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Aradigm at a Glance
Aradigm is focused on the development and commerciali- 
zation of breakthrough products that improve upon the 
therapeutic value of world-class medicines through the use 
of advanced delivery systems.

Our objective is to provide needle-free alternatives to 
injectable drugs — enabling patients to conveniently, easily 
and safely self-administer their therapy anytime, anywhere.

We are strategically positioned to address major healthcare 
needs, working in partnership with global market leaders. 
Potential target markets for therapies that could benefit from 
needle-free drug delivery total over $50 billion worldwide.

We are building value by applying our innovative, patent-
protected technology platforms:

  AERx
®

 system for pulmonary drug delivery.

  Intraject
®

 system for needle-free injections.

Near-term commercial opportunities include:

   Intraject Sumatriptan, for the $2 billion market for  
migraine headaches, on track for potential market launch 
in 2007.

   AERx iDMS aerosolized insulin for diabetes, estimated 
to be a $1 billion market, in late-stage clinical trials under 
license to Novo Nordisk.



Drug delivery systems.
They can be as important as the drug itself.

Compliance
Needle-phobia and needlestick injuries raise serious concerns about 
conventional injections. All too often patients look at the needle and decide: 

 “I’ll skip my medicine today.”

Rapid Effect
When injections are not an option, oral medications are the usual choice. 
But they can take longer to achieve therapeutic benefi t, causing patients to 
complain: “I need faster therapy.”

Precise Dosing
Doctors worry that the route of drug administration may be unreliable 
when left in the hands of patients. Their request: “Help us ensure our patients 
get the doses they need.” 

Increased Value
Pharmaceutical companies want to strengthen their market share, 
extend product lifecycles, and enhance development-stage compounds. 
For them too, the answer is clear: “Drug delivery can make the difference.”
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Fellow Shareholders:

Today our company is in the strongest 
position in its history, both fi nancially 
and strategically. Thanks to the unwaver-
ing support of our shareholders, the hard 
work of management and the dedication 
of our employees, we made big changes 
in 2004 and early 2005. These changes 
now enable us to offer more to potential 
partners, aggressively explore our own 
self-funded programs, and prepare for our 
fi rst product launch in 2007. At the same 
time, we are positioned to operate more 
effi ciently and cost-effectively, integrating 
contract-manufacturing organizations 
with our own wide-ranging capabilities.

Near-Term Products
At the heart of our strategy are two innovative tech-
nology platforms — the AERx® system and the Intraject® 
system. Both are in late-stage development for their fi rst 
treatment indication. 

RAPID, NEEDLE-FREE MIGRAINE RELIEF

Nearest to commercialization is Intraject Sumatriptan 
delivered by our needle-free injection system. On track 
for launch in 2007, Intraject Sumatriptan is a treatment 
for acute migraines and acute cluster headaches. The 
patient population for migraines, the largest target mar-
ket, is estimated at approximately 74 million worldwide 
(33 million in the United States alone). While half of 
these patients are currently treated with prescription 
medications, studies show that the vast majority are 
dissatisfi ed with current therapies. Many avoid fast-
acting injected therapy because of the fear and inconve-
nience of needle injections. We believe our needle-free 
technology will enable them to obtain the rapid relief 
they need, in a safe and convenient manner.

NEEDLE-FREE INSULIN FOR DIABETES

Our AERx pulmonary drug delivery technology offers 
the opportunity for doctors to prescribe an aerosolized 
medication to effectively treat diseases that currently 
require self-injected therapy. The AERx iDMS (insulin 
Diabetes Management System) is an innovative system 
in late-stage human clinical trials for the treatment 
of diabetes and is designed to allow comfortable self-
administration of insulin therapy. The primary market is 
Type 2 diabetes, which affects an estimated 16 million 
Americans and is often under-treated because of 
patients’ resistance to frequent injections of insulin. 
Our partner, Novo Nordisk, the world’s leader in dia-
betes care, is developing the AERx iDMS.

