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We are initiating coverage of DURECT Corp. with a ‘Buy’ 
rating. We believe the story is vastly undervalued. We have 
stripped the company down into its individual product 
components through a “sum-of-parts” analysis. We arrive at 
a price target of $2.50 per share. 
 
The vast majority of our valuation comes from Remoxy. We 
expect that Pfizer will be in position to re-file the new drug 
application on Remoxy during the first half of 2013.  Abuse 
of OxyContin is a major healthcare concern. We think 
Remoxy is a meaningful step forward in the fight to reduce 
the OxyContin abuse epidemic. DURECT is entitled to 
receive a tiered royalty on global sales of Remoxy at Pfizer. 
We see the royalty potential from Remoxy alone worth more 
than the current valuation.  

52-Week High $1.87
52-Week Low $0.69
One-Year Return (%) -21.68
Beta 1.20
Average Daily Volume (sh) 133,321
 
Shares Outstanding (mil) 88
Market Capitalization ($mil) $98
Short Interest Ratio (days) 0.83
Institutional Ownership (%) 42
Insider Ownership (%) 5
 
Annual Cash Dividend  $0.00
Dividend Yield (%)  0.00
 
5-Yr. Historical Growth Rates 
    Sales (%) 14.8
    Earnings Per Share (%) N/A
    Dividend (%)   N/A
 

P/E using TTM EPS N/A

P/E using 2012 Estimate N/A
P/E using 2013 Estimate N/A
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ZACKS ESTIMATES 
 

Revenue  
(In millions of $) 

 Q1 Q2 Q3 Q4 Year 

 (Mar) (Jun) (Sep) (Dec) (Dec) 

2011 8.6 A   7.8 A 8.1 A 8.9 E 33.5 E 
2012 41.2 A   4.8 A 4.2 E 4.8 E 55.0 E 
2013     21.0 E 
2014        31.1 E 

 

Earnings per Share 
 (EPS is operating earnings before non-recurring items) 

 Q1 Q2 Q3 Q4 Year 
 (Mar) (Jun) (Sep) (Dec) (Dec) 

2011 -$0.07 A -$0.06 A -$0.05 A   -$0.03 A   -$0.21 A 
2012 $0.35 A -$0.05 A -$0.05 E   -$0.05 E   $0.21 E 
2013     -$0.16 E 
2014        -$0.08 E 

DRRX: Sum-Of-Parts Shows Durect Is 
Vastly Undervalued - Initiating Coverage.   
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     WHAT’S NEW 

 
 
Initiating Coverage 

 
We are initiating coverage of DURECT Corp. with a ‘Buy’ rating. We believe the story is vastly undervalued. We 
have stripped the company down into its individual product components through a “sum-of-parts” analysis. We 
arrive at a price target of $2.50 per share. 

 
The vast majority of our valuation comes from Remoxy. We expect that Pfizer will be in position to re-file the new 
drug application on Remoxy during the first half of 2013. Pfizer is conducting two bioavailability studies and plans to 
discuss the results with the U.S. FDA in the fourth quarter 2012. Based on comments made by Pfizer to date, we 
think Remoxy could be approved by the end of 2013. We see Remoxy, a tamper-resistant extended release 
formulation of oxycodone, as a blockbuster drug. We think that Pfizer will be able to capture 30% or more of the 
OxyContin market from Purdue Pharma LP within five years of launch. The shear marketing muscle, with the ability 
to co-detail Remoxy next to blockbuster pain medications like Lyrica and Celebrex, along with Purdue’s less-than-
stellar reputation should help drive uptake once approved. Abuse of OxyContin is a major healthcare concern, and 
recent FDA advisory panels and CDC workshops have the problem on the top of the “get it fixed” list. We think 
Remoxy is a meaningful step forward in the fight to reduce the OxyContin abuse epidemic.  

 
DURECT is entitled to receive a tiered royalty on global sales of Remoxy at Pfizer. There are no expenses 
associated with the ongoing royalty stream. In fact, DURECT and Pfizer recently signed a long-term supply 
agreement whereby DURECT will supply some of the excipients included in the Remoxy formulation at a cost-plus 
transfer price. We see the royalties from Remoxy, heavily discounted, worth $1.75 per share. 

 
Investors may be questioning DURECT strategy to file for approval of Posidur based on the failure of the phase 3 
BESST trial earlier in the year. Our model assumes the company receives a complete response letter (CRL) and 
that the FDA requires DURECT to re-conduct another phase 3 program. We think BESST was outside the core 
capabilities of the product – surgical pain. We think odds favor success in a second phase 3 trial with a more narrow 
focus for Posidur. We see only a 20% chance of approval on the first NDA. Nevertheless, even with the expected 
CRL and the delay and costs necessary to conduct another phase 3 trial, we think Posidur, with peak sales around 
$250 million, is worth $0.40 per share. 
 
Below is our sum-of-parts analysis. We include only modest contributions from the rest of the pipeline, including 
Eladur, TRANSDUR-sufentanil, Relday, and early-stage ORADUR candidates. We also include projected operating 
expenses over the next several years at around $30 to $35 million in combined R&D and SG&A, a net operating 
loss (NOL) carryforward of approximately $228 million at year end 2011, and a projected cash balance of $17.5 
million at year end 2012. We see cash sufficient to fund operations into 2014. 

  
Sum-Of-Parts Valuation Value / Share 

Royalties on Remoxy (Pfizer) $1.75 / Share 

Royalties on Posidur (Unpartnered) $0.40 / Share 

Royalties on Eladur (Unpartnered) $0.26 / Share 

Royalties on TRANSDUR-Sufentanil (Unpartnered) $0 

ORADUR-ADHD (Unpartnered) $0.12 / Share 

Relday (Unpartnered) $0.12 / Share 

ALZET Pumps & LACTLE Polymers $0.33 / Share 

Cash + NOL – Operating Expenses -$0.50 / Share 

NPV Sum-of-Parts for DURECT Corp. ~$2.50 / Share 

  
We would be buyers of DURECT stock at today’s price. We see upside over the next 12 to 18 months of nearly 
150%. We see several catalysts on the horizon, including the Posidur and Remoxy NDA filings and potential 
partnerships on Eladur and ORADUR-ADHD as bringing investor attention back to the name.
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     COMPANY OVERVIEW 
 

 

 

DURECT Corporation is a specialty pharmaceutical company focused on the development 
of pharmaceutical systems based on its proprietary drug delivery platform technologies to treat 
chronic debilitating diseases and enhance treatment capabilities associated with chronic pain and 
central nervous system disorders.  

 
The company’s technology platforms include the SABER® Delivery System (a patented and versatile depot 
injectable useful for proteins, peptides and small molecule delivery), the ORADUR® sustained release oral gel-cap 
technology (an oral sustained release technology with several potential abuse deterrent properties), 
the TRANSDUR® transdermal patch technology, the DURIN® Biodegradable Implant (drug-loaded implant system) 
and the MICRODUR™ Biodegradable Micro-particulates (microspheres injectable system). DURECT seeks to 
partner with pharmaceutical and biotechnology companies to develop and commercialize these proprietary and 
enhanced pharmaceutical products based on its technologies.  
 
 
SABER Delivery Technology 
 

 

SABER is a patented, injectable, controlled-release biodegradable delivery system that can 
be formulated for systemic or local administration of active agents. The SABER Delivery 
System uses a high viscosity carrier such as sucrose acetate isobutyrate (SAIB) and one 
or more pharmaceutically acceptable additives to provide controlled release of the drug. 
The drug is dissolved or dispersed in a SABER system for subsequent injection. When the 
high viscosity SAIB is formulated with drug, either water soluble or insoluble, biocompatible 
excipients and other additives, the resulting formulation is liquid enough to inject easily with 
standard syringes and needles. 

 
After injection of a SABER formulation, the excipients diffuse away, leaving a viscous depot. Depending on how it is 
formulated, the SABER system can successfully deliver therapeutic levels of a wide spectrum of drugs from one 
day to three months from a single injection. The SABER Delivery System provides certain advantages for drug 
delivery. These include: 
 
 Control of initial delivery rate: The SABER depot can provide improved control of initial release rates, resulting 

in lower burst of drug than competing polymer-based systems that use polylactic-co-glycolic acid (PLGA) 
microspheres. Clinical data shows that drugs delivered through the SABER Delivery System produce a flat 
pharmacokinetic profile (i.e. no peaks and troughs).  
 

 High drug payload: DURECT has been able to show that the SABER Delivery System can support higher doses 
of smaller injection volumes than polymer based formulations. Drug concentration in a SABER formulation an 
be as high as 30%, considerably greater than is typical with other commercially available injectable controlled 
release technologies. 
 

 Peptide / Protein delivery: SABER formulations isolate peptides and proteins in a non-aqueous non-polymeric 
solution to prevent premature exposure to water, which can lead to better drug stability and help minimize burst 
while modulating release over long periods of time.  

 
 Ease of Administration: SABER utilizes small needle gauges, small injection volumes and low solution viscosity 

to result in easier, less painful administration. Plus, SABER Depot technologies can deliver drugs most 
effectively for one week to one month, with minimal injection site impact. 

 
 Patent Protection: DURECT has a strong intellectual property position covering SABER, SABER-like materials, 

and various applications of this technology to pharmaceuticals, biotechnology and drug delivery. 
 
 Ease of Manufacture: DURECT believes, compared to microspheres and other polymer-based controlled 

release injectable systems, SABER is readily manufacturable at low cost 
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ORADUR Gel-Cap Formulation 
 

 

ORADUR is a sustained release oral technology based on the company’s SABER 
technology. The technology is designed to transform short-acting oral capsule dosage forms 
into sustained release oral products in an easy to swallow gelatin capsule. The technology 
uses a high-viscosity base component such as sucrose acetate isobutyrate (SAIB) to 
provide controlled release of active ingredient for a period of 12 to 24 hours of drug delivery. 
ORADUR gel-caps have the added benefit of being less prone to abuse (e.g., by crushing or 
alcohol or water extraction) than other controlled release dosage forms on the market today. 

 
The ORADUR technology is unique for its dual performance attributes of providing controlled drug delivery for both 
water soluble and water insoluble drugs and abuse resistance for those drugs that are abusable, such as opioids, 
stimulants, sedatives and antidepressants.  
 
ORADUR technology has a number of built-in mechanisms to resist abuse by crushing and drug extraction, which 
are usually the first steps that lead to drug abuse via snorting, ingestion and/or injection. Long-acting opioids are 
particularly prone to abuse because they have a much higher content of active ingredient than immediate-release 
formulations. Data published in the Journal of Applied Research (Vol.10, No.3, 2010) highlights the improved 
characteristics of ORADUR-oxycodone versus commercially available controlled-release oxycodone (OxyContin, 
Purdue Pharma LP) with respect to tamper resistance.  
 
Snorting and sniffing a crushed OxyContin tablet is the most common form of abuse. This is followed by extraction 
through dissolving and injecting. Below is an example of a crushed OxyContin tablet and DURECT’s crushed 
ORADUR-oxycodone (Remoxy). When crushed, the ORADUR gel-cap becomes a thick viscous gel that cannot be 
snorted, sniffed, injected, or dissolved in liquid (minimal impact). 
 

