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 Bionovo Moving to OTC Bulletin Board Avoiding Reverse-Split 

 Bionovo’s Botanical SERM Could Address Postmenopausal Obesity 

 Bionovo’s Botanical Menerba
®
 Begins U.S. Phase IIIa Clinical Trial 

 Menerba
®
 Could Be First Botanical Blockbuster Drug 
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Summary 
 

On Friday, Bionovo announced that their Board of Directors decided to seek a voluntary delisting from the NASDAQ 

Capital Market. Form 25 will be filed with the SEC on February 7, 2012 to commence the NASDAQ delisting process and 

is expected that the delisting will take effect as of the close of trading on February 17, 2012. Investors should note that, at 

that time, Bionovo will no longer trade on NASDAQ under the symbol "BNVI" but expects to trade on the OTC Bulletin 

Board promptly following the delisting. 

 

We believe this allows Bionovo to more easily raise funds in this challenging environment for their Phase IIIa 

clinical trial for Menerba
®
 and the supporting expenses which are expected to be approximately $50M, which we have 

included in our model. Specific benefits of the OTCBB are: 

 

 A reverse split is not required as there is no minimum bid requirement 

 No financial restrictions on capital raising 

 There are no listing requirements that need to be met 

 Lower continued compliance costs 

 

We continue to believe that the top-line efficacy and safety results of the Phase IIIa trial, if favorable, would unlock 

additional shareholder value and attract significant financial support from a partner for the Phase IIIb trial. 

   

Other Recent News 
 

New Board Member 

On January 5, 2012, Robert E. Farrell, J.D. was named to Bionovo’s Board of Directors.  Mr. Farrell will also serve as an 

independent director and member of the Audit and Compensation committees. From 1996-2009, Mr. Farrell held the 

positions of EVP and CFO of Titan Pharmaceuticals and was appointed President and CEO of Titan in December 2008 , a 

position that he held through 2009. From 1991-1996, Mr. Farrell served as Corporate Group VP and CFO of Fresenius 

USA. Mr. Farrell holds an undergraduate degree from the University of Notre Dame and received his J.D. degree from the 

University of California. 
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New Chief Financial Officer 

On January 4, 2012, David Boyle was named SVP and Chief Financial Officer. He was previously SVP and Chief 

Financial Officer of AVI BioPharma. Prior to AVI, he was VP, Finance and Chief Financial Officer of XOMA. In addition 

to his past positions as VP of Finance at Polycom and Director of Business Development at Intel, Mr. Boyle has held 

senior positions in biotechnology and specialty pharmaceutical companies.  He was previously at Salix Pharmaceuticals, 

Ltd. in the U.S. and at Ares Serono Group both in the U.S. and Switzerland. 

 

$5M Preferred Stock Agreement 

On January 3, 2012, Bionovo announced that it entered into a $5M securities purchase agreement with an institutional 

investor where Bionovo has the right over 2 years to sell up to $5M redeemable Series A 10% Preferred Stock. In addition, 

Bionovo will issue warrants to purchase shares of common stock valued at 35% of the Preferred Stock amount.  The 

exercise price of the warrants will equal the closing bid price of Bionovo’s common stock on the preceding day.  

 

When Preferred Stock is sold, the investor is also obligated to exercise an additional investment right to purchase a number 

of shares of common stock valued at 100% of the amount of Preferred Stock purchased at a per share price equal to the 

exercise price of the warrants received in the sale of Preferred Stock. Both the warrants and additional investment right are 

exercised when Bionovo elects to sell a tranche of Preferred Stock to the investor.  

 

Upon exercise, the investor must pay for the shares underlying the additional investment right and the warrants, at its 

option, either in cash or by delivering a full-recourse secured promissory note. Any such promissory note will bear interest 

at 2.0% per year calculated on a simple interest basis and be secured by certain securities owned by the investor with a fair 

market value equal to the principal amount of the promissory note.  Bionovo may redeem the Preferred Stock at any time 

and, at the option of either Bionovo or investor, all outstanding promissory notes may be offset, exchanged and cancelled 

for all outstanding shares of Preferred Stock then held by the investor. 