 

V. Bryan Lawlis Jr., Ph.D.
President and Chief Executive Offi cer
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Partnership Programs
We are actively leveraging Aradigm’s technologies 
through strategic product development and commer-
cialization alliances with high-profi le partners.

STRENGTHENING TWO COMPANIES

In January 2005, Aradigm expanded its licensing agree-
ment with Novo Nordisk to shift responsibilities related 
to the fi nal development and commercial manufacturing 
of the AERx iDMS. This was a major step forward, ensur-
ing the application of substantial Novo Nordisk resourc-
es to the program while allowing Aradigm to focus on 
core product development opportunities in other areas. 
Under the new agreement, Novo Nordisk purchased our 
iDMS-related development and manufacturing assets 
and took over our leases on two buildings. Recognizing 
the extensive contributions made by Aradigm’s iDMS 
team, Novo Nordisk also hired 130 of our employees. 
In addition, our partner has assumed responsibility for 
all future iDMS-related expenditures, estimated at more 
than $100 million dollars, to bring this product through 
regulatory approvals and into the marketplace for the 
treatment of diabetes. We have retained all intellectual 
property rights to the AERx system and other product 
applications and will maintain a royalty on future com-
mercial sales. We view this major strategic investment 
by Novo Nordisk as a vote of confi dence in the AERx 
iDMS, and we will continue to work with Novo Nordisk in 
a supportive role, including the development of second-
generation insulin delivery systems.  

LEVERAGING OUR OPPORTUNITIES 

Last December, we entered into an agreement with 
Defence R&D Canada, an agency of the Canadian 
Department of National Defence, to fund research 
on the pulmonary delivery of liposomal-encapsulated 
ciprofl oxacin using the AERx system. Our objective is 
to develop both a treatment and prophylaxis for serious 
respiratory infections, including bioterrorism-related 
inhalation anthrax, with our role focused on product 
development and formulation. 

The capabilities of our AERx system to deliver medica-
tions locally to the lung, and the ability of liposomes 
to gradually release encapsulated drugs at the site 
of delivery, is a powerful combination. Together they 
address a major need for respiratory therapy: continu-
ous treatment where it is needed most, within specifi c 
regions of the lung. We believe this may be the most 
effective therapy for people exposed to inhalation 
anthrax. Pulmonary therapy offers benefi ts over oral 
formulations in its ability to target such lung infections 
early, before they can enter the systemic circulation. 
We expect to complete preclinical activities during 2005, 
building upon earlier proof-of-principle work, and move 
as rapidly as possible into human safety studies. This 
is an important commercial opportunity for Aradigm. 
We have been granted exclusive rights to the intellectual 
property associated with inhalation of liposomal 
ciprofl oxacin and thus can extend treatment applica-
tions to multiple respiratory diseases. One possibility 
includes the treatment of infections associated with 
cystic fi brosis. 

FEASIBILITY STUDIES: 

FOUNDATION FOR FUTURE PARTNERSHIPS

Demand for needle-free therapies is substantial. 
Patients, governments, medical communities and reim-
bursement providers need and want medications that 
can be safely, effectively, easily and painlessly adminis-
tered by patients themselves. In 2004, we engaged in 
early-stage work with several pharmaceutical companies 
that recognize that invasive drug delivery limits the val-
ue and market potential of their therapies. Our state-of-
the-art technologies can leverage opportunities in areas 
as diverse as cardiology, oncology, respiratory disease, 
endocrinology, infections, auto-immune disease and 
neurology. For example, we are conducting early-stage 
development studies with AERx-aerosolized hydroxy-
chloroquinine, a well-known malaria therapy that, when 
delivered via the AERx system, may have the potential 
for treatment of asthma, infl ammatory conditions, and 
other infl ammatory conditions including severe acute 
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respiratory syndrome (SARS). Other exploratory pro-
grams are examining both local diseases of the lung 
and systemic diseases that have major unmet medical 
needs. We are optimistic that one or more of these 
early-stage studies may lead to development and com-
mercialization agreements. 

