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PART I
ITEM 1. BUSINESS
Overview

Zonagen, Inc. ( the Company , Zonagen, or we, us or our ) was organized on August 28, 1987 and is a develop:
stage company. We are a biopharmaceutical company focused on the development of new drugs to treat hormonal and
reproductive system disorders. The Board of Directors recently approved changing the company s name to Repros
Therapeutics Inc. in order to more appropriately reflect the Company s focus on the reproductive and hormonal health
technology market. We anticipate that the name change will be effective immediately after our 2006 annual meeting,
subject to stockholder approval.

Our lead product candidate, Proellex™, is an orally available small molecule compound that we are developing for
the treatment of uterine fibroids and endometriosis. We are developing Proellex under an exclusive, worldwide license
from the National Institutes of Health, or NIH. Proellex is being developed to alleviate adverse symptoms associated
with both uterine fibroids and endometriosis by selectively blocking the progesterone receptor in women. We believe
it may have advantages over the current standards of care for the treatment of uterine fibroids and endometriosis,
which include surgery and treatment with gonadotropin releasing hormone agonists, or GnRH agonists, such as
Lupron®. Unlike Proellex, GnRH agonists create a low estrogen, menopausal-like state in women, and estrogen is
necessary for the maintenance of bone mineral density. Therefore, GnRH agonists tend to promote bone loss and
cannot be used for more than six months at a time. When women cease treatment with GnRH agonists, fibroids
rapidly regenerate and symptoms associated with endometriosis quickly reappear. We believe Proellex may have
advantages over treatment with GnRH agonists based on research that has been done to date, which includes a
9-month primate study and data collected from our three-month European human Phase 1b clinical study, Proellex
does not appear to induce a low estrogen state and therefore should not promote bone loss, which could make Proellex
a better treatment option for patients prior to surgery. In addition, we believe Proellex may provide an attractive
alternative to surgery because of its potential to treat these conditions in a chronic fashion resolving the symptoms that
most commonly lead to surgical treatment.

Our second product candidate is Androxal™, an orally available small molecule compound being developed for
the treatment of testosterone deficiency in men. Androxal, our proprietary compound, is designed to restore normal
testosterone production in males with functional testes and diminished pituitary function, a common condition in the
aging male. We believe Androxal may have advantages over current therapies because it is being designed as an oral
therapy that acts centrally to restore normal testosterone function in the body, rather than simply replacing diminished
testosterone. The administration of replacement testosterone has been linked to numerous potential adverse effects,
including shrinkage of the testes. We believe that Androxal will not cause these adverse effects to the extent that such
other replacement therapies do.

We also continue to maintain our patent portfolio on our phentolamine-based products for the treatment of sexual
dysfunction. These products were placed on clinical hold in the United States in 1999 after a New Drug Application
( NDA ) was filed with the U.S. Food and Drug Administration ( FDA ) due to brown fat being discovered in a two-year
rat carcinogenicity study. The FDA upgraded their clinical hold to a partial clinical hold in 2000. The United States is
the only country where phentolamine-based products to treat sexual dysfunction are on partial clinical hold. We
continue to try to create value from these assets in various ways which includes product out-licensing and attempting
to obtain an end to the clinical hold in the United States.

2-
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Below is a summary of our product candidates and the related stages of development for each:

Estimate of

Product Current Phase of Completion of
Candidate Indication Development Collaborator Current Phase(1)
Proellex - Uterine fibroids - U.S. Phase II None Initial U.S. Phase II uterine
- Endometriosis - European Phase I1 None fibroid data is not expected
- Breast cancer - Investigative None before late third quarter 2006;
initial 3-month European
Phase II endometriosis data
anticipated fourth quarter
2006; no development is being
done in the area of breast
cancer at this time
Androxal - Testosterone U.S. Phase III safety None Initial Phase III study data
deficiency expected end of third quarter
of 2006
VASOMAX® - Male erectile Previously approved None Outlicensing activities ongoing
Phentolamine-based  dysfunction (MED) in 8 countries and
product previously marketed
in Mexico and Brazil;
partial clinical hold in
the U.S.
Other - MED (Bimexes ,  Non-U.S. Phase II None Outlicensing activities ongoing
phentolamine-based  ERxin ) studies completed for and currently re-evaluating
products - Female sexual all three products; clinical development
dysfunction partial clinical hold in requirements

the U.S.

(1) The information in the column labeled Estimate of Completion of Current Phase contains forward-looking
statements regarding timing of completion of product development phases. The successful development of our
product candidates is highly uncertain. Estimated completion dates and R&D expenses can vary significantly for
each product candidate and are difficult to predict. The actual timing of completion of those phases could differ
materially from the estimates provided in the table.

Business Strategy

Our primary business strategy is to concentrate our resources on the clinical development of Proellex and

Androxal. We intend to outsource the clinical development programs for both drugs and we will continue to operate in
a near virtual manner. We have no current plans to build manufacturing or sales and marketing capabilities, or to add
additional technologies through in-licensing at this time. We will seek to create value by developing our technologies
to a point that one or more significant corporate transactions can be completed. We will seek to access the capital
markets at appropriate times based on our clinical trial results and development needs.
Market Overviews
Uterine Fibroids

Uterine fibroids are common non-cancerous tumors that arise from the smooth muscle layer of the uterus. The
National Uterine Fibroid Foundation estimates that possibly as many as 80% of all women in the United States have
uterine fibroids, and one in four of these women have symptoms severe enough to require treatment. The two most
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common symptoms are abnormal uterine bleeding and pelvic pressure. Uterine fibroids may also cause fetal
malpresentations and complications with labor. Pressure on internal organs caused by fibroids can cause difficulty in
bowel movements, constipation, urinary frequency and incontinence.