 
Oxycodone-ER 

 
ORADUR-Oxycodone 

 
Crushed Oxycodone-ER 

 
Crushed ORADUR-Oxycodone 

 
 

TRANSDUR Delivery System 
 

 

TRANSDUR is a transdermal technology specifically designed by DURECT for delivery of 
drugs when oral administration due to low bioavailability, short half-lives, frequent dosing 
requirements, or unacceptable side-effect profiles is not suitable. Depending on the drug and 
its physicochemical properties, the TRANSDUR technology provides compatible and functional 
transdermal formulations, resulting in thin solid state transdermal products that can deliver 
drugs, through intact skin, at a controlled rate up to one week. TRANSDUR technology 
encompasses proprietary product components such as pressure sensitive adhesive 
formulations, skin permeation enhancers and carrier films. 



 
 

Zacks Investment Research                                          Page 5                                                            www.zacks.com 

 
Transdermal products based on DURECT’s TRANSDUR technology have the potential to improve convenience and 
compliance as well as cost-effectiveness, and provide highly reliable therapy to patients and health care providers. 
Plus, by avoiding the effects on the gastrointestinal tract and first-pass metabolism seen with some oral products, 
transdermal drug therapies can enhance therapeutic efficacy while decreasing side effects. DURECT’s transdermal 
technology offers key advantages over existing “first generation” transdermal patches by offering improvements in 
size, skin-adhesion, irritation, and absorption. 
 
 
DURIN, DUROS, and MICRODUR 
 

DURIN: A biodegradable (drug-loaded) implant technology that can be formulated to release 
an active ingredient, locally or systemic, over a period of days to months. Drug-loaded 
implants consist of a mixture of an active and a polymeric excipient formed into a fiber, rod, 
film or other shape. The implant may be a simple monolithic mixture or may incorporate a 
rate-controlling membrane. Drug release is controlled by a number of variables including 
drug content, polymer composition and molecular weight, device geometry, and 
manufacturing process.  

 

DUROS: An osmotic implant technology that offers precise constant drug delivery of potent 
molecules and acts as a miniature drug-dispensing subcutaneous pump for therapies 
requiring systemic or site-specific administration of drug. The technology is designed to 
achieve higher drug concentrations at the desired site of action while minimizing systemic 
side effects. DURECT has developed a site-specific catheter technology utilizing the 
DUROS system. 
 

 

MICRODUR: A patented biodegradable (drug-loaded) injectable microsphere technology 
that offers improved rate of duration and drug release characteristics. MICRODUR polymers 
are used to entrap an active pharmaceutical agent in solid matrices (capsules) comprising 
particles generally between 10 and 125 microns in diameter. DURECT can tailor the 
sustained release from a few days to several months. MICRODUR particles degrade fully in 
the body after the active agent is released.  

 

 
 

   
     INVESTMENT OVERVIEW 

 
 
Third Time A Charm For Remoxy? 
 
Pfizer, Inc. (through a partnership with DURECT) is developing ORADUR-Oxycodone, known as Remoxy, for the 
treatment of chronic pain. Chronic pain is usually the result of an ongoing condition or significant problem 
associated with chronic diseases, including cancer, various neurological and skeletal disorders and other ailments 
such as severe arthritis or a debilitating back injury. According to a 2011 survey of U.S. adults conducted by the 
Institute of Medicine, roughly 116 million Americans report having had pain in the past three months. Americans 
spent over $600 billion on medications for the treatment of both acute and chronic pain in 2011.  
 
Chronic pain usually worsens over time, and once severe can affect the nervous system to the point where pain 
persists even if the underlying condition that originally caused the pain is stabilized or improved. In order to 
effectively treat chronic pain, patients often need stronger medications the longer the pain persists. Once chronic 
pain develops to the severity where OTC or prescription non-steroidal anti-inflammatory drugs (NSAID), 
cyclooxygenase-2 (Cox-2) inhibitors, or muscle relaxants are no longer effective, physicians may begin prescribing 
stronger and more effective opioids. 
 
An opioid is a chemical that works by binding to opioid receptors, found principally in the body’s central and 
peripheral nervous system and the gastrointestinal tract. Opioids delivery powerful analgesic effects, driven by 
decreased perception of pain, decreased reaction to pain as well as increased pain tolerance.  
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Common opioids include morphine, hydromorphone, codeine, 
hydrocodone, oxycodone, and oxymorphone, as well as synthetic 
opioids such as fentanyl and sufentanil. The most commonly 
used opioid for moderate to severe chronic pain is oxycodone. 
Oxycodone offers superior absorption and metabolism, and a 
wide therapeutic window for the treatment of chronic pain when 
compared to morphine. 
 
Over the past decade pharmaceutical companies have been 
developing long-acting release formulations of opioids to reduce 
dosing frequency and improve the therapeutic index when 
compared to short-acting or immediate-release formulations. 
Long-acting or extended release formulations provide fewer 
interruptions in sleep, reduced dependence on caregivers, 
improved compliance and enhanced quality of life outcomes.  

U.S. Opioid Market 

 
According to the Office of National Drug Control Policy, opioids are the most commonly prescribed drugs in the U.S. 
IMS Health data from 2011 suggests the U.S. market for opioid analgesics was $8.5 billion. Of this, extended 
release opioids accounted for approximately $4.8 billion. Over 4 million Americans were prescribed long-acting 
opioids in 2011. Purdue Pharma LP has developed the market leading long-acting release formulation of oxycodone 
called OxyContin. Prescription tracking data (IMS Health) suggests Purdue sold over $3.3 billion in OxyContin in the 
U.S. in 2011. Another $700 million was sold outside the U.S. 
 

U.S. OxyContin Sales at Purdue Pharma L.P. 

     Source: IMS Health 

 
Unfortunately, beside the powerful analgesic effects of drugs like morphine and oxycodone, opioids bring about 
significant side effects including sedation, respiratory depression, and constipation. Long-acting dose formulations 
were designed to provide a more constant plasma concentration and clinical effect, resulting in less frequent peak 
to trough fluctuations and fewer side effects. However, these long-acting formulations typically contain two to three 
times the active drug per dose as short-acting or immediate-release formulations. This leads to the major concern 
with respect to widespread opioid use – the potential for misuse and abuse.  
 
Opioids have high potential for physical dependence that can develop with ongoing administration. This 
dependence can lead to withdrawal syndrome. Opioids produce a feeling of euphoria, and this effect, coupled with 
physical dependence, can lead to recreational use and abuse by individuals. Opioids are Schedule 2 drugs under 
the Controlled Substance Act. The listing includes risk of high potential for abuse, and severe psychological or 
physical dependence.  
 
Opioid abuse is a significant problem in the U.S. A 2011 survey by the Institute of Medicine notes that opioid abuse 
is the 2nd leading cause of accidental death in the U.S. (after car crashes). The U.S. Department of Health and 
Human Services estimates the burden at nearly $10 billion, which includes workplace costs, healthcare costs, and 
criminal justice costs associated with illicit prescription opioid use. 
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The Institute of Addiction Medicine estimates that over 23 million people in the U.S. aged 12 or older require 
treatment for a substance use disorder, the majority of which is for prescription opioids. From 1992 to 2003, misuse 
of opioid prescription painkillers increased by 140%. Americans consume 80% of the world's supply of opioids. The 
use of legitimate opioids has been paralleled by a rise in abuse of these drugs, with a 63% increase in opioid deaths 
during the 5-year period from 1999 to 2004. Over 2.7 million Americans are opioid dependent, and  nearly a third of 
Americans report having used opioid prescription painkillers for nonmedical purposes at least once in their lives. 
 
The statistics for young Americans are astonishing: 
 
 Approximately 2.5 million teenagers have reported using opioid painkillers for nonmedical purposes. 
 Approximately 6% of high school seniors report nonmedical use of OxyContin. 
 Roughly 25% of teenagers will try prescription painkillers at least once for nonmedical purposes. 
 
The most common way to abuse a prescription opioid, such as 
OxyContin, and obtain a euphoric high is to crush the tablet and inhale 
(snort or sniff) the powder. The tablet can also be dissolved in alcohol 
and swallowed or injected as a way to extract the oxycodone. These 
methods allow for immediate release of the oxycodone from the long-
acting release formulation tablet.  
 
To combat crushing or dissolving the tablet, Purdue Pharma has 
developed a tamper resistant formulation of OxyContin. Data suggests 
that this tamper resistant formulation is only somewhat more effective 
in reducing the abuse of oxycodone. That being said, during our 
research for this report we found an almost endless supply of websites 
designed to teach people how to abuse OxyContin. It is clear that 
oxycodone abuse is a major problem in the U.S. and an alternative 
product is needed. 
 
Remoxy is an oral, long-acting oxycodone gelatin capsule that utilizes DURECT’s ORADUR controlled release 
technology. Remoxy cannot be crushed for inhalation or injection. Human pharmacokinetic data demonstrates that 
dissolving in ethanol and other common drinks / solvents does not cause a rapid release of the drug. DURECT has 
cleverly designed Remoxy to be resistant to freezing or heating. Remoxy also has a foul taste when chewed.  
 
In December 2002, DURECT Corp. entered into an exclusive worldwide licensing, development and 
commercialization agreement with Pain Therapeutics, Inc. Under the terms of this agreement, Pain Therapeutics 
paid DURECT an upfront license fee of $1.0 million, with the potential for an additional $9.3 million in performance 
milestone payments based on the successful development and approval of the four ORADUR-based opioids. Of 
these potential milestones, $9.3 million are development-based milestones (of which $1.7 million had been 
achieved as of June 30, 2012). We note there are no sales-based milestones under the agreement; however, 
DURECT is entitled to receive between 6.0% and 11.5% of net sales of Remoxy depending on sales volume. 
 
In March 2009, Pain Therapeutics sublicensed the right to Remoxy to King Pharmaceuticals. DURECT continues to 
perform related activities in accordance with the terms and conditions of its original agreement with Pain 
Therapeutics. In February 2011, Pfizer acquired King and thereby assumed the rights and obligations of King with 
respect to Remoxy. Remoxy is now in the hands of one of the world’s largest pharmaceutical companies. One of 
Pfizer’s drivers for the King acquisition was widely believed to be the potential for Remoxy. 
 
…Clinical Data… 
 
Prior to the acquisition by Pfizer, King, Pain Therapeutics, and 
DURECT generated solid clinical data on Remoxy with respect 
to the drugs pharmacokinetic profile and abuse resistance. The 
table to the right shows the results from a small (n=10) cross-
over clinical study comparing Remoxy to OxyContin on abuse 
potential. Both drugs were pulverized and consumed with 
either water or high proof alcohol. Blood levels of oxycodone 
were monitored. AUC results show a statistically significantly 
lower concentration for Remoxy than OxyContin (p<0.05).  
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An additional robust phase 1 study in healthy volunteers (n = 37) 
assessed the effects of co-ingestion of alcohol on Remoxy. The 
chart to the right depicts the plasma concentration time curve. 
Plasma concentration was not affected by the co-ingestion of 
Remoxy with ethanol and showed a typical controlled release 
profile for all treatments. Oxycodone Cmax after Remoxy was 
45.3 ng/ml with water alone, versus 45.0 ng/ml with 4% ethanol, 
39.0 ng/ml with 20% ethanol, and 49.7 ng/ml with 40% ethanol. 
The lack of dose-dumping prevents the quick, powerful euphoric 
high sought by recreational drug abusers. These data suggest 
Remoxy represents a safer alternative to current formulations of 
controlled-release oxycodone. 
 