Streamlined Operations
When we restructured our licensing agreement with 
Novo Nordisk, we eliminated signifi cant future manu- 
facturing expenses, received approximately $55 million 
in cash, and maintained a long-term fi nancial interest 
in the AERx iDMS program through a 6% royalty on 
worldwide sales. As one of the leading companies in 
pulmonary drug delivery, partnered with the leading 
company in the insulin market, we expect the successful 
commercialization of the iDMS system to be rewarding 
for Aradigm. Furthermore, we now have the fl exibility 
to execute on plans to develop additional product 
candidates for future partnering opportunities. We 
have entered an exciting and challenging chapter in 
Aradigm’s history, one that we approach with great 
anticipation and enthusiasm.

MORE FLEXIBLE MANUFACTURING

With the shift in iDMS responsibilities, we adopted 
the contract-manufacturing model widely used in the 
pharmaceutical industry. Contract manufacturers pro-
vide extensive expertise and support on an “as needed” 
basis across a wide range of areas such as quality and 
production. Our AERx and Intraject systems can be 
manufactured on commercial scale using our network 
of “best-in-class” suppliers and manufacturers. We 
expect to defray substantial costs while maintaining 
ownership of our technologies and products by access-
ing this outside expertise. For some studies, we will 
continue to employ in-house resources or will secure 
drug dosage forms and drug delivery devices from Novo 
Nordisk Delivery Technologies under the terms of a 
contract manufacturing agreement. For later-stage trials 
and commercial production, we plan to develop pro-

duction capabilities in collaboration with our partners 
and vendors, rather than establish our own extensive 
production facilities. 

We have also taken this opportunity to restructure 
other parts of our organization and make greater use of 
outside resources. Our business strategy going forward 
is to maintain an essential and highly experienced staff 
focused on core competencies needed to advance our 
drug delivery technologies, develop new products and 
oversee development-stage manufacturing. We also 
intend to take a more active role in product develop-
ment by managing programs through proof-of-concept 
clinical trials and partner later in the product cycle in 
order to retain greater commercial royalties. 

Entering a New Phase
I am extremely enthusiastic about Aradigm’s future 
and pleased to be leading this organization. Today, with 
the development of Intraject Sumatriptan as the lead 
product in our pipeline, we have progressed from being 
a technology-focused company to a product-focused 
company. Aradigm now has a well-crafted strategy in 
place, the skilled management and talented personnel 
to execute, an external team of world-class suppliers 
and exciting near-term commercial opportunities. 

This is truly a groundbreaking time for Aradigm. I am 
confi dent in our ability to meet the challenges ahead, 
and I look forward to reporting more to you in the com-
ing months. 

V. Bryan Lawlis Jr., Ph.D.

President and Chief Executive Offi cer
March 15, 2005
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recent milestones 

January 2005
Completed restructuring of development agreement 
with Novo Nordisk for the AERx insulin Diabetes 
Management System and received payment of 
approximately $55 million. 

December 2004
Raised $12.5 million through a private placement 
of common stock. Along with the restructured AERx 
insulin license, executed in January 2005, these funds 
should position Aradigm to operate into 2007 when 
we expect to launch our fi rst product.

December 2004
Announced our second program for self-initiated 
product development — AERx liposomal ciprofl oxa-
cin. Received funding from Defence R&D Canada to 
explore the products’ use against serious respiratory 
infections such as bioterror-related anthrax. 

November 2004
Announced our fi rst Intraject product — Intraject 
Sumatriptan for migraines. Demonstrated in our self-
initiated clinical proof-of-concept study that it met all 
bioequivalence criteria and had statistically equivalent 
pharmacokinetics when compared to the currently 
marketed needle-injected sumatriptan.