In general, fibroids only need to be treated if they are causing symptoms. Currently, the primary treatment for
patients with large or symptomatic fibroids is surgery. Hysterectomy, or surgical removal of the entire uterus, is the
most frequent operative technique used to treat this disorder. In fact, fibroids are the most common indication for
hysterectomy, accounting for approximately one-third of hysterectomies, or about 200,000 procedures annually, in the
United States, according to the Center for Uterine Fibroids, or CUF. We estimate that the costs associated with these
procedures reaches approximately $1 to $1.5 billion annually in the United States.

When women wish to preserve childbearing potential, a myomectomy may be performed. Unlike hysterectomy in
which the entire uterus is removed, myomectomy is a surgical procedure in which individual fibroid(s) are removed.
The CUF reports that approximately 18,000 myomectomies are performed annually in the United States, and this
procedure, in general, diminishes menorrhagia, or prolonged and/or profuse menstrual flow, in roughly 80% of
patients presenting with this symptom. Unfortunately, there is a significant risk of recurrence of fibroids after
myomectomy. The CUF has also stated that, in some studies, up to 10% of women who underwent an initial
myomectomy required a second major operative procedure, and one-quarter to one-half of women who underwent
myomectomies had evidence of recurrence of their fibroids within one to ten years.

Drugs can help control fibroid-related symptoms. The most effective medications for the treatment of fibroids are
GnRH agonists, including Lupron and Zoladex®, which are marketed by TAP Pharmaceuticals and AstraZeneca PLC,
respectively. GnRH agonists

3
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induce a low-estrogen, menopause-like state. Because fibroids are dependent on estrogen for their development and
growth, induction of a low estrogen state causes reduction of tumor and uterus mass, resolving pressure symptoms.
Specifically, uterine volume has been shown to decrease approximately 50% after three months of GnRH agonist
therapy. In addition to decreasing the size of the uterus, treatment with GnRH agonists also stops menstrual flow, a
disorder known as amenorrhea, allowing women with bleeding-induced anemia to significantly increase their iron
stores.
However, there are two significant problems with GnRH agonists:
1. Bones require estrogen. GnRH agonists induce a low estrogen state in women, and estrogen is necessary for the
maintenance of bone mineral density. Therefore, GnRH agonists tend to promote bone loss and cannot be used
for more than six months at a time, usually in preparation for a surgical procedure.

2. When women cease treatment with GnRH agonists, their fibroids rapidly regenerate.

As a result, use of GnRH agonists alone for treatment of fibroids is usually limited to a short one to three month
preoperative course to shrink the uterus to facilitate a surgical procedure or to induce amenorrhea to improve
hematologic condition before surgery.

Endometriosis

Endometriosis occurs when endometrial tissue, which is tissue that normally lines the inside of the uterus, is found
outside of the uterus. This misplaced tissue develops into growths or lesions which react to the menstrual cycle the
same way that the endometrium reacts, which results in internal bleeding and inflammation and can cause pain,
infertility, scar tissue formation and bowel problems. According to the Endometriosis Association, endometriosis
affects 5.5 million women in the United States and Canada and millions more worldwide.

Surgery is the current customary standard of care for endometriosis, either through laparoscopy or laparotomy.
Conservative surgery seeks to remove or destroy the growths, relieve pain, and may allow pregnancy to occur in some
cases. Hormonal therapy may be prescribed along with conservative surgery. Radical surgery, which may be
necessary in severe cases, involves hysterectomy, removal of all growths, and removal of ovaries.

Physicians often prescribe pain medications, such as aspirin, acetaminophen, ibuprofen and naproxen, to reduce the
pain associated with endometriosis. Hormonal treatments, such as the GnRH agonists described earlier, are designed
to stop ovulation for as long as possible. Other hormonal treatments include oral contraceptives, progesterone drugs
and danazol (a testosterone derivative). Surgery is expensive and invasive. GnRH agonists are currently the most
effective form of treatment for endometriosis other than surgery but suffer from the same problems as described above
when used for treating uterine fibroids, namely, bone loss and recurrence of the condition after cessation of treatment.
Testosterone Deficiency

Low testosterone is linked to several negative physical and mental conditions in the aging male population,
including loss of muscle tone, reduced sexual desire and other potential disorders associated with low testosterone.
Testosterone plays an essential role in the development of the normal male and in the maintenance of many male
characteristics, including muscle mass and strength, bone mass, libido, potency, and spermatogenesis. Testosterone
deficiency occurs with disorders that damage the testes, including traumatic or surgical castration (primary testicular
failure) or disorders in which the gonadotropin stimulation of the testes is reduced, a condition known as
hypogonadotropic hypogonadism. Men with hypogonadotropic hypogonadism have low plasma testosterone levels
and luteinizing hormone levels that may be low or low-normal. This condition is a normal part of aging. According to
the Urology Channel, recent estimates show that approximately 13 million men in the United States experience
testosterone deficiency.

Current therapies focus on testosterone replacement. They deliver testosterone to the blood stream either
transdermally or via injection. The current standard therapy in the industry is Androgel®, a topical gel with U.S. sales
of approximately $310 million in 2005, marketed by Solvay Pharmaceuticals. Testim® is another topical gel currently
sold and marketed by Auxilium Pharmaceuticals. Watson Pharmaceuticals markets a transdermal patch called
AndroDerm®. There are several other companies attempting to get FDA approval for testosterone gels and at least two
companies attempting to obtain generic approval for a topical testosterone gel. We believe that today the U.S. market
is approximately $460 million and the global market is in excess of $600 million and could grow to nearly a billion
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dollars worldwide within the next several years as the median age increases and the resulting effects on lifestyle
become increasingly important.

However, there are two significant problems with the current therapies:

1. The use of any of the current therapies, including the transdermal therapies, may create high peaks of
testosterone levels. Such high peaks can lead to excitation and aggressive behavior, sleeplessness, anxiety,
depression and headaches and have been associated with prostate disease.

4-
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2. While transdermal delivery through gels and patches produces a more constant drug level in the blood stream,
transdermal delivery also results in elevated levels of dihydrotestosterone, or DHT. Elevated levels of DHT in
the blood stream also have been associated with prostate disease.

