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Eating Away at Vascular Disease: [ooke Pharma & HeartBar®
by Rich Scholes
In 1988, a small group of scientists gathered in
Keystone, Colorado, to share their research findings on the biological effects of endothelium-derived nitric oxide (NO), a potent vasodilator. Dr.
John Cooke, then an assistant professor of medicine
at Harvard, presented his finding that the ability of
the vessel wall to produce NO was impaired in
animals fed a high cholesterol diet. Later Salvador
Moncada-a brilliant investigator from Wellcome
Research Laboratories-announced a finding that
held significance for the future of cardiovascular
therapy: the amino acid L-arginine is the precursor
toNO.
"I thought we might be able to improve vascular relaxation in the hypercholesterolemic animals
simply by giving them the precursor to NO. When
I got back to my lab we tried this experiment and it
worked. Administration of L-arginine to the animals improved the ability of their blood vessels to

relax," said Cooke. Little did he know that their
research on arginine would become the backbone of
his first entrepreneurial endeavor.
In 1995, Cooke licensed the arginine technology
from Stanford's Office of Technology Licensing
(OTL) and started Cooke Pharma (CP). Now ten
years since their research began, he has collected an
expert scientific staff and handpicked a management team for CPo
Together they have developed the HeartBar®
which contains the active ingredient L-arginine and
numerous nutrients necessary for optimal vascular
health. Available in Cranberry, Peanut Butter, and
(tasty) Original flavors-and built on the technology that won last year's Nobel Prize in MedicineHeartBar enhances the vessel's production of NO,
improves blood flow, and effectively relieves the
symptoms of heart and vessel disease.
CP has completed clinical trials on their prodContinued on page 2

1[0 Helps Bring Two Worlds Together
By Glennia Campbell and Sara Nakashima
Stanford has a long-standing history of working with industry, from receiving generous gifts of
funds and equipment from Fortune 500 companies,
to sponsored research in many fields, to licensing
core technology to start-up companies. Many faculty are interested in working with industry because good university-industry relationships provide students with "real. world" problems to solve,
give students potential employment opportunities,
and facilitate the transfer of research results to the
public.
The Interface
In early 1997, Charles Kruger, the Dean of Research, and Katharine Ku, Director of OTL, first
conceived of the Industrial Contracts Office (ICO)
to facilitate Stanford's sponsored research interface
with the corporate world. Since intellectual property issues are often the most significant area of
negotiation, it seemed reasonable to have the ICO
nestled within OTL. Except for clinical trials, the
ICO has responsibility for negotiating research contracts with industry and signing such agreements
on behalf of Stanford.
Although relationships between Stanford and

industry must be mutually beneficial in order to be
successful, there are some significant "cultural"
differences between any university and a company.
Like most uni versi ties, Stanford's mission has often
been summarized in three words: Teaching, Learning, and Research. Most companies have a business
focus on a particular product line or market niche.
A university'S primary goal is to generate and disseminate knowledge to benefit the public, while a
company's emphasis is on producing a return on
investment for its investors and shareholders.
Many companies share the university'S goal of
benefiting the public through scientific endeavors,
training the next generation of scientists and professionals, and finding solu tions to toda y' s technology
problems. In that common space, there is ample
opportunity for universities and companies to work
together.
How to Begin - on either side
Many companies learn about Stanford research
projects and academic interests through conference
presentations or scholarly publications. Companies often contact a faculty member directly to
initiate discussions about mutually interesting
Continued on page 4
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uct and met regulatory guidelines for marketing it
as the first medical food for the dietary management of vascular disease. After finishing test marketing of the medical food, the CP team recently
began national distribution of the HeartBar in major drugstore chains including Walgreens and Longs
Drug Stores. HeartBar is already available overthe-counter in 30,000 stores nationally.
Humble Beginnings
Although the scientific community seemed initially skeptical when Cooke published his findings
on the effects of L-arginine, but Cooke continued
his work. He moved to Stanford in 1990 and successfull y demonstra ted tha t dietary arginine served
to enhance NO-dependent vasodilation and limit
atherosclerosis (the progressive narrowing and
hardening of arteries). In preclinical trials, he
showed that consuming arginine even seemed to
cause regression of atherosclerosis. Other scientists
later confirmed his findings.
After a few years of additional research, Cooke
and others discovered why people with atherosclerosis or risk factors for atherosclerosis (e.g. high
cholesterol) need more L-arginine. The blood of
these individuals contains high levels of an inhibitor of NO production. By consuming enough Larginine, it out-competes the inhibitor to create NO
and enhance vasodilation. Cooke and his fellow
researchers had shown that dietary arginine promotes vascular health in patients with cardiovascular disease.
NO Commercials?
Though pleased with their findings, Cooke also
hoped the technology could be commercially de-

