333. We are incorporated in Delaware.

1
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RISK FACTORS

An investment in our securities involves a high degree of risk. Prior to making a decision about investing in our securities, you should carefully
consider the risks described in the section entitled �Risk Factors� in our most recent annual report on Form 10-K, which has been filed with the
SEC and is incorporated herein by reference along with any amendments or updates thereto reflected in subsequent filings with the SEC. You
should also read carefully all of the other information contained in this prospectus, any applicable prospectus supplement, or incorporated by
reference in this prospectus. The risks and uncertainties described in our filings with the SEC or in the applicable prospectus supplement and are
not the only ones facing us. Additional risks and uncertainties not presently known to us, or that we currently see as immaterial, may also harm
our business. If any of the risks or uncertainties described in our filings with the SEC or in the applicable prospectus supplement or any such
additional risks and uncertainties actually occur, our business, results of operations and financial condition could be materially and adversely
affected. In that case, the trading price of our securities could decline, and you might lose all or part of your investment.

2
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FORWARD-LOOKING INFORMATION

This prospectus, including the documents that we incorporate by reference, contains forward-looking statements within the meaning of
Section 27A of the Securities Act and Section 21E of the Securities Exchange Act of 1934, as amended. Any statements about our expectations,
beliefs, plans, objectives, assumptions or future events or performance are not historical facts and may be forward-looking. These statements are
often, but not always, made through the use of words or phrases such as �anticipate,� �estimate,� �plans,� �projects,� �continuing,� �ongoing,� �expects,�
�management believes,� �we believe,� �we intend� and similar words or phrases. Accordingly, these statements involve estimates, assumptions and
uncertainties that could cause actual results to differ materially from those expressed in them. Any forward-looking statements are qualified in
their entirety by reference to the factors discussed throughout this prospectus.

You should be aware that our actual results could differ materially from those contained in the forward-looking statements due to a number of
factors, including:

� failure to achieve positive results in clinical trials involving our drug candidates;

� failure to obtain government regulatory approvals for our drug candidates;

� competitive factors;

� our ability to raise additional capital;

� uncertainty regarding our patents and patent rights;

� relationships with our consultants, academic collaborators and other third-party service providers; and

� our ability to enter into future collaborative agreements.
Because the risk factors referred to above, as well as the risk factors beginning on page 2 of this prospectus, could cause actual results or
outcomes to differ materially from those expressed in any forward-looking statements made by us or on our behalf, you should not place undue
reliance on any forward-looking statements. Further, any forward-looking statement speaks only as of the date on which it is made, and we
undertake no obligation to publicly release any revision to the forward-looking statements or reflect events or circumstances after the date of this
prospectus. Moreover, new factors that may impact those forward-looking statements may emerge from time to time, and it is not possible for us
to predict which factors will arise. In addition, we cannot assess the impact of any single factor on our business or the extent to which any factor,
or combination of factors, may cause actual results to differ materially from those contained in any forward-looking statements.

3
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USE OF PROCEEDS

Except as described in any prospectus supplement, we currently intend to use the net proceeds from the sale of the securities offered hereby for
research and development and general corporate purposes. We may also use a portion of the net proceeds to acquire or invest in businesses,
products and technologies that are complementary to our own, although we currently are not planning or negotiating any such transactions.
Pending these uses, the net proceeds will be deposited primarily in a money market mutual fund with a large financial institution.

4
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THE SECURITIES WE MAY OFFER

We may offer shares of our common stock and warrants to purchase shares of our common stock in one or more offerings from time to time
under this prospectus up to a total aggregate dollar amount of $75,000,000 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 securities, we will
provide a prospectus supplement that will describe the specific amounts, prices and other important terms of the securities, including, to the
extent applicable:

� aggregate principal amount or aggregate offering price;

� voting or other rights, if any;

� exercise prices, if any; and

� important federal income tax considerations.
A prospectus supplement or post-effective amendment also may add, update or change information contained in this prospectus or in documents
we have incorporated by reference.

THIS PROSPECTUS MAY NOT BE USED TO CONSUMMATE A SALE OF SECURITIES UNLESS IT IS ACCOMPANIED BY A
PROSPECTUS SUPPLEMENT.