The most poignant anti-abuse data generated are below. It shows the extraction potential of oxycodone as a 
percent of the full dose when dissolved in common household liquids, when frozen, crushed or ground. In total, 
seven in vitro studies were performed to gauge the ability of Remoxy to resist different abuse practices.  
 

Source: FDA.gov 
 
In September 2005, Pain Therapeutics announced results from the first phase 3 trial with Remoxy. The trial was a 
randomized, double-blinded study designed to compare the safety and efficacy of Remoxy against placebo in 
osteoarthritic patients with moderate-to-severe chronic pain. The trial enrolled 209 patients at over 20 U.S. clinical 
sites. Patients were treated with Remoxy 20 mg or matching placebo twice daily over a 4-week study period. The 
results demonstrated a statistically significant (p<0.05) percent decrease in pain scores for patients using Remoxy 
as compared to placebo, as measured by a standard Likert Pain Scale. Patients also reported a statistically 
significant difference in quality of life using Remoxy as compared to placebo, as measured by a standard SF-12 
Health Survey and in patients' self- reported Quality of Analgesia. No drug-related safety issues were noted in the 
study, and as expected opioid-related adverse events (including nausea/vomiting, dizziness, pruritis (itching) and 
somnolence/sedation) and drop-out rates were higher in the Remoxy arm compared to placebo.  
 
In February 2006, Pain Therapeutics initiated a second phase 3 
trial with Remoxy. The trial was run under a U.S. FDA special 
protocol assessment (SPA) and was designed to evaluate the 
analgesic efficacy of twice-daily Remoxy (10 to 80mg) versus 
placebo over a 12-week treatment period. The study 
randomized 412 male and female patients. All patients were 
diagnosed with osteoarthritis of the knee or hip, as evidenced 
by x-ray and clinical criteria of the American College of 
Rheumatology. Pain intensity scores were assessed on a Likert 
pain scale. In December 2007, top-line data indicated that the 
study achieved a statistically significant result in its primary 
endpoint (p=0.007). In addition, the study achieved statistically 
significant results in secondary endpoints such as Quality of 
Analgesia (p<0.01) and Global Assessment (p<0.01). No drug-
related safety issues were noted in this study. 
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A long-term safety study was also initiated in April 2006. By February 2008, Pain Therapeutics had amassed the 
required safety database at over 400 patients on drug for six months and 300 for twelve months. As a result of the 
two positive phase 3 trials and the long-term safety data, over 1,822 unique subjects were exposed in total, Pain 
Therapeutics filed the new drug application (NDA) in June 2008. The application was granted priority review by the 
FDA, and the Anesthetic Life Support Drugs Advisory Committee held a meeting to discuss the application in 
November 2008. 
 
…First CRL… 
 
On November 13, 2008, the U.S. FDA Advisory Committee voted 11 – 8 in favor of Remoxy, signifying the drug did 
have abuse-resistant properties superior to other oxycodone formulations already on the market. However, the 
panel did seem to raise the question about the lack of “likeability” data in Remoxy in the NDA. On December 1, 
2008, the U.S. FDA issued a Complete Response Letter (CRL) on the NDA for Remoxy. The CRL expressed the 
need for additional non-clinical data on the Chemistry, Manufacturing, and Controls (CMC). In July 2009, King met 
with the U.S. FDA to discuss the CRL. In August 2009, King filed its form 10Q with the SEC outlining its plans to 
conduct a “likeability” study on Remoxy. Inclusion on this type of data was done to enhance the perception of the 
product as having lower potential for abuse. 
 
On October 12, 2010, Pfizer announced its intent to acquire King Pharmaceuticals for approximately $3.6 billion in 
cash, a 40% premium over the closing price the day before. The impetus for the deal was King’s portfolio of pain 
medications, including its focus on abuse-resistant opioids, and the fact that pain is a core franchise for Pfizer. 
 
On December 23, 2010, King announced it had re-filed the NDA on Remoxy. King, Pain Therapeutics, and 
DURECT chose not to disclose the data from the likeability study, only noting in investor presentations that the 
study met all pre-specified primary endpoints. 
 
In April 2011, data from the likeability study was published in Pain Medicine (2011;12:618-631). The data show 
Remoxy’s likeability was significantly lower (p<0.05) than OxyContin when both swallowed whole and chewed or 
crushed. The time to peak drug liking was significantly delayed for Remoxy (p<0.05) when chewed vs. OxyContin or 
oxycodone immediate release. Data show no patient could chew Remoxy (due to foul taste and texture) for more 
than 1.5 minutes (mean = 45 seconds). 
 

 
 
…Second CRL… 
 
Despite what looks like solid data in support of Remoxy’s approval, the U.S. FDA issued a second CRL to Pfizer in 
June 2011. In the CRL, the FDA focused on the CMC section of the application. The issue seemed to center around 
inconsistent release performance during in vitro testing of certain Remoxy lots. It is not known if the underlying 
problem was manufacturing or an artifact of the testing method. Nevertheless, Pfizer stated publicly following the 
second CRL that it was committed to resolving the issues with Remoxy. Separately, Pain Therapeutics stated it 
would likely take longer than twelve months before another NDA could be filed. 
 
Since that time, additional information on the second CRL has been made available. Pfizer has stated that they will 
conduct two phase 1 bioavailability studies designed to optimize the formulation composition and analytic methods 
for Remoxy. Put simply, Pfizer is looking at lot to lot consistency and the reasons for potential variation in the in vitro 
release assay, which may stem from the oxycodone API, the excipients used in the ORADUR technology, the 
manufacturing process, or the analytical testing method used to determine lot specifications.   
 
The first of these two studies was initiated in March 2012 and completed in June 2012 (Clinialtrials.gov Identifier: 
NCT01552850). The study designed to estimate the pharmacokinetics and relative bioavailability of oxycodone after 
administration of 40 mg doses of four Remoxy formulations and oxycodone in solution. The second study was also 
initiated in March 2012 and completed in August 2012 (Clinialtrials.gov Identifier: NCT01552863). The trial was an 
open-label, single-dose, 6-dosing period study to characterize the pharmacokinetics of oxycodone (process by 
which oxycodone is absorbed, distributed, metabolized, and eliminated by the body). Preliminary data from both 
trials are being analyzed by Pfizer, along with data from experiments to optimize the formulation. 
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…Re-File 2013… 
 
As of now, all investors have to go on are comments from Pfizer with respect to the status of these programs. 
Management at Pfizer stated recently that it hopes to meet with the U.S. FDA in the fourth quarter 2012 (Type-A 
meeting). Depending on the outcome of the meeting, we believe that Pfizer could be in position to re-file the NDA 
during the first half of 2013. 
 
We admit that investors are essentially flying blind with respect to the data and timeline for re-filing. Worst case 
scenario is that Pfizer is unable to resolve the CMC issues in a timely manner and the Remoxy NDA remains in 
limbo potentially into 2014. However, Pfizer is not talking publicly like that is what they are expecting. In fact, Pfizer 
management is making comments that would seem to suggest progress. 
 

Who / When Quote 

 
Ian Read, CEO 
Q2-2011 Earnings Call  
(August 2011) 
 

“On Remoxy, we see it as when, not if. We’re bringing Pfizer’s manufacturing pharmacy 
skills to bear on that, and it’ll be a question of when.” 

Ian Read, CEO 
Q3-2011 Earnings Call  
(November 2011) 

 
“We are continuing to make progress…for Remoxy, there are also several key decision 
points over the next several months that will determine the timing and nature of our 
response to the FDA’s complete response letter.” 
 

Olivier Brandicourt, President & GM 
– Established Products 
Q4-2011 Earnings Call 
(January 2012) 

 
“We have now a much better understanding of the formulation, the manufacturing controls 
and what we need as analytical tests in terms of methods. So in addition to that we will have 
to conduct two bioavailability studies that we will run during the second quarter this year and 
when we will have all this data, we think that will constitute the basis for our engagement 
with the FDA. We anticipate meeting with the FDA during the third quarter this year to 
discuss next steps.” 
 

 
John Young, President & GM –  
Primary Care 
Q2-2012 Earnings Call 
(July 2012) 
 

“We remain cautiously optimistic we’ll be able to bring Remoxy to the marketplace. And at 
this time we’re certainly hoping to meet with the FDA in the fourth quarter of 2012.” 

 
…Market Opportunity & Sales… 
 
The market opportunity for an abuse-resistant oxycodone is enormous in our view. Quite simply, the market for 
oxycodone-ER (OxyContin) is enormous in itself, with Purdue booking over $3 billion in sales in the U.S. in 2011. 
The growth of prescription opioid use over the past decade is astonishing. From 1997 to 2007, the milligram per 
person use of prescription opioids in the U.S. increased from 74 milligrams to 369 milligrams, an increase of 402%. 
 
A survey conducted by the Substance Abuse and Mental Health Services Administration found that 21 million 
prescriptions for long-acting opioids were dispensed to about 3.7 million unique patients in 2007. This number is up 
over 50% since 2000, but perhaps of more concern is the fact that 5.2 million people age 12 and older reported 
using prescription pain relievers for a nonmedical purpose in the past month. 

 
A 2011 National Survey on Drug Use and Health (NSDUH) showed that nearly one-third of people aged 12 and 
over who used drugs for the first time began by using a prescription drug non-medically. The same survey found 
that over 70% of people who abused prescription pain relievers got them from friends or relatives. Only 5% obtained 
the drug from dealers. 
 
According to the Centers for Disease Control and Prevention (CDC), the number of unintentional deaths resulting 
from opioids overdose has increased over 300% from 1999 (2,901 deaths) to 2008 (11,882 deaths). However, the 
aforementioned mortality data do not portray the morbidity associated with prescription drug overdoses. Data on 
emergency room (ER) visits between 2004 and 2009 show a 111% increase resulting in nonmedical use of opioids 
analgesics. The highest percent of ER visits was associated with oxycodone and hydrocodone. Estimated ER visits 
specifically involving oxycodone increased from 14.2 per 100,000 in 2004 to 34.6 per 100,000 in 2009, an increase 
of 144%. 
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The truth is, it is far too easy to obtain a prescription for OxyContin, and OxyContin is far too easy a drug to abuse. 
Therein lies the problem. It is no surprise, therefore, that the soaring increase prescriptions for OxyContin closely 
correlates to the increase in drug-induced deaths, unintentional overdoses, and ER visits. 