Sexual Dysfunction
Sexual dysfunction is a widespread health problem for both sexes. Studies have reported that more than
50 percent of men over 40 years of age suffer from male erectile dysfunction, or MED. Approximately 45 percent of
all sexually active women suffer from female sexual dysfunction, or FSD, according to one study.
Male Erectile Dysfunction
Erectile dysfunction has historically been defined as the persistent inability to attain and maintain an erection
adequate to permit satisfactory sexual performance. Oral vaso-active drugs can improve sexual function by improving
the blood flow to the genitalia via several different biologic pathways. Currently there are existing approved,
commercially available drugs, as well as new products in development that can take advantage of a variety of
pathways. Drugs that inhibit the enzyme phosphodiesterase, such as Viagra®, act on the nitric oxide pathway and
generally require about one hour or more to take effect. In both cases, sexual stimulation is necessary for a normal
response.
Female Sexual Dysfunction
Female sexual disorders include five major categories: lack of desire, arousal disorder (problems with
lubrication and sensation), failure to achieve orgasm, pelvic pain disorder and vaginismus (involuntary contraction of
vaginal muscles). The causes of female sexual dysfunction are multi-faceted and complicated; both physiological as
well as psychological problems such as depression, stress and fatigue are among the causes. Circulatory problems due
to menopause, diabetes and hysterectomies are also believed to contribute to the problem.
Our Product Candidates
We intend to address the markets described above with our novel small molecule compounds and our combination
products that we believe may have advantages over the current common standards of care in each respective market.
Proellex
Uterine Fibroids and Endometriosis
We believe that current therapies for uterine fibroids and endometriosis are less than ideal and leave room for
improved drugs with different modes of action. Particularly, we believe that anti-progestational agents like Proellex
may have advantages over GnRH agonists because they are designed to selectively block progesterone without
inducing a low estrogen state. Therefore, it may be possible to use Proellex on a long-term, or chronic, basis without
the bone loss problems associated with GnRH agonists. Although we believe Proellex may be effective as an
alternative six month pre-treatment to surgery for uterine fibroids, we also believe this product candidate may hold the
potential to eventually become a chronic therapy for uterine fibroids and endometriosis that could eliminate the need
for uterine fibroid surgery. Proellex is a once-a-day oral therapy.
Our investigational new drug, or IND, application for the U.S. study of Proellex became effective in
December 2005. The first U.S. study of Proellex in uterine fibroids will enroll 150 patients at up to 20 clinical sites in
the United States, beginning in the first quarter of 2006. The study is designed to assess both improvement of
symptoms associated with uterine fibroids as well as effects on the fibroid itself. The study will test two doses of
Proellex versus placebo in a double-blind design. The study is 12 weeks in duration and initial data is not expected
before late third quarter 2006. Pharm-Olam International Ltd. (Pharm-Olam) was awarded the contract for this study.
Sixteen clinical sites have been selected to date. We held the pre-IND meeting with the FDA regarding this study in
May 2005. Doses to be used in this trial were previously tested in a 30 patient, 12-week 2005 European Phase 1b
study of Proellex in women with uterine fibroids. In the 2005 study, Proellex exhibited positive effects on fibroid size
reduction, as well as reductions in bleeding and pain associated with the condition. The drug was well tolerated over
the course of the 2005 study. Longer term open label studies, where both patients and physicians know what drug is
used are conducted to fulfill the safety requirements for chronically administered drugs. We hope the 2006 clinical
study will serve as the first of two required pivotal trials of efficacy and we plan on enrolling the participants of these
studies into a subsequent long-term open label study.

Table of Contents 10



Edgar Filing: ZONAGEN INC - Form 10-K

In September 2005, we released results of the effects observed on endometrial and breast tissue after nine months
of dosing of Proellex in cynomolgus monkeys. In this study, the effects of Proellex were compared to Lupron®, an
approved GnRH agonist, and mifepristone, an extensively studied antiprogestational agent. In this study, Proellex and
mifepristone suppressed progesterone s effects on tissues without any suppression of estrogen s effects on bone.
Lupron, on the other hand, suppressed the hormonal activities
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of both progesterone and estrogen. This inhibitory effect on estrogen is similar to that seen in human trials and leads to
Lupron s adverse effects on bone.

Our preclinical studies with Proellex have shown that its pharmacology is uniquely different from Lupron and
mifepristone in that only Proellex has antiproliferative and apoptotic effects. The combination of these
anti-proliferative and apoptotic effects seen in the primate uterus suggests that Proellex may have the potential to
suppress endometrial hyperplasia, and therefore, we believe the concern associated with other antiprogesterone
therapies that result in estrogen being unopposed by progesterone is lessened with the use of Proellex. The doses used
in the study were equivalent to doses used in our previous human studies as well as those planned for the 2006
European endometriosis Phase II clinical study.

We have received all required regulatory approvals to dose in our Phase II clinical study of Proellex in women
suffering from endometriosis. Initial three-month data from this six-month trial is anticipated to be available fourth
quarter of 2006.

Proellex is a new chemical entity which means that the compound will be required to go through the full clinical
approval process. Amongst other requirements, lengthy animal studies will be required before long-term human
studies may be initiated. In addition, a two-year carcinogenicity study will be required before an NDA can be
submitted. We have completed a six-month rat study and a nine-month dog study testing the safety of Proellex in
response to our May 2005 meeting with the U.S. Food and Drug Administration, or FDA. The two-year
carcinogenicity study is scheduled to begin in the first half of 2006. We anticipate filing an NDA in 2008.