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

� the names of those agents or underwriters;

� applicable fees, discounts and commissions to be paid to them; and

� the net proceeds to us.
Common Stock. We may issue shares of our common stock from time to time. You should read the description of our common stock included
under �DESCRIPTION OF CAPITAL STOCK.�

Warrants. We may issue warrants to purchase shares of our common stock from time to time. Our board of directors shall determine the terms
of the warrants, including exercise prices, exercise periods, redemption or call rights, and the effect on the warrants of a merger, consolidation,
sale for other disposition of our business.

5
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DESCRIPTION OF CAPITAL STOCK

Our authorized capital stock consists of 50 million shares of common stock, $0.01 par value, and 10 million shares of preferred stock, $0.01 par
value.

Common Stock

As of June 12, 2006, there were 24,886,916 shares of our common stock outstanding. The holders of our common stock are entitled to one vote
per share on all matters submitted to a vote of our stockholders and do not have cumulative voting rights. Accordingly, holders of a majority of
the shares of our common stock entitled to vote in any election of directors may elect all of the directors standing for election. Subject to
preferences that may be applicable to any preferred stock outstanding at the time, the holders of outstanding shares of our common stock are
entitled to receive ratably any dividends out of assets legally available therefor as our board of directors may from time to time determine. In the
event of our liquidation, dissolution or winding up, holders of our common stock are entitled to share ratably in all assets remaining after
payment of liabilities and the liquidation preference of any then outstanding shares of preferred stock. Holders of our common stock have no
preemptive or conversion rights or other subscription rights. There are no redemption or sinking fund provisions applicable to the common
stock. All outstanding shares of our common stock are fully paid and nonassessable.

Preferred Stock

Our certificate of incorporation authorizes 10,000,000 shares of preferred stock; 4,000 shares have been designated 5% series A convertible
preferred stock and 300,000 shares as series B junior participating preferred stock. There are currently no shares of preferred stock outstanding.
Under our certificate, our board has the authority, without further action by stockholders, to issue up to 9,696,000 additional shares of preferred
stock in one or more series and to fix or alter the rights, preferences, privileges, qualifications and restrictions granted to or imposed upon any
wholly unissued series of preferred stock, and to establish from time to time the number of shares constituting any such series or any of them;
and to increase or decrease the number of shares of any series subsequent to the issuance of shares of that series, but not below the number of
shares of such series then outstanding. The issuance of preferred stock could adversely affect the voting power of holders of our common stock
and reduce the likelihood that such holders will receive dividend payments and payment upon liquidation. Such issuance could have the effect of
decreasing the market price of our common stock. The issuance of preferred stock could also have the effect of delaying, deterring or preventing
a change in control. We have no present plans to issue any shares of preferred stock.

Warrants

As of June 12, 2006, there were outstanding warrants to purchase an aggregate of 1,783,738 shares of our common stock at a weighted average
exercise price of $9.26 per share.

Anti-Takeover Provisions

Delaware Law. We are governed by the provisions of Section 203 of the Delaware General Corporation Law. In general, Section 203 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 the business combination is approved in a prescribed manner. A
�business combination� includes a merger, asset sale or other transactions resulting in a financial benefit to the stockholder. An �interested
stockholder� is a person who, together with affiliates and associates, owns or, within three years, did own, 15% or more of the corporation�s voting
stock. The statute could have the effect of delaying, deferring or preventing a change in our control.

Certificate of Incorporation and Bylaw Provisions. Our certificate of incorporation and bylaws provide that the board of directors will be
divided into three classes of directors, with each class serving a staggered three-year term. The classification system of electing directors may
tend to discourage a third party from making a

6
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tender offer or otherwise attempting to obtain control of us and may maintain the composition of the board of directors, as the classification of
the board of directors generally increases the difficulty of replacing a majority of directors. Our certificate provides that any action required or
permitted to be taken by our stockholders must be effected at a duly called annual or special meeting of stockholders and may not be effected by
any consent in writing. In addition, our bylaws provide that special meetings of our stockholders may be called only by the Chairman of the
board of directors, 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. Our certificate also specifies that the authorized number of directors may be changed only by resolution of the board of
directors and does not include a provision for cumulative voting for directors. Under cumulative voting, a minority stockholder holding a
sufficient percentage of a class of shares may be able to ensure the election of one or more directors. These and other provisions contained in our
amended certificate and bylaws could delay or discourage certain types of transactions involving an actual or potential change in control of us or
our management, including transactions in which stockholders might otherwise receive a premium for their shares over then current prices. Such
provisions could also limit the ability of stockholders to remove current management or approve transactions that stockholders may deem to be
in their best interests and could adversely affect the price of our common stock.

