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Rexahn Pharmaceuticals

> Corporate Profile

Rexahn is a clinical stage biopharmaceutical company dedicated

to the discovery, development, and commercialization of innovative

| .
treatments for cancer, diseases of the central nervous system (CNS),

|
and unmet me;dical needs.
\

\

|
We have a team of dedicated professionals and intend to leverage
our drug-disco:very technologies, scientific expertise, and
development know-how to provide cancer and CNS drugs with

\
greater clinical benefits for patients. Located in Maryland’s [-270
|

technology coirridor, the nation’s third largest biocluster, our location

provides us the opportunity for collaboration with world-class

institutions, such as the National Institutes of Health (NIH), and convenient access to the Food and Drug
Administration (FDA). }
!

Our research and development focus in oncology is on.signal transduction inhibitors that directly target

the communication systems of cancer cells. Disrupting the signals responsible for disease progression

offers a more targeted and less toxic therapeutic approach for cancer treatment.

\

I
In the area of neuroscience, our research and development is focused on disorders of the central

nervous system. Our lead neuroscience drug candfdate has demonstrated significant activity against

anxiety and depression. Preclinical research is also fexpanding the potential indications of this compound
series to include treatment of male sexual dysfunctibns.

> Corporate Milestones ]
!

Founded, March 2001

Rexahn Pharmaceuticals began as a biopharmaceutical company focusing on oncology drugs.

First IND approval by the FDA, May 2004

The first IND was granted for RX-0201, a drug that inhibits Akt by reducing its MRNA and protein.
|

|
i

Received orphan drug designation for RX-0201 by tt:1e FDA, February 2005

Orphan designation for RX-0201 was accepted to tr:eat five cancer indications.
|

- . i .
Initiated research and development in central nervous system disorders, March 2005

Our lead CNS candidate, RX-10100, is highly active ;in animal models for treatment of anxiety-depression.
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Traded on the OTCBB, May 2005
Following a merger with a public company, Rexahn is now traded under the symbol RXHN.OB.

> Pipeline Overview

Oncology

According to the American Cancer Society's Cancer
Facts & Figures 2006, cancer is the second leading
cause of death among Americans and is responsible
for one of every four deaths in the United States. In
2006, more than 560,000 Americans are expected to
die of cancer and close to 1.4 milion new cases are
expected to be diagnosed, not including non-

invasive cancers or non-melanoma skin cancer.

Annually, cancer patients spend $17 billion in the US

and $31 billion worldwide on anti-cancer medications.

Oncology Drug Candidates

Rexahn's therapeutic focus in oncology drug development is on signal inhibitors. Our product
candidates have shown an ability to inhibit the proliferation of cancer cells, to induce programmed cell

death and/or to reverse radiation resistance.

RX-0201: Akt inhibitor. RX-0201, an ASO-based inhibitor of Akt-1, will soon conclude Phase | clinical trials at
Georgetown University and the University of Alabama. To date, studies have demonstrated that, at
nanomolar concentrations, RX-0201 significantly inhibits both proliferation of various cancer cells and

growth of tumors in animal models. RX-0201 is expected to enter Phase Il clinical trials in 2006.

RX-5902: Cell cycle inhibitor. Molecular analysis of human cancer cells has shown that cell cycle
regulating molecules are frequently mutated in human cancer, suggesting the importance of cell cycle
control in the treatment of tumors. RX-5902, a piperazine analogue, is a G2/M-specific cell cycle inhibitor.
It also strongly induces apoptosis and inhibits proliferation of many human cancer cells at nano-molar
ranges. RX-5902 is a candidate for oral administration based on its excellent oral bicavailability in animal
pharmacokinetics studies. RX-5902 will soon begin GLP toxicology tests in animals and is expected to

begin Phase | clinical trials in late 2006 or early 2007.

RX-0047: HIF Transcription Factor Inhibitor. Tumors cannot grow without blood vessels that supply cancer

cells with oxygen and nutrients. HIF-1 transcription factor is a key regulating mechanism of new blood

T A DG BT

ERNCWETE - ST

T

T

T




)

Rexahn Pharmaceuticals

|
|
i
i
|

vessel formation, a process known as angiogenesis, HIF is over expressed in a broad range of human
cancers, such as brain, breast, cervix, colon, kidney, liver, lung, ovarian, pancreatic, prostate, skin, and
stomach cancers. HIF-1 over-expression is associated with disease progression, metastasis, and/or
radiation resistance. As a result, HIF-1 appears to bie an important target in the treatment of cancer.
Preclinical studies have demonstrated that RX-0047\} is @ potent inhibitor of HIF-1, limiting the proliferation
of various cancer cells at nanomolar concentration‘s, reversing radiation resistance, and inhibiting the

growth of tumors and metastasis in animal models.

Neuroscierice

Worldwide, the market for CNS treatments was $62 billion in 2004. Depression and anxiety disorders

accounted for $18 billion, alone. Itis estimated that depressive disorders, such as major depression,

bipolar disorder and dysthymic disorder affect over‘18.8 million Americans and over 121 million people

worldwide. Mearly 60% of patients with depression a

Iso suffer from anxiety. According to the National
Institutes of Mental Health, more than 19 million adullt Americans ages 18 to 54 have anxiety disorders,
including generalized anxiety disorder, panic disordier, social anxiety disorder, obsessive-compulsive

disorder, and post-traurnatic stress disorder.

|
|
|
I
|
|
\
|
|

Neuroscience Drug Candidate |
|
Our neuroscience portfolio of compounds has theraﬁ peutic opportunities for the treatment of anxiety and
depression and potential opportunities for the treatment of male sexual disorders, such as erectile
dysfunction and premature gjaculation. :
|
RX-10100: RX-10100 is the lead compound in our neli‘,lroscience program. RX-10100 has demonstrated
microgram/kilogram potency in animal models of a;nxiety‘ Microdialysis studies in rats demonstrate that
when RX-10100 is administered, dopamine and sero‘tonin levels in the brain increase. In addition, animals

|
treated with RX-10100 show normal activity in open field tests and normat learning and memory in the

Morris water maze, indicating that RX-10100, unlike (\?ther marketed anxiety/depression drugs, may not
induce side effects on motor activity and cognition ‘function, RX-10100 has also shown potential for
treatment of male sexual dysfunction and differs from current drug therapies by working through a brain-
mediated mechanism that produces releases of serotonin and dopamine. RX-10100 is expected to enter

Phase | clinical trials in 2006.




Rexahn Pharmaceuticals

> Letter from the Chairman

Dear Fellow Stockholders:

2005 was an exciting year of progress, opportunity and growth for Rexahn.

| take tremendous pride in what we accomplished last year, as we moved several

steps closer toward fulfilling our mission to develop and market therapeutics that

address unmet medical needs, especially in the areas of cancer and diseases of

the central nervous system.

Most notably, in February 2005, Rexahn received orphan drug designation from the Food and Drug
Administration for RX-0201, one of our leading product candidates. The orphan drug program is
intended to provide patients with faster access to drug therapies for diseases and conditions that affect
fewer than 200,000 people. Companies that receive orphan drug designation are provided an
accelerated review process, tax advantages, and seven years of market exclusivity in the United States.
A core element of our product development strategy is to leverage the advantages of the orphan drug

program.