 

 
Accordingly, illicit use of OxyContin is on the forefront of the FDA / DEA’s concern. Since May 2008, when a U.S. 
FDA advisory committee met and recommended the development of new abuse-resistant formulations of 
oxycodone-ER, fingers have been pointed squarely at Purdue’s OxyContin as the root cause of the spike in 
overdoses and deaths. FDA data from that meeting shows that 79% of the time (90 of 114 instances noted in the 
FDA presentation) OxyContin was crushed as the method of preparation and then injected (72%) or snorted (28%). 
Remoxy has the potential to significantly reduce these methods of abuse.  
 
The FDA has taken steps in the past to attempt to curve the problem. In April 2001, on recommendation from the 
FDA, Purdue discontinued the 160mg dose of OxyContin. In July 2001, Purdue expanded the warnings section of 
the label, and then updated the package insert in January 2002. Between 2003 and 2007 Purdue and the FDA met 
several times to discuss reformulation of OxyContin. Purdue submitted a Risk Management Plan (RMP) to the FDA 
in January 2004, and then updated it in May 2007 and again in February 2008. All this while OxyContin sales 
continued to soar, up to $2.5 billion in 2008. Citizen’s Petitions have been filed to pull OxyContin from the market, 
and in July 2007, Purdue went in front of a U.S. Congressional hearing to defend the product. Purdue eventually 
plead guilty in a U.S. Federal Court to misleading the public. Fines and penalties totaled over $634 million. 
 
A CDC analysis published in November 2011 examined overdose deaths involving opioid pain relievers (OPR) 
between 1999 and 2008. During 1999 to 2008, overdose death rates, sales, and substance abuse treatment 
admissions related to OPR all increased substantially. The epidemic of overdoses of OPR has continued to 
worsen. The CDC concluded that the nonmedical use of OPR and overdose rates cannot be explained by 
underlying demographics but is related to wide variations in OPR prescribing. 
 
In 2011, The Obama administration published a policy paper outlining some aggressive goals with respect to 
reducing the prescription drug epidemic. The National Drug Control Strategy calls for a 15% reduction in non-
medical use of prescription psychotherapeutic drugs over the next five years. All drugs must have an approved and 
implemented Risk Evaluation and Mitigation Strategy (REMS). The paper recommends the FDA issue guidance on 
developing abuse deterrent formulations of prescription pain killers, with an overall goal of a 15% reduction in 
unintentional overdose deaths within the next five years. The approval of Remoxy would seem to be a meaningful 
step in the right direction. 
 
We believe if approved, Remoxy could take 30% of the oxycodone-ER market share away from Purdue’s 
OxyContin within a few years of launch. Pfizer will hold a marketing advantage against Purdue in both reputation 
(note the previous guilty plea by Purdue in 2007) and in sales and marketing budget. Plus, Pfizer’s pain franchise 
with blockbusters Lyrica and Celebrex is world class. In the hands of Pfizer, we see Remoxy as having peak sales 
of $1.5 billion. The product is protected by four patents around the ORADUR technology, three composition of 
matter patents and one method for use patent that should protect Remoxy out to at least 2025. New FDA guidelines 
on opioid REMS, issued in July 2012, seem to raise the bar for generic manufacturers as well. Notwithstanding the 
obvious challenge that remains to gaining approval, Remoxy is poised to be a very big drug in our view. We expect 
Pfizer to seek regulatory approval in Europe following resolution in the U.S. 
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…What’s It Worth… 
 
DURECT is entitled to 6.0% to 11.5% royalties on worldwide sales of Remoxy. The royalty rate resets each year, 
but escalates as sales ramp. Management has not disclosed the actual royalty schedule, but has given guidance 
(through company presentations) on what investors can expect based on end-user sales at Pfizer. Below is a table 
we put together noting some of the guidance by DURECT: 
 

Sales at Pfizer: ~$200M ~$300M ~$400M ~$600M ~$900M ~$1500M 

Royalties to DURECT: ~$13M ~$20M ~$28M ~$45M ~$72M ~$137M 

Royalty Rate: 6.5% 6.7% 7.0% 7.5% 8.0% 9.1% 

 
DURECT will also supply the excipients used to produce Remoxy. Similar to the royalty rate, the company has not 
disclosed the actual “cost-plus” transfer price that it will receive on sales of these excipients, only commenting at 
investor presentations that the initial benefit could amount to as much as a 0.5% royalty payment. We think that 
once sales of Remoxy increase, the net excipient payment after costs to DURECT will be worth around an 
additional 0.2% royalty. 
 
Below we have modeled the ramp we expect in sales of Remoxy at Pfizer. Our assumptions assume that Pfizer will 
re-file the NDA during the first half of 2013 and launch the product January 1, 2014. We model Pfizer taking 30% of 
the OxyContin market. Using a 15% discount rate, and then a 50% reduction based on probability of approval, we 
see the potential royalty stream from Remoxy alone worth nearly $2 per share. We believe the potential for Remoxy 
alone makes DURECT a very attractive investment. 
 

 
 
 
 
Understand The Posidur Strategy                                                                                                                               
 
Posidur (SABER-bupivacaine) is an injectable sustained release local anesthetic being developed to deliver site 
specific post-operative pain relief. Posidur is a semi-viscous solution of sucrose acetate isobutyrate formulation 
containing 12% bupivacaine. The drug is administered during surgery to the surgical site, where it continuously 
releases therapeutic levels of bupivacaine in a controlled fashion, providing up to 72 hours of uninterrupted local 
analgesia. Conventional (immediately release) formulations of bupivacaine used in this indication deliver only 6 
hours of pain relief. Pacira Pharmaceuticals has gained approval for controlled release bupivacaine, called Exparel, 
but it only provides 20 to 24 hours of pain relief. Surgeons will typically inject bupivacaine with epinephrine to 
prolong the duration of action; however this can create complications and contraindications for certain patients. The 
short duration of action of bupivacaine leads to contaminant use of opioid analgesics, including fentanyl.   
 
Posidur represents a large market opportunity for DURECT. According to data published by the CDC, there are 
approximately 72 million surgical procedures performed in the U.S. each year, a large majority of which require 
significant post-operative pain control. The vast majority (50-75%) of these patients are inadequately treated for 
post-operative pain relief. The current standard of care for post-surgical pain includes oral opiate and non-opiate 
analgesics, transdermal opiate patches and muscle relaxants. These medications are either ineffective or carry 
significant tolerability and side-effects issues.  
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Posidur, besides being developed to deliver 72 hours of uninterrupted dose and better pain control, is also designed 
to lower use of opioids analgesics that present the opportunity for misuse, abuse, and potentially addiction. 
Reduction in narcotic use should reduce opioid-related side-effects such as nausea, vomiting, gastrointestinal 
effects such as ileus and constipation, respiratory suppression and cognitive impairments. DURECT believes that 
Posidur can also lead to reduction in cost through less opioid use (and corresponding opioid-related side effects) 
and potentially earlier hospital discharge following surgery.  
 
The design characteristics of Posidur made the product attractive enough that DURECT was able to secure two 
separate development and commercialization deals with larger pharmaceutical companies, the first with Nycomed 
in November 2006 and the second with Hospira in June 2010. 
 
 Nycomed: In November 2006, DURECT entered into a development and license agreement with Nycomed, 

which was amended in February 2010 and February 2011. Under the terms of the agreement, as amended, 
DURECT licensed to Nycomed the exclusive commercialization rights to Posidur for the European Union (E.U.) 
and certain other countries. Under the terms of the agreement as amended, Nycomed paid DURECT an upfront 
license fee of $14 million and an $8 million development-based milestone payment. In October 2011, Takeda 
Pharmaceutical Company Limited (Takeda) acquired Nycomed and thereby assumed the rights and obligations 
of Nycomed under the agreement. 
 

 Hospira: In June 2010, DURECT entered into a license agreement to develop and market Posidur in the U.S. 
and Canada. Under the terms of the agreement, Hospira made an upfront payment of $27.5 million.  

 
…Clinical Data… 
 
In July 2007, Durect reported positive results from a multicenter, randomized, double-blind, parallel-group, placebo-
controlled phase 2b trial conducted on hernia patients who were randomized into three arms: Posidur 2.5 mL 
(n=42), Posidur 5 mL (n=47) and placebo (n=31). Patients enrolled in the study (age 18 to 65) received elective 
open unilateral tension-free Lichtenstein-type inguinal hernia repair under general anesthesia. The primary outcome 
of the study was pain intensity on movement evaluated using a numerical rating scale (0=no pain; 10=worst pain 
possible), collected 4 times a day. Outcome was assessed via two co-primary efficacy endpoints: the mean pain 
intensity on movement area under the curve (AUC) over the time period 1 to 72 hours post-surgery, and the 
proportion of patients who received opioid rescue medications during the study. The results are presented below: 
 

 
Analgesic Effects 

 
Opioid-Sparing Effects

 
Statistically significant reduction in both pain intensity and opioid use was observed for the 5 mL Posidur dose. The 
data above were presented at the American Hernia Society meeting in March 2008. Data from the trial showed no 
serious adverse events (SAEs) designated related or possibly related to Posidur. SAE’s were generally similar 
between the three arms. Heart rate, blood pressure, respiratory rate, and body temperature were similar at Day 14 
to baseline in all three arms. We note DURECT required patients to wear a 12-lead ECG for 24 hours post-op to 
assess the cardiovascular safety of Posidur. The data clearly shows the drug to be safe, effective, and well 
tolerated in hernia patients. Reduction of opioid rescue dose was also associated with reduction of opioid-related 
side effects such as constipation, somnolence, dizziness, nausea and vomiting. 
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In February 2011, DURECT announced results for a second phase 2b trial, this time studying Posidur in 107 
patients undergoing shoulder surgery in a randomized, double-blind, design. The company has yet to present full 
results from trial, only releasing the top-line data on both analgesic effect and opioid reduction. 
 

Phase 2b Shoulder Trial Score P-Value 

Pain (AUC) -21% p = 0.012 

Opioid Use -38% p = 0.013 

 
Following the impressive results of phase 2b hernia study, DURECT met with the U.S. FDA to outline a path 
towards registration. Recognizing that if approved, Posidur could have significant use by surgeons in a wide variety 
of surgical procedures, the FDA asked DURECT to conduct additional clinical trials in a sicker and older patient 
population, while also incorporating varying types of incisions.  
 
In January 2010, DURECT initiated the phase 3 BESST (Bupivacaine Effectiveness and Safety in SABER Trial), a 
multicenter, double-blind trial that sought to enroll over 300 patients in three cohorts undergoing a variety of 
abdominal surgical procedures. 
 
 Cohort 1: An active comparator cohort in which patients were randomized to receive either Posidur 5 mL or 

commercially available Bupivacaine HCl solution after laparotomy (large wound). 
 Cohort 2: An active comparator cohort in which patients are randomized to receive either Posidur 5 mL or 

commercially available Bupivacaine HCl solution after laparoscopic cholecystectomy (small wound). 
 Cohort 3: A double blind, placebo controlled cohort in which patients are randomized to receive either Posidur 5 

mL or SABER-Placebo after laparoscopically-assisted colectomy (medium wound). 
 

Efficacy in BESST was assessed via two co-primary endpoints. For Cohort 3, the mean pain intensity on movement 
(normalized) area under the curve (AUC) during the period 0-72 hours post-dose and mean total morphine 
equivalent opioid dose for supplemental analgesia during the period 0-72 hours post-dose were measured. For 
Cohorts 1 and 2, DURECT assessed the use of POSIDUR in a broader group of surgeries and patients. 
 