Stockholders Rights Plan. We have 300,000 shares of series B junior participating preferred stock authorized and reserved for issuance in
connection with our stockholder rights plan set forth in our Rights Agreement dated November 15, 1999 with American Stock Transfer and
Trust Company, as rights agent. Each outstanding share of common stock has one preferred stock purchase right. The rights expire on
November 14, 2009 unless exchanged or redeemed prior to that date. Our board may extend the expiration date.

If any person or group, except Richard Hollis, acquires 15% or more of our common stock, the rights holders will be entitled to receive upon
exercise, the number of shares of common stock that, at that time, have a market value equal to twice the purchase price of the right. The shares
of preferred stock acquired upon exercise of a purchase right are not redeemable and are entitled to preferential quarterly dividends. They are
also entitled to preferential rights in the event of liquidation. Finally, if any business combination occurs in which our common shares are
exchanged for shares of another company, each preferred share will be entitled to receive 100 times the amount received per common share of
our company.

If we are acquired in a business combination, the purchase rights holders will be entitled to acquire, for the purchase price, the number of shares
of common stock of the acquiring corporation that, at the time, have a market value equal to twice the purchase price of the right. Our board has
the right to redeem the purchase rights in certain circumstances for $.01 per share, subject to adjustment.

The rights plan is designed to protect our stockholders in the event of unsolicited offers to acquire us and other coercive takeover tactics, which,
in the board�s opinion, would impair its ability to represent our stockholders� interests. The rights plan may make an unsolicited takeover more
difficult or less likely to occur or may prevent a takeover, even though the takeover may offer our stockholders the opportunity to sell their stock
at a price above the prevailing market rate and may be favored by a majority of our stockholders.

Transfer Agent and Registrar

The transfer agent and registrar for our common stock is American Stock Transfer and Trust. Its address is 59 Maiden Lane, Plaza Level, New
York, New York 10038, and its telephone number is (718) 921-8124.
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DESCRIPTION OF WARRANTS

The following description, together with the additional information we may include in any applicable prospectus supplements, summarizes the
material terms and provisions of the warrants that we may offer under this prospectus and the related warrant agreements and warrant
certificates. While the terms summarized below will apply generally to any warrants that we may offer, we will describe the particular terms of
any series of warrants in more detail in the applicable prospectus supplement. If we so indicate in a prospectus supplement or post-effective
amendment, the terms of any warrants offered under that prospectus supplement may differ from the terms described below. Specific warrant
agreements will contain additional important terms and provisions and will be incorporated by reference as an exhibit to the registration
statement which includes this prospectus or as an exhibit to a current report on Form 8-K.

General

We will describe in the applicable prospectus supplement the terms of the series of warrants, including:

� the aggregate number of warrants offered;

� the number of shares of common stock purchasable upon the exercise of one warrant and the price at which these shares may be
purchased upon such exercise;

� the effect of any merger, consolidation, sale or other disposition of our business on the warrant agreement and the warrants;

� the terms of any rights to redeem or call the warrants;

� any provisions for changes to or adjustments in the exercise price or number of securities issuable upon exercise of the warrants;

� the dates on which the right to exercise the warrants will commence and expire;

� the manner in which the warrant agreement and warrants may be modified;

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

� any other specific terms, preferences, rights or limitations of or restrictions on the warrants.
Before exercising their warrants, holders of warrants will not have any of the rights of holders of our common stock, including the right to
receive dividends, if any, or payments upon our liquidation, dissolution or winding up or to exercise voting rights, if any.

Exercise of Warrants

Each warrant will entitle the holder to purchase the number of shares of common stock that we specify in the applicable prospectus supplement
at the exercise price that we describe in the applicable prospectus supplement. Unless we otherwise specify in the applicable prospectus
supplement, holders of the warrants may exercise the warrants at any time up to 5:00 P.M. Pacific time on the expiration date that we set forth in
the applicable prospectus supplement. After the close of business on the expiration date, unexercised warrants will become void.
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Holders of the warrants may exercise the warrants by delivering the warrant certificate representing the warrants to be exercised together with
specified information, and paying the required amount to the warrant agent in immediately available funds, as provided in the applicable
prospectus supplement. We will set forth on the reverse side of the warrant certificate and in the applicable prospectus supplement the
information that the holder of the warrant will be required to deliver to the warrant agent.

