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There is a road, no simple highway

Between the dawn and the dark of night

And if you go, no one may follow

That path is for your steps alone

 — “Ripple”
  Robert Hunter & Jerry Garcia



Pain Therapeutics, Inc. is a biopharmaceutical company based 
outside of San Francisco, California. Our mission is to develop 
and commercialize novel drugs, including the next generation of 
painkillers.

We started operations in 1998. Since then the name 
Pain Therapeutics has been synonymous with high-quality and 
innovative science. We believe our emphasis on conducting 
visionary research will allow us to play a significant role in 
advancing the field of pain management.

We now have two novel painkillers in late-stage clinical trials, 
Remoxy™ and Oxytrex™.

Remoxy is abuse-resistant oxycodone with twice-a-day dosing.

Oxytrex is an opioid painkiller with minimal physical dependence.

Both drug candidates are aimed at the multi-billion dollar market 
to treat severe chronic pain.

The road of drug development/
the journey of PTI
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The road from inspiration to 
success is always an exciting 
journey. It starts with an innovative 
idea. Hard work and capital fuel 
the trip from concept to reality. 
On this journey, it helps to have a 
keen sense of risk, for the road well 
traveled rarely leads to prosperity. 
At some point, the journey hits 
a stride that makes success all 
but inevitable. After eight years 
of hard work, I am delighted to 
say that I believe 2005 is the year 
Pain Therapeutics hit its stride.

Dear Shareholder:

At Pain Therapeutics, we have been advocating 
a new generation of opioid painkillers since the 
Company’s inception. In practice, this means 
developing painkillers that are safer or more 
efficacious than drugs in clinical use today.

As with many pioneering concepts, the 
legitimacy of our thesis has been slow in 
coming. It has taken newspaper headlines and 
congressional hearings into oxycodone abuse 
to make it clear that abuse resistance is a new 
and worthwhile achievement. The magnitude of 
oxycodone abuse, and its devastating impact 
on abusers’ health and communities where it 
takes place, speaks in simple terms for the 
need for abuse resistance. 

Abuse resistance may save lives. Abuse 
resistance may prevent overdose. Abuse 
resistance may also provide prescribing 
physicians with a legal safe-harbor in the 
event a legitimate prescription is diverted to 
illegitimate users. If there’s a downside to the 
use of abuse-resistant opioid painkillers, we 
don’t know about it. This is why we continue 
the push to position Remoxy as the lead drug 
in this new category of drugs.

We think quite a bit about how to alleviate 
negative uses of opioids (i.e., abuse) as well as 
ways to accentuate the positive uses of opioids 
(i.e., proper pain control). Strong opioid drugs 
are considered the gold standard to relieve 
severe chronic pain. But chronic use can lead 
to physical dependence. Physical dependence 
is characterized by a well-known set of intense 
symptoms that appear when opioid treatment is 
abruptly terminated.

Our solution? Oxytrex, a drug candidate that 
provides the pain relief of a strong opioid but 
produces minimal physical dependence. 

In 2005, we demonstrated in two large 
clinical studies that Oxytrex reduces physical 
dependence by over 50% and 20% respectively, 
while providing the same or better pain control 
as oxycodone. As you might imagine, we’re very 
excited about Oxytrex.

Those who work here can vouch that the 
culture of Pain Therapeutics is unique among 
drug companies. We innovate, we favor 
small over large-scale and we focus on drug 
development over discovery. The overarching 
umbrella to all of our work is the desire to 
win through science. This is how we remain a 
stand-out company. 

Sustaining the Momentum



Shareholders sometimes tell me that drug 
development is an opaque activity. I agree this 
is true, yet the basic patterns of success are 
highly visible. As an example, our prescription 
for success required us to do three things 
right in 2005: grow the pipeline; ensure good 
execution on the road to FDA approval; and join 
forces with a commercial partner. I am pleased 
to announce that we achieved these goals in 
2005, as detailed in the pages that follow.

The need for better and safer drugs is an 
endless journey. As I look at the road ahead I 
envision expanding our pipeline, perhaps even 
entering into entirely new therapeutic areas. 
Throughout this journey, our prevailing attitude 
is to innovate, to think like owners and to 
spend modestly. And always, always we think 
about our strategic bottom line: to successfully 
navigate down roads less traveled.

We think it’s worth bearing a few risks when 
the rewards for getting it right are huge.