OTL's services are
available to any Stanford faculty, students, or staff who
invent technologies
that may benefit the
public or be of commercial value.
To learn about a specific technology or to
disclose one of your
own, contact us at the
above address.

Dr. John Cooke with the fruits of his labor- the HeartBar®
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A Sampling of Licenses uranted by Dll in the last Quarter

Cooke Pharma, but chief among them are the strengili of the
technology, the expertise of CP management, and the ten.acity of
Title{s}
Uses
Licensee{s}
Docket{s)
the founder.
License T~l2e
Leading the management team is Dr. Darlene Walley, Presi"Microfabricated Cantilever Stylus" Atomic Force Microscopy Team Nanotech
Non-exclusive
S89-001
dent and CEO of Cooke Pharma. Walleyisa perfect fit to leadCP
in its national launch. During her 15 years of experience,
"Mercury Microelectrode Array"
Heavy Metal Sensor
Orion Research
S92-066
Field Exclusive
Walley's successes include developing, launching, and promoting products for Procter & Gamble, Arm & HaITU:r1er, and
Medical Ultrasound
"Ultrasonic Air Transducer"
CBYON, Hewlett-Packard
Non-exclusive
S93-199
Gillette and running Hill Top Research, a clinical research
Sensant
organization. As an independent consultant, Walley also drafted
business plans, raised capital, and guided startups to acquisition
"GENSCAN"
Gene Identification
S97--072
Non-exclusive
Ariad, Biogen, LION,
and IPO.
RPR Gencell
Walley has crafted the strategy for marketing and distribution
of the HeartBar based upon a wealth of previous experience,
"Topical Genetic Immunization"
Vaccine Delivery
S97-235
Maxygen
Exclusive
input from a series of focus groups, and a carefully designed,
and successful, test market. Her network of connection.s in the
"SUTECH Microarray Database"
S99-007
Identifying Genes & EST's Axys, Onyx, Tularik
Non-exclusive
industry allows her to leverage these competencies toward a
muscular marketing and distribution effort for HeartBar.
The tenacious Dr. Cooke is an Associate Professor of Cardioveloped to improve public health. He disclosed his
dwindling, a group of private investors from the
vascular Medicine at Stanford and therefore can only spend one day a week
findings to Stanford's Office of Technology LicensPhilippines invested $750,000 in early 1997. This
pursuing his non-Stanford responsibilities. He has four children. He cares for
ing (OrL), and together they identified and conwas enough to hire a small research team and to
patients in the Stanford Hospital and teaches courses in the Medical School. He
tacted prospective licensees.
begin testing prototypes of the arginine-enriched
frequently publishes on his research and is a prolific inventor of Stanford
Committed to the cause, Cooke interacted with
HeartBar. With a patent, a product, and a small but
technologies.
many of the companies about his research and flew
favorable clinical trial, Cooke was able to entic~
When asked how he could be successful in each of his numerous responsito several to share his findings with company sciensome professional managers to join part-time late in
bilities, Cooke praises his supportive family, without whom he could rtot have
tists. Meanwhile, OTL filed a patent application on
1997. But in early 1998,
done it. He also attributes his success to vvorking
medical use of arginine. But after extended interacmoney was again
nights and weekends and the many helpful people
tions with a handful of companies, no one chose to
short.
who gave him priceless advice and assistarlce durlicense the invention.
However, this
ing his development of CPo
Founding Cooke Pharma
time they had a strong
As Cooke notes, success requires determinaWith no licensee but still committed to the
management team in
tion. Of the hundred plus venture capital firms,
invention's development, Cooke decided to start a
place that was able to
corporations, and individuals whom Cooke apcOInpany and took a license himself. In classic
attract "real" money.
proached for technical development and funding,
Silicon Valley sty Ie, Cooke Pharma began in his Palo
Over the course of the
many found the bugs in his proposal. "If they turn
Al to garage in 1996.
next year, CP successyou down, figure out why; don't go away feeling
Initially Cooke imagined CP as a virtual comfully raised almost $6 The HeartBar® comes in Original, Cranberry and Peanut Butter. beaten. If it's really a novel idea you will have people
pany that would promote the technology until it
million from a Japasay it won't work. Figure out why."
Finding Mildred
was acquired by a larger pharmaceutical company.