Upon receipt of the required payment and the warrant certificate properly completed and duly executed, we will issue and deliver the securities
purchasable upon such exercise. If fewer than all of the warrants represented by the warrant certificate are exercised, then we will issue a new
warrant certificate for the remaining amount of warrants. If we so indicate in the applicable prospectus supplement, holders of the warrants may
surrender securities as all or part of the exercise price for warrants.

8
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PLAN OF DISTRIBUTION

We may sell the securities being offered hereby through underwriters or dealers, through agents, or directly to one or more purchasers from time
to time. The prospectus supplement will describe the terms of the offering of the securities, including:

� the name or names of any underwriters, if any;

� the purchase price of the securities and the proceeds we will receive from the sale;

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

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

� any initial public offering price;

� any discounts or concessions allowed or reallowed or paid to dealers; and

� any securities exchange or market on which the securities may be listed.
In addition, if we engage in an �at the market� offering, we will file a post-effective amendment to the registration statement of which this
prospectus is a part, naming the underwriter or underwriters. Only underwriters named in a prospectus supplement or post-effective amendment
are underwriters of the securities offered thereby.

If underwriters are used in the sale, they will acquire the securities for their own account and may resell them from time to time in one or more
transactions at a fixed public offering price or at varying prices determined at the time of sale. The obligations of the underwriters to purchase
the securities will be subject to the conditions set forth in the applicable underwriting agreement. We may offer the securities to the public
through underwriting syndicates represented by managing underwriters or by underwriters without a syndicate. Subject to certain conditions, the
underwriters will be obligated to purchase all the securities of the series offered by a prospectus supplement or post-effective amendment. Any
public offering price and any discounts or concessions allowed or reallowed or paid to dealers may change from time to time. We may use
underwriters with whom we have a material relationship. We will describe in a prospectus supplement or post-effective amendment, naming the
underwriter, the nature of any such relationship.

We may sell securities directly or through agents we designate from time to time. We will name any agent involved in the offering and sale of
securities and we will describe any commissions we will pay the agent in a prospectus supplement or post-effective amendment.

Unless a prospectus supplement or post-effective amendment states otherwise, our agent will act on a best-efforts basis for the period of its
appointment.

We may authorize agents or underwriters to solicit offers by certain types of institutional investors to purchase securities from us at the public
offering price set forth in a prospectus supplement or post-effective amendment pursuant to delayed delivery contracts providing for payment
and delivery on a specified date in the future. We will describe the conditions to these contracts and the commissions we must pay for
solicitation of these contracts in a prospectus supplement or post-effective amendment.

We may provide agents and underwriters with indemnification against certain civil liabilities, including liabilities under the Securities Act, or
contribution with respect to payments that the agents or underwriters may make with respect to such liabilities. Agents and underwriters may
engage in transactions with, or perform services for, us in the ordinary course of business.
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The warrants to purchase common stock that we may 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.
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Any underwriter may engage in overallotment, stabilizing transactions, short covering transactions and penalty bids in accordance with
Regulation M under the Securities Exchange Act of 1934, as amended. Overallotment involves sales in excess of the offering size, which create
a short position. Stabilizing transactions permit bids to purchase the underlying security 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 National Market may engage in passive market making transactions in the
securities on The Nasdaq National 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 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 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.

In compliance with guidelines of the National Association of Securities Dealers, or NASD, the maximum consideration or discount to be
received by any NASD member or independent broker dealer may not exceed 8% of the aggregate amount of the securities offered pursuant to
this prospectus and any applicable prospectus supplement.

10
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LEGAL MATTERS

The validity of the securities being offered hereby will be passed upon by Cooley Godward LLP, San Diego, California.

EXPERTS

The financial statements and management�s report on the effectiveness of internal control over financial reporting incorporated by reference in
this prospectus have been audited by BDO Seidman, LLP, an independent registered public accounting firm, to the extent and for the periods set
forth in their reports incorporated herein by reference, and are incorporated herein in reliance upon such reports given upon the authority of said
firm as experts in auditing and accounting.