In addition, we were successful in raising a total of $13.5 million. This funding allowed us to extend the
scope of our research by licensing certain intellectual properties of Revaax Pharmaceuticals, a company
focused on developing drugs for the central nervous system (CNS). Through this license, Rexahn gained
access to the CNS market, which generated $62.4 bilion in 2005 for the pharmaceutical industry

worldwide.

But perhaps the biggest development of the year took place in May 2005 when we completed a merger
transaction with Corporate Roadshow.Com Inc., a publicly held company based in New York, and
became a publicly traded company on the OTC Bulletin Board. As a public company, we hope to bring
in new investors and further strengthen the company’s financial position, allowing us to accelerate our

drug development and explore additional acquisition opportunities.
As a result of our efforts fast year, 2006 is poised to be our most fruitful year to date.
RX-0201, one of our leading oncology candidates, will soon conclude Phase | clinical trials at

Georgetown University and the University of Alabama. RX-0201 is a first-in-class signal inhibitor that

directly blocks the production of Akt, a protein kinase that plays a key role in cancer progression.
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So far, Phase | results have been favorable. RX~02011 is showing a limited side effect profile with fatigue,
not hematological toxicities induced by other major cancer drugs, as the only demonstrated serious

toxicity in patients. RX-0201 is scheduled to enter Ph}ase Ilin the second half of this year.

RX-10100, the Company's leading neuroscience compound, is also on track to enter Phase | clinical trials

for anxiety and depression later this year. Globally, drugs for anxiety and depression yield over $30 billion

each year. Many of the patents on major anxiety and depression drugs have expired or are set to expire

soon. | am very encouraged about the potential lof RX-10100 to fill the resulting void. Unlike currently

/
marketed drugs for anxiety and depression, RX-101QO is a serotonin and dopamine enhancer. Preclinical

studies also indicate that RX-10100 is without many of the side effects associated with major anxiety and

depression drugs, such as motor impairment and sexual dysfunction.
|

In fact, RX-10100 has demonstrated an ability to reéulate certain male sexual dysfunctions. As a result, in

coming months we will announce plans to extend research and development into the area of male
{ .

sexual dysfunction. This was an opportunistic discovery for us and we are moving forward with

development programs for RX-10100 in both sexual (}jysfunction and anxiety and depression.

|
|

Finally, far from our beginnings in discovery research five years ago, Rexahn is growing to include the
significant functions needed to progress our pipeliné, such as clinical development, communications and
marketing, strategy, and business development. C?)ver the next year, we will continue to grow our staff
with scientific and business expertise. With an ambi;tious and capable staff, we hope to focus on multiple
drug candidates and move quickly through the clinical trial and drug development process.

2005 was a great year for Rexahn, yet | expect 200‘6 to be even better. We have an ambitious agenda
for the year ahead, but with our talented staff and your continued support, we will undoubtedly excel.

Thank you very much,

Cly F~

Dr. Chang Ahn,
Chairman and CEO




)

{)

UNITED STATES
SECURITIES AND EXCHANGE COMMISSION
Washington, P.C. 20549

FORM 10-KSB

(Mark One)
[X] ANNUAL REPORT UNDER SECTION 13 OR 15(d) OF THE SECURITIES EXCHANGE ACT OF 1934

For the Fiscal Year Ended December 31, 2005
ON

[ ] TRANSITION REPORT UNDER SECTION 13 OR 15kd) OF THE SECURITIES EXCHANGE ACT OF 1934
|

For the Transition Period from to

Commission file number: 000-50590
REXAHN PHARMACEUTICALS, INC.

(Name of small business issuer in its charter)

Delaware | 11-3516358
(State or other jurisdiction of | (IRS Employer
incorporation or organization) Identlﬁcatlon NoJ)

9620 Medical Center Drive e
Rockville, Maryland 20850
{Address of prmcxple executive offices)

(240) 268-5300

(Issuer’s telephone number)
i AN L

Securities registered under Section i2(b) of the Exchange Act: None
Securities registered under Sectijon 12(g) of the Exchange Act:

Common Stock, par value $0.0001 per share
(Title of class)

Check whether the issuer (1) filed all reports required to be filed by Section‘13 or 15(d) of the Exchange Act during the past 12 months (or for such
shorter period that the registrant was required to file such reports), and (2) has been subject to such filing requirements for the past 90 days.
Yes [X] No [ ]

Check if there is no disclosure of delinquent filers in response to Item 405 o‘f Regulation S-B contained in this form, and no disclosure will be
contained, to the best of registrant's knowledge, in definitive proxy or 1nformat10n statements incorporated by reference in Part III of this Form 10-
KSB or any amendment to this Form 10-KSB. [X] f

Indicate by check mark whether the registrant is a shell company (as defmed in Rule 12b-2 of the Exchange Act). Yes [ ] No [X]

|

State issuer's revenues for its most recent fiscal year: $265,610

As of March 27, 2006, the aggregate market value of the voting common eq‘uity held by non-affiliates of the issuer was approximately $8,038,371
based on the closing trade reported on the Over-the-Counter Bulletin Board!
\
As of March 27, 2006, the number of shares of the issuer's common stock outstanding was: 46,415,632
|
Documents incorporated by reference: None ‘

|
Traditional Small Business Disclosure Format (Check one): Yes [ ] N? [X]

NY3 - 405381.15

|
|
[
J
|




Cautionary Statement Regarding Forward-Looking Statements. This Annual Report on Form 10-
KSB contains statements (including certain projections and business trends) accompanied by such phrases

"won non "o non

as "believe", "estimate", "expect"”, "anticipate", "will", "intend" and other similar expressions, that are
"forward-looking statements" as defined in the Private Securities Litigation Reform Act of 1995. Actual
results may differ materially from those projected as a result of certain risks and uncertainties, including
but not limited to the following:

e our lack of profitability and the need for additional capital to operate our business;

e our ability to obtain the necessary U.S. and worldwide regulatory approvals for our drug candidates;
e successful and timely completion of clinical trials for our drug candidates;

e demand for and market acceptance of our drug candidates;

e the availability of qualified third-party researchers and manufacturers for our drug development
programs;

e our ability to develop and obtain protection of our intellectual property; and

e other risks and uncertainties, including those set forth herein under the caption "Risk Factors" and
those detailed from time to time in our filings with the Securities and Exchange Commission.

These forward-looking statements are made only as of the date hereof, and we undertake no obligation to
update or revise the forward-looking statements, whether as a result of new information, future events or
otherwise. The safe harbors for forward-looking statements provided by the Private Securities Litigation
Reform Act are unavailable to issuers of "penny stock". Our shares may be considered a penny stock and, as

a result, the safe harbors may not be available to us.
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PART I

Item 1. Description of Business

Any references to "we", "us", "our," the "Company" or "Rexahn" shall mean Rexahn
Pharmaceuticals, Inc.

We are a clinical stage biopharmaceutical company focused on the development of therapies for
the treatment of cancer and diseases of the central nervous system, or CNS. We have one drug candidate
that is expected to enter a Phase II clinical trial later this year, two drug candidates entering into Phase I
trials and three other drug candidates in pre-clinical development. We intend to leverage our drug-
discovery technologies, scientific expertise and developmental know-how to develop and commercialize
signal inhibitor cancer drugs with greater clinical benefits for patients and new drugs for the treatment of
diseases of the central nervous system. We will continue to identify internally developed compounds as
potential drug candidates, as well as assess compounds developed by others and, if necessary, license the
rights to these compounds in order to develop and commercialize them as drugs. For a description of our
pipeline drug candidates, see "Our Pipeline Drug Candidates" in this Item 1.