  

Recent Research 
 

On December 8, 2012, Bionovo announced the publication of a study on the effects of two botanically-derived, tissue 

selective estrogen receptor modulators (SERM) for the treatment of postmenopausal obesity.  The paper titled “Estrogenic 

Plant Extracts Reverse Weight Gain and Fat Accumulation without Causing Mammary Gland or Uterine Proliferation” 

was published in the Journal of the Public Library of Science One and can be accessed free of charge at: 

http://www.plosone.org/article/info%3Adoi%2F10.1371%2Fjournal.pone.0028333 

 

The study describes a new class of botanically-derived, tissue selective estrogen receptor modulators in adipose tissue, 

which cause weight loss in mice without the unwanted proliferative effects in breast and uterine tissue that are associated 

with cancer. Currently, estrogen used for menopausal hormone therapy can result in weight-loss and improvement for 

Type 2 diabetes, but at the cost of increased risk of breast and uterine cancer. This study shows preclinical evidence that 

Bionovo’s unique botanical drug approach might reduce obesity and diabetes without increasing cancer risk. 

 

Abstract: “Long-term estrogen deficiency increases the risk of obesity, diabetes and metabolic syndrome in 

postmenopausal women. Menopausal hormone therapy containing estrogens might prevent these conditions, but its 

prolonged use increases the risk of breast cancer, as wells as endometrial cancer if used without progestins. Animal studies 

indicate that beneficial effects of estrogens in adipose tissue and adverse effects on mammary gland and uterus are 

mediated by estrogen receptor alpha (ERα). One strategy to improve the safety of estrogens to prevent/treat obesity, 

diabetes and metabolic syndrome is to develop estrogens that act as agonists in adipose tissue, but not in mammary gland 

and uterus. We considered plant extracts, which have been the source of many pharmaceuticals, as a source of tissue 

selective estrogens. Extracts from two plants, Glycyrrhiza uralensis (RG) and Pueraria montana var. lobata (RP) bound to 

ERα, activated ERα responsive reporters, and reversed weight gain and fat accumulation comparable to estradiol in 

ovariectomized obese mice maintained on a high fat diet. Unlike estradiol, RG and RP did not induce proliferative 

effects on mammary gland and uterus. Gene expression profiling demonstrated that RG and RP induced estradiol-

like regulation of genes in abdominal fat, but not in mammary gland and uterus. The compounds in extracts from 

RG and RP might constitute a new class of tissue selective estrogens to reverse weight gain, fat accumulation and 

metabolic syndrome in postmenopausal women.” 

http://www.plosone.org/article/info%3Adoi%2F10.1371%2Fjournal.pone.0028333
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Investment Summary 
 

The market for a safe and effective treatment for women transitioning through menopause who are experiencing hot 

flashes, night sweats and associated insomnia is currently estimated at $10 billion or more. However, this market is 

currently underserved as hormone replacement therapy (HRT) carries FDA warnings for increased risk of breast cancer, 

strokes, heart attacks, and blood clots. The FDA’s Safety Announcement on July 29, 2010 regarding adverse effects from 

Evamist
®
 (estradiol spray) exposure in children and pets shows that the safety issues with HRT are still being discovered.

1
 

 

Alternatives to HRT, such as antidepressant and anti-seizure drugs, are not FDA-approved for menopause and can cause 

significant side-effects as well. As an example, Bionovo competitor Depomed (Nasdaq:DEPO) announced mixed results of 

their BREEZE 3 Phase III results of Serada
®
 (extended-release gabapentin) for menopausal hot flashes on October 14, 

2011 as shown: 

Depomed BREEZE3 Results 

Statistical 

Significance 
4 Weeks 12 Weeks 24 Weeks 

Frequency YES NO NO 

Severity YES YES NO 
Source: Depomed 

 

Safety: The incidence of dizziness 12.7% for Serada versus 3.4% for placebo. Somnolence (sleepiness) was 

6.0% for Serada versus 2.7% for placebo. Withdrawals due to adverse events were 17% for Serada versus 

12% for placebo. 