WHERE YOU CAN FIND MORE INFORMATION

We are a reporting company and file annual, quarterly and current reports, proxy statements and other information with the SEC. We have filed
with the SEC a registration statement on Form S-3 under the Securities Act with respect to the shares of common stock and warrants to purchase
common stock we are offering under this prospectus. This prospectus does not contain all of the information set forth in the registration
statement and the exhibits to the registration statement. For further information with respect to us and the securities we are offering under this
prospectus, we refer you to the registration statement and the exhibits and schedules filed as a part of the registration statement. You may read
and copy this registration statement, as well as our reports, proxy statements and other information at the SEC�s public reference rooms in
Washington, D.C., New York, NY and Chicago, IL. You can request copies of these documents by writing to the SEC and paying a fee for the
copying cost. Please call the SEC at 1-800-SEC-0330 for more information about the operation of the public reference rooms. Our SEC filings
are also available at the SEC�s Web site at http://www.sec.gov. In addition, you can read and copy our SEC filings at the office of the National
Association of Securities Dealers, Inc. at 1735 K Street, N.W., Washington, D.C. 20006.

INCORPORATION BY REFERENCE

We are subject to the informational requirements of the Securities Exchange Act of 1934, as amended (the �Exchange Act�), and file annual,
quarterly and special reports, proxy statements and other information with the SEC. You may read and copy any reports, proxy statements and
other information we file at the SEC�s public reference room at 100 F Street, N.E., Washington, D.C. 20549. Please call the SEC at
1-800-SEC-0330 for further information on the public reference room. You may also access filed documents at the SEC�s web site at
www.sec.gov.

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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We are incorporating by reference some information about us that we file with the SEC. We are disclosing important information to you by
referencing those filed documents. Any information that we reference this way is considered part of this prospectus. The information in this
prospectus supersedes information incorporated by reference that we have filed with the SEC prior to the date of this prospectus, while
information that we file with the SEC after the date of this prospectus that is incorporated by reference will automatically update and supersede
the information in this prospectus.

We incorporate by reference the documents listed below, except as modified by this registration statement, and any future documents we file
with the SEC under Section 13 (a), 13(c), 14 or 15 (d) of the Exchange Act, after the date of this prospectus and before the termination of this
offering:

� Annual Report on Form 10-K for the year ended December 31, 2005;

� Quarterly Report on Form 10-Q for the quarter ended March 31, 2006;

� Notice of Annual Meeting and Proxy Statement for the 2006 Annual Meeting of Stockholders to be held on June 9, 2006; and

� Current Reports on Form 8-K filed January 31, 2006, February 1, 2006 and February 2, 2006.
You may request a copy of these filings at no cost, by writing or telephoning us at the following address or telephone number:

Hollis-Eden Pharmaceuticals, Inc.

4435 Eastgate Mall, Suite 400

San Diego, CA 92121

Attn: Chief Accounting Officer

(858) 587-9333

Information contained on our website is not part of this prospectus. You should rely only on the information contained or incorporated by
reference in this prospectus and any prospectus supplement or post-effective amendment. We have not authorized anyone to provide you with
information different from that contained in this prospectus or any prospectus supplement or post-effective amendment. The information
contained in this prospectus and any prospectus supplement or post-effective amendment is accurate only as of the date of this prospectus and
any prospectus supplement or post-effective amendment and, with respect to material incorporated by reference herein or in any prospectus
supplement or post-effective amendment, the dates of such referenced material.
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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 the
registrant in connection with the offering of the securities being registered. All amounts shown are estimates, except the registration fee.

SEC Registration Fee $ 8,025
Legal fees and expenses 3,000*
Accounting fees and expenses 5,000*
Printing and miscellaneous 1,100*
Total $ 17,125*

* Estimated.

Item 15. Indemnification of Officers and Directors.
Under Section 145 of the Delaware General Corporation Law, the registrant has broad powers to indemnify its directors and officers against
liabilities they may incur in such capacities, including liabilities under the Securities Act of 1933, as amended (the �Securities Act�).

The registrant�s bylaws provide that the registrant shall indemnify its directors and executive officers and may indemnify its other officers,
employees and other agents to the fullest extent permitted by Delaware law. The registrant is also empowered under its bylaws to enter into
indemnification contracts with its directors and officers and to purchase insurance on behalf of any person whom it is required or permitted to
indemnify. In addition, the registrant is required, subject to certain exceptions, to advance all expenses incurred by any director or executive
officer in connection with a completed, pending or threatened action, suit or proceeding upon receipt of an undertaking by such director or
executive officer to repay all amounts advanced by the registrant on such person�s behalf if it is ultimately determined that such person is not
entitled to be indemnified under the bylaws or otherwise.