nese corporate investor and Silicon Valley private
After many months of calling and meeting with
investors. This money enabled them to bring on
Walley's promotion of HeartBar is as innovative as Cooke's technology.
cOInpanies, no corporate partner emerged to defull-time management and to perform test marketDuring their test market, Dr. Joseph Kozina, a Sacramento cardiologist, prevelop the technology. But in the midst of his huning of HeartBar in Sacramento early this year.
scribed the HeartBar to Mildred Mineau, a 78 year old woman with several heart
dreds of visits, calls and drafts of his business plan,
Once again, the till was low, but with their
problems. Though Mildred had received extensive treatment for her condiCooke decided that, with the information and knowpositive test market results, CP convinced venture
tion-including open heart surgery-she still experienced severe angin.a (chest
ho"W he had collected during his discussions, he
capital investors to commit $12.5 million for the
pain that results from inadequate delivery of oxygen to the heart), often
would develop the technology himself. Rather than
company's national launch of HeartBar. As Cooke
upwards of two dozen episodes a day. In the KOVR-TV Channel 13 piece on
searching for a developer, Cooke began visiting
notes, with their national launch now underway,
HeartBar, Mildred's cardiologist explained he prescribed her two bars a day
cOInpanies, individuals, and venture capital firms
"CP's future is a marketing play" as they educate
because he had nothing else to offer her.
in search of investors.
doctors and individuals about the benefits of
After four weeks of her twice daily diet of HeartBars, Mildred's sYITIptoms
The Funding Challenge
HeartBar.
dramatically decreased. She experienced only one or two episodes of minor
As Cooke notes, funding Cooke Pharma wasn't
Cooke encourages entrepreneurial graduate stupain per day. She continues her HeartBar regimen and is pleased to have "so
SITlooth sailing. "There were five times we ran out
dents and his fellow faculty: "If you have an idea,
much energy." Tasks that had become laborious, Mildred now does vvithease.
of Inoney." But as he noted, to succeed you have to
talk to OTL. .. talk with faculty. Don't be discourThe report on Mildred by KOVR-TV caused Sacramento sales to surge,. leading
"go over, around or under every hurdle you face."
aged. Be innovative with obstacles; take advantage
Walley to the idea of a "Find Mildred" campaign. Cooke PharIXla sales
Cooke initially invested $75K of his own money
of the wealth of knowledge in Silicon Valley. Use
representatives have begun their national crusade to bring local media attenand CP earned another $25K. Cooke spent this fund
the resources."
tion to the usefulness of the HeartBar and to find "Mildred" in their area.
the first year writing business plans, making calls
Keys to Success
To learn more about HeartBar, please contact Darlene Walley at (650) 594and visits, and paying his secretary. With the money
There are multiple reasons for the success of
5961, or go to www.cookepharma.com . . .
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Over the last three decades of advanced research in drug delivery and pharmaceutical development, ALZA's proven technology has led to the creation of life-enhancing products and
improved therapies for millions of patients around the world.
Restoring people's health and vitality is the passion that drives
us at ALZA. It's a passion we would like you to be a part of.

Invention Challenge

Minimally Invasive System for Treatment of the
Arthritic Knee

BUSINESS DEVELOPMENT MANAGER

The second annual invention challenge once again

1

provides a sticky problem for an ingenious person or team
to solve. This year the challenge is to develop a .better
system for minimually invasive treatment of the arthritic
knee.
One of the goals of the contest is to break down barriers
between medicine and engineering. A team composed of
people with backgrounds in each of these areas would
most likely be optimal to develop a better system.
Last year 12 entrants participated in the contest to
develop a better anastomosis device. Of these, three teams
won prizes (see Brainstorm, Summer 1999). OTL filed a
patent application for the first prize winner's device.
The prize for the winning entry this year will be $2,500.
Some entries will be considered by OTL for potential
patenting and licensing.
Informational meetings will be held in mid-October.
The contest is open to Stanford faculty, staff and students
and is sponsored by OTL and the Medical Device Network.