 

Trial Design: 600 females, randomized double-blind placebo-controlled study. 1800mg Serada (600mg 

morning 1200mg Evening) 

 

We believe the results of this trial (and previous BREEZE trials) shows that anti-seizure / postherpetic neuralgia 

drugs, such as Depomed’s gabapentin, are not the solution to menopausal hot flashes, especially when side effects 

such as dizziness and sleepiness are taken into account. 

 

We believe that Bionovo’s approach using a botanical source, which research has shown to be a selective estrogen receptor 

modulator (SERM) could represent a significant breakthrough in the treatment for menopausal symptoms and address this 

large, underserved therapeutic market. Oral Menerba
®
 selectively modulates estrogen receptor beta (ERβ), which would 

avoid the safety issues in hormone replacement therapies that activate the ERα pathway thus increasing cancer risk. 

Menerba also appears to avoid the central nervous system (CNS) side-effects seen in the off-label use of antidepressant and 

anti-seizure drugs. As a result, Menerba
®
 could become the first botanical blockbuster drug which we believe represents an 

intriguing opportunity for patient investors. 

 

RESEARCH REFERENCES 
1
 FDA Drug Safety Communication: “Ongoing safety review of Evamist (estradiol transdermal spray) and unintended exposure of 

children and pets to topical estrogen”  July 29, 2010 

http://www.fda.gov/Drugs/DrugSafety/PostmarketDrugSafetyInformationforPatientsandProviders/ucm220185.htm 
2 
 Depomed, Inc. “Serada Phase 3 Results” October 12, 2009 

http://phx.corporate-ir.net/External.File?item=UGFyZW50SUQ9MjgxNDJ8Q2hpbGRJRD0tMXxUeXBlPTM=&t=1 
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Company Description 
 

Emeryville, California-based 

Bionovo, Inc. discovers and 

developments drugs focusing on 

women’s health needs and 

cancer treatments. Their lead 

drug candidate is Menerba
®
 (formerly MF101), a new class of 

receptor sub-type selective estrogen receptor modulator (SERM), for 

the treatment of vasomotor symptoms of menopause, or “hot 

flashes.” Oral Menerba selectively modulates estrogen receptor beta 

(ERβ) with the intent to provide a safer and effective alternative to 

existing treatments which carry FDA Block Box Warnings due to 

significant risks. Bionovo is also developing Bezielle
®
, an oral drug 

for advanced breast cancer which induces apoptosis (cell death) by 

induction of reactive oxygen species (ROS) which causes DNA 

damage, PARP hyperactivation and inhibition of glycolysis. Both 

Menerba and Bezielle drugs candidates are derived from botanical 

sources. 

 

We have not included the European timeline for Menerba
®
 at this time as it may be dependent on a partnership.  In addition, 

we have not yet included Bezielle
®
, Seala

®
 or any other pipeline candidates in our financial model due to the current 

uncertainty regarding development timelines and resources. 
 

Menerba® for Menopausal Hot Flashes 
 

Bionovo’s Menerba
®
 (formerly MF101) is derived from botanical extracts and is currently being developed to treat the 

menopausal vasomotor symptoms commonly referred to as “Hot Flashes”. Menerba consists of 22 herbs that have been used 

in traditional Chinese medicine and represents a new class of receptor sub-type Selective Estrogen Receptor Modulator 

(SERM). Specifically, while oral Menerba has been shown to bind equally to Estrogen Receptors alpha (ERα) and beta 

(ERβ), it only activates (agonist) the ERβ transcriptional pathways which studies have shown to control hot flashes. Menerba 

is also thought to be safer since it does not activate the ERα pathway (c-myc, cyclin D1 and MCF-7) which studies have 

implicated to increase the risk of breast and uterine cancer. Existing mixed agonist/antagonist SERMs (such as tamoxifen 

and raloxifene) carry the FDA Black Box Warnings “Tamoxifen may cause cancer of the uterus (womb), strokes, and blood 

clots in the lungs” and “Taking raloxifene may increase the risk that you will develop a blood clot in your legs or lungs.”  

Oral Menerba is a composition of 22 botanical species as shown below: 

Menerba Mechanism of Action – Activates ERβ but not ERα 

 
Source: Bionovo Inc. 