Our principal corporate offices are located at 9620 Medical Center Drive, Rockville, Maryland
20850 in Maryland's 1-270 technology corridor. Our telephone number is (240) 268-5300.

Our current therapeutic focus in the anti-cancer area is on therapies that target signal transduction
molecules of cancer cells. Signal transduction is the process of transforming external information from
the cell surface to a specific internal response, such as cell growth or cell death. Signals are conveyed
through tightly regulated communication networks. The signaling pathways are comprised of
functionally diverse molecules, including proteins. Most, if not all, cancer disease states arise from
aberrant cell communication. Recent trends in anti-cancer chemotherapy drug development involve
signal transduction inhibitors that are target-specific. Our signal transduction inhibitors directly attack
these signaling pathways and halt the growth of cancer cells. We believe this approach will lead to the
development of more targeted and less toxic drugs than are currently available to help treat cancer and
that may also have potential applications in other disease areas.

Our focus in the CNS area is on products that act on both serotonin and dopamine, which are
major neurotransmitters controlling anxiety and depression. RX-10100, our lead CNS product is being
positioned as a potential treatment for anxiety and depression. Its active ingredient has been in medical
use for more than two decades and its safety has been well established. In animal studies, it has shown its
efficacy against anxiety and depression in a far lower concentration than is currently being used in
currently prescribed formulations. This background gives RX-10100 a stronger safety record than an
entirely new drug candidate, alleviating some of the burden of clinical trials and future risk of side effects.
While all existing anxiety and depression drugs, mostly selective seretonin reuptake inhibitors (SSRIs),
have been developed to work on serotonin, RX-10100 is believed to modulate both serotonin and
dopamine at the same time. This means that RX-10100 has the potential to be a more efficient treatment
of both anxiety and depression, since many patients suffer from both at the same time. In addition to
anxiety and depression, we are evaluating the benefits of RX-10100 for the treatment of sexual
dysfunction. This potential application of RX-10100 arises from the observation that SSRIs with short
half-lives have been studied for the treatment of male sexual dysfunction. Given that RX-10100 has
demonstrated similar effects on serotonin release as SSRIs and with a short half-life, we believe it has
high potential for efficacy in the treatment of sexual dysfunction.

NY3 - 405381.15



suffer from them. ;

Company Background

Our company resulted from a merger of Corporate Road Show.Com Inc., originally a New York
corporation ("CPRD"), and Rexahn, Corp, a Maryland corporation, immediately after giving effect to a
1-for-100 reverse stock split and the reincorporation of CPRD as a Delaware corporation under the name
"Rexahn Pharmaceuticals, Inc.”" ("Rexahn Pharmaceutlcals "), with Rexahn, Corp surviving as a wholly
owned operating subsidiary of ours (the "Merger"). The Merger was effective as of May 13, 2005. On
September 29, 2005, our wholly owned subsidiary, Rexahn Corp, was merged with and into us and

Rexahn, Corp's separate existence was terminated. ‘,
\

Rexahn, Corp was founded in March 2001 and began as a biopharmaceutical company focusing
on oncology drugs. Dr. Chang Ahn, our Chairman, a former Food and Drug Administration, or FDA,
reviewer, and National Cancer Institute, or NCI, research scientist, helped guide the company's initial
research efforts toward signal inhibitor therapies. Our mission is to discover, develop and market
innovative therapeutics that address unmet medical needs.

|

Industry Background |
|
Overview |
l

| . .
Our research and development focuses on twoitherapeutlc areas that affect the lives of many
people—cancer and diseases of the central nervous system, namely anxiety, depression and sexual
dysfunction. All of these disorders can have a deblhtatmg effect on the quahty of life for patients who

|

According to the American Cancer Society's Cancer Facts & Figures 2006, cancer is the second
leading cause of death among Americans and is responsible for one of every four deaths in the United
States. In 2006, more than 560,000 Americans are expected to die of cancer and close to 1.4 million new
cases are expected to be diagnosed. These estimates db not include non-invasive cancer or more than
1 million cases of non-melanoma skin cancer expected to be diagnosed in 2006.

The National Institute of Mental Health, or NI&\AH, estimates that 26.2 percent of adults, or 57.7
million people, suffer from a diagnosable mental disorder in a given year. The NIMH also reports that
nearly half of those with a mental disorder suffer from two or more disorders. With this large prevalence
and given many people suffer from more than one mental disorder at a given time, the burden of illness is
significant and mental disorders are the leading cause of disability in the United States.

Current Cancer Treatments |
|

Traditional cancer treatments include surgery, radiation therapy, and chemotherapy. Surgery is
widely used to treat cancer, and in many cases cure cancer, provided the cancer has not metastasized.
However, the complications associated with surgery are significant. Even if a cure may be achieved
through surgery, the costs to the patient in terms of hefalth and reduced quality of life often does not
support the surgical option. }

!

Radiation therapy, or radiotherapy, is the treatment of cancer and other diseases with ionizing
radiation and can be highly effective for treating cancers. lonizing radiation deposits energy that injures
or destroys cells in the area being treated by damaging their genetic material, making it impossible for
these cells to continue to grow. Although radiation damages both cancer cells and normal cells, the
normal cells are generally able to repair themselves and function properly. In certain cancer tumor types,
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radiotherapy cure rates are as high as for surgery and can be used when surgery would be unable to
remove the tumor completely or is deemed inappropriate.

Chemotherapy destroys cancer tumor cells by interfering with various stages of the cell division
process. Chemotherapy is used as a primary treatment for leukemia, other blood cancers, and inoperable
or metastatic solid cancer tumors. However, many current chemotherapy drugs have limited efficacy and
debilitating adverse side effects and may result in the development of multi-drug resistance.

Unmet Needs in Cancer Therapies

While surgery remains the best available treatment for long-term survival provided the cancer is
still localized and radiation and chemotherapy offer more limited benefits for those whose disease is more
widespread at the time of diagnosis, nonetheless, a considerable number of unmet needs remain in the
treatment of cancer.

o Long-term control of advanced tumors: For advanced cancer (particularly stage IV disease in
which the cancer has spread through the body), surgery cannot eliminate the tumor and the
patient becomes reliant on chemotherapy or radiation. However, current chemotherapy, in
the majority of cases, fails to eliminate the tumor, tending to, at best, shrink the tumor. These
limitations translate into a need for better, advanced cancer therapies offering a significant
improvement in survival time or long-term chronic disease control.

o Decreased relapse for early-stage patients: Early-stage disease can often be effectively
treated with surgery and radiotherapy. While many early-stage patients will enter remission,
the rate of relapse is high, as small numbers of tumor cells remain despite standard surgical
and radiation therapies. Upon recurrence, the tumor is often more aggressive than the initial
occurrence, and unresponsive to standard first-line therapies. The development of therapies
that can maintain a patient in remission following treatment for the initial tumor, rather than
permitting relapse, is a significant unmet need.

o Less toxic therapies: Current cytotoxic drugs are associated with a high level of toxicity, due
to their nonspecific mechanism of targeting all rapidly dividing cells, rather than cancer
tumor cells in particular. For patients with terminal disease, the maintenance of quality of
life, in addition to extending survival, is of prime importance, and such drug toxicities can
often reduce quality of life more than the tumor itself.