•

Using your marketing and life sciences expertise, you will
establish and maintain fruitful relationships with business
development counterparts, present Al.2A technologies and
product concepts to potential partners for out-licensing, and
represent Al.2A at industry conference and trade shows. We
will rely on you to design and create a systematic evaluation
process for identifying promising product and marketing concepts. Frequent domestic travel and occasional international
travel will be required.
We are interested in self-motivated team players with exemplary negotiation, presentation and communication skills .
Qualified individuals must have a BS/MS in Chemistry,
Biochemistry or Life Sciences; an MBA, marketing background,
and a PhD are strongly preferred. Knowledge of business
development practices in the pharmaceutical industry, including the drug research and drug development process; an
understanding of and ability to communicate ALZA's technologies: and an impressive record of achievement are desired.
Foreign language skills are a plus. This is an excellent opportunity for a confident and capable thinker who is eager to be part
of a rapidly changing organization.

Please send resume to ALZA Corporation, HR Oept./Job# 400.
1900 Charleston Road, PO Box 7210. Mountain View, CA
94039-7210; fax: (650) 564-5656; email:
jobs@alza.com (ASCII files only): Job
Hotline: (650) 564-5319. Our hiring managers will review all qualified resumes.
ALZA is proud to be an EOE.

www.alza.com

Please visit MDN's web site at http://mdn.stanford.edu /
events/ default.asp#INVENTION CHALLENGE for more
information, or contact Sandra Miller at (650)498-7856 or

Your ad here -for free!

smiller@cvmed.stanford.edu. •

start-up Seminar
OTL is hosting another start-up seminar on November
8, 1999,from3 t05 pm at Fairchild Auditorium. Keep your
eyes open for information to be distributed through e-mail
and posted around campus.
The first start-up meeting occurred in April, 1999 (see

Brainstorm, Summer 1999).

At the seminar, three

enterpreneurs (Guy Kawasaki, Lawrence Steinman and

Brainstonn is now accepting
advertisements from companies based in
California. And the first ad is on us!
OTL is providing this as a service to Stanford
students. Each advertisement will be approximately 114 of a page. The company can either
supply its own description or we can
build one for you.

John Cioffi ) advised potential future entrepreneurs of good
and bad practices in starting a company.
If you have any questions, please contact Sandra

Bradford at sandra.bradford@stanford.edu .•

Brainstorm now onlinel
After a short hiatus, B.rainstorm is once again fully upto-date online athttp: Ilwww.stanford.edu/group/OTL/

Brainstonn 's current circulation is around 3,000
issues per quarter, and it is distributed widely
around the Stanford campus as well as to companies and other universities across the world.
The first issue is free. If your company decides to
continue the advertisement, the cost is either
$150 per issue or $500 for one year (four issues).

bsindex.html. If you would prefer to receive Brainstorm in
PDF format bye-mail rather than a hard copy by mail,
please

contac~

Rich Scholes at rich.scholes@stanford.edu

or (650) 725-9115 with your request. •

For more information, please contact Rich Scholes
at rich.scholes@stanford.edu or (650) 725-9115.

COMBINING HIGH TECH AND BIOTECH:
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Moving Drug Discovery Technology
Into the 21 st Century

AN OPPORTUNITY

CD

THAT'S NOT ALL TALK.
8x8 is a leading manufacturer of digital telecommunications
technology. including Intemet Protocol (IP) telephony gateways,
software and semiconductors. By leveraging its technology
expertise in audio and video compression and communication
protocols, the company is providing systems and software to
network and telecommunications equipment providers, cable
television system operators, and local exchange carriers.
Interested? We'd like to talk with you.

x

8x8, Inc. offers an unparalled salary. bonus opportunities and
benefits package. Forward your resume to: 8x8 Inc., Human
Resources, 2445 Mission College Blvd., Santa Clara, CA 95054
or Fax: (408) 727-3618. E-mail: michellen@8x8.com. 8x8 is
proud to be an Equal Opportunity Employer.