Respectfully,

Remi Barbier

Shareholder Since 1998 
Chairman of the Board, President & CEO



A Science Roadmap
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That Emphasizes Results

■ PTIE Announces Fourth Quarter and 
Year End 2004 Financial Results – 
January 26, 2005

■ PTIE Announces Positive Oxytrex 
Phase III Results – March 24, 2005

■ PTIE to Present at Two Healthcare 
Conferences – March 28, 2005

■ PTIE Announces First Quarter 2005 
Financial Results – April 21, 2005

■ PTIE Adopts Stockholder Rights 
Plan – April 28, 2005

■ PTIE to Present at Two Healthcare 
Conferences – May 17, 2005

■ PTIE Completes Patient Enrollment 
in a Phase III Study with Remoxy – 
June 8, 2005

■ PTIE Completes Patient Enrollment of 
Women’s Phase III Study in Irritable 
Bowel Syndrome – June 21, 2005

■ PTIE Stock Joins Russell MicrocapTM 
Index – July 12, 2005

■ PTIE Announces Publication of New 
Data Demonstrating Better Opioid 
Therapy – July 21, 2005

■ PTIE Announces Second Quarter 2005 
Financial Results – July 26, 2005

■ PTIE Joins New Nasdaq Health Care 
Index – July 28, 2005

■ PTIE Files Shelf Registration 
Statement – August 26, 2005

■ PTIE to Present at the BioCentury 
NewsMakers Conference – 
August 31, 2005

■ PTIE Announces Positive 
Remoxy Phase III Results – 
September 9, 2005

■ PTIE to Present at the 
ThinkEquity Growth Conference – 
September 12, 2005

■ PTIE to Present at the UBS 
Life Sciences Conference – 
September 20, 2005

■ PTIE Provides Oxytrex Update – 
October 28, 2005

■ PTIE to Present at the CIBC 
Healthcare Conference – 
November 2, 2005

■ PTIE Announces Third Quarter 2005 
Financial Results – November 2, 2005

■ PTIE and King Pharmaceuticals 
Enter Into Strategic Alliance to 
Develop and Commercialize Remoxy – 
November 10, 2005

■ PTIE Reports Oxytrex Results from a 
Large Trial in Patients with Moderate-
to-Severe Osteoarthritic Pain – 
November 22, 2005

■ PTIE Terminates Drug Candidate for 
the Treatment of Irritable Bowel 
Syndrome – December 9, 2005

■ $150,000,000 Cash Received 
by Pain Therapeutics From King 
Pharmaceuticals – December 31, 2005

Clear phases, timelines, target dates and benchmarks, all aimed at achieving progress, as evidenced by 
our public announcements in 2005:
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In December 2005, we closed a $400 million 
strategic alliance with King Pharmaceuticals for 
Remoxy and three other abuse-resistant opioid 
painkillers.

This alliance brings together the power of ideas 
with the force of scale. It’s about crafting a broad 
strategy to create a new category of drugs.

Under the terms of the alliance, King made an 
up-front payment of $150 million cash. We may 
also receive another $150 million in cash milestone 
payments based on clinical and regulatory success. 
King pays all research and development expenses, 
which could total $100 million. In addition, we will 
receive a 20% royalty on cumulative net drug sales 
(except for the first $1 billion in cumulative net 
drug sales, which royalty is set at 15%). The sheer 
size and magnitude of this alliance stands like a 
mountain on a plain.

The Right Partner
The respective strengths of King Pharmaceuticals 
and Pain Therapeutics are highly complementary. 
King has a tremendous commercial infrastructure, 
including a sales force of about 1,000 individuals. 
We have tremendous R&D capabilities, including over 
50 patents and patent applications. Collectively, these 
skills make this a strong partnership.

The Benefits
Our strategic alliance with King creates a classic 
win-win situation. We innovate, they commercialize. 
We pool our respective expertise to compete in a 
multi-billion dollar market. This alliance also allows 
us to leverage Remoxy’s platform technology across 
multiple opioid painkillers.

Pain Therapeutics & King Pharmaceuticals, Inc.



Merging Our Expertise



Oxycodone—the existing gold standard 
to treat severe chronic pain—is an opioid 
drug that has been around since the 
1920’s. We believe the competitive edge 
in this market is ready to migrate towards 
drugs that offer better safety or novel 
clinical benefits.