The registrant�s Certificate of Incorporation provides that to the fullest extent permitted under Delaware law, the registrant�s directors will not be
personally liable to the registrant and its stockholders for monetary damages for any breach of a director�s fiduciary duty. The Certificate of
Incorporation does not, however, eliminate the duty of care, and in appropriate circumstances, equitable remedies such as an injunction or other
forms of non-monetary relief would remain available under Delaware law. Each director is subject to liability for breach of the director�s duty of
loyalty to the registrant, for acts or omissions not in good faith or involving intentional misconduct or knowing violations of law, for any
transaction from which the director derived an improper personal benefit and for improper distributions to stockholders and loans to directors
and officers. This provision does not affect a director�s responsibilities under any other laws, such as the federal securities laws or state or federal
environmental laws.

The registrant maintains directors� and officers� liability insurance.

The underwriting agreement that we might enter into (Exhibit 1.1) will provide for indemnification by any of our underwriters, our directors, our
officers who sign the registration statement and our controlling persons for some liabilities, including liabilities arising under the Securities Act.
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Item 16. Exhibits.
(a) Exhibits.

Exhibit
No. Description
  1.1 Form of Underwriting Agreement. (1)

  3.1 Certificate of Incorporation of the Registrant (incorporated by reference to Exhibit 4.1 to Registrant�s Registration Statement on
Form S-4 (No. 333-18725), as amended (the �Form S-4�)).

  3.2 Bylaws of Registrant (incorporated by reference to Exhibit 4.2 to the Form S-4).

  3.3 Certificate of Amendment to Certificate of Incorporation (incorporated by reference to Exhibit 3.4 to Registrant�s Quarterly
Report on Form 10-Q for the quarter ended June 30, 2001).

  4.1 Rights Agreement dated as of November 15, 1999 among Registrant and American Stock Transfer and Trust Company
(incorporated by reference to Exhibit 99.2 to Registrant�s Current Report on Form 8-K dated November 15, 1999).

  4.2 Form of Common Stock Warrant Agreement and Warrant Certificate. (1)

  5.1 Opinion of Cooley Godward LLP.

23.1 Consent of BDO Seidman, LLP.

23.2 Consent of Cooley Godward LLP. Reference is made to Exhibit 5.1.

24.1 Power of Attorney. Reference is made to page II-5.

(1) To be filed by amendment or as an exhibit to a current report of the registrant on Form 8-K and incorporated herein by reference.

Item 17. Undertakings.
The undersigned registrant hereby undertakes:

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

(i) to include any prospectus required by Section 10(a)(3) of the Securities Act;

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

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

provided, however, that paragraphs (1)(i), (1)(ii) and (1)(iii) 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

Edgar Filing: HOLLIS EDEN PHARMACEUTICALS INC /DE/ - Form S-3

Table of Contents 21



II-2

Edgar Filing: HOLLIS EDEN PHARMACEUTICALS INC /DE/ - Form S-3

Table of Contents 22



Table of Contents

pursuant to section 13 or section 15(d) of the Exchange Act 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, each post-effective amendment shall be deemed to be a
new registration statement relating to the securities it offers, and the offering of the securities at that time shall be deemed to be the
initial bona fide offering thereof.

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

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

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

(ii) Each prospectus required to be filed pursuant to Rule 424(b)(2), (b)(5), or (b)(7) as part of a registration statement in reliance
on Rule 430B relating to an offering made pursuant to Rule 415(a)(1)(i), (vii), or (x) for the purpose of providing the
information required by section 10(a) of the Securities Act 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 to any purchaser in the initial distribution of
the securities, the undersigned registrant undertakes that in a primary offering of securities of the undersigned registrant pursuant to
this registration statement, regardless of the underwriting method used to sell the securities to the purchaser, if the securities are
offered or sold to such purchaser by means of any of the following communications, the undersigned registrant will be a seller to the
purchaser and will be considered to offer or sell such securities to such purchaser:

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

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

(iii) The portion of any other free writing prospectus relating to the offering containing material information about the
undersigned registrant or its securities provided by or on behalf of the undersigned registrant; and
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(iv) Any other communication that is an offer in the offering made by the undersigned registrant to the purchaser.
The undersigned registrant hereby undertakes that, for purposes of determining any liability under the Securities Act, each filing of the
registrant�s annual report pursuant to Section 13(a) or 15(d) of the Exchange Act (and, where applicable, each filing of an employee benefit plan�s
annual report pursuant to Section 15(d) of
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the Exchange Act) 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.