In January 2012, DURECT released results from BESST. On the first co-primary endpoint, pain reduction during the 
72 hour period (AUC), the Posidur 5 mL group achieved a 7% reduction. This was not statistically significant versus 
placebo (p=0.1466). The 7% reduction resulted when assessing pain on movement and whenever supplemental 
opioids were administered. With respect to pain on movement alone, the Posidur 5 mL group reported a 10% 
reduction, which was statistically significant (p=0.0410). On the second co-primary endpoint, median total morphine-
equivalent opioid dose for supplemental analgesia during the period 0-72 hours post-dose, the Posidur 5 mL group 
reported approximately 16% less opioids consumed versus the placebo. This was not statistically significant 
(p=0.5897). Data from Cohorts 1 and 2 were prespecified to be pooled due to their small sample size. For Cohorts 1 
and 2 (pooled), the mean reduction in pain on movement was approximately 20% (p=0.0111) for the Posidur 5 mL 
group compared to the patient group treated with bupivacaine HCl. The median total morphine-equivalent opioid 
dose for supplemental analgesia during the period 0-72 hours post-dose for Cohorts 1 and 2 (pooled), was 
approximately 18% less opioids consumed compared to the bupivacaine HCl group (p=0.5455). 
 

Phase 3 BESST (Cohort-3) Posidur 5 mL P-Value 

Pain (Composite) -7% p = 0.1466 

Pain (Movement Only) -10% p = 0.0410 

Morphine Equivalent -16% p = 0.5897 

 
The failure of Posidur to meet statistical significance in the co-primary endpoint was clearly disappointing. Posidur 
had worked well in the phase 2b hernia trial – comprised of generally healthy patients with pain resulting from the 
surgical wound. However, in sicker patients with a large visceral pain component, the drug proved less effective. 
This was probably due to the underlying disease (colon cancer, diverticulitis) causing pain beyond the surgical 
procedure. This is a pain that most likely requires more powerful analgesics than the local-acting bupivacaine. 
Nevertheless, both Nycomed and Hospira returned all rights to Posidur to DURECT after the results of BESST.   
 
Not all was lost on BESST however. We believe the safety of Posidur was clearly demonstrated in the trial. Overall, 
the Posidur groups showed a similar systemic safety profile as the patient groups treated with placebo and active 
comparator. All patients in the trial wore a Holter monitor to record cardiac events. There were no signs of systemic 
safety issues. No negative safety signals were seen in the cardiac and neurologic safety assessments. 
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…File In Q4… 
 
Despite the failure of BESST, DURECT plans to push forward with a new drug application (NDA) through the 
505(b)(2) pathway. Management met with the U.S. FDA in July 2012 to outline its plans for the application. In total, 
DURECT will file with 13 clinical trials, in multiple surgical models, with 680 patients exposed to drug and no 
significant systemic safety concerns. Management’s theory is that the company has demonstrated clear evidence of 
efficacy in two randomized, well-controlled, clinical trials – the phase 2b hernia trial (soft tissue) and the phase 2b 
shoulder trial (hard tissue). Management will include in the application additional data from phase 2 trials in hernia, 
appendectomy, and hysterectomy. Data from BESST will be included as well. Current guidance is for the NDA to be 
submitted late 2012 or early 2013. The FDA will have 75 days after the NDA has been filed to accept or reject the 
application. If accepted, the PDUFA action date will be 12 months after the filing.  
 
At this point, we think the odds favor DURECT receiving a complete response letter (CRL). BESST did not meet the 
prespecified efficacy endpoints, and the FDA specifically asked DURECT to conduct a trial of that nature (i.e. older / 
sicker patients with visceral pain). We think the FDA will come back and ask DURECT to conduct one confirmatory 
phase 3 trial before it re-files the application. Management has said publicly that laparoscopic cholecystectomy 
(gallbladder) removal surgery would be a potential for such a trial. Data from this cohort in BESST was statistically 
significant when compared to placebo. 
 
Investors will probably ask, why bother to file the NDA if both Nycomed and Hospira have walked and there is a 
high chance of a CRL? We see several reasons: 
 
1) The NDA costs little to file, only time and effort. Pfizer is handling the Remoxy application and the rest of the 

DURECT pipeline is largely on hold pending partnerships. Management focus is not an issue. And, as the 
company’s first sponsored NDA, the approximate $1.8 million PDUFA fee is waived. 

2) The FDA may surprise us all and approve the drug (20% chance). However, a CRL provides valuable 
information to the company on what is necessary to gain approval. A CRL on Posidur (80% chance) should lay 
out what DURECT has to do before it can re-file. This may include a phase 3 trial in gallbladder in 100 patients 
at a cost of $10 to $12 million. If that’s the case, at least now DURECT knows exactly what it needs to do. 

3) DURECT owns worldwide rights to Posidur now that Nycomed and Hospira have walked. The company would 
like to re-partner the drug for commercialization. Partners are most likely asking DURECT the same questions 
investors are asking – what’s necessary to gain approval. Submitting the NDA will either lead to approval or a 
CRL that provides detailed information on what is still required. 

 
…Market Opportunity, Sales, and Valuation… 
 
There are over 70 million surgeries in the U.S. each year. There are approximately 1 million hernia procedures done 
in the U.S. each year. A 20% share in the U.S. hernia market at approximately $250 per procedure represents a 
$50 million opportunity. Expanding into gallbladder, hysterectomy, shoulder surgery, etc… opens the door to a 
potential market of 10 to 20 million procedures that are ideally suited for a locally-acting analgesic like Posidur. Just 
5% market share in this broader patient population represents at least a $250 million opportunity for DURECT and a 
potential licensing partner. The market opportunity outside the U.S. is comparable. We remind investors that there 
are two patents protecting Posidur in the U.S. out to 2025, one composition and one method of use.  
 
For the purpose of our model, we assume DURECT will file the NDA in late 2012, receive a CRL in late 2013, 
conduct a phase 3 gallbladder trial in 2014, sign a commercialization agreement with a new partner in 2014, re-file 
the U.S. NDA in 2016, and receive approval in 2017. We model an upfront payment in 2014 of $15 million, along 
with $50 million in backend milestones and 15% to 20% royalty on U.S. sales. With a 15% discount rate and 50% 
probability adjustment, we see Posidur worth approximately $0.40 cents in value. 
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Looking For A Home For Eladur  
    
DURECT is developing Eladur, a transdermal bupivacaine patch based on the company’s proprietary TRANSDUR 
transdermal technology, to provide continuous delivery of bupivacaine for up to three days from a single application. 
The patch is being designed as a superior alternative to Endo Pharmaceuticals Lidoderm (5% lidocaine patch). The 
clinical data to date suggests that Eladur provides longer duration of action, faster onset of efficacy, and potentially 
deeper tissue penetration of bupivacaine versus lidocaine with Lidoderm. Lidoderm is FDA-approved for the relief of 
the pain associated with post-herpetic neuralgia (PHN), a condition thought to result after nerve fibers are damaged 
during a case of Herpes Zoster (commonly known as shingles). Endo sold $825 million of Lidoderm in 2011, up 
5.4% from the $764 million posted in 2010. We expect Lidoderm to lose patent protection in 2015.  
 
Bupivacaine, a widely used local anesthesia, is often administered as an epidural injection prior to hip replacement 
surgery, or directly into a surgical wound site to reduce post-operative pain. The drug has well documented 
anesthetic effects with clinically proven superiority to lidocaine. However, systemic exposure to excessive 
bupivacaine may result in central nervous system (CNS) and cardiovascular effects. This is the reason that 
DURECT conducted such extensive safety analysis with the phase 3 BESST trial with Posidur. A targeted 
transdermal administration for site specific pain such as PHN is an ideal application for the drug in our view. 
 

In September 2008, DURECT signed a licensing agreement with 
Alpharma Inc. whereby the company granted exclusive worldwide 
rights to for the development and commercialization of Eladur. 
Alpharma paid DURECT an upfront payment of $20 million, along with 
the potential for up to $243 million in the form of milestone payments 
($93 million on the achievement of predefined development and 
regulatory milestones and $150 million in sales based milestones) 
and royalties on worldwide sales. It was a “homerun” deal for 
DURECT. Alpharma assumed full development costs associated with 
Eladur at that time and seemed committed to turning Eladur into a 
meaningful competitor to Lidoderm in PHN. King acquired Alpharma 
in December 2008. King was later acquired by Pfizer in October 2010. 

 
…Clinical Data… 
 
The partnership with Alpharma in September 2008 was largely driven by impressive data on Eladur completed in 
2007 and presented at the American Pain Society, 27th Annual Meeting in May 2008. The phase 2a trial was a 
randomized double-blind, placebo-controlled, cross-over, multicenter trial in patients with PHN to assess safety, 
characteristics of the analgesic effect and utility of Eladur compared to placebo. 
 
A total of 60 patients were randomized (31 to Eladur/placebo sequence and 29 to placebo/Eladur sequence), 55 
completed treatment (3 discontinued due to AEs and 2 due to patient decision). Endpoints were mean daily pain 
intensity (average of 3 daily measurements), the proportion of patients achieving at least 20% pain intensity 
improvement, the mean total Neuropathic Pain Questionnaire (NPQ) scores, rescue medication usage, patch 
adherence, adverse events (AEs), clinical laboratory evaluations, vital signs, electrocardiograms (ECGs), physical 
examinations, and dermal response evaluation. 
 
Results of the phase 2a study show reduction of mean daily pain intensity 
was observed in favor of Eladur. Improvement was sustained across all 
study days. The proportion of patients achieving at least 20% pain intensity 
improvement on any treatment day was significantly higher for Eladur than 
for placebo, 67.2% (39/58) compared with 45.6% (26/57) in the ITT 
population (p=0.019). A proportion of patients with greater than 30% 
improvement of daily pain intensity was also significantly greater for Eladur 
(p=0.016). Both responder analyses are presented in the graph to the right. 
 
Safety analysis showed that Eladur was well tolerated throughout the study 
with no clinically significant safety concerns identified. Adverse events 
were reported for 49% of patients during placebo application and 38% 
during ELADUR. There were no notable differences in AEs between the 
treatments and no AEs were classified as related to study treatment.  
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As noted above, the results with Eladur were impressive enough to land a partnership with Alpharma. When King 
acquired Alpharma in December 2008 the development plans for Eladur changed. King saw Eladur and its solid 
phase 2a data in PHN and thought big. Instead of focusing on PHN, where proof-of-concept had been clearly 
demonstrated and Orphan Drug designation awarded (June 2008), King moved Eladur into a phase 2b trial for 
lower back pain, without having done any preliminary work in this indication.  
 
King’s logic for the decision: there are an estimated 200,000 PHN patients seeking treatment in the U.S. per year 
versus an estimated 35 million with lower back pain. King initiated a phase 2b trial in April 2010. The 12-week, 
randomized, double-blind, placebo-controlled trial enrolled 263 patients with chronic lower back pain. 
 