Clinical and pre-clinical data show 
that Oxytrex relieves severe pain while 
minimizing physical dependence. We believe 
this unique benefit has the potential  
to make Oxytrex a blockbuster drug.
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The American Pain Foundation estimates that 
pain costs approximately $100 billion each 
year. More than 20% of Americans age 60 
and older have chronic pain due to bone and 
joint pain or low-back pain. By 2030, experts 
predict the elderly will constitute a larger 
percentage of the U.S. population. This 
demographic trend is expected to change the 
economy in a number of significant ways, 
including boosting the demand for drugs 
that treat chronic conditions, such as severe 
chronic pain.

Market Opportunity

Millions of Americans suffer from severe 
osteoarthritic pain. We believe better 
painkillers can give these patients a better 
sense of control over their lives.



Sales of twice-daily oxycodone were about 
$2 billion in 2004. Unfortunately, abuse 
and drug diversion is rampant. 17% of 
pain specialists were investigated by the 
Drug Enforcement Administration in 2001. 
By providing physicians and patients with 
abuse-resistance, we believe Remoxy can 
win a significant portion of the market for 
twice-daily oxycodone.

Severe chronic pain presents older 
Americans with new and growing 
challenges to their health, productivity 
and independence.

It’s becoming increasingly difficult for 
some city dwellers to get the type of pain 
relief they need due to the rising number 
of pharmacy thefts in their neighborhood 
and their physicians’ reluctance to 
prescribe opioids. We believe Remoxy can 
improve this situation.



Strategy
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Where Are We Today?
Today, we have a pipeline of novel painkillers and 
a reputation for visionary science. Our science 
program and pipeline of drug candidates are 
intended to address important questions regarding 
the safe and appropriate use of opioid painkillers. 
We also have a strong balance sheet ($213 million 
in cash), relatively low cash use (estimated $15 
million in 2006) and the prospects of receiving 
another $150 million in milestones. And we have 
a clear route to commercialize Remoxy through our 
partner, King Pharmaceuticals, Inc.

Where Do We Go From Here?
We believe the positive events of 2005 give us a 
solid footing on the road of growth. We want to be 
the company that makes people think differently 
about opioid painkillers. But we may also need to 
prepare for the future by carefully charting our way 
into therapeutic areas outside of pain management.

Our strategy responds to three fundamental questions that every company asks itself:

Three Questions

How Will We Get There?
We don’t depend on trendy management techniques 
(they never work). What matters most to us is clarity 
of strategic thinking, coupled with a plan to execute 
flawlessly.

Our vision, our momentum in pain management, our 
people, our clinical development expertise, financial 
stability, the consistency of leadership, the unique 
methods of our business…collectively, these are our 
elements of success.



Publication Strategy
In 2005, we published data in four peer-reviewed 
journals and an academic review book. These 
comprehensive new data further demonstrate how 
ultra-low-dose opioid antagonists suppress the 
undesirable effects of opioid therapy.

These new publications expand on the earlier science 
discovered by scientists at Albert Einstein College of 
Medicine.

Collectively, the literature presents a unified body 
of evidence that signaling changes by opioid 
receptors underlie tolerance and dependence and the 
addictive effects of opioid drugs. Pain Therapeutics’ 
fundamental approach to developing new painkillers 
such as Oxytrex is to block the undesirable effects of 
opioid drugs by combining an ultra-low-dose opioid 
antagonist with an opioid agonist. We believe Oxytrex 
can address the large, growing clinical need for new 
ways to treat severe chronic pain.

Oxytrex Science
The science behind Oxytrex was initially discovered 
by scientists at Albert Einstein College of Medicine. 
These scientists published results showing that opioid 
painkillers activate an excitatory signaling pathway 
linked to opioid receptors.

We believe that the excitatory pathway of opioid 
receptors contributes greatly to the adverse 
effects of chronic opioid use, such as tolerance, 
physical dependence and addiction. After repeated 
administration of opioid painkillers, increasing doses 
are required in order to obtain the same level of 
pain relief, a process known as tolerance. If chronic 
opioid treatment is terminated abruptly, withdrawal 
symptoms rapidly appear. Continued administration 
of opioids prevents the appearance of withdrawal 
symptoms, at which point a patient is considered 
physically dependent. Published pre-clinical results 
also show that tolerance and physical dependence 
can be prevented by the coadministration of ultra-
low-dose naltrexone, an opioid antagonist. We believe 
ultra-low-dose naltrexone prevents activation of the 
excitatory pathway, but not the inhibitory pathway of 
opioid drugs.