October 2004
Reported fi ndings from our Clinical Performance 
Verifi cation Trial of the Intraject system. Demonstrated 
that our needle-free technology performs well and 
has excellent reliability with little or no pain sensa-
tion. Healthy subjects self-administered a total of 
1,152 injections.

2005  objectives 

Intraject Sumatriptan Partnership
Complete corporate partnership negotiations and 
establish a commercialization agreement for Intraject 
Sumatriptan to treat acute migraine headaches and 
acute cluster headaches.

Intraject Manufacturing
Complete production of registration batches of 
Intraject Sumatriptan for use in the upcoming pivotal 
clinical trials. This process will enable us to establish 
a core-manufacturing strategy for all Intraject drug 
products going forward.

Intraject Sumatriptan Pivotal Trial
Initiate the pivotal bioequivalence trial — the fi nal 
stage of human clinical testing on the path to apply- 
ing for marketing clearance of Intraject Sumatriptan 
to treat our fi rst target: migraine.

AERx Insulin Advancement
Continue to support Novo Nordisk’s progression 
into late-stage clinical testing of the AERx iDMS for 
the largest diabetes market, Type 2 diabetes.

AERx Respiratory Programs
Advance new AERx programs exploring the use of 
aerosolized innovations for the treatment and preven-
tion of serious respiratory infections.

AERx Feasibility Studies
Continue ongoing studies to evaluate new product 
development opportunities. Establish additional proof-
of-concept and commercial partnering agreements 
for AERx programs offering signifi cant potential.
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“ It’s exciting to work with two innovative delivery platforms with enormous near-term product 

opportunities — Intraject in late-stage clinical development for the large migraine market and 

our second-generation pulmonary system for respiratory disease treatment. The technological 

strides being made will allow our platforms to further differentiate Aradigm from its competitors.”

 Stephen J. Farr, Ph.D.
 Senior Vice President, Chief Scientifi c Offi cer
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Differentiating Ourselves to
Patients, Physicians and Partners

Aradigm: Focus on Technology

Intraject® 
Needle-Free Delivery System 

Our Intraject technology offers a broadly applicable alternative to needle 
injections, especially for therapies that patients must administer them-
selves. It is a pre-fi lled, single-use system that comfortably injects drugs 
to the subcutaneous or fatty region of skin using relatively painless, 
high-speed liquid propulsion. This includes high viscosity medicines that 
are currently slow and painful to administer intravenously. The therapy 
enters systemic circulation in the same manner as conventional needle-
based injections. 

AERx®

Pulmonary Delivery System 

Our AERx system is designed to be as easy as breathing and as reliable 
as injections. With a single inhalation, it enables a mist of aerosolized 
drug to reach up to 1,000 square feet of surface area inside the lung. 
From there, the drug will either transfer rapidly into the bloodstream for 
systemic therapy or remain within the lung for localized treatment.

Intraject Migraine Therapy
Sumatriptan is a widely prescribed 
fi rst-line therapy for acute migraines, 
but oral formulations are very slow to 
act and injectable sumatriptan is often 
avoided because of needle phobia and 
the complexities of administration. 
We believe our Intraject technology will 
provide an easier-to-use, safe and more 
patient-friendly solution, enabling more 
migraine sufferers to fi nally get the 
relief they need.

Our diversifi ed technology 
portfolio unlocks both the 
value and potential of 
small- and large-molecule 
compounds.

AERx Respiratory Therapy 
Our newest AERx program is focused 
on a patient-friendly alternative to 
currently cumbersome and often inade- 
quate aerosolized therapies for serious 
respiratory conditions. With the addi-
tion of liposomal technology, the AERx 
system is designed to ensure that 
an antibiotic such as ciprofl oxacin is 
released gradually throughout the lung 
to provide optimal treatment and 
protection.
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“ We are executing on a strategic plan aimed at achieving key milestones for partnered and self-

initiated programs and advancing our company toward the goal of initial commercialization in 

2007. Key to our success will be the use of best-in-class contract manufacturers, an area I know 

well through my long years of experience in pharmaceutical and biotechnology operations.”