In April 2011, Pfizer (acquired King in October 2010) announced the phase 2b trial had failed. The results were not 
unexpected. Eladur was designed to provide transdermal delivery of bupivacaine. An indication such as PHN, were 
the pain is localized just under the surface of the skin made sense. Chronic lower back pain can be caused by 
myriad conditions, including herniated disc, sciatica, muscle strain, spinal stenosis, and spondylitis. Eladur was not 
designed for this type of indication, and the trial failed. We note there were trends in pain reduction in favor of 
Eladur versus placebo, but the results were not statistically significant. In February 2012, Pfizer notified DURECT 
that it was terminating its development and commercialization agreement with the company on Eladur. 
 
…Looking For A Partner… 
 
Pfizer walking away from Eladur was not a surprise. Eladur should be developed for PHN, and PHN is a niche 
indication. Lidoderm dominated the market with $825 million in sales in 2011. NeurogesX’ capsaicin (8%) patch, 
Qutenza, for PHN has been a commercial failure due to poor tolerability and reimbursement. Eladur looks clearly 
superior to Qutenza, but the range in sales of PHN patches creates uncertainty. Therefore, we believe additional 
data is necessary head-to-head versus Lidoderm before the true market opportunity for Eladur can be assessed. It 
is possible that DURECT may look to conduct some of these studies alone, especially if Remoxy is approved. 
However, ulimtately the company is seeking a development partner to move back into a phase 2b for PHN. 
Management has not given any timeline for a partnership, only saying that discussions are ongoing.  
 
…Market Opportunity, Sales, and Valuation… 
 
Alpharma paid DURECT $20 million for Eladur in September 2008. Based on the available data, our best guess is 
that Eladur could capture 20% of the Lidoderm market. This would put sales around $160 million. Lidoderm is still 
growing, up 5% in 2011, so perhaps the peak opportunity for Eladur is around $200 million. We think DURECT 
could sign another development and commercialization partnership on Eladur, but the terms will most likely be 
lower than the original deal with Alpharma. For the purpose of our model, we assume DURECT can secure a new 
partnership for Eladur in 2013 with an upfront payment of $10 million and 15% royalties on sales. We model a 
phase 2b trial in 2013/2014, a confirmatory phase 3 in 2015, filing of the NDA in 2016, and U.S. approval in 2017. 
We model a total backend consideration of $50 million to DURECT, with peak sales of $200 million in 2025. 
 
All this gets us to a probability adjusted value of around $0.25 per share. 
 

 
 
 



 
 

Zacks Investment Research                                          Page 18                                                            
k

 
No Value Assigned To Sufentanil Patch 
 
DURECT has successfully completed phase 2b clinical studies with TRANSDUR-Sufentanil patch (TSP). TSP 
utilizes the same TRANSDUR delivery technology as Eladur, only delivering sufentanil instead of bupivacaine. 
DURECT designed the product to provide continuous delivery of sufentanil for up to seven days from a single 
application for the treatment of chronic pain. The product is similar to J&J’s former billion-dollar transdermal patch 
Duragesic, but may offer distinct advantages in terms of size and length of application.   
 

 

Firstly, DURECT’s TSP is ~1/5th the size of Duragesic (transdermal fentanyl patch). This 
provides less skin area to be potentially irritated by the patch. Secondly, the opioid 
analgesic used in TSP is sufentanil, whereas J&J’s Duragesic uses fentanyl. Sufentanil 
is a highly potent opioid analgesic, approximately 5-times more potent than fentanyl. 
This allows for equivalent efficacy with significantly lower doses, resulting in lower 
systemic exposure of the opioid drug and potentially lower side effects and greater 
tolerability. Finally, DURECT has designed TSP to deliver sufentanil over a seven day 
period. This is versus only the 2 to 3 days for J&J’s Duragesic.  
 
These advantages: smaller size, improved pharmacokinetics, longer-lasting, would 
seem to position the product favorably versus J&J’s billion-dollar product in Duragesic 
or the other fentanyl patches.  Duragesic posted sales of $2.1 billion at its peak in 2004. 
J&J has lost patent exclusivity on Duragesic. Duragesic sales in 2011 were $589 
million.  

 
…Clinical Data… 
  
In March 2009, DURECT reported results for a phase 2b trial with TSP. The trial was an open label, two-stage study 
to explore the titration schedule for transitioning opioid-experienced patients with non-malignant moderate to severe 
chronic pain from current oral (e.g., OxyContin) and transdermal opioid (e.g., Duragesic) therapies to TSP. Patients 
were screened and baseline (before TSP application) pain intensity scores were measured, then randomized into 
multiple titration regimens with TSP. If adequate, stable pain control and an acceptable safety on TSP were 
established, patients could then enroll in a 28-day continuous treatment maintenance period, followed by a 7-day 
follow-up period to ensure that an adequate pain control regimen was re-established.  
 
Data showed that patients currently on Duragesic (transdermal fentanyl patch) can switch over to sufentanil without 
experiencing any clinically relevant serious adverse events.  The product also has demonstrated rapid onset of 
action and improved pharmacokinetics over generic fentanyl patches. A total of 74 patients entered the screening 
period, and 36 entered the maintenance period. The mean pain intensity score during the maintenance period of 
3.88 (NRS, 0-10) represented a reduction of approximately 19% from the mean baseline pain score of 4.78. After 
exploring multiple dose titration regimens, two acceptable dose titration intervals of TSP achieved the desired 
analgesic effect and side-effect profile. Only one patient out of 36 (2.8%) dropped out of the study during the 
maintenance period for lack of efficacy. Only 1 out of 74 patients (1.4%) dropped out of the study due to application 
site reaction (local pruritis). Following results of this study, Endo Pharmaceuticals (DURECT’s partner at the time) 
and DURECT met with the U.S. FDA at an end-of-phase 2 meeting to outline a potential regulatory pathway for the 
phase 3 program. DURECT believes it has a clear understanding of that is necessary to conduct a pivotal 
registration program and eventually file for approval under the 505(b)(2) pathway with TSP.   
 
…Looking For A Partner… 
 
DURECT had previously been developing TSP with Endo Pharmaceuticals since March 2005. However, in a 
surprise announcement in February 2009, DURECT reported that Endo returned the U.S. and Canada rights to 
develop and commercialize the product back to the company. DURECT also holds ex-U.S. rights to the product. 
Management is currently seeking a new development and commercialization partner on TSP. 
 
…Why We Have No Assigned Value… 
 
In our view, we see the TRANSDUR-sufentanil patch as a niche product. Duragesic is available generic and 
although TSP provides some interesting advantages in terms of size and dosing, we are unconvinced that peak 
sales are above $250 million. We suspect that a phase 3 program and NDA filing for TSP will cost in the area of 
$75-100 million, and thus question DURECT’s ability to find a specialty pharmaceutical company willing to pay that 
much to develop the product, along with upfront, milestone, and royalty payments back to DURECT. 
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Relday 
 
In July 2011, DURECT and Zogenix, Inc. entered into a development and license agreement that expanded the 
previous feasibility collaboration between the two organizations. Under terms of the new agreement, Zogenix will be 
responsible for the clinical development and commercialization of a proprietary, long-acting injectable formulation of 
risperidone using DURECT’s SABER controlled release formulation technology in combination with Zogenix’s 
DosePro needle-free, subcutaneous drug delivery system. DURECT is responsible for non-clinical, formulation and 
CMC development activities. DURECT will be reimbursed by Zogenix for its research and development efforts on 
the product, called Relday.  
 
As part of the transaction, Zogenix paid DURECT an upfront fee of $2.25 million in July 2011. The $2.25 million 
upfront fee is being recognized as collaborative research and development revenue ratably over the term of the 
continuing R&D development involvement with Zogenix with respect to Relday. DURECT can earn up to an 
additional $103 million in total future milestone payments with respect to the product subject to and upon the 
achievement of various development, regulatory and sales milestones. Of these potential milestones, $28 million 
are development-based milestones (none of which had been achieved as of June 30, 2012), and $75 million are 
sales-based milestones. Zogenix will also pay DURECT a mid-single-digit to low double-digit percentage royalty on 
annual net sales of the product determined on a jurisdiction-by-jurisdiction basis. Zogenix is also required to pay to 
DURECT a tiered percentage of fees received in connection with any sublicensing agreement. 
 
…Clinical Data… 
 
On July 12, 2012, Zogenix announced that it has initiated its first phase 1 clinical trial for Relday. The phase 1 trial is 
a single-center, open-label, safety and pharmacokinetic (PK) trial that will enroll 30 patients with chronic, stable 
schizophrenia or schizo-affective disorder. Zogenix expects that study results will be available by the end of 2012. 
 
…Market Opportunity, Sales, and Valuation… 
 
Schizophrenia is a complex mental disorder characterized by a breakdown in the thought process and poor 
emotional response and control. The most common symptoms of schizophrenia are auditory hallucinations, 
paranoia, delusions, or disorganized speech and thinking, and deterioration in cognition. Schizophrenia affects both 
men and women equally. According to the U.S. National Institute of Mental Health (NIMH), approximately 1.1% of 
the U.S. adult population, or roughly 2.4 million people, have schizophrenia. There is no cure for schizophrenia, and 
managing symptoms remains a challenge. Antipsychotics have been a mainstay of the treatment paradigm since 
the approval of chlorpromazine (Thorazine) in the mid-1950s. Safer second-generate atypical antipsychotics such 
as olanzapine (Lilly’s Zyprexa in 1996), risperidone (J&J’s Risperdal in 1994), and quetiapine (AstraZeneca’s 
Seroquel in 1997) were developed in 1990’s. Eli Lilly’s Zyprexa (olanzapine) peaked at nearly $4.8 billion in sales in 
2007. J&J’s Risperdal (risperidone) peaked at $4.4 billion in 2007. In total, the atypical antipsychotic class peaked 
at $16 billion in annual sales before patents began expiring in 2007. 
 
J&J has developed a long-acting formulation of risperidone called Risperdal-Consta, or Consta 
for short. The FDA approved Consta in 2007 for both schizophrenia and bipolar I disorder. J&J 
sold approximately $1.6 billion worth of Risperdal Consta in 2011. The product is designed to 
last for two weeks. Dosing is with a 21 gauge needle every two weeks. A 21 gauge needle is 
0.8192 mm thick (outer diameter). I’m cringing just looking at it (to the right). Zogenix’s 
DosePro is a less painful needle-free injector. Phase 1 data should tell us more information on 
the dosing schedule for Relday. 
 