Current CNS Treatments

The anxiety and depression markets are dominated by a few classes of products. Selective
serotonin reuptake inhibitors (SSRIs) and serotonin norepinephrine reuptake inhibitors (SNRIs) are the
two major classes of anti-depressants. SSRIs and benzodiazepines are the most frequently used products
to treat anxiety. While many of these products help to control anxiety and depression for some patients,
they have significant drawbacks that limit patient use, such as being potentially habit-forming, causing
drowsiness, limitations on use with certain pre-existing medical conditions, slow onset of action, causing
sexual dysfunction, insomnia and interacting with certain food or drugs. The marketing exclusivity
period of many currently marketed drugs for the treatment of anxiety and depression are close to ending,
resulting in fierce competition from generic drug makers. While major pharmaceutical companies are
trying to extend the protection of their blockbuster drugs, they also want to develop new classes of drugs
that will give another decade of exclusivity with better efficacy. RX-10100, as a dual action drug, has a
potential to address the new market.
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RX-10100 has also shown potential in the functional therapy for male sexual dysfunction (i.e.,
erectile dysfunction and premature ejaculation). There" are currently only three oral drugs approved on the
market to treat erectile dysfunction. All three products are selective inhibitors of phosphodiesterase type 5
(PDES). These drugs may result in numerous adverse reactions, including cardiovascular effects and
death. RX-10100 is not a PDE inhibitor, but works through a brain mediated mechanism that produces
release of serotonin and dopamine. There are currentl}‘/ no products on the market to treat premature
ejaculation, although a few products are in developmer}t.

f
Unmet Needs in CNS Therapies ;

The current treatments for anxiety and depress‘ion that are offered by the SSRIs have offered
significant improvement over the tricylic antidepressants and monamine oxidase inhibitors, both of which
have serious side effects profiles. Nonetheless, there remain opportunities to improve treatment in
regards to onset and side effects. |

\

e Decreased side-effect profile: Side effects associated with current SSRI anxiolytics and
antidepressants include nausea, sexual dysfunction, insomnia and weight gain. The
occurrence of one or more of these side effects in patients is the primary reason that patients
discontinue use of these treatments. [\

e Early therapeutic onset with immediate results: Onset of therapeutic action within the first
week of use has been one of the key goals? for all drug discovery programs in anxiety and
depression. All current medications require a few weeks for therapeutic onset.

e Broad spectrum of activity: The vast majc&rity of patients who suffer from anxiety also
display symptoms of depression and vice versa. In the past, each disorder was treated with
separate medications. Recent clinical studies have demonstrated the ability of SSRIs to
address both disorders. Newer drugs should be able to address both symptoms of anxiety and
depression without the unwanted side effécts.

\

o Treatment of sexual dvsfunction: There are few options available for treatment of sexual
dysfunction. While current drugs for the treatment of erectile dysfunction improve the
quality of lives of many people, they also exhibit side effects. Also as of March 2006, we
believe that there are no drugs approved for treatment of premature ejaculation, which is
more prevalent and under-reported than er;ectile dysfunction.

Market Opportunity \
| .

We believe that several factors make drug development for cancer and diseases of the central

nervous system attractive to large pharmaceutical companies, including:

s Favorable Environment for Formulary Aécess and Reimbursement. Given the alarming
death rate, the relatively poor performance of existing drugs, and the life threatening nature
of cancer, decisions by medical providers|and health insurance companies are more heavily
focused on outcomes than product cost for cancer drugs compared to drugs from other

therapeutic classes. As a result cancer dn;lgs with proven efficacy are expected to gain rapid
formulary listing and patient reimbursement, and in addition, drugs that have orphan
designations are generally reimbursed by iinsurance companies given that there are few, if
any, alternatives. Since mental disorders Pffect an estimated 57.7 million people in the
United States, the burden of illness is significant for insurance companies as well as for

employers. Given the significant cost of tjreating behavioral health problems, there is a

3|

NY3 - 405381.15




favorable environment for formulary access and reimbursement for effective products that
treat multiple disorders.

e Focus on Specialty Markets. Cancer patients are treated by oncologists, a group of physician
specialists who are early adopters of new therapies. Marketing products to this physician
group can be accomplished with a specialty sales force that requires less investment than a
typical product sales force that markets to primary care physicians and general practitioners.

e Lower Development Expenses/Shorter Development Time. Drugs for life-threatening
diseases such as cancer are often treated by the Food and Drug Administration (FDA) as
candidates for fast track, priority and accelerated reviews. Clinical studies for cancer require
fewer patients than those for non-life threatening diseases. This results in reduced cost and
shorter clinical trials. Our lead CNS product, RX-10100, is also expected to have lower
development expenses as well as shorter development time given the drug has been on the
market for 20 years; thus safety of the product is already established.

Our therapeutic areas focus on large markets with significant unmet needs. Business Insights'
CNS Market Outlook to 2010 valued the anti-depressant market at close to $18 billion in 2004 with an
annual growth rate of 3.4%. The high rate of cancer prevalence and the inadequacy of available
treatments justify continued investment in new therapies. Datamonitor estimates that in 2004, drugs for
the treatment of cancer represented a $40 billion market. In the United States alone, over $25 billion in
cancer therapeutics are sold annually. Sales of cancer drugs are predicted to grow annually reaching 8§55
billion globally in 2009. Datamonitor attributes the sales growth will be driven mainly by innovative
drugs, increasing the market share of innovative cancer therapy from 18% presently to 33% of total
cancer sales by 2009.

Our Strategy

Our goal is to build value through a strong drug pipeline and marketed products; however, to
date, we have no marketed products. To achieve these goals, our strategy has several key components:

Target Signal Transducer Molecules With Multiple Drug Candidates

We plan to expand drug candidate pipeline and introduce several new signal inhibitor drugs into
clinical trials over the next five years. By identifying and characterizing the genes and proteins that
control the signaling pathways and gene expression of cancer cells, we seek to develop DNA/RNA-based
and small-molecule drugs to treat a broad range of diseases caused by abnormal expression or functions
of those genes and proteins. In addition to developing our own signal transduction inhibitors, we will use
our technology platforms to screen and identify compounds developed by other companies, either on their
own or in collaboration with us, which could be effective signal transduction inhibitors for anti-cancer
applications.