Breast Cancer

We believe Proellex may possess the potential capability to treat breast cancers that are resistant to Tamoxifin®
therapy, a commonly used anti-estrogen breast cancer therapy. Our initial rodent studies showed a strong dose
dependent effect on the reduction and elimination of tumors in a well accepted breast cancer model. These studies
were funded with an SBIR grant that was completed in 2004. Moreover, enhanced apoptosis in the breast with
Proellex may indicate suppression of nascent hyperplasia or neoplasia, extending the possible benefit of the drug into
the treatment of breast cancer. Currently, no resources are being applied by us to conduct breast cancer trials due to
capital constraints.

Hormone Replacement Therapy

We believe Proellex may have the potential to eliminate many of the side effects, particularly endometrial cancer,
seen with estrogen-only therapies in women with low hormone levels. The side effects of estrogen-only hormone
replacement therapies for women are alleviated with estrogen-progestin combination therapies. However, recent data
have shown that such combination therapies may increase the risk of breast cancer, heart attacks, strokes and blood
clots. Unlike progestins, Proellex is devoid of progesterone-like activity and instead opposes its actions. The result of
this action could lead to a new class of hormone replacement therapies with Proellex combinations. No resources have
been applied by us to investigate this theory, to date, nor are any expected in the near future, due to capital constraints.
Androxal

We are developing Androxal as a once a day oral therapy for the treatment of men with testosterone deficiency.
Androxal is being designed to act centrally, thereby causing an increase in certain hormones that stimulate increased
production of testosterone by the testes. We believe that the endogenous production of testosterone brought about by
Androxal avoids the negative feedback that occurs with the administration of high concentrations of exogenous
testosterone (as with Androgel). This negative feedback signals the body to stop producing testosterone naturally, and
has been linked to numerous potential adverse effects, including shrinkage of the testes. We believe that Androxal has
the potential to restore near normal levels of testosterone, in as close to a natural process as possible, by restoring
testicular production of testosterone, rather than simply replacing testosterone, and that Androxal could be the first
significant therapy approved in this market that treats testosterone deficiency in this manner. In addition, a safe and
effective oral treatment for testosterone deficiency has to date been unavailable.

Because Androxal induces naturally occurring cycles of testosterone production internally, we believe it may have
advantages over the current therapies on the market for the following reasons:

our U.S. Phase I/II clinical trial results indicate that Androxal does not cause abnormal peaks in blood
testosterone levels which has been observed with some current testosterone replacement therapies;
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our recently completed 13 patient two-week open-label study, that was designed to evaluate the effects of
Androxal on men with normal, borderline or low testosterone showed that all study subjects, including those
that had normal testosterone levels at the start of the study, exhibited testosterone levels within the normal
range and after the dosing period had concluded, all of the study subjects had returned to their baseline
testosterone levels; and
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the data so far indicate that Androxal therapy is not associated with the elevated levels of
dihydroxytestosterone, or DHT, unlike those associated with transdermal therapies.

All clinical trial results are subject to review by the FDA, and the FDA may disagree with our conclusions about
safety or efficacy. In addition, these results are from early stage clinical trials, and may be reversed by the results of
larger or later stage clinical trials with significantly larger and more diverse patient populations treated for longer
periods of time.

In January 2006, we received Investigational Review Board, or IRB, approval for the start of our Phase III study of
Androxal. The 200 patient trial will be conducted in the United States under an existing IND and will enroll patients at
up to 20 clinical sites. This 200 patient study is designed to assess both the safety of Androxal and its efficacy in
restoring normal pituitary and testicular function in men that are hypogonadal due to secondary hypogonadism.
Secondary hypogonadism is a failure of appropriate signaling from the pituitary to the testes. The condition is most
common in aging males but can result from a variety of causes, including the use of androgens.

The double-blind study will test two doses of Androxal versus placebo and will include an open-label arm of the
commercially available drug Androgel®. The dosing is of 24-week duration with an efficacy assessment made at
12 weeks. Initial data after 12 weeks of dosing is anticipated in the third quarter of 2006. The extension of the trial
dosing to 24 weeks is to satisfy an FDA request regarding the safety of restoring normal testicular function as
compared to placebo or the currently approved testosterone replacement therapies. We believe that at least two
additional Phase III pivotal studies beyond the currently planned study will be required before an NDA can be
submitted.

Doses to be used in the U.S. Phase III trial were previously tested in a 52 patient, 2-week study of Androxal in men
in the U.S. with low testosterone. We released the results of this study in July 2004. In the prior study, Androxal
demonstrated statistically significant positive effects on restoring normal pituitary signaling to the testes resulting in
the achievement of normal testosterone levels within 2 weeks. In contrast, that study also found that Androgel, while
replacing testosterone levels, further suppressed normal pituitary secretions. Additionally, men on Androgel
experienced more deviations above the normal range of testosterone than men on Androxal. Androxal was also well
tolerated over the course of the study. Similar to our Proellex clinical trial, this study was of a small sample size. The
primary purpose of the study was to show that the drug was safe, over the period and number of patients exposed, and
to determine whether the drug warranted further development. We caution that the results may be reversed by the
results of our Phase III study. Pharm-Olam was awarded the contract for the study.

Initial review of our special protocol assessment, or SPA, filing for a Phase III efficacy/pivotal study was
completed by the FDA, and we are in the process of responding to their comments. The FDA suggested that certain
endpoints in our SPA filing, such as effects of Androxal therapy on libido, were insufficient on their own in the form
of a simple questionnaire response. Rather the FDA has requested that we incorporate a validated assessment tool as a
clinical endpoint before being used in a Phase III efficacy/pivotal study. A decision on commencement of the SPA
protocol is dependent on successful completion of our current Phase III study.

Androxal is deemed a new chemical entity by the FDA which means that the compound will be required to go
through the full clinical approval process. Amongst other requirements, lengthy animal studies will be required before
long-term human studies may be initiated. In addition, a two-year carcinogenicity study will be required before an
NDA can be submitted. We are currently completing a six-month rat study and a nine-month dog study testing the
safety of Androxal. The two-year carcinogenicity study was initiated in September 2005. We anticipate filing an NDA
in 2008.