12

Small Company, Visionary Science



Inhibitory vs. Excitatory Pathway
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Board of Directors
Sanford Robertson 1, 2

Founding Partner
Francisco Partners

Michael O’Donnell, Esq.
Partner
Wilson Sonsini Goodrich & Rosati,
Professional Corporation

Vernon Loucks, Jr. 1

former Chairman & Chief Executive Officer 
Baxter International, Inc.

Robert Gussin, PhD 1, 2

former Chief Scientific Officer
Johnson & Johnson

Nadav Friedmann, PhD, MD
Chief Medical & Operating Officer
Pain Therapeutics, Inc.

Remi Barbier
Chairman of the Board
President & Chief Executive Officer
Pain Therapeutics, Inc.

1 Member of the Audit Committee 2 Member of the Compensation Committee

Leadership



Senior Management
Michael Marsman, Pharm.D
Vice President, Regulatory Affairs

George Ben Thornton, PhD
Vice President, Technology

Peter Butera
Vice President, Clinical Operations

Michael Zamloot
Vice President, Technical Operations

Grant Schoenhard, PhD
Chief Scientific Officer

Remi Barbier
Chairman of the Board 
President & Chief Executive Officer

Nadav Friedmann, PhD, MD
Chief Medical & Operating Officer

Peter Roddy
Vice President & Chief Financial Officer



Corporate Directory
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Corporate Headquarters
416 Browning Way 
South San Francisco, California 94080 
650.624.8200 
www.paintrials.com

General Counsel
Wilson Sonsini Goodrich & Rosati,  
Professional Corporation

Independent Auditors
Ernst & Young LLP

Registrar and Transfer Agent
Communications concerning transfer require-
ments, certificate exchanges, lost certificates, 
changes of address and name changes should  
be directed to the transfer agent:

Mellon Investor Services LLC 
480 Washington Boulevard 
Jersey City, New Jersey 07310 
800.356.2017 
www.melloninvestor.com

Form 10-K
A copy of our Annual Report to the Securities 
and Exchange Commission (Form 10-K) may 
be obtained without charge upon request to 
Investor Relations.

Investor Relations and Shareholder Inquiries
Shareholders, security analysts, investment professionals, 
interested investors and the media should direct their 
inquiries to:
H. Christine Waarich 
Senior Manager of Investor Relations 
416 Browning Way 
South San Francisco, California 94080 
650.624.8200 
cwaarich@paintrials.com

Annual Meeting
Our Annual Meeting of Stockholders will be at 10:00 a.m. 
Pacific Time on May 25, 2006 at the offices of Wilson 
Sonsini Goodrich & Rosati, 650 Page Mill Road, Palo Alto, 
California.

Disclaimer
This Annual Report contains forward-looking statements 
that include risks and uncertainties. We disclaim any intent 
or obligation to update these forward-looking statements. 
Examples of statements include, but are not limited to, any 
statements relating to the clinical status, the potential 
benefits or the size of the potential market for our drug 
candidates. These statements involve risks and uncertainties 
associated with our business. You are cautioned not to 
rely on such statements as our actual performance may 
differ. For a full description of our business and further 
information on its risks and uncertainties please refer to 
our Form 10-K for the year ended December 31, 2005.

Stock Information
Our common stock trades on The NASDAQ Stock 
Market® under the symbol PTIE. No dividends have 
been paid on the common stock to date and we do 
not anticipate paying dividends in the foreseeable 
future. On February 1, 2006 there were 75 holders of 
record of our common stock.

Price Range of Common Stock
The following table lists the high and low reported 
sales prices for our common stock as reported on The 
NASDAQ Stock Market®.

2005 2004

High Low High Low

First Quarter $7.48 $4.99 $9.86 $5.77

Second Quarter $7.24 $4.78 $9.34 $6.54

Third Quarter $7.22 $5.79 $8.39 $6.22

Fourth Quarter $9.45 $5.46 $8.13 $6.82

Creative Team: Barbier and Waarich

Design: Edmonds Design



■ Visionary Science

■ Financial Stability

■ Two Drug Candidates With Phase III Data

■ $400 Million Strategic Alliance With  
 King Pharmaceuticals, Inc.
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