Insofar as indemnification for liabilities arising under the Securities Act 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 this form of
indemnification is against public policy as expressed in the Securities Act and is, therefore, unenforceable. In the event that a claim for
indemnification against these 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 a 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 this issue.
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SIGNATURES

Pursuant to the requirements of the Securities Act of 1933, the Registrant certifies that it has reasonable grounds to believe that it meets all of the
requirements for filing on Form S-3 and has duly caused this registration statement to be signed on its behalf by the undersigned, thereunto duly
authorized, in the City of San Diego, County of San Diego, State of California, on the 16th day of June, 2006.

By: /s/    RICHARD B. HOLLIS        

Richard B. Hollis
Chairman of the Board, President and

Chief Executive Officer
POWER OF ATTORNEY

KNOW ALL MEN BY THESE PRESENTS, that each person whose signature appears below constitutes and appoints Richard B. Hollis, Daniel
D. Burgess and Robert W. Weber, and each of them, his true and lawful attorney-in-fact and agent, with full power of substitution and
resubstitution, for him and in his name, place and stead, in any and all capacities, to sign any and all amendments (including pre-effective and
post-effective amendments and registration statements filed pursuant to Rule 462) to this registration statement, and to file the same, with all
exhibits thereto, and other documents in connection therewith, 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 might or could do in person, hereby ratifying and confirming all that
said attorney-in-fact and agent, or any of them, or his substitutes or substitute, may lawfully do or cause to be done by virtue hereof.

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

Signature Title Date

/s/    RICHARD B. HOLLIS        

Richard B. Hollis

Chairman of the Board, President,

Chief Executive Officer and Director

(Principal Executive Officer)

June 16, 2006

/s/    DANIEL D. BURGESS        

Daniel D. Burgess

Chief Operating Officer/

Chief Financial Officer

(Principal Financial Officer)

June 16, 2006

/s/    ROBERT W. WEBER        

Robert W. Weber

Vice President-Controller/

Chief Accounting Officer

(Principal Accounting Officer)

June 16, 2006

/s/    J. PAUL BAGLEY III        

J. Paul Bagley III

Director June 16, 2006

/s/    JEROME M. HAUER        Director June 16, 2006
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/s/    BRENDAN R. MCDONNELL        

Brendan R. McDonnell

Director June 16, 2006
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Signature Title Date

/s/    THOMAS CHARLES MERIGAN, JR.        

Thomas Charles Merigan, Jr.

Director June 16, 2006

/s/    MARC R. SARNI        

Marc R. Sarni

Director June 16, 2006

/s/    SALVATORE J. ZIZZA        

Salvatore J. Zizza

Director June 16, 2006
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EXHIBIT INDEX

Exhibit
Number Description of Document

  1.1 Form of Underwriting Agreement. (1)

  3.1 Certificate of Incorporation of the Registrant (incorporated by reference to Exhibit 4.1 to Registrant�s Registration Statement
on Form S-4 (No. 333-18725), as amended (the �Form S-4�)).

  3.2 Bylaws of Registrant (incorporated by reference to Exhibit 4.2 to the Form S-4).

  3.3 Certificate of Amendment to Certificate of Incorporation (incorporated by reference to Exhibit 3.4 to Registrant�s Quarterly
Report on Form 10-Q for the quarter ended June 30, 2001).

  4.1 Rights Agreement dated as of November 15, 1999 among Registrant and American Stock Transfer and Trust Company
(incorporated by reference to Exhibit 99.2 to Registrant�s Current Report on Form 8-K dated November 15, 1999).

  4.2 Form of Common Stock Warrant Agreement and Warrant Certificate. (1)

  5.1 Opinion of Cooley Godward LLP.

23.1 Consent of BDO Seidman, LLP.

23.2 Consent of Cooley Godward LLP. Reference is made to Exhibit 5.1.

24.1 Power of Attorney. Reference is made to page II-5.

(1) To be filed by amendment or as an exhibit to a current report of the registrant on Form 8- K and incorporated herein by reference.
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