On February 3, 2006, we announced positive top-line results of an open-label study that was designed to evaluate
the effect of Androxal on the testosterone levels of 13 men with normal, borderline or low testosterone. The
open-label study enrolled eight patients with normal testosterone levels (greater than 350 and less than 1,100 ng/dL),
four with borderline testosterone levels (250-350 ng/dL) and one with low testosterone (less than 250 ng/dL). Study
subjects received 25 mg of Androxal orally for two weeks and were monitored at the end of the dosing period and four
weeks after dosing had stopped. After two weeks on Androxal, all study subjects, including those that had normal
testosterone levels at the start of the study, exhibited average testosterone levels within the normal range. The average
change from baseline was 297.5 ng/dL of testosterone. Four weeks after the dosing period had concluded, all of the
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study subjects had returned to their baseline testosterone levels.

We have met with a major European regulatory agency to review our program for the clinical development of
Androxal. Preliminary assessment of the outcome from that discussion suggests that our current 200 patient U.S.
Phase III trial of Androxal would serve as the first pivotal trial for approval of the drug in that country. We plan to
meet with other major countries within the European Union to determine whether a parallel program to our U.S. effort

should be commenced.
-
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Phentolamine-Based Products

Our phentolamine-based products for the treatment of sexual dysfunction include VASOMAX®, an oral therapy for
MED; an oral therapy for FSD; Bimexes , an oral combination drug therapy for MED; and ERxin , an injectable
combination drug therapy for MED. All of our phentolamine-based products have been tested in humans, though each
is at a different stage of development.

VASOMAX was previously approved for sale in eight non-U.S. countries (primarily in Latin American), but
before VASOMAX would be permitted to be sold in these countries again, the product would have to be re-registered.
There is no assurance that a re-registration would be allowed in all or any countries where VASOMAX was
previously approved. Even though our products that were previously being developed to treat sexual dysfunction are
our most advanced in terms of clinical development, they all contain phentolamine, which the FDA has on partial
clinical hold. Before the FDA will consider the approval to market of any of our phentolamine-based products, the
partial clinical hold must first be lifted. While the results of a November 2000 mechanistic study designed to address
the FDA s concerns over phentolamine causing the formation of brown fat proliferations were positive, in
October 2002, the FDA decided to require us to perform an additional two-year rat study in order to lift the partial
clinical hold. There can be no assurance that even if we were to complete an additional study that the FDA would lift
its partial clinical hold on phentolamine. The U.S. is the only country where phentolamine-based products are on
clinical hold.

Schering-Plough, Ltd. and Schering Corporation, the previous licensees of our phentolamine-based products,
decided to withdraw their December 2001 submission to the Medicines Control Agency in the United Kingdom after
receipt and review of comments from the Committee on Safety of Medicines on such submission. In July 2002, the
Schering group agreed to mutually terminate its worldwide licensing agreements with us. Schering returned all rights
to our phentolamine-based product candidates to us for a nominal up front cash fee and certain continuing royalty and
milestone obligations in the event we have any sales of VASOMAX or our other phentolamine-based products.

We recently met with the Ministry of Health in Mexico regarding our second generation phentolamine-based
products for the treatment of erectile dysfunction: Bimexes , an oral therapy for men with mild to moderate impotence,
and ERxin , an injectable therapy for the treatment of severe erectile dysfunction. Initial assessment of the outcome
from that meeting suggests that both drugs could be approved in Mexico after completion of a successful single
positive controlled registration trial to the satisfaction of the Mexican Ministry of Health. Previously, we conducted
Phase II studies in Mexico comparing Bimexes against 100 mg Viagra® and ERxin against a full one ml injection of
the highest approved dose of Caverject®, the current leading injectible therapy for the treatment of MED, marketed by
Pfizer. In the completed studies Bimexes performed at least as well in efficacy measurements as Viagra with fewer
moderate grade side effects than Viagra. We believe that Bimexes would not be contraindicated for men on nitrates
unlike the currently approved phosphodiesterase drugs which include Viagra. ERxin was able to effectively treat 41%
of men that failed full high dose Caverject treatment. Caverject is the most aggressive approved therapy on the market
today.

Our Board of Directors is evaluating its options before proceeding with Mexican approval trials for Bimexes or
Erxin. Mexico is viewed as the gold standard for regulatory efforts in Latin America. Approval in Mexico can lead to
approvals in other Latin American countries. For example, VASOMAX, our former lead erectile dysfunction drug
was approved in seven additional countries in Latin America after approval in Mexico. The Latin American market for
erectile dysfunction therapies now exceeds $230 million.

Research and Development

We have limited resources and utilize consultants and outside entities to perform clinical development and limited
research activities in connection with preclinical studies and clinical trials. Our primary research and development, or
R&D, expenses for 2005 were for the payment of consultants and contract research organizations in connection with
our clinical trials for Proellex for the treatment of uterine fibroids and for Androxal for testosterone deficiency. In
addition, we anticipate incurring expenses relating to the clinical development of Proellex for endometriosis and in
obtaining regulatory approval, and release of clinical hold, for VASOMAX and its related products. We believe that
these expenses will continue to be our primary R&D expenses in the near future.

Agreement with National Institutes of Health
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In 1999, we licensed rights to Proellex from the NIH under an exclusive, worldwide license in the field of
treatment of human endocrinologic pathologies or conditions in steroid sensitive tissues which expires upon the
expiration of the last licensed patent. Under the terms of the agreement, we are obligated to meet developmental
milestones as outlined in a commercial development plan. This development plan outlines a preclinical and clinical
program leading to the stated objective of submitting an NDA for regulatory approval of Proellex for the treatment of
uterine fibroids. We provide annual updates to the NIH on the progress of our development of Proellex. Based on our
interaction with the NIH to date, we believe our license and relationship with NIH are in good standing. The NIH has
the ability to terminate the agreement for lack of payment or if we are not meeting milestones as outlined in the
commercial development plan and for other reasons as outlined in the agreement. Although we believe that we have a
good working relationship with the NIH, there can be no assurance that all of the objectives and conditions in the
commercial development plan will be met on a timely basis or at all, or that, if we fail to meet any of such objectives,
the NIH will agree to amend this agreement to our satisfaction.