   

Calendar 

Quarter 
MILESTONES & EVENTS 

Q3 2010 
 EMA Guidance & Trial Approval 

FDA CMC Approval 

Q4 2010 FDA Trial Approval 

Q1 2011 
Manufacture High-Dose for Testing 

Initiate Phase I (High-Dose Safety) 

Q2 2011 
 Complete Phase I (High-Dose Safety) 

 Manufacture Menerba for Phase III 

Q3 2011 
 Complete Toxicology Testing 

 Data Phase I (High-Dose Safety) 

Q4 2011  Initiate Menerba Phase IIIa – U.S. 

Q4’11-Q4’12 5 Interim Data Safety Reviews 

Q1 2013 
Data Menerba Phase IIIa – U.S. 

Initiate Menerba Phase IIIb – U.S. 

Q1 2014 Complete Menerba Phase IIIb – U.S. 

Q2 2014 Data Menerba Phase IIIb – U.S. 

Q1 2015 FDA Menerba Approval & Launch 
Source: Bionovo and LifeTech Capital Estimates 
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Current Treatments for Menopause and Hot Flashes 
 

Currently, Hormone Replacement Therapy (HRT) can be used to treat menopausal symptoms. Originally, HRT treatment 

was to replace estrogen during menopause to strengthen bones and help control other menopausal symptoms. But as a 

consequence, women may also subject themselves to the harmful effects of estrogen such as an increased risk for invasive 

breast cancer, uterine cancer and blood clots. Studies then suggested that adding the hormone progesterone could offset the 

increased risk of uterine cancer linked to estrogen. HRT then standardized on using estrogen plus progesterone in treating 

women with menopausal symptoms. 

 

However, a study of 16,000 menopausal women carried out by the Women's Health Initiative (WHI) was prematurely halted 

in 2002 when preliminary results indicated that the harm associated with this type of treatment outweighs the potential 

benefits. The major risks detected were an increased chance of developing invasive breast cancer, as well as an increased risk 

of strokes, heart attacks, and blood clots. While the data also revealed that hormone replacement with estrogen plus 

progesterone lowered the risk of osteoporosis and colon cancer, these benefits were not considered to be sufficient to 

outweigh the other risks. 

 

The importance of estrogen receptor targeting was highlighted in the October 20, 2010 issue of the Journal of the American 

Medical Association (JAMA) in a paper titled “Estrogen Plus Progestin and Breast Cancer Incidence and Mortality in 

Postmenopausal Women” which shows that women who developed breast cancer after using hormone-replacement therapy 

(HRT) were diagnosed at a later stage than those not on HRT. The HRT women also had a slightly higher death rate. It can 

be accessed at: http://jama.ama-assn.org/cgi/content/short/304/15/1684 

 

Current hormonal agents include Pfizer’s (NYSE:PFE) Premarin
®
 and Prempro

®
 as well other brand name and generic 

versions of hormone replacement therapy agents. An alternative to HRT are antidepressant drugs such as GlaxoSmithKline’s 

(NYSE:GSK) Paxil
®
 (paroxetine), Pfizer’s Effexor

®
 (venlafaxine), Biovail’s (NYSE:BVF) Wellbutrin

®
 (bupropion) and Eli 

Lilly’s (NYSE:LLY) Prozac
®
 (fluoxetine). However, they are not FDA approved to treat menopausal symptoms and there 

can be significant side-effects from these antidepressants that may be the same or worse than the menopausal symptoms they 

are meant to treat. Other unapproved drugs that have been used for menopausal symptoms are the blood pressure drug 

clonidine and the anti-seizure drug gabapentin. 

