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THE NEW

SCIENCE OF

PAIN CONTROL



The challenge of alleviating pain is a human one. It’s a 

goal we haven’t veered from since the start. In this, our

second year as a public company, we’re gratified by the

results we’re seeing in clinical trials, particularly for our lead

product candidate alvimopan. As you’ll read in these pages,

our efforts are being applauded by thought leaders who share

our enthusiasm. 

We have grown to more than 130 employees while

concentrating on the development of what we believe is the

next breakthrough in pain management – compounds that

target opioid receptors outside the central nervous system. In

the seven years since our founding we have remained

focused, recruiting a team of gifted scientists and retaining an

innovative corporate character. Our responsive structure has

served us well, allowing us to pursue partnerships, create

opportunities, respond to changing technology, and most

importantly, to focus on bringing alvimopan to market.

As we look back on 2001, a portrait of a company emerges –

one in which we can take pride:

Focused, Responsive, Corporate Growth 

We have progressed toward our strategic goal of establishing 

a franchise in pain management. As a late-stage, research-

based product development company, we have a broad

pipeline of product candidates that address unmet clinical

needs. Our product candidates are designed to reduce

adverse side effects of narcotics that are currently on the

market or to offer non-addictive pain relief. We have six

product candidates in development that tackle today’s most

pressing pain management challenges in unique ways.

We have pursued a balanced development strategy 

that includes developing new patentable formulations of

existing drugs (ADL 2-1294), licensing and developing

products that have already entered initial human clinical 

trials (ADL 8-2698/alvimopan), as well as synthesizing 

new analgesic product candidates based on our own

proprietary technology (ADL 10-0101).

Adolor is meeting the

challenge of managing

pain by treating it

differently through the

design of peripheral

technology compounds

that bring hope to both

the practitioner and 

the patient.

THE YEAR 2001
DEVELOPMENT:  A NEW MARKET COMES INTO VIEW

Dear Stockholders:



Positive Market Feedback

The year 2001 was a year of growth, progress and validation. 

In addressing unmet medical needs, we have the opportunity

to create a market for a medication to relieve the debilitating

side effects of opioid analgesics. Our efforts have received

enthusiastic encouragement from researchers, physicians,

hospitals and patients. The New England Journal of Medicine

in September chose to publish the results of a Phase 2 study

on alvimopan in 78 patients undergoing partial colectomy

and abdominal hysterectomy. An accompanying editorial

described the compound’s novel impact on the reduction of

ileus following major abdominal surgery. It validated the

relevance of a medication which, in helping patients regain

bowel function sooner, reduced hospital stay without

compromising pain relief.

Alvimopan (formerly ADL 8-2698) currently in Phase 3

addresses the problems of postoperative ileus, the

gastrointestinal immotility following abdominal surgery, 

as well as opioid bowel dysfunction, a serious side effect 

of chronic opioid use. Fifteen Phase 1 and 2 clinical trials

completed as of December 2001 for postoperative ileus and

opioid bowel dysfunction combined have shown promise in 

both of these indications.

“Elegant.” “Groundbreaking.” “Unique.” “Impressive.” 

“An appealing approach.” These are some of the words 

that researchers, physicians and pharmacists are using to

describe our product candidates, as well as the science that

led to their development.

Milestones in Clinical Trial Results 

Since 1998, our trials, particularly with alvimopan, have

progressed, boosted by positive clinical results. Our product

candidates are well spaced in development, and address

pain, itch and associated complications of pain. Three pivotal

Phase 3 trials for postoperative ileus and opioid bowel

dysfunction are underway. While 2001 has seen a focus on

bringing alvimopan to market, the company’s approach to

peripheral technology has a rich array of applications for pain

control which we will continue to pursue.

Financial 

At this point in Adolor’s history, we are thankful for the shared

vision that has enabled us to attract significant financing in

support of Adolor’s products. We closed 2001 with

approximately $156.4 million in cash, cash equivalents, and

short-term investments, including gross proceeds from a 

$60 million common stock financing in May 2001.

The People of Adolor

Finally, we are proud of our constituents – the employees 

and investors in our company. Together, we are devoted to

bringing relief and hope to individuals who need better pain

management. The work to which we are committed revives

the human spirit. That’s why we’re here. We look forward to

your participation as we navigate these new pathways.

John J. Farrar, Ph.D., President, 

Chief Executive Officer and Director

March 18, 2002



ALVIMOPAN
REMOVING THE FEAR OF TREATING PAIN

Alvimopan, Adolor’s lead product

candidate, will offer patients breakthrough

technology that markedly improves the

experience of narcotic analgesic therapy,

whether for treating acute pain in the

hospital or for treating chronic pain at

home. Alvimopan is a versatile, orally

administered, small molecule opioid

receptor antagonist that does not cross

the blood-brain barrier at several times

the therapeutic dose. When administered

along with opioid analgesics, alvimopan

normalizes gastrointestinal function

without affecting the ability of opioids to

relieve pain. It is our hope that alvimopan

will be a potent, first-in-class medication

for the management of both postoperative

ileus and opioid bowel dysfunction.

Further investigation may reveal additional

indications, such as preventing opioid-

induced nausea.

The side effects of opioid medications – among them constipation,

nausea, vomiting, addiction – are legendary. They prevent patients

from getting the full measure of pain relief they require, and they

shroud surgery, cancer care and chronic illness with a fear that adds

to the difficulty of already trying circumstances.
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Postoperative Ileus

Physicians are intrigued by the promise of alvimopan for the

management of postoperative ileus, the delayed recovery of

bowel function resulting from both the surgical procedure

and the opioid analgesics taken for pain following surgery.