Establish Partnerships With Large Pharmaceutical Companies

We will seek to establish partnerships with large pharmaceutical companies in order to reduce
drug development costs and to expand the disease treatment indications of the drug candidates and access
to markets. We plan to market products for which we obtain regulatory approval either directly or
through co-marketing arrangements or other licensing arrangements with large pharmaceutical
companies. To market those drug candidates with disease treatment indications that are larger or
geographically diverse, we expect to enter into licensing, distribution or partnering agreements with
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pharmaceutical companies that have large established sales organizations; however, to date, we have not
entered into such agreements with any large pharmaceutical companies.

|

Clinically Develop Drug Candidates as Orphan Drug.;s to Reduce Time-to-Market

Under the Orphan Drug Act, the FDA may exp‘edlte approval of new drugs that treat diseases
affecting less than 200,000 patients each year. This category of diseases is called an "orphan indication.”
Incentives in the Orphan Drug Act include a faster t1me -to-market of the drug (with FDA approval
possible after Phase 1 trials instead of Phase III trials) and seven years of drug marketing exclusivity for
the sponsor. In addition, the FDA sometimes provides orphan research grants to aid in the costs of
developing an orphan drug. Once the drug candidate has received orphan drug approval, the sponsor may
conduct larger, more extensive clinical trials seeking approval for other, more widespread diseases. We
plan to develop drug candidates initially for orphan category cancers in order to reduce the time-to-market
for these potential products. Our drug candidates mayjalso be effective against non-orphan category
cancers, providing additional market opportunities for off-label use. This would enable us to either
license these drugs for further development by major pharmaceutical companies or conduct the necessary
studies to seek FDA approval for additional disease tréatment indications. In the future, we may develop
drug candidates for other orphan category diseases to take advantage of our expertise with the orphan
drug development process.

|
In-License Unique Technology i

i

We seek to keep abreast of emerging technologies and development stage drugs. We seek to

proactively review opportunities to in-license and advance compounds in oncology and other therapeutic
areas that are strategic and have value creating potential to take advantage of our development know-how.
For example, in February 2005, we licensed the intellejctual property of Revaax Pharmaceuticals LLC
("Revaax") for development as potential drug candidates for the treatment of neurological diseases.
Through licensing arrangements, we seek to strengtheh our pipeline of drug candidates.

Capitalize on Our Management Team's Expertise for Drug Development and Product
Commercialization ‘ f

Commercializing drugs requires regulatory, cl‘inical development, and marketing skill sets that
our management team possesses. Our regulatory knowledge comes from team members who have either
been regulatory reviewers at the FDA or regulatory consultants who have prepared and filed regulatory
documents in the U.S. and worldwide. Our management team also possesses clinical development
experience in oncology and several other therapeutic areas. We believe that this knowledge and
experience with the FDA drug approval process permits us to develop strategies that take advantage of
the FDA's fast track policies. Where possible, our management will seek to use their experience to design
and implement drug development programs that minimize the time for clinical trials, while maximizing
success rates for approval of our drug candidates. Members of our management team also have prior
experience in pharmaceutical product launch and mar}keting.
Our Pipeline Drug Candidates (

Our anti-cancer therapeutic technology consi‘sts of both proprietary RNA/DNA-based signal
transduction inhibitors and small molecule candidate bompounds believed to be effective for treating a
large number of human cancers. The following descrlptlon of our pipeline drug candidates is based on
pre-clinical trials and studies.

\
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RX-0201: Akt Inhibitor

Akt is a protein kinase that plays a key role in cancer progression by stimulating cell
proliferation, promoting angiogenesis and inhibiting apoptosis. Akt is over-activated in a significant
number of human cancers (e.g., breast, colorectal, gastric, head and neck, ovarian, pancreatic, prostate
and thyroid cancers and melanoma). Over-expression of Akt mutants in many cell types also promotes
cellular transformation by promoting proliferation and enhancing survival. We believe that Akt's
transformation ability, as well as its ability to promote cancer cell survival, make it an attractive signal
protein for our drug candidates to target in the treatment of cancer.

We have targeted regulation of Akt-1 activity as an effective way to contro] proliferation and
survival of cancer cells. One approach to regulating Akt-1 is to use antisense oligonucleotides, or ASOs,
to modify and regulate the gene that controls the expression and production of Akt-1. ASOs are
chemically modified, single-strand DNA molecules designed to bind unique sequences within targeted
messenger RNA, or mRNA, a specialized information-packed RNA molecule which translates the cell
DNA's genetic message into production of a specitic protein. By binding with the mRNA, ASOs block
delivery of the genetic message, preventing translation and thereby halting disease-associated protein
production.

Our RX-0201 drug candidate is an ASO that is an inhibitor of Akt-1 mRNA. RX-0201 is able to
induce marked reduction in Akt-1 mRNA and protein expressions in cells from human carcinomas. RX-
0201 strongly inhibits proliferation of various types of human cancer cells and growth of human tumors
in mice. We believe that RX-0201 is an excellent candidate for orphan cancers, while at the same time
covering a broad spectrum of human cancers. RX-0201 currently holds orphan designations by the FDA
for five orphan cancers (i.e., renal cell carcinoma, pancreatic cancer, stomach cancer, brain cancer and
ovarian cancer).

Phase I clinical trials of RX-0201 have been ongoing at the Lombardi Comprehensive Cancer
Center of Georgetown Medical Center in Washington, D.C. since September 2004 and at the University
of Alabama at Birmingham since August 2005. The Phase I clinical trial of RX-0201 will characterize
the safety and pharmacokinetics profile, determine dose levels and describe any anti-tumor activity
observed. We currently estimate that the Phase I clinical trial will be completed in the second quarter of
2006, however, completion of the Phase I clinical trial will depend on the number of subject test doses
required to determine the maximum tolerated dose. 1f more doses are needed than we originally
estimated, then the completion of the Phase I clinical trial may be delayed. The clinical trial will involve
up to 40 participants.

RX-0047: HIF Transcription Factor Inhibitor

Tumors cannot grow without blood vessels that supply cancer cells with oxygen and nutrients.
HIF-1 transcription factor is a major regulating mechanism of cancer cell growth, invasion and
angiogenesis. HIF is over-activated in a broad range of human cancers, such as brain, breast, cervix,
colon, kidney, liver, lung, ovarian, pancreatic, prostate, skin and stomach cancers. HIF-1 alpha over-
expression is associated with cell proliferation and disease progression, as well as resistance to radiation
therapy. As a result, we believe that HIF-1 alpha is a potentially important signal transduction
mechanism for our drug candidates to target in the treatment of cancer.

Our RX-0047 drug candidate is an ASO that is an extremely potent inhibitor of HIF-1 alpha. RX-
0047 directly inhibits HIF-1 alpha by reducing expressions of its mRNA and protein, resulting in the
arrest of tumor growth and tumor metastasis, while reversing radiation resistance and inducing apoptosis.
RX-0047 also inhibits proliferation of various types of human cancer cells. While it will be developed
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initially as an orphan drug, RX-0047 may also be developed to target a broad spectrum of human cancers,
which will significantly expand its potential market. ‘

RX-0047 is in the pre-clinical development stage and a pre-clinical toxicology study is planned in
the third quarter of 2006. Phase I clinical trials of RX- 0047 are expected to begin in 2007.

|
RX-5902: G/M-Specific Cell Cycle Inhibitor %

RX-5902, a piperazine analogue, is a GZ/M-speciﬁc cell cycle inhibitor. In preclinical studies, it
strongly induced apoptosis (cell death) and inhibited proliferation of various human cancer cells at
nanomolar concentrations. We expect RX-5902 to enter pre-clinical toxicology studies in the third
quarter of 2006 and enter into Phase I clinical trials in late 2006 or early 2007. RX-5902 may be
developed both in intravenous and oral forms. !
\

RX-10100: Dual Action Anti-anxiety and Antidepression Agent.

RX-10100 acts on the paths of serotonin and dopamine, which are major neurotransmitters
controlling anxiety and depression. RX-10100 is expe"cted to be superior to current SSRIs in efficacy and
adverse reactions. As a repositioned product originally used in an adjunct of antibiotics, RX-10100 has
established its safety in more than two decades of use.! The proven safety of RX-10100 is key to our
strategy for the development of this drug compound a§ a potential drug candidate for the treatment of
anxiety and depression. It is also expected to treat male sexual dysfunction such as erectile dysfunction
and premature ejaculation. We are preparing to 1n1t1ate a Phase I clinical trial of RX-10100 during 2006.

