






tgDCC-ElA 
tgDCC-ElA 
tgLOC71 

Head and neck cancer 

Ovarian cancer 

Metastatic disease 

Phase II 

Phase I 



I I I 
I 



Al DS vacc1 ne collaboration 
NEW OPPORTUNITIES, NEW HOPE 

In February 2000 Targeted Genetics entered into an innovative public-private 
partnership with the International AIDS Vaccine Initiative (IAVI) and Children's 
Research Institute (CRI) on the campus of Children's Hospital in Columbus, 
Ohio. The three organizations are working to develop an AAV-based prophylactic 
AIDS vaccine. Because of the long-term gene expression properties of AAV 
vectors , delivery of HIV genes with AAV may confer long-term genetic 
immunization that could prevent or attenuate HIV infection. 

Under the terms of the collaboration, IAVI will provide Targeted Genetics with 
up to $6 million to undertake preclinical development of an AAV-based AIDS 
vaccine. Work to date in nonhuman primates, conducted at CR I, suggests that 
AAV vector vaccines hold significant promise. In these studies, strong, durable 
antibody and T-cell responses were observed in animals immunized with AAV 
vectors containing select genes from SIV, the monkey equivalent of HIV. These 
data provide the basis for moving forward with further preclinical development 
that will support Phase I testing in humans. 

IAVI 's mission is to ensure the development of an accessible Al DS vaccine that 
will have utility in the developing world, where more than 95% of new infections 
occur. Such a vaccine would be cost-effective to manufacture, easy to transport 
and store and would induce immunity to HIV after a single vaccination. 
Targeted Genetics' proprietary manufacturing process is suitable for producing 
large quantities of AAV-based products in a timely and cost-effective manner, 
and the Company's leadership in AAV manufacturing was a significant factor 
in IAVl's interest in establishing a collaboration. Targeted Genetics is proud to 
be a part of the global effort to address the HIV epidemic. 
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Acquisition of Genova, Inc. 
ENHANCED LEADERSHIP IN AAV 

Targeted Genetics has important capabilities in large-scale manufacturing of 
AAV vectors, and the Company's proprietary manufacturing process and 
experience in addressing the challenges of AAV-based gene delivery are 
distinctive competencies that attract corporate partners of the highest caliber. 
To maintain this leadership, Targeted Genetics has taken an opportunistic 
approach to accessing related technologies and intellectual property, resulting 
in a robust patent portfolio related to cell-line-based and large-scale 
manufacturing of AAV vectors. Genovo's intellectual property was highly 
complementary to Targeted Genetics' existing technology in the area of 
cell-line-based AAV manufacturing, and has particular utility in the area of 
rapid, small-scale AAV production. The combined technology platform broadly 
covers AAV manufacturing from rapid, small-scale production, for use in target 
validation and preclinical development initiatives, to large-scale manufacturing 
for clinical trials and commercial launch. Targeted Genetics' issued and pending 
patents in the area of cell-line-based production of AAV-vectors serve as a 
formidable obstacle to competitors seeking to manufacture AAV-based products 
for large markets. 

In addition to enhancing Targeted Genetics' competitive position in the AAV 
arena, the acquisition of Genovo opened the door to two important corporate 
partnerships. Both Biogen and Genzyme collaborated with Genovo before the 
acquisition. Recognition that the combination of Targeted Genetics' and 
Genovo's technology yielded what we believe is the most comprehensive suite 
of AAV manufacturing technologies led both partners to expand the scope and 
value of their collaborations. 

Through this acquisition, Targeted Genetics' scientific assets, long-term 
competitive position and leadership within the gene delivery community have 
been taken to the next level . 
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"We believe that gene therapy holds enormous 
potential for treating a wide variety of acquired and inherited diseases, 
and as such, we want Biogen to have access to the best gene delivery 
technologies available. Targeted Genetics has a demonstrated ability 
to move product opportunities from scientific concept to clinical 
development, and we expect that this experience will yield novel 
product candidates with significant therapeutic and commercial 
value. Targeted Genetics is a partner in our