We see Relday as a potential $500 million product, although gaining market share against the already established 
Consta and widely available generic risperidone will be a challenge. For the purpose of our model, we have chosen 
to take a conservative approach in valuing the relationship with Zogenix. DURECT has the potential to earn another 
$103 million in milestones from Zogenix, $28 million of which are development based. We suspect that Zogenix will 
look to sub-license the product for the registration trials, and that DURECT will collect sub-license payments and 
royalties on sales from the new partner. We think it is fair to assume that DURECT will collect another $10 to $20 
million in milestone on Relday between now and 2015 (estimated phase 3). We have included $10 million net-
present value in our sum-of-parts valuation, or approximately $0.12 per share.   
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ORADUR-ADHD 
 
DURECT is developing a drug candidate for the treatment of Attention Deficit Hyperactivity Disorder (ADHD) using 
its ORADUR tamper-resistant technology. ORADUR-ADHD is intended to provide once-a-day dosing with added 
tamper-resistant characteristics to address common methods of abuse and misuse of a widely used (undisclosed) 
ADHD drug. ADHD drugs act by stimulating chemical neurotransmitters in the brain such as dopamine and 
epinephrine. However, stimulants such methylphenidates (Concerta, Daytrana, and Ritalin), dextroamphentamine 
(Adderall), and lisdexamfetamine (Vyvanse) are often misused and abused by teenagers as a means to perform 
better in school.    
 
MonitoringTheFuture.org reports that 6.4% of 10th-graders and 6.8% of 12th-graders used prescription 
amphetamines non-medically in 2008. In the study, amphetamines ranked 3rd among 12th-graders for illicit drug 
use. A National Survey on Drug Use and Health (NSDUH) showed that in 2006 and 2007, about 6.4% of full-time 
college students reported using such stimulants as Adderall or Ritalin non-medically. A 2009 investigation tracking 
calls to the American Association of Poison Control Centers from 1998 to 2005 showed that teenaged victims of 
prescription ADHD drug abuse rose by 76% over that eight-year span. 
 
In August 2009, DURECT entered into a development and license agreement with Taiwan-based Orient Pharma 
Co., Ltd. Under terms of the agreement, DURECT granted to Orient Pharma development and commercialization 
rights in certain defined Asian and South Pacific countries to ORADUR-ADHD. DURECT retains rights to North 
America, Europe, Japan and all other countries not specifically licensed to Orient Pharma. The goal of the 
collaboration is to generate a clinical data package through a phase 2 study. DURECT is responsible for formulation 
and study design of the phase I and phase 2 clinical trials, which Orient Pharma will fund and execute. Orient 
Pharma is responsible for all remaining development and commercialization activities in its licensed territory. If 
commercialized, DURECT will be entitled to receive a royalty on sales of ORADUR-ADHD by Orient Pharma. Orient 
Pharma has committed to supply a portion of DURECT’s commercial requirements for ORADUR-ADHD in all 
territories other than the U.S. 
 
DURECT and Orient are currently progressing in a phase 1 pharmacokinetic (PK) analysis with multiple 
formulations. Earlier-stage phase 1 trials were conducted in 2010 and 2011. DURECT plans to continue to optimize 
the formulation and prepare for the next steps in development.  
 
…Market Opportunity, Sales, and Valuation… 
 
Attention Deficit Hyperactivity Disorder (ADHD) is a neurobehavioral condition that is estimated to affect 
approximately 8% of U.S. children ages 4 to 17, according to the U.S. CDC. The principal characteristics of ADHD 
are inattention, hyperactivity, and impulsivity. The condition presents itself in childhood and can be life long as 65% 
of children with ADHD continue to present symptoms as adults. Over 50% of children with ADHD are currently 
treated with stimulants such as amphetamine or methylphenidate and sales of ADHD treatments were 
approximately $6.0 billion in 2011. The National Survey on Drug Use & Health estimates that 1.4 million Americans 
over the age of 12 abuse stimulants for euphoric highs and increased performance or wakefulness. 
 
The market opportunity for ORADUR-ADHD is attractive in our view. A successfully developed product could have 
blockbuster sales potential and works as a logical line-extension for large pharmaceutical companies that currently 
sell ADHD products, such as Shire’s Adderall and Vyvanse and J&J’s Concerta. However, the market is assigning 
little to no value for ORADUR-ADHD as long as ORADUR-oxycodone (Remoxy) remains unapproved. We think 
once visibility on Remoxy improves the market will begin to value the opportunity with ORADUR-ADHD. After all, 
the development and concept ORADUR-methylphenidates / dextroamphentamine / lisdexamfetamine is similar to 
that of ORADUR-oxycodone. 
 
For the purpose of our sum-of-parts valuation, we have assigned only $10 million in value ($0.12 per share) to 
ORADUR-ADHD. We believe this vastly under-values the potential. We expect that once Pfizer works through the 
manufacturing / CMC issues with Remoxy visibility on ORADUR-ADHD will improve and a partnership for worldwide 
development can be signed. 
 
 
ORADUR-Opioids 
 
Besides Remoxy (ORADUR-oxycodone), Pfizer and DURECT have three follow-on products using hydromorphone, 
oxymorphone, and hydrocodone in phase 1 trials. No effort is being spent here prior to Remoxy approval.  
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ALZET® Pumps & LACTEL® Polymers 
 
DURECT currently manufactures and distributes ALZET miniature, implantable osmotic pumps and accessories 
used for experimental research in mice, rats and other laboratory animals. The company controls the rights to these 
products on a worldwide basis. DURECT markets the ALZET product line through a direct sales force in the U.S. 
and through a network of distributors outside the U.S. 
 
ALZET pumps continuously deliver drugs, hormones and other test 
agents at controlled rates from one day to four weeks without the need 
for external connections, frequent handling or repeated dosing. In 
laboratory research, these infusion pumps can be used for systemic 
administration when implanted under the skin or in the body. They can be 
attached to a catheter for intravenous, intracerebral, or intra-arterial 
infusion or for targeted delivery, where the effects of a drug or test agent 
are localized in a particular tissue or organ. 
 
DURECT acquired the ALZET product line from ALZA in April 2000. In 
2011, we estimate that ALZET contributed $7.4 million in revenues to 
DURECT. For 2012, we model Alzet at $7.5 million. 
 
The company also designs, develops and manufactures a wide range of standard and custom biodegradable 
polymers based on lactide, glycolide and caprolactone under the LACTLE brand for pharmaceutical and medical 
device clients for use as raw materials in their products. These materials are manufactured and sold directly from 
DURECT’s facility in Alabama and are used both internally and by third-party customers for a variety of controlled-
release and medical-device applications, including several FDA-approved commercial products. All polymer 
production is in accordance with the International Pharmaceutical Excipients Council (IPEC) Good Manufacturing 
Practices guidance for Bulk Pharmaceutical Excipients. Production is conducted in ISO 8 clean rooms with 
controlled temperature and humidity. Both Drug and Device Master Files (DMFs) are maintained with the FDA to 
support regulatory filings for customers. In 2011, LACTLE contributed approximately $3.7 million in revenues to 
DURECT. We model a similar amount in 2012. 
 
…What’s It Worth… 
 
Combined sales of ALZET and LACTLE products have been consistently growing over the past several years. The 
chart below is taken from the company’s historic filings and shows the growth in revenues from ALZET and LACTLE 
and the gross margin for the business. 
 

 
   Source: DURECT Corp. August 2012 investor presentation 

 
These product lines have been pretty steady over the past few quarters. ALZET and LACTLE contribute 
revenues to the top-line and solid cash flow to help reduce operating burn. We see this business worth 
approximately $25 to $30 million in value based on 2.5x to 3.0x revenues. Below we have modeled out 
projected ALZET and LACTLE sales for the next ten years and arrived at a net present value of $29 million 
based on discounted cash flow. This equates to a value of $0.33 per share.  
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      PIPELINE 
 

 
DURECT’s development pipeline as of August 2012: 
 

 
 Source: DURECT Corp. Investor Presentation, August 7, 2012 
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      MANAGEMENT 

 
  
James E. Brown, D.V.M. – Co-Founder, President & Chief Executive Officer 
Mr. Brown co-founded DURECT in February 1998 and has served as President, Chief Executive Officer and a 
Director since June 1998. He previously worked at ALZA Corporation as Vice President of Biopharmaceutical and 
Implant Research and Development from June 1995 to June 1998. Prior to that, Dr. Brown held various positions at 
Syntex Corporation, a pharmaceutical company, including Director of Business Development from May 1994 to May 
1995, Director of Joint Ventures for Discovery Research from April 1992 to May 1995, and held a number of 
positions including Program Director for Syntex Research and Development from October 1985 to March 1992. Dr. 
Brown holds a B.A. from San Jose State University and a D.V.M. (Doctor of Veterinary Medicine) from the 
University of California, Davis where he also conducted post-graduate work in pharmacology and toxicology. 
 
Felix Theeuwes, D.Sc. – Chairman, Co-founder, and Chief Scientific Officer  
Mr. Theeuwes co-founded DURECT Corp. in July of 1998 as a spinout from ALZA Corporation. Dr. Theeuwes was 
with ALZA Corporation from 1970 until June 1999 holding positions directing research, technology development, 
and product development for a variety of controlled drug delivery systems. His work led to the product introduction 
of the ALZET mini osmotic pump series for animal research, and the OROS systems series of products. He directed 
research in transdermal research and development, initiated the electrotransport / iontophoresis program, and 
initiated the DUROS osmotic implant program. He holds more than 210 U.S. patents covering these systems and 
published more than 80 articles and book chapters. In 1980 Dr. Theeuwes was named Inventor of the Year by the 
Peninsula Patent Law Association. He received his undergraduate and graduate education in physics at the 
University of Leuven (Louvain), Belgium, with a D.Sc. degree in 1966. From 1966 to 1970 he served as a post-
doctoral fellow and visiting research assistant professor in the Department of Chemistry, University of Kansas. 
 
Matthew J. Hogan – Chief Financial Officer 
Mr. Hogan joined DURECT from Ciphergen Biosystems, Inc., where he was the Chief Financial Officer from 2000 to 
2006 and a consultant from March 2006. Prior to joining Ciphergen, Mr. Hogan was the Chief Financial Officer at 
Avocet Medical, Inc. from 1999 to 2000. From 1996 to 1999, Mr. Hogan was the Chief Financial Officer at Microcide 
Pharmaceuticals, Inc. From 1986 to 1996, he held various positions in the investment banking group at Merrill 
Lynch & Co., most recently as a Director focusing on the biotechnology and pharmaceutical sectors. Mr. Hogan 
holds a B.A. in economics from Dartmouth College and an M.B.A. from the Amos Tuck School of Business 
Administration. 
 
Michael H. Arenberg – Business Development 
Mr. Arenberg leads business development for DURECT Corporation. Since joining DURECT in 1999, Mr. Arenberg 
has held a variety of positions with increasing responsibilities in general management, sales & marketing and 
business development where he has been responsible for a number of significant partnering deals. Prior to joining 
DURECT, Mr. Arenberg co-founded IntraEAR, Inc., a drug delivery medical device company in 1996 and served as 
the company’s Vice President of Sales, Marketing and Business Development until the company was sold to 
DURECT in 1999. Mr. Arenberg holds an M.B.A. from the Leavey School of Business at Santa Clara University and 
a J.D. from the University of Denver. 
 