-8-
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Failure to comply with the material terms contained in the license agreement could result in termination of such
agreement, which would prohibit us from further development of Proellex and severely harm our business prospects.
The NIH retains, on behalf of the government, a nonexclusive, nontransferable, worldwide license to practice the
inventions licensed under the licensed patents by or on behalf of the government. For the purpose of encouraging
basic research, the NIH retains the right to grant nonexclusive research licenses to third parties. Due to the work that
was done on Proellex at the NIH prior to our license agreement, the government also has certain rights to use the
product in the event of a national emergency pursuant to the Patent and Trademark Laws Amendments Act of 1980, as
amended.

Manufacturing

We do not have any facilities to manufacture products necessary for clinical trials or commercial sales and do not
expect to establish any of our own manufacturing capacity in the foreseeable future. We have in the past relied and
intend to continue to rely on third parties for the foreseeable future for the manufacture and supply of commercial
quantities of any compounds or products that we may develop. Our process to manufacture Proellex and, to a certain
extent, Androxal, is highly complex, costly, and involves numerous steps with multiple parties. We believe we have
refined the process to eradicate unnecessary and potentially adverse complications, and expect to have acceptable
suppliers engaged in the near future on satisfactory terms for all steps in the process. Other than some initial amounts
from the NIH, we have used the same outside supplier, Bridge Organics, for all of the Proellex needed for our clinical
trials to date. We are in the process of seeking a suitable source for a long-term manufacturing agreement for the
product candidate. There can be no assurance that we will be able to successfully negotiate a long-term agreement
with any of such potential manufacturers at a reasonable price and on other acceptable terms or that any potential
manufacturer will be able to reproduce the results obtained by Bridge Organics in manufacturing Proellex to date. We
have obtained all of our supply of Androxal to date from BioVectra.

Our dependence on third parties for the manufacture of any products we may develop may adversely affect our
product margins and our ability to develop and to deliver products in a timely manner. Any such third-party suppliers
or any manufacturing facility we establish will be required to meet FDA manufacturing requirements. FDA
certification of manufacturing facilities for a drug, and compliance with current Good Manufacturing Practices
requirements, is a prerequisite to approval of an NDA for that drug. We may encounter significant delays in obtaining
supplies from third-party manufacturers or experience interruptions in our supplies. The effects of any such delays or
interruptions will be more severe if we rely on a single source of supply. If we were unable to obtain adequate
supplies, our business would be materially adversely affected.

Sales and Marketing

We have no experience in the sales, marketing and distribution of pharmaceutical products. We anticipate that we
will outlicense such activities, as well as possibly later stage pivotal trials of our product candidates, to larger
pharmaceutical companies more capable of distributing the products to the market place, and we are presently
engaged in exploring possible partnerships with several companies. If in the future we fail to reach or elect not to enter
into an arrangement with a collaborative partner with respect to the sales and marketing of any of our future potential
product candidates, we would need to develop a sales and marketing organization with supporting distribution
capability in order to market such products directly. Significant additional expenditures would be required for us to
develop such a sales and marketing organization.

Patents and Proprietary Information

Our ability to compete effectively with other companies is materially dependent on the proprietary nature of our
patents and technologies. We actively seek patent protection for our proprietary technology in the United States and
abroad. We have previously written off capitalized patents relating to the zona pellucida immuno-contraceptive
vaccine and our phentolamine-based products, which include VASOMAX, our hCG immuno-contraceptive vaccine,
our two vaccine adjuvants and our two prostate cancer vaccines. However, we continue to maintain our
phentolamine-based patents relating to these technologies and include these costs in R&D expenses.

Under a license agreement with the NIH, we have exclusive rights to a U.S. patent application, which recently has
issued, and a foreign filing made by the NIH regarding Proellex. We also have the following patent applications
pending relating to Androxal and methods of use: eight pending patent applications in the United States, and 19
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foreign pending patent applications. All of these applications relate to methods and materials for the treatment of
testosterone deficiency in men.

Androxal is purified from clomiphene citrate. A third party holds an issued patent related to the use of an
anti-estrogen such as clomiphene citrate for use in the treatment of androgen deficiency and disorders related thereto.
In our prior filings with the Securities and Exchange Commission, or SEC, we have described our request to the U.S.
Patent and Trademark Office, or PTO, for re-examination of this third party s patent based on several printed
publications previously available in the public domain. The third party amended the claims in the reexamination
proceedings, which has led the PTO to determine that the amended claims are patentable in view of the publications
under consideration. We believe that the amended claims are invalid based on, among other things, additional
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prior publications not yet considered by the PTO. We intend to seek further reexamination of the third party s patent in
light of a number of these publications. There is no assurance that the patent ultimately will be reversed. If such patent
is not cancelled, we may then be required to obtain a license from the holder of such patent in order to develop
Androxal further, and such license may not be available on acceptable terms or at all. In this case, we may not be able
to develop or commercialize Androxal.

All of our employees and consultants have signed assignment of invention and confidentiality agreements, and
each corporate partner we enter into discussions with or engage to assist in our clinical trials or manufacturing process
is also required to execute appropriate confidentiality and assignment agreements protecting our intellectual property.
Competition

We are engaged in pharmaceutical product development, an industry that is characterized by extensive research
efforts and rapid technological progress. Many established pharmaceutical and biotechnology companies, universities
and other research institutions with financial, scientific and other resources significantly greater than ours are
marketing or may develop products that directly compete with any products we may develop. These entities may
succeed in developing products that are safer, more effective or less costly than products we may develop. Even if we
can develop products which should prove to be more effective than those developed by other companies, other
companies may be more successful than us because of greater financial resources, greater experience in conducting
preclinical studies and clinical trials and in obtaining regulatory approval, stronger sales and marketing efforts, earlier
receipt of approval for competing products and other factors. If we commence significant commercial sales of any
products, we or our collaborators may compete in areas in which we have no experience, such as manufacturing and
marketing. There can be no assurance that our products, if commercialized, will be accepted and prescribed by
healthcare professionals.