 Bobba Venkatadri
 Senior Vice President, Operations
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We are focusing more 
tightly on Aradigm’s unique 
technical capabilities and 
leveraging outside expertise 
to increase effi ciency.

Aradigm: Focus on Operations

Increasing our Speed to Market 
and Reducing Risk

We have perfected our core drug delivery technologies to the point 
at which we can successfully outsource the manufacture of our products 
to organizations that have the necessary facilities in place or can cost-
effectively tailor their operations to meet our needs. This is a substantial 
change from our early years, when the innovative nature of our technol-
ogies required hands-on control. We are pleased to have access to 
several quality manufacturers, such as Bespak and Patheon, for our 
Intraject products.

While our business model has been refi ned, it continues to be based on 
understanding the needs of our partners, their molecules and our patients. 
Whether the ultimate objective is to capture additional markets for an 
existing drug, extend the life cycle of a long-established product or unlock 
the potential for a development-stage compound, we are now positioned 
to offer a customized and comprehensive drug delivery solution.

Core Operational Skills
Aradigm’s general operations are 
now focused on the development and 
maintenance of strategic alliances. 
In 2005, our system of outsourcing 
product manufacturing will be in place, 
emphasizing fast throughput and 
superior quality. With this as a corner- 
stone, early-stage work on new products 
will move more expeditiously into 
later-stage clinical development. Our 
goal is to speed products to market. 
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“ Our AERx and Intraject technologies are well-recognized platforms that have been used 

in numerous human clinical trials worldwide with more than 2,300 subjects. Backed by 

this extensive experience in drug delivery, we believe we have established a clear clinical 

and regulatory pathway to commercialization.”

 Babatunde A. Otulana, M.D.
 Vice President, Clinical and Regulatory Affairs
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Aradigm: Focus on Regulatory Affairs

Implementing a Clear Clinical 
and Regulatory Strategy

Aradigm typically manages the development process from preclinical 
testing through initial human clinical trials, providing proof-of-concept 
and support for studies pursuant to regulatory fi lings. Our staff has 
the capability to oversee clinical trials through Phase 3 as appropriate, 
working directly with clinical investigators and their teams. 

Our clinical and regulatory group has brought to Aradigm a wealth of 
experience with drug delivery technologies, including the approval of 
drug/device combination products. This experience allows us to execute 
early-stage clinical trials rapidly, and to identify the most suitable and 
effi cient regulatory pathway for approval. For Intraject Sumatriptan, 
we will be following a regulatory approach that will enable us to leverage 
previously generated clinical data from other sources to support our 
product. Our emphasis is on demonstrating bioequivalence between 
needle-free and needle injections, an approach that can be applied to 
many marketed drugs and speed a series of Intraject products to market.

Collaborative Efforts
We are committed to driving our part-
ners’ development programs forward 
and, in doing so, customizing the most 
effective clinical approach. We can 
either develop the clinical and regulatory 
strategy ourselves or work in conjunc-
tion with a partner’s in-house staff. For 
example, our Vice President of Clinical 
and Regulatory Affairs serves on the 
FDA’s Anesthesiology and Respiratory 
Therapy Devices Panel and our regula-
tory group is integrated into various 
professional regulatory communities.
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Our depth of expertise 
has enabled us to interact 
with worldwide authorities 
on the development of 
regulatory tactics for 
our products.
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Building Shareholder Value

   Advanced our relationship with Novo Nordisk by transferring the 
responsibilities in AERx iDMS manufacturing. This enabled Aradigm 
to invest in other valuable programs while retaining a 6% royalty on 
this innovative product. 

   Further expanded the value of our AERx technology by initiating 
product development for multiple indications in the respiratory fi eld, 
funded by the Canadian Department of National Defence. 