\
Nucleic Acid Analogs as Antimetabolites and Quir‘%azoline Analogs as AP-1/Akt Inhibitors

Nucleic acid analogs, such as RX-3117, and qbinazoline analogs, such as RX-0183 and RX-1792,
are still in pre-clinical development, but development of these candidates has been delayed due to our
focus on development of our other drug candidates that address unmet medical needs within the oncology
and CNS markets. ;

Competition

Our principal drug candidates under developrﬂent are expected to address unmet medical needs
within the oncology and CNS markets. For many of these disease treatment indications, our drug
candidates will be competing with products and therapies either currently existing or expected to be
developed. Competition among these products will be based, among other things, on product efficacy,
safety, and reliability, price and patent position. An important factor will be the timing of market
introduction of our or competitive products. Accordingly, the relative speed with which we can bring
drug candidates to the market is expected to be an important competitive factor. Our competitive position
will also depend upon our ability to attract and retain qualified personnel, to obtain patent protection or
otherwise develop proprietary products or processes, énd to secure sufficient capital resources for the
often substantial period between technological conception and commercial sales.

There are a number of pharmaceutical and bidtechnology companies both privately and publicly
held that are conducting research and development acfivities on technologies and products for treatment
of cancers and diseases of the central nervous system.' We cannot assure you that our competitors will not
succeed in developing products based on technology Wthh is similar to ours, or other novel technologies
that are more effective than any which are being developed by us or which would render our technology
and products obsolete and noncompetitive prior to recovery by us of the research, development and
commercialization expenses incurred with respect to those products.

|
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Our competitors engaged in developing treatments for cancer and CNS include major
pharmaceutical, specialized biotechnology firms, and academic and other research institutions. Many of
our competitors have substantially greater financial, technical and human resources than we do. In
addition, many of our competitors have significantly greater experience than we do in undertaking pre-
clinical testing and human clinical trials of new pharmaceutical products and obtaining FDA and other
regulatory approvals of products for use in health care. Accordingly, our competitors may succeed in
obtaining FDA approval for products more rapidly than we can.

As we expand our drug development programs to include diseases other than cancer and CNS, we
will also face competition from pharmaceutical and biotechnology companies conducting research and
development activities on technologies and products for treatment of those other diseases, increasing both
the number and the types of competitors we face. For many of the same reasons described above with
respect to our competitors in the oncology market, we cannot assure you that we will compete
successfully against these additional competitors.

Government Regulation

Regulation by governmental authorities in the United States and in other countries constitutes a
significant consideration in our product development, manufacturing and marketing strategies. We
expect that all of our drug candidates will require regulatory approval by appropriate governmental
agencies prior to commercialization and will be subjected to rigorous pre-clinical, clinical, and post-
approval testing, as well as to other approval processes by the FDA and by similar health authorities in
foreign countries. U.S. federal regulations control the ongoing safety, manufacture, storage, labeling,
record keeping, and marketing of all biopharmaceutical products intended for therapeutic purposes. We
believe that we are in compliance in all material respects with currently applicable rules and regulations.

Obtaining governmental approvals and maintaining ongoing compliance with federal regulations
is expected to require the expenditure of significant financial and human resources not currently at our
disposal. We plan to fulfill our short-term needs through consulting agreements and joint ventures with
academic or corporate partners while building our own internal infrastructure for long-term corporate
growth.

The process by which biopharmaceutical compounds for therapeutic use are approved for
commercialization in the United States is lengthy. Many other countries have instituted equally difficult
approval processes. In the United States, regulations published by the FDA require that the person or
entity sponsoring and/or conducting a clinical study for the purpose of investigating a potential biological
drug product's safety and effectiveness submit an IND application to the FDA. These investigative
studies are required for any drug product for which the product manufacturer intends to pursue licensing
for marketing the product in interstate commerce. If the FDA does not object to the IND application,
clinical testing of the compound may begin in humans after a 30-day review period. Clinical evaluations
typically are performed in three phases.

In Phase I, the drug is administered to a small number of healthy human subjects or patients to
confirm its safety and to develop detailed profiles of its pharmacological and pharmacokinetic actions
(i.e., absorption, metabolism, excretion, duration of therapeutic concentration and effects, if any).

In Phase I1, the drug is administered to groups of patients (up to a total of 500) to determine its
efficacy against the targeted disease and the requisite dose and dose intervals. In a typical development
program, additional animal toxicology studies precede this phase. Some Phase I clinical studies may also
proceed in parallel with some Phase II studies.
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In Phase III, the drug is administered to a largcjar group of patients (usually 1000 to 3000) by
practicing expert physicians in a network of participating clinics and hospitals. The extensive clinical
testing is intended to confirm Phase II results and to document the nature and incidence of adverse
reactions. Studies also are performed in patients with concomitant diseases and medications. Phase 111 is
intended to model more closely the real world in which the drug will be used. Two multiclinical trials
typically constitute Phase 111 evaluations. Although la:rger numbers of patients are evaluated in Phase 111
at more clinical study sites, many of these are done in parallel and therefore Phase III may not require a
longer time than Phase II. [

After completing the IND clinical studies, the product developer submits the safety and
effectiveness data generated by the studies to the FDA! in the form of a New Drug Application (NDA) to
market the product. It is the legal responsibility of the FDA to review the proposed product labeling, the
pre-clinical (animal and laboratory) data, the clinical data, as well as the facilities utilized and the
methodologies employed in the manufacture of the pr(;)duct which have been submitted to the agency to

determine whether the product is safe and effective for‘ its intended use.

Even after initial FDA approval has been obtained, further studies may be required to provide
additional data on safety or to gain approval for the use of a product as a treatment in clinical disease
treatment indications other than those for which the product was initially tested. Also, the FDA may
require post-marketing testing and surveillance programs to monitor the drug's effects. Side effects
resulting from the use of drug products may prevent of limit the further marketing of the products.

|
For marketing outside the United States, we will be subject to foreign regulatory requirements
governing human clinical trials and marketing approval for drugs. The requirements relating to the
conduct of clinical trials, product licensing, pricing and reimbursement vary widely from country to
country. i

Certain drugs are eligible in the United States for designation by the FDA as "orphan" drugs if
their use is intended to treat a disease that affect less than 200,000 persons in the U.S. or the disease
affects more than 200,000 persons in the United States but there is no reasonable expectation that the cost
of developing and marketing a drug will be recovered from the U.S. sales of such drug. In order for a
sponsor to obtain orphan designation for a drug product, an application must be submitted for approval to
the FDA's Office of Orphan Products Development. The approval of an application for orphan
designation is based upon the information submitted by the sponsor. A drug that has obtained orphan
designation is said to have "orphan status". Each designation request must stand on its own merit.
Sponsors requesting designation of the same drug for the same disease treatment indication as a
previously designated product must submit their own data in support of their designation request. The
approval of an orphan designation request does not altF:r the standard regulatory requirements and process
for obtaining marketing approval. Safety and efﬁcacy of a compound must be established through
adequate and well-controlled studies.