Our main competitors for the treatment of uterine fibroids and endometriosis are GnRH agonists, especially
Lupron, the current most common therapeutic standard of care for uterine fibroids, with annual sales of $787.8 million
in 2003 in the United States and Canada for all indications. Lupron is marketed by TAP Pharmaceuticals, which has
far greater resources and marketing capabilities than we have. In addition, surgical treatment of both uterine fibroids
and endometriosis competes with Proellex by removing uterine fibroids and by removing misplaced tissue in women
with endometriosis. We believe we can potentially compete with Lupron and other GnRH agonists because we believe
that Proellex will not present the same side effect of a decrease in bone mineral density given its specific focus on
progesterone inhibition, which differentiates it from GnRH agonists that create a low estrogen state. There are
additional companies developing similar progesterone-blocking technology. Asoprisnil, an anti-progestin being
developed by TAP Pharmaceuticals in partnership with Schering AG, is currently in Phase III clinical trials.

Our main competitors for the treatment of testosterone deficiency are the testosterone replacement therapies
currently being marketed. The current most common standard of care is Androgel, a topical gel for the replacement of
testosterone, with 2005 sales of $310 million. Androgel is marketed by Solvay Pharmaceuticals, a considerably larger
company than we are. There is another topical gel, Testim®, currently marketed by Auxilium Pharmaceuticals, and a
transdermal patch, AndroDerm, marketed by Watson Pharmaceuticals. We believe we can compete with Androgel and
the other replacement therapies because we believe that Androxal avoids the abnormally high peaks of testosterone
levels and elevated levels of DHT which can be associated with current testosterone replacement therapies like
Androgel. Based on our clinical trial supply cost to date, we currently expect that Androxal, if approved, can compete
favorably on a cost basis with current testosterone replacement therapies.

The erectile dysfunction market is well established and intensely competitive. Our main competitors are already
existing products such as Viagra, which is marketed by Pfizer; Levitra®, which is being marketed by Bayer AG
outside the United States and GlaxoSmithKline and Schering-Plough Corporation in the United States; and Cialis,
which is being marketed by Icos Lilly. In addition, there are several other biopharmaceutical companies that are also
developing products that would directly compete with our phentolamine-based products.

Governmental Regulation

Our research and development activities, preclinical studies and clinical trials, and ultimately the manufacturing,
marketing and labeling of any products we may develop, are subject to extensive regulation by the FDA and other
regulatory authorities in the United States and other countries. The U.S. Federal Food, Drug and Cosmetic Act and the
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regulations promulgated thereunder and other federal and state statutes and regulations govern, among other things,
the testing, manufacture, storage, record keeping, labeling, advertising, promotion, marketing and distribution of any
products we may develop. Preclinical study and clinical trial requirements and the regulatory approval process take
many years and require the expenditure of substantial resources. Additional government regulation may be established
that could prevent or delay regulatory approval of our product candidates. Delays in obtaining or rejections of
regulatory approvals would adversely affect our ability to commercialize any product candidate we develop and our
ability to receive product revenues or to receive milestone payments or royalties from any product rights we might
license to others. If regulatory approval of a product candidate is granted, the approval may include significant
limitations on the indicated uses for which the product may be marketed or may be conditioned on the conduct of
post-marketing surveillance studies.
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The standard process required by the FDA before a pharmaceutical agent may be marketed in the United States
includes: (1) preclinical tests; (2) submission to the FDA of an IND application which must become effective before
human clinical trials may commence; (3) adequate and well-controlled human clinical trials to establish the safety and
efficacy of the drug for its intended application; (4) submission of an NDA to the FDA; and (5) FDA approval of the
NDA prior to any commercial sale or shipment of the drug.

Even if regulatory approvals for any products we may develop are obtained, we, our potential collaborators, our
products, and the facilities manufacturing our products would be subject to continual review and periodic inspection.
The FDA will require post-marketing reporting to monitor the safety of our products. Each U.S. drug-manufacturing
establishment must be registered with the FDA. Domestic manufacturing establishments are subject to biennial
inspections by the FDA and must comply with the FDA s requirements regarding current Good Manufacturing
Practices. To supply drug products for use in the United States, foreign manufacturing establishments must comply
with the FDA s Good Manufacturing Practices and are subject to periodic inspection by the FDA or by regulatory
authorities in those countries under reciprocal agreements with the FDA. In complying with current Good
Manufacturing Practices, manufacturers must expend funds, time and effort in the area of production and quality
control to ensure full technical compliance. We do not have any drug manufacturing capabilities and must rely on
outside firms for this capability. The FDA stringently applies regulatory standards for manufacturing. Identification of
previously unknown problems with respect to a product, manufacturer or facility may result in restrictions on the
product, manufacturer or facility, including warning letters, suspensions of regulatory approvals, operating
restrictions, delays in obtaining new product approvals, withdrawal of the product from the market, product recalls,
fines, injunctions and criminal prosecution.

Before any products we may develop could be marketed outside of the United States, they would be subject to
regulatory approval similar to FDA requirements in the United States, although the requirements governing the
conduct of clinical trials, product licensing, pricing, and reimbursement vary widely from country to country. No
action can be taken to market any drug product in a country until the regulatory authorities in that country have
approved an appropriate application. FDA approval does not assure approval by other regulatory authorities. The
current approval process varies from country to country, and the time spent in gaining approval varies from that
required for FDA approval. In some countries, the sale price of a drug product must also be approved. The pricing
review period often begins after market approval is granted. Even if a foreign regulatory authority approves any
products we may develop, no assurance can be given that it will approve satisfactory prices for the products.