Aurora offers a competitive salary and benefits package and good
equity participation including an ISO and Stock Purchase Program.
We have a multidisciplined workforce including science,
engineering, and information technology. There are currently a
number of employment opportunities available. For more
information, please visit our website atwww.aurorabio.com. Please
send your resume and cover letter, referencing job title, to:
Human Resources, Aurora Biosciences Corporation, 11010
Torreyana Road, San Diego, CA 92121, Fax (619) 404-6720 or
e .. mail at sylvesterk@aurorabio.com. EOE

8x8, Inc.
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Us ON THE WEB:
www.8x8.com/CD

VISIT
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Biosciences Corporation
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Assay miniaturization. Faster compound screening. Focused on
fluorescent assay technologies and an ultra-high throughput
screening system designed to allow assay miniaturization, Aurora
Biosciences Corporation is preparing to take full advantage of the
vast opportunities being created by advances in genomics and
combinatorial chemistry. These are the technological issues we're
addressing at Aurora. In collaborations with companies such as
Bristol-Myers Squibb, Eli Lilly, Merck & Co., and Warner-Lambert,
we are moving drug discovery technology into the new millenium,
creating hope for millions and opportunities for a select few.
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Working With Industry in Sponsored Research
Continued from page 1

areas of research. If a company is interested in sponsoring the
research through a formal contract, the faculty member should
contact the ICO.
The professor should prepare a statement of work for the
proposed research to be funded by the company, along with a
budget that includes both direct and indirect costs of completing
the project. This information is routed through the proper administrative channels and then on to ICO. ICO will negotiate the terms
of the agreement for the faculty member and sign the resulting
contract.
The Cultural Differences
Intellectual property, licensing options, confidential information, and publication rights are the primary points of discussion in
the Sponsored Research Agreement between Stanford and the
sponsor.
Generally, companies want rights to intellectual property
either as a means of ensuring a proprietary position in the marketplace ("we have something our competitors don't have") or for
allowing freedom of action ("we don't want to be sued for using
your inventions"). As a non-profit institution of public trust,
Stanford has an obligation to ensure that intellectual property
developed in the course of Stanford research is transferred to the
public for society's use and benefit. In this context of diligent
technology transfer, Stanford is willing to grant either a nonexclusive royalty-free license or an exclusive royalty-bearing license to inventions that arise from the sponsored research. Like
most universities, Stanford does not give title to inventions to the
sponsor, whether corporate or government.
Some companies take the position that they must have ownership of anything that Stanford researchers discover during the
course of sponsored research because "they are paying for it."
Companies who have successful university-industry relationOfflce of Technology Ucensing
Stanford University
900 Welch Road, Suite 350
Palo Alto, CA 94304-1850
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ships understand that they are funding the research and not the
acquisition of intellectual property through a sponsored research
agreement.
Two other issues that may come up during the negotiation
between corporate sponsors and Stanford are confidentiality
and publication. Stanford is an open environment, where free
exchange of ideas and information among colleagues is an essential and long-standing policy. Although many companies highly
prize confidentiality, no program of research that requires secrecy may be conducted at Stanford under University policy (see
http://www.stanford.edu/dept/DoR/RPH.html for all of
Stanford's Research Policies).
The University is committed to the principle that faculty may
publish the results of their research in a meaningful and timely
manner, guided only by scientific objectivity and academic freedom. The right to publish is the hallmark of academic freedom,
and Stanford cannot agree to provisions in a contract that prevent
publication, require changes to the content of a particular publication or approval by the sponsor prior to publication, or designate Stanford research results as confidential to the company.
The Common Space
Since its inception, the ICO has signed more than 120 sponsored research agreements, 40 collaboration agreements, and 400
Material Transfer Agreements. Clearly, there is common space
where the two cultures can successfully come together for mutual
research benefit.
The Industrial Contracts Office focuses on facilitating the
relationship between Stanford and industry by negotiating agreements that foster long-term business relationships with sponsors
and that are consistent with Stanford policy. For more information about the process from initiation through completion, Agreement terms, and examples of sponsored research at Stanford,
please visit the ICO website at www.stanford.edu/group/ICO,
or call us at (650) 723-0651. ..
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