If a sponsor obtains orphan drug designation for a particular compound and is the first to obtain
FDA regulatory approval of that compound, then that sponsor is granted marketing exclusivity for a
period of seven years. As a result, orphan drug designation blocks all other competitors from marketing
the same drug for the approved use for seven years.

|

Research and Development

Our research and development has focused on signal transduction inhibitors, which are drugs that
target the communication system of cancer cells, and products affecting the central nervous system that
act on the paths of serotonin and dopamine, major neurotransmitters controlling anxiety and depression as
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well as potentially affecting sexual dysfunction. Our drug discovery program in the cancer area focuses
on key cellular signaling proteins involved in receiving and promoting growth and survival information,
enhancing gene activity, controlling cell division, and inducing angiogenesis. Our integrated technology
platforms serve to maximize efficiency in discovering and validating signaling targets while
simultaneously screening and identifying lead tumor-targeted compounds. For a discussion of
collaboration arrangements pursuant to which we obtain research and development services from
universities, research institutions and other organizations, see "Collaboration Agreements" and "Certain
Relationships and Related Transactions" in Item 12 of this Annual Report.

Manufacturing

We do not currently have the resources required for commercial manufacturing of our drug
candidates. We currently outsource the manufacturing of drug substances and drug products for our drug
candidates. We have no current plans to build internal manufacturing capacity for any product.
Manufacturing will be accomplished through outsourcing or through partnerships with large
pharmaceutical companies.

Intellectual Property

Proprietary protection for our drug candidates, processes and know-how is important to our
business. We plan to aggressively prosecute and defend our patents and proprietary technology. Our
policy is to file patent applications to protect technology, inventions, and improvements that are
considered important to the development of our business. We also rely upon trade secrets, know-how,
continuing technological innovation and licensing opportunities to develop and maintain our competitive
position. See "Collaboration Arrangements” and "Certain Relationships and Related Transactions” in
Item 12 of this Annual Report for a description of the intellectual property rights we have or share in
connection with our collaborative research and development relationships with universities, research
institutions and other organizations.

Collaboration and License Arrangements

We have numerous collaborative research and development relationships with universities,
research institutions and other organizations. Also see the discussion in "Certain Relationships and
Related Transactions" in Item 12 of this Annual Report. A brief description of some of these
relationships is below:

The University of Maryland("UMD"). On March 15, 2005, we entered into a Maryland
Industrial Partnership agreement with the Biotechnology Institute of UMD to collaborate with and
sponsor UMD's research in the area of ligand screening for novel anticancer therapeutics.
Intellectual property made or developed under this agreement is jointly owned by us and UMD.

Ewha Womans University ("Ewha'). On March 1, 2004, we entered into an agreement with
Ewha to collaborate with and sponsor Ewha's research in the area of carbocyclic nucleoside,
which relates to our anticancer drug discovery efforts. Intellectual property made or developed in
the course of this agreement is or will be owned by us.

Georgetown University. We entered into a clinical development agreement with Georgetown
University with an effective period from April 5, 2004 through April 5, 2006. Under the terms of
this agreement, Georgetown University must provide us with case reports no later than 30 days
after the termination date of this agreement or the date upon which we reasonably request delivery
of such case reports.

10
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Korea Research Institute of Chemical Technology ("KRICT"). On June 1, 2005, we entered
into a joint research agreement with KRICT with respect to research regarding protein kinases in

human cancer diseases. Intellectual property made or developed under this agreement is jointly
owned by us and KRICT. i

The University of Alabama at Birmingham.. ' On August 30, 2005, we entered into an
agreement for the University of Alabama at B1rm1ngham to carry out Phase I clinical tnals of RX-
0201. The agreement term expires on February 15, 2007.

University of Massachusetts. On August 1, 2005, we entered into an agreement with the
University of Massachusetts Medical School ("UMass") to test proprietary drugs in pre-clinical
behavioral assays of anxiety and cognition. The agreement term expires on August 1, 2006.

Revaax Pharmaceuticals LLC ("'Revaax"). !On February 10, 2005, we licensed on an exclusive
basis, with the right to sublicense, all of the intellectual property of Revaax, which includes five
patents and 14 patent applications, with respec} to certain chemical structures that have
demonstrated in pre-clinical research the potential to treat certain behavioral disorders, such as
anxiety, depression and cognitive disorders. T‘hls agreement expires upon the expiration of the
royalty term for all licensed products in all countries, which is no earlier than August 2020 and
could extend to August 2024. This agreement|provides for an initial license fee and milestone
payments based on the initiation of pivotal trials for disease treatment indication for licensed
products. Furthermore, we will pay Revaax a épeciﬁed fee for each licensed product under the
agreement upon receipt of marketing approval;for the licensed product. Notwithstanding the
milestone payment arrangement described above, we are not obligated to make any milestone
payment with respect to milestone events for thich we receive sublicense revenues and are
obligated to pay Revaax a percentage of such sublicense revenues, as well royalties for sales of
licensed products based on net sales of the hcensed products. For a more detailed description,

please refer to the agreement, which is filed asian Exhibit to this Annual Report.

i
Formatech, Inc. ("Formatech'). On August 17, 2004 we entered into an agreement with
Formatech to monitor and perform stability studies on our drug candidate, RX-0201.

|

Employees
We currently have 18 employees, all of whomiare based at our Rockville, Maryland office. Our

employees are not covered by any collective bargaining agreement and we have never experienced a work
stoppage. We believe our relationships with our employees are satisfactory.
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RISK FACTORS

You should carefully consider the risks described below together with the other information
included in this Annual Report on Form 10-KSB. Our business, financial condition or results of
operations could be adversely affected by any of these risks. If any of these risks occur, the value of our
common stock could decline.

We currently have no product revenues and will need to raise additional capital to operate our
business.

To date, we have generated no product revenues. Until we receive approval from the FDA and
other regulatory authorities for our drug candidates, we cannot sell our drugs and will not have product
revenues. Therefore, for the foreseeable future, we will have to fund all of our operations and capital
expenditures from the net proceeds of equity or debt offerings we may make, cash on hand, licensing fees
and grants. Over the next year we expect to spend approximately $3 million on clinical development for
Phase 11 clinical trials of RX-0201 and Phase I clinical trials for RX-5902 and RX-10100. Based on our
current plans and our capital resources, we believe that our cash and cash equivalents will be sufficient to
enable us to meet our planned operating needs for at least the next year, including the clinical trials of
RX-0201, RX-10100 and RX-5902.

However, changes may occur that would consume our existing capital at a faster rate than
projected, including but not limited to, the progress of our research and development efforts, the cost and
timing of regulatory approvals and the costs of protecting our intellectual property rights. We may seek
additional financing to implement and fund other drug candidate development, clinical trial and research
and development efforts, including Phase I clinical trials for RX-0047 and other new drug candidates, as
well as other research and development projects, which together with the current operating plan for the
next year, could aggregate $20 million through the second quarter ot 2007.

We will need additional financing to continue to develop our drug candidates, which may not be
available on favorable terms, if at all. If we are unable to secure additional financing in the future on
acceptable terms, or at all, we may be unable to complete our planned pre-clinical and clinical trials or
obtain approval of our drug candidates from the FDA and other regulatory authorities. In addition, we
may be forced to reduce or discontinue product development or product licensing, reduce or forego sales
and marketing efforts and forego attractive business opportunities in order to improve our liquidity to
enable us to continue operations. Any additional sources of financing will likely involve the sale of our
equity securities, which will have a dilutive effect on our stockholders.