   Finalized the design and development of our Intraject technology 
and implemented a strategic plan in preparation for launching our 
fi rst commercialized product in 2007 — Intraject Sumatriptan for 
the rapid treatment of migraine headaches. 

   Restructured our organization to maximize Aradigm’s strengths 
and set the stage for future development and commercialization 
partnerships.

   Expanded our product development strategy to include compelling 
new applications in key therapeutic areas.
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Board of Directors

Virgil D. Thompson 
Chairman of the Board  
President, Chief Executive 
Officer and Director, 
Angstrom Pharmaceuticals, Inc.

Frank H. Barker  
Former Chairman, 
U.S. Dermatologics, Inc. 
Former Group Chairman, 
Johnson & Johnson

Stan M. Benson 
Former Senior Vice President of 
Sales and Marketing, 
Amgen Inc.

Igor Gonda, Ph.D. 
Chief Executive Officer and 
Managing Director, 
Acrux Limited 
Former Chief Scientific Officer, 
Aradigm

Stephen O. Jaeger 

Chairman, 
eBT International Inc.

V. Bryan Lawlis Jr., Ph.D. 
President and  
Chief Executive Officer, 
Aradigm

John Nehra 
Special Partner, 
New Enterprise Associates 10

Wayne I. Roe 
Former Chairman, 
Covance Health Economics and 
Outcomes Services, Inc.

Richard P. Thompson 
Former Chairman and  
Chief Executive Officer, 
Aradigm

  

Executive Officers

V. Bryan Lawlis Jr., Ph.D. 
President and  
Chief Executive Officer

Thomas C. Chesterman  
Senior Vice President and  
Chief Financial Officer

Stephen J. Farr, Ph.D. 
Senior Vice President and  
Chief Scientific Officer

Bobba Venkatadri 
Senior Vice President, 
Operations

Babatunde A. Otulana, M.D. 
Vice President, Clinical and 
Regulatory Affairs

John J. Turanin 
Vice President, Corporate 
Planning and Program 
Management

Norma L. Milligin 
Vice President, Human Resources

Common Stock

Aradigm’s common stock is listed 
on the Nasdaq National Market. 
Symbol: ARDM

Price Range of  
Common Stock

2004  High Low

1st Qtr  $2.74 $1.81 
2nd Qtr  2.25 .84 
3rd Qtr  1.28 .66 
4th Qtr  2.00 1.18

Transfer Agent and Registrar

Communications concerning 
stock transfer requirements, lost 
certificates and change of address 
should be directed to:

EquiServe Trust Company 
P.O. Box 219045 
Kansas City, MO  64121-9045 
816.843.4299 
www.Equiserve.com

Independent Auditors

Ernst & Young LLP 
Palo Alto, California

Corporate Counsel

Cooley Godward LLP 
Palo Alto, California

Investor Relations

Aradigm Corporation 
3929 Point Eden Way 
Hayward, CA 94545 
510.265.9000 
Fax: 510.265.0277 
email: investor@aradigm.com

Shareholders

As of February 28, 2005, there  
were 317 holders of record of the 
Company’s common stock.

Aradigm has not paid dividends 
since its inception and does  
not intend to pay dividends on  
its common stock in the foresee-
able future.

Aradigm, AERx, AERx Strip, AERx 
Essence and Intraject are trademarks 
of the Company. ©2005 Aradigm 
Corporation. Printed in the U.S.A.  
All rights reserved.

Except for historical information 
contained herein, this report contains 
forward-looking statements that involve 
risk and uncertainties, including clini-
cal results, regulatory approval of the 
Company’s products, the timely avail-
ability and acceptance of new products, 
the impact of competitive products 
and pricing, and the management 
of growth, as well as the other risks 
detailed from time to time in Aradigm 
Corporation’s Securities and Exchange 
Commission (SEC) Registration filings, 
including the Company’s annual report 
on Form 10-K.
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