Following procedures such as hysterectomy and colectomy,

postoperative ileus delays recovery from surgery, extends the

length of hospital stay, and causes patient distress. There are

currently no approved treatments for postoperative ileus, and

postoperative ileus affects potentially 5 million surgical

patients a year in the United States alone. 

A clinical Phase 2 study of the use of alvimopan to manage

postoperative ileus was published in the New England

Journal of Medicine on September 27, 2001. The authors

reported that alvimopan helped patients recover bowel

function more quickly after abdominal surgery, leading to a

quicker discharge from the hospital. The Journal’s editorial

underscored the full weight of the findings:

“Taguchi et al studied the effects of ADL 8-2698, a potent

investigational antagonist of mu-opioid receptors....[They] 

have demonstrated the feasibility of selectively antagonizing 

an undesirable peripheral effect of opioids (the inhibition of

gastrointestinal motility) while preserving the desired central

effect (the relief of pain). A one-day decrease in the length 

of stay after abdominal surgery would have substantial 

clinical and financial benefits.”

A Phase 3 study with alvimopan, Adolor’s lead product

candidate, began in March 2001. Two additional Phase 3

pivotal studies began early in 2002. This opioid narcotic

antagonist, a first-in-class compound, is designed to be taken

with an opioid analgesic to normalize gastrointestinal function

following abdominal surgery and decrease the length of 

hospital stay. 

“There is currently no other drug that fulfills this function.”

“If preliminary studies are substantiated, alvimopan 

will get patients back into their home environment 

more quickly, and there will be less morbidity from 

surgery from lying around in bed.”

– Richard Billingham, M.D., Clinical Professor, 

Department of Surgery, University of Washington, Seattle 

“There are drugs on the market that block opioid receptors,

but not selectively in the intestines without affecting receptors

in the brain. That may be called groundbreaking.”

– Andrea Kurz, M.D., Associate Professor, Department of

Anesthesiology, Washington University, St. Louis

“The administration of a pill is a simple, appealing approach

to the treatment of postoperative ileus, free of the technical

demands of thoracic epidural infusions.”

– Richard A. Steinbrook, M.D., Beth Israel Deaconess 

Medical Center, Boston in NE Journal of Medicine,

September 27, 2001

“Since the constipating effects of opioids will always be 

a factor, it’s important to address it prophylactically, and here

is the answer. It makes an always-issue, a non-issue.” 

– Perry G. Fine, M.D., Professor, Department of

Anesthesiology, Associate Medical Director, 

Pain Management Center, University of Utah

“Alvimopan would allow us to overcome the side effects 

of opioids and focus on what we’re really using the opioid 

for – pain relief.”

– Elaine Taylor, Pharm D., Clinical Assistant Professor,

University of Texas at El Paso and University of Texas 

at Austin Cooperative Pharmacy Program

Thought leaders speak out on alvimopan:
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ALVIMOPAN (CONTINUED)
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The Company has paid Drs. Billingham and Fine for their services as

consultants to the Company. Dr. Kurz has been Principal Investigator 

in clinical trials on the Company’s product candidates and has been

compensated by the Company for those services. Dr. Taylor was paid as

a speaker in a company-sponsored symposium at a national pharmacy

convention, but has not been a consultant to the Company at any time.

None of the consultants or principal investigators received stock or other

form of equity in the Company for their services.

Opioid bowel dysfunction 

“Georgetown’s pain-management specialist assured me there was 

no reason to be in pain and said not to hesitate to take more pain

medication when I needed it....The only problem was that the

painkillers brought on more constipation, which brought on more

pain....I had half the staff at Georgetown concerned with my bowels.”

– Cancer Patient Cathy Hainer in her column, “In effect I am a

prisoner in my body,” USA TODAY, Dec. 6, 1999.

Based on Adolor’s market research, physicians report that 70 percent

of their patients receiving daily opioid narcotics for moderate to severe

pain are dissatisfied or only somewhat satisfied with currently available

therapies for the management of opioid bowel dysfunction, a slowing

of gastrointestinal function due to long-term use of opioid narcotics.

The opioid medications can cause debilitating constipation, abdominal

pain and bloating – side effects that limit effective pain treatment.

In five Phase 2 trials for the treatment of opioid bowel dysfunction,

alvimopan was well tolerated and showed consistent ability to reverse

constipation in 80-100 percent of patients taking opioids for pain, without

interfering with pain relief or causing withdrawal symptoms. In these

studies, there was an increase in diarrhea and abdominal cramping at

doses well above the therapeutic dose – an effect that is directly related

to alvimopan’s mechanism of action. Adolor plans to continue Phase 3

trials in 2002.  

A Phase 3 study began in July 2001 for the use of alvimopan to

relieve bowel dysfunction, including severe constipation, abdominal

pain and bloating in patients taking opioid narcotics for relief of

chronic pain. Another Phase 2 clinical trial in cancer pain patients

began in December 2001. If cleared by the U.S. Food and Drug

Administration for marketing, alvimopan would be the first product for

this indication.

More than 171 million prescriptions were dispensed in the U.S. 

in 2001 for analgesic products containing opioids. Combined, this is

the largest therapeutic category in the U.S. and millions of these

prescriptions will result in opioid induced bowel dysfunction.



adolor management team
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