We are not currently profitable and may never become profitable.

We have generated no revenues to date from product sales. Our accumulated deficit as of
December 31, 2005 and 2004 was $14,204,323 and $7,854,783, respectively. For the years ended
December 31, 2005 and 2004, we had net losses of $6,349,540 and $3,273,442, respectively, primarily as
a result of expenses incurred through a combination of research and development activities related to the
various technologies under our control and expenses supporting those activities. Even if we succeed in
developing and commercializing one or more of our drug candidates, we expect to incur substantial losses
for the foreseeable future and may never become profitable. We also expect to continue to incur
significant operating and capital expenditures and anticipate that our expenses will increase substantially
in the foreseeable future, based on the following considerations:
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e continued pre-clinical development and clmlcal trials for our current and new drug
candidates;

» efforts to seek regulatory approvals for our drug candidates;
|

o implementing additional internal systems and infrastructure;
i

e licensing in additional technologies to develop; and
J

¢ hiring additional personnel. |

We also expect to continue to experience negative cash flow for the foreseeable future as we fund
our operating losses and capital expenditures. As a result, we will need to generate significant revenues
in order to achieve profitability. i
We have a limited operating history. :

We are a development-stage company with foﬁr drug candidates. To date, we have not
demonstrated an ability to perform the functions necessary for the successful commercialization of any of
our drug candidates. The successful commercialization of our drug candidates will require us to perform

. . « . . . |
a variety of functions, including, but not limited to:

!
|

e conducting pre-clinical and clinical trials; |
e participating in regulatory approval processes;
|

¢ formulating and manufacturing products; and

e conducting sales and marketing activities.?
f
To date, our operations have been limited to organlzlng and staffing our company, acquiring,
developing and securing our proprietary technology and undertaking, through third parties, pre-clinical
trials and clinical trials of our principal drug candidates. These operations provide a limited basis for
assessment of our ability to commercialize drug candidates.

We may not obtain the necessary U.S. or worldwide regulatory approvals to commercialize our drug
candidates. 1

We will need FDA approval to commercializé our drug candidates in the U.S. and approvals from
the FDA-equivalent regulatory authorities in foreign jurisdictions to commercialize our drug candidates in
those jurisdictions. In order to obtain FDA approval of our drug candidates, we must submit to the FDA a
New Drug Application ("NDA") demonstrating that the drug candidate is safe for humans and effective
for its intended use. This demonstration requires significant research and animal tests, which are referred
to as pre-clinical studies, as well as human tests, Wthh are referred to as clinical trials. Satisfaction of the
FDA's regulatory requirements typically takes many years and depends upon the type, complexity and
novelty of the drug candidate and requires substantial resources for research, development and testing.
We cannot predict whether our research and clinical approaches will result in drugs that the FDA
considers safe for humans and effective for indicated uses. Two of our four drug candidates, RX-0201
and RX-0047, are ASO compounds. To date, the FDA has not approved any NDAs for any ASO
compounds. In addition, both RX-0201 and RX- 0047 are of a drug class (Akt inhibitor, in the case of

RX-0201, and HIF inhibitor, in the case of RX-0047) ‘that has not been approved by the FDA to date.
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After the clinical trials are completed, the FDA has substantial discretion in the drug approval process and
may require us to conduct additional pre-clinical and clinical testing or to perform post-marketing studies.

In foreign jurisdictions, we must receive approval from the appropriate regulatory authorities
before we can commercialize our drugs. Foreign regulatory approval processes generally include all of
the risks associated with the FDA approval procedures described above. We cannot assure you that we
will receive the approvals necessary to commercialize our drug candidates for sale outside the United
States.

Our drug candidates are in early stages of clinical trials.

Our drug candidates are in an early stage of development and require extensive clinical testing,
which are very expensive, time-consuming and difficult to design. In 2006, we expect to have one
oncology drug candidate entering Phase 1I clinical trials, one neuroscience drug candidate entering Phase
I clinical trials and one oncology drug candidate in Phase 1 clinical trials.

Clinical trials are very expensive, time-consuming and difficult to design and implement.

Human clinical trials are very expensive and difficult to design and implement, in part because
they are subject to rigorous regulatory requirements. The clinical trial process is also time consuming.
We estimate that clinical trials of our current drug candidates will take at least three years to complete.
Furthermore, failure can occur at any stage of the trials, and we could encounter problems that cause us to
abandon or repeat clinical trials. The commencement and completion of clinical trials may be delayed by
several factors, including, but not limited to:

* unforeseen safety issues;

e determination of dosing issues;

¢ lack of effectiveness during clinical trials;

o reliance on third party suppliers for the supply of drug candidate samples;

¢ slower than expected rates of patient recruitment;

e inability to monitor patients adequately during or after treatment;

e inability or unwillingness of medical investigators and institutional review boards to follow
our clinical protocols; and

¢ lack of sufficient funding to finance the clinical trials.
In addition, we or the FDA may suspend clinical trials at any time if it appears that we are

exposing participants to unacceptable health risks or if the FDA finds deficiencies in our IND
submissions or the conduct of these trials.
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If the results of our clinical trials fail to support our drug candidate claims, the completion of
development of such drug candidate may be signifi cantly delayed or we may be forced to abandon
development altogether, which will significantly impair our ability to generate product revenues.

Even if our clinical trials are completed as plarlmed, we cannot be certain that our results will
support our drug candidate claims. Success in pre-clin}ical testing and early clinical trials does not ensure
that later clinical trials will be successful, and we cannot be sure that the results of later clinical trials will
replicate the results of prior clinical trials and pre-clinical testing. The clinical trial process may fail to
demonstrate that our drug candidates are safe for humans and effective for indicated uses. This failure
would cause us to abandon a drug candidate and may delay development of other drug candidates. Any
delay in, or termination of, our clinical trials will delayi the filing of our NDAs with the FDA and,
ultimately, delay our ability to commercialize our drug candidates and generate product revenues. In
addition, our trial designs may involve a small patient population. Because of the small sample size, the

results of early clinical trials may not be indicative of ﬁuture results.

If physicians and patients do not accept and use our clirugs, our ability to generate revenue from sales
of our products will be materially impaired. |
|
Even if the FDA approves our drug candidates, physicians and patients may not accept and use

them. Future acceptance and use of our products will depend upon a number of factors including:
I |
e awareness of the drug's availability and bqneﬁts;

e perceptions by members of the health care commumty, including physicians, about the safety
and effectiveness of our drugs; 1

e pharmacological benefit and cost-effectiveness of our product relative to competing products;
\

e availability of reimbursement for our products from government or other healthcare payers;
e effectiveness of marketing and dlstnbutlon efforts by us and our licensees and distributors, if
any; and

e the price at which we sell our products. ‘ v

Because we expect sales of our current drug candldates if approved, to generate substantially all
of our product revenues for the foreseeable future, the fallure of any of these drugs to find market
acceptance would harm our business and could requ1re us to seek additional financing.

Much of our drug development program depends upqn third-party researchers, and the results of our
clinical trials and such research activities are, to a Iimiled extent, beyond our control.
|

We depend upon independent investigators and collaborators, such as universities and medical
institutions, to conduct our pre-clinical and clinical trials. For example, the Phase I clinical trials of RX