 

In addition, a dietary supplement called Femarelle
®
 (DT56a) is currently being marketed for menopausal symptoms, which 

contains 322mg of soy extract and 108mg of laxseed, to be taken twice daily. However, it is not FDA-approved and is 

marketed as a dietary supplement rather than a therapeutic drug. The manufacturer has filed for a clinical trial for hot flashes 

but it has not yet begun. (see “A Double-Blind Study to Evaluate the Effect of Femarelle on Menopausal on Vasomotor 

Symptoms” http://clinicaltrials.gov/ct2/show/NCT01063725 ) 

 

Effects of Hormone Replacement Therapy 

  
 Source: National Cancer Institute (NCI )- US National Institutes of Health (NIH)  

http://jama.ama-assn.org/cgi/content/short/304/15/1684
http://clinicaltrials.gov/ct2/show/NCT01063725
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RESEARCH REFERENCES 
Women’s Health Initiative – Estrogen Alone Study  http://www.nhlbi.nih.gov/whi/estro_alone.htm 

Women’s Health Initiative – Estrogen & Progesterone Study  http://www.nhlbi.nih.gov/whi/estro_pro.htm 
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DISCLOSURES 
 

 
Ratings and Price Target Changes over Past 3 Years 

Initiated August 9, 2010 – Strong Speculative Buy - Price Target $7.50 
Updated August 3, 2010 – Strong Speculative Buy - Price Target $5.00 

 
Analyst Certification: I, Stephen M. Dunn, the author of this research report certifies that a.) All of the views expressed in this report 

accurately reflect my personal views about any and all of the subject securities or issuers discussed b.) No part of my compensation is 
directly or indirectly related to the specific recommendations or views expressed in this research report and c.) We may be eligible to 
receive other compensation based upon various factors, including total revenues of the Firm and its affiliates as well as a portion of the 
proceeds from a broad pool of investment vehicles consisting of components of the compensation generated by investment banking 
activities, including but not limited to shares of stock and/or warrants, which may or may not include the securities referenced in this report. 
 

DISCLOSURES 

Does the Analyst or any member of the Analyst’s household have a financial interest in any securities of the Company? NO 

Does the Analyst or any member of the Analyst's household or Firm serve as an officer, director or advisory board member 
of the Company? 

NO 

Has the Analyst or any member of the Analyst’s household received compensation directly or indirectly from the Company 
in the previous 12 months? 

NO 

Does the Firm or affiliates beneficially own ≥1% of the Company’s common stock? NO 

Has the Firm or affiliates received investment banking services compensation in previous 12 months? YES 

Has the Firm or affiliates received non-investment banking securities-related services compensation in previous 12 months? NO 

Does the Firm or affiliates expect to receive or intend to seek investment banking compensation in next 3 months? YES 

Has the Firm or affiliates received non-securities services compensation in previous 12 months? NO 

Does the Firm or affiliates make a market in the Company’s securities? NO 

 
The Firm and/or its directors and employees may own securities of the company(s) in this report and may increase or decrease holdings in 
the future. The Firm, its officers, directors, analysts or employees may effect transactions in and have long or short positions in the 
securities (or options or warrants with respect thereto)  mentioned herein. The Firm may effect transactions as principal or agent in the 
securities mentioned herein.   
 
Ratings Definitions: 1) Strong Buy: the stock is expected to appreciate and produce a total return of at least 40% over the next 12-18 
months; 2) Buy: the stock is expected to appreciate and produce a total return of at least 20% over the next 12-18 months; 3) Strong 
Speculative Buy: the stock is expected to appreciate and produce a total return of at least 40% over the next 12-18 months but the 
volatility and investment risk is substantially higher than our "Strong Buy" recommendation; 4) Speculative Buy: the stock is 
expected to appreciate and produce a total return of at least 20% over the next 12-18 months but the volatility and investment risk is 
substantially higher than our "Buy" recommendation; 5) Neutral: the stock is fairly valued for the next 12-18 months; 6) Avoid/Sell: the 
stock is expected to decline at least 20% over the next 12-18 months and should be avoided or sold if held; 7) Under Review: the 

previous rating and/or price target is suspended due to a significant event which now requires additional analysis and the previous rating 
and/or price target cannot be relied upon; 8) Not Rated: the stock has too much business or financial uncertainty to form an investment 
conclusion or is currently in the process of being acquired and 9) Restricted: coverage cannot be initiated or has been temporarily 

suspended to comply with applicable regulations and/or firm policies in certain circumstances such as investment banking or an advisory 
capacity involving the company. 
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LifeTech Capital 
Research 

Research 
Coverage 

Investment 
Banking 

FINRA 
RULE 2711 

Research 
Coverage 

Investment 
Banking 

Ratings Distribution % of Total % of Total Ratings Distribution % of Total % of Total 