Our research and development involves the controlled use of hazardous materials and chemicals. Although we
believe that our procedures for handling and disposing of those materials comply with state and federal regulations,
the risk of accidental contamination or injury from these materials cannot be eliminated. If such an accident occurs,
we could be held liable for resulting damages, which could be material to our financial condition and business. We are
also subject to numerous environmental, health and workplace safety laws and regulations, including those governing
laboratory procedures, exposure to blood-borne pathogens, and the handling of biohazardous materials. Additional
federal, state and local laws and regulations affecting us may be adopted in the future. Any violation of, and the cost
of compliance with, these laws and regulations could materially and adversely affect us.

Third-Party Reimbursement and Pricing Controls

In the United States and elsewhere, sales of pharmaceutical products depend in significant part on the availability
of reimbursement to the consumer from third-party payers, such as government and private insurance plans. Since we
have no commercial products, we have not had to face this issue yet. However, third-party payers are increasingly
challenging the prices charged for medical products and services. It will be time consuming and expensive for us to go
through the process of seeking reimbursement from Medicaid, Medicare and private payers.

Our products may not be considered cost effective, and coverage and reimbursement may not be available or
sufficient to allow us to sell our products on a competitive and profitable basis. The passage of the Medicare
Prescription Drug and Modernization Act of 2003 imposes new requirements for the distribution and pricing of
prescription drugs which may affect the marketing of our products.

In many foreign markets, including the countries in the European Union, pricing of pharmaceutical products is
subject to governmental control. In the United States, there have been, and we expect that there will continue to be, a
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number of federal and state proposals to implement similar governmental pricing control. While we cannot predict
whether such legislative or regulatory proposals will be adopted, the adoption of such proposals could have a material
adverse effect on our profitability.
The Hatch-Waxman Act

Under the U.S. Drug Price Competition and Patent Term Restoration Act of 1984, known as the Hatch-Waxman
Act, newly approved drugs and indications benefit from a statutory period of non-patent marketing exclusivity. The
Hatch-Waxman Act provides five year marketing exclusivity to the first applicant to gain approval of an NDA for a
new chemical entity, or NCE, meaning that the FDA has not previously approved any other new drug containing the
same active ingredient. Both of our current product candidates are considered NCEs. The Hatch-Waxman Act
prohibits an abbreviated new drug application, or ANDA, where the applicant does not
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own or have a legal right of reference to all the data required for approval, to be submitted by another company for
another version of such drug during the five year exclusive period. Protection under the Hatch-Waxman Act will not
prevent the filing or approval of another full NDA, however, the applicant would be required to conduct its own
adequate and well-controlled clinical trials to demonstrate safety and effectiveness. The Hatch-Waxman Act also
provides three years of marketing exclusivity for the approval of new NDAs with new clinical trials for previously
approved drugs and supplemental NDAs, for example, for new indications, dosages, or strengths of an existing drug,
if new clinical investigations are essential to the approval. This three year exclusivity covers only the new changes
associated with the supplemental NDA and does not prohibit the FDA from approving ANDAs for drugs containing
the original active ingredient or indications.

The Hatch-Waxman Act also permits a patent extension term of up to five years as compensation for patent term
lost during product development and the FDA regulatory review process. However, patent extension cannot extend the
remaining term of a patent beyond a total of 14 years. The patent term restoration period is generally one-half the time
between the effective date of an IND and the submission date of an NDA, plus the time between the submission date
of an NDA and the approval of that application. Only one patent applicable to an approved drug is eligible for the
extension and it must be applied for prior to expiration of the patent. The PTO, in consultation with the FDA, reviews
and approves or rejects the application for patent term extension.

Litigation

We are not currently a party to any material legal proceedings.
Exchange Listings

In July 2004, our common stock was transferred from the Nasdaq National Market to the Nasdaq Capital Market,
and in August 2004, our common stock was moved for trading from Tier I to Tier II of the Pacific Exchange.
Employees and Consultants
Employees

At March 11, 2006, we had 6 full-time employees and anticipate hiring several new employees during 2006 to
assist in the clinical development of our products and the associated administrative requirements. We also utilize
part-time consultants as well as contract research organizations and other outside specialty firms for various services
such as clinical trial support, manufacturing and regulatory approval advice. We intend to increase the number of
employees we have, particularly in the area of research and development, upon successful completion of further
financings. We believe our relationship with our employees is good.

Scientific Advisors and Consultants

We benefit from consultation with prominent scientists active in fields related to our technology. For this purpose,
we have part-time consulting relationships with a number of scientific advisors. At our request, these advisors review
the feasibility of product development programs under consideration, provide advice about advances in areas related
to our technology, and aid in recruiting personnel. All of the advisors are employed by academic institutions or other
entities and may have commitments to or advisory agreements with other entities that limit their availability to us. Our
advisors are required to sign an agreement providing that they are to disclose and assign to us any ideas, discoveries
and inventions they develop in the course of providing consulting services. We also use consultants for various
administrative needs. None of our advisors are otherwise affiliated with us.

In addition to the advisors described above, we have engaged two U.S. contract research organizations to conduct
our clinical trials. Pharm-Olam International Ltd. conducts our clinical trials in the United States and Europe for
Proellex for the treatment of uterine fibroids and for Androxal for the treatment of testosterone deficiency, and
Synergos to assist in the assessment and preparation of the data for resubmission to the FDA. Under our arrangements
with these contract research organizations, we design the protocols for the clinical trials and direct the contract
research organizations in their efforts. Both Pharm-Olam and Synergos have agreed that we own all of the data
associated with the clinical trials.

ITEM 1A. RISK FACTORS
Our product candidates are at an early stage of development, and if we are not able to successfully develop and
commercialize them, we may not generate sufficient revenues to continue our business operations.
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We currently have only two product candidates that are in clinical trials, and our phentolamine-based produc