John W. Gibson, M.S. – Vice President, Birmingham Operations and Principal Scientist 
Mr. Gibson has over 30 years of pharmaceutical product development experience involving biodegradable 
excipients and injectable, long-acting formulations. Mr. Gibson joined DURECT in 2001 as Executive Director of 
Product Development and assumed management responsibility for DURECT’s Birmingham operations in 2005. 
Prior to joining DURECT, from 1974 through 2000, Mr. Gibson held a variety of technical and management 
positions with Southern Biosystems, Eastman Chemical Company, Eli Lilly and Company, and Southern Research 
Institute. Mr. Gibson received his B.S. and M.S. in Chemistry from the University of Alabama at Birmingham. He has 
numerous scientific publications and is the inventor of several U.S. and foreign patents 
 
Judy Joice – Vice President, Operations and Corporate Quality Assurance 
Ms. Joice joined DURECT in 2007 and has over 25 years’ experience in the pharmaceutical industry with such 
companies as Nektar Therapeutics, Oread and Syntex Research. During her career, Ms. Joice has gained broad 
experience in developing, implementing and managing all aspects of company-wide quality systems and 
compliance functions, ranging from drug development through commercial manufacturing. Ms. Joice has a B.S. in 
Chemistry from California State University. 
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      VALUATION & RECOMMENDATION  
 

 
Initiating Coverage 

 
We are initiating coverage of DURECT Corp. with a ‘Buy’ rating. We believe the story is vastly undervalued. We 
have stripped the company down into its individual product components through a “sum-of-parts” analysis. We 
arrive at a price target of $2.50 per share. 

 
The vast majority of our valuation comes from Remoxy. We expect that Pfizer will be in position to re-file the new 
drug application on Remoxy during the first half of 2013. Pfizer is conducting two bioavailability studies and plans to 
discuss the results with the U.S. FDA in the fourth quarter 2012. Based on comments made by Pfizer to date, we 
think Remoxy could be approved by the end of 2013. We see Remoxy, a tamper-resistant extended release 
formulation of oxycodone, as a blockbuster drug. We think that Pfizer will be able to capture 30% or more of the 
OxyContin market from Purdue Pharma LP within five years of launch. The shear marketing muscle, with the ability 
to co-detail Remoxy next to blockbuster pain medications like Lyrica and Celebrex, along with Purdue’s less-than-
stellar reputation should help drive uptake once approved. Abuse of OxyContin is a major healthcare concern, and 
recent FDA advisory panels and CDC workshops have the problem on the top of the “get it fixed” list. We think 
Remoxy is a meaningful step forward in the fight to reduce the OxyContin abuse epidemic.  

 
DURECT is entitled to receive a tiered royalty on global sales of Remoxy at Pfizer. There are no expenses 
associated with the ongoing royalty stream. In fact, DURECT and Pfizer recently signed a long-term supply 
agreement whereby DURECT will supply some of the excipients included in the Remoxy formulation at a cost-plus 
transfer price. We see the royalties from Remoxy, heavily discounted, worth $1.75 per share. 

 
Investors may be questioning DURECT strategy to file for approval of Posidur based on the failure of the phase 3 
BESST trial earlier in the year. Our model assumes the company receives a complete response letter (CRL) and 
that the FDA requires DURECT to re-conduct another phase 3 program. We think BESST was outside the core 
capabilities of the product – surgical pain. We think odds favor success in a second phase 3 trial with a more narrow 
focus for Posidur. We see only a 20% chance of approval on the first NDA. Nevertheless, even with the expected 
CRL and the delay and costs necessary to conduct another phase 3 trial, we think Posidur, with peak sales around 
$250 million, is worth $0.40 per share. 
 
Below is our sum-of-parts analysis. We include only modest contributions from the rest of the pipeline, including 
Eladur, TRANSDUR-sufentanil, Relday, and early-stage ORADUR candidates. We also include projected operating 
expenses over the next several years at around $30 to $35 million in combined R&D and SG&A, a net operating 
loss (NOL) carryforward of approximately $228 million at year end 2011, and a projected cash balance of $17.5 
million at year end 2012. We see cash sufficient to fund operations into 2014. 

  
Sum-Of-Parts Valuation Value / Share 

Royalties on Remoxy (Pfizer) $1.75 / Share 

Royalties on Posidur (Unpartnered) $0.40 / Share 

Royalties on Eladur (Unpartnered) $0.26 / Share 

Royalties on TRANSDUR-Sufentanil (Unpartnered) $0 

ORADUR-ADHD (Unpartnered) $0.12 / Share 

Relday (Unpartnered) $0.12 / Share 

ALZET Pumps & LACTLE Polymers $0.33 / Share 

Cash + NOL – Operating Expenses -$0.50 / Share 

NPV Sum-of-Parts for DURECT Corp. ~$2.50 / Share 

  
We would be buyers of DURECT stock at today’s price. We see upside over the next 12 to 18 months of nearly 
150%. We see several catalysts on the horizon, including the Posidur and Remoxy NDA filings and potential 
partnerships on Eladur and ORADUR-ADHD as bringing investor attention back to the name.
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       PROJECTED INCOME STATEMENT  
 
 
Durect Corporation - Income Statement 

		 		 	
DURECT	Corp.	 2010	A	 2011	A	 Q1A	 Q2A	 Q3E	 Q4E	 2012	A	 2013	E	 2014	E	 2015	E	

Posidur	(Royalty)	 $0	 $0	 $0	 $0	 $0	 $0	 $0	 $0	 $0	 $0	
YOY	Growth	 ‐	 ‐	 ‐	 ‐	 ‐	 ‐	 ‐	 ‐	 ‐	 ‐	

Remoxy	(Royalty)	 $0	 $0	 $0	 $0	 $0	 $0	 $0	 $0	 $7.4	 $22.0	
YOY	Growth	 ‐	 ‐	 ‐	 ‐	 ‐	 ‐	 ‐	 ‐	 ‐	 ‐	

Sufentanil‐Patch	(Royalty)	 $0	 $0	 $0	 $0	 $0	 $0	 $0	 $0	 $0	 $0	
YOY	Growth	 ‐	 ‐	 ‐	 ‐	 ‐	 ‐	 ‐	 ‐	 ‐	 ‐	

Eladur	(Royalty)	 $0	 $0	 $0	 $0	 $0	 $0	 $0	 $0	 $0	 $0	
YOY	Growth	 ‐	 ‐	 ‐	 ‐	 ‐	 ‐	 ‐	 ‐	 ‐	 ‐	

Relday	(Royalty)	 $0	 $0	 $0	 $0	 $0	 $0	 $0	 $0	 $0	 $0	
YOY	Growth	 ‐	 ‐	 ‐	 ‐	 ‐	 ‐	 ‐	 ‐	 ‐	 ‐	

ORADUR‐Opioids	(Royalty)	 $0	 $0	 $0	 $0	 $0	 $0	 $0	 $0	 $0	 $0	
YOY	Growth	 ‐	 ‐	 ‐	 ‐	 ‐	 ‐	 ‐	 ‐	 ‐	 ‐	

ORADUR‐ADHD	(Royalty)	 $0	 $0	 $0	 $0	 $0	 $0	 $0	 $0	 $0	 $0	
YOY	Growth	 ‐	 ‐	 ‐	 ‐	 ‐	 ‐	 ‐	 ‐	 ‐	 ‐	

Alzet	Pumps	&	Lactle	Polymers	 $11.5	 $11.1	 $2.9	 $2.6	 $2.7	 $2.8	 $10.9	 $11.0	 $11.2	 $11.4	
YOY	Growth	 ‐	 ‐	 ‐7.6%	 ‐2.9%	 ‐7.2%	 12.9%	 ‐1.8%	 0.7%	 1.8%	 1.8%	

Collaborative	Revenue	 $20.1	 $22.4	 $38.3	 $2.2	 $1.5	 $2.0	 $44.1	 $10.0	 $12.5	 $15.0	
YOY	Growth	 ‐	 11.3%	 595%	 ‐57%	 ‐71%	 ‐69%	 97%	 ‐77.3%	 25.0%	 20.0%	

Total	Revenues	 $31.6	 $33.5	 $41.2	 $4.8	 $4.2	 $4.8	 $55.0	 $21.0	 $31.1	 $48.4	
YOY	Growth	 ‐	 6.0%	 379%	 ‐39%	 ‐48%	 ‐46%	 64%	 ‐61.8%	 48.0%	 55.8%	

Cost	of	Goods	Sold	 $4.3	 $4.7	 $1.5	 $1.1	 $1.1	 $1.2	 $4.9	 $4.6	 $4.6	 $4.6	
Product	Gross	Margin	 62.8%	 57.6%	 48.9%	 56.5%	 57.5%	 58.0%	 55.1%	 58.5%	 59.0%	 60.0%	

SG&A	 $14.9	 $13.6	 $3.3	 $3.0	 $2.5	 $2.6	 $11.4	 $11.0	 $12.0	 $13.0	
%	SG&A	 47.3%	 40.5%	 8.0%	 63.6%	 59.5%	 54.2%	 20.8%	 52.4%	 38.6%	 26.8%	

R&D	 $36.2	 $34.1	 $5.6	 $5.0	 $4.7	 $5.0	 $20.3	 $20.0	 $22.0	 $24.0	
%	R&D	 114.6%	 101.7%	 13.7%	 103.9%	 111.9%	 104.2%	 37.0%	 95.2%	 70.8%	 49.6%	

Operating	Income	 ($23.8)	 ($18.9)	 $30.8		 ($4.4)	 ($4.1)	 ($4.0)	 $18.3		 ($14.6)	 ($7.5)	 $6.9		
Operating	Margin	 ‐	 ‐	 74.8%	 ‐	 ‐	 ‐	 33.3%	 ‐	 ‐24.2%	 14.2%	

Interest	&	Other	Net	 $0.9		 $0.1		 $0.0		 $0.0		 $0.0		 $0.0		 $0.1		 $0.1		 $0.1		 $0.1		

Pre‐Tax	Income	 ($22.9)	 ($18.8)	 $30.8		 ($4.3)	 ($4.1)	 ($4.0)	 $18.4		 ($14.5)	 ($7.4)	 $7.0		

Taxes	 $0		 $0		 $0		 $0		 $0.0		 $0.0		 $0.0		 $0.0		 $0.0		 $0.0		
Tax	Rate	 0%	 0%	 0%	 0%	 0%	 0%	 0%	 0%	 0%	 0%	

Net	Income	 ($22.9)	 ($18.8)	 $30.8		 ($4.3)	 ($4.1)	 ($4.0)	 $18.4		 ($14.5)	 ($7.4)	 $7.0		
YOY	Growth	 ‐	 ‐	 ‐	 ‐	 ‐	 ‐	 ‐	 ‐	 ‐	 ‐	
Net	Margin	 ‐	 ‐	 ‐	 ‐	 ‐	 ‐	 33.5%	 ‐	 ‐23.8%	 14.4%	

Reported	EPS	 ($0.26)	 ($0.21)	 $0.35		 ($0.05)	 ($0.05)	 ($0.05)	 $0.21		 ($0.16)	 ($0.08)	 $0.08		
YOY	Growth	 ‐	 ‐	 ‐	 ‐	 ‐	 ‐	 ‐	 ‐	 ‐	

Shares	Outstanding	 86.9	 87.4	 87.6	 87.6	 87.7	 87.7	 87.6	 88.0	 89.0	 90.0	
Source:		Zacks	Investment	Research,	Inc.																																																											Jason	Napodano,	CFA	
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