Strong Buy 14% 0% Buy 100% 43% 

Strong Speculative Buy 86% 50% Hold/Neutral 0% 0% 

Buy 0% 0% Sell 0% 0% 

Speculative Buy 0% 0% Total 100% 43% 

Neutral 0% 0%    

Avoid/Sell 0% 0%    

Under Review 0% 0%    

Not Rated 0% 0%    

Restricted 0% 0%    

Total 100% 43%    

 
Legal Disclaimer 

THE INFORMATION IN THIS REPORT IS NOT INTENDED TO BE USED AS THE BASIS FOR INVESTMENT DECISIONS AND 
SHOULD NOT BE CONSTRUED AS ADVICE INTENDED TO MEET THE PARTICULAR INVESTMENT NEEDS OF ANY INVESTOR. 
THE INFORMATION IN THIS REPORT IS NOT A REPRESENTATION OR WARRANTY AND IS NOT AN OFFER OR SOLICITATION OF 
AN OFFER TO BUY OR SELL ANY SECURITY. 
 
TO THE FULLEST EXTENT OF THE LAW, LIFETECH CAPITAL, AURORA CAPITAL LLC, OUR OFFICERS, ADVISORS, AND 
PARTNERS WILL NOT BE LIABLE TO ANY PERSON OR ENTITY FOR THE QUALITY, ACCURACY, COMPLETENESS, RELIABILITY 
OR TIMELINESS OF THE INFORMATION PROVIDED IN THIS REPORT, OR FOR ANY DIRECT, INDIRECT, CONSEQUENTIAL, 
INCIDENTAL, SPECIAL OR PUNITIVE DAMAGES THAT MAY ARISE OUT OF THE USE OF INFORMATION PROVIDED TO ANY 
PERSON OR ENTITY (INCLUDING BUT NOT LIMITED TO, LOST PROFITS, LOSS OF OPPORTUNITIES, TRADING LOSSES AND 
DAMAGES THAT MAY RESULT FROM ANY INACCURACY OR INCOMPLETENESS OF THIS INFORMATION). 
 
Investors are expected to take full responsibility for any and all of their investment decisions based on their own independent research and 
evaluation of their own investment goals, risk tolerance, and financial condition. Investors are further cautioned that Small-Cap and Micro-
Cap stocks have additional risks that may result in trading at a discount to their peers. Liquidity risk, caused by small trading floats and 
very low trading volume can lead to large spreads and high volatility in stock price. Small-Cap and Micro-Cap stocks may also have 
significant company-specific risks that contribute to lower valuations. Investors need to be aware of the higher probability of financial 
default and higher degree of financial distress inherent in the Small-Cap and Micro-Cap segments of the market. 
 
The information, opinions, data, quantitative and qualitative statements contained in this report have been obtained from sources believed 
to be reliable but have not been independently verified and are not guaranteed as to accuracy nor does it purport to be a complete 
analysis of every material fact regarding the company, industry, or security. The information, opinions, or recommendations are solely for 
advisory and informational purposes and are only valid as of the date appearing on the report and are subject to change without notice. 
 
Statements in this report that are not historical facts are “forward-looking statements” that involve risks and uncertainties. “Forward looking 
statements" as defined under Section 27A of the Securities Act of 1933, Section 21B of the Securities Exchange Act of 1934 and the 
Private Securities Litigation Act of 1995 include words such as “opportunities,” “trends,” “potential,” “estimates,” “may,” “will,” “could,” 
“should,” “anticipates,” “expects” or comparable terminology or by discussions of strategy. These forward looking statements are subject to 
a number of known and unknown risks and uncertainties outside of the company's or our control that could cause actual operations or 
results to differ materially from those anticipated. Factors that could affect performance include, but are not limited to, those factors that 
are discussed in each profiled company's most recent reports or registration statements filed with the SEC. Investors should consider 
these factors in evaluating the forward looking statements included in this report and not place undue reliance upon such statements. 
Investors are encouraged to read investment information available at the websites of the SEC at http://www.sec.gov and FINRA at 
http://www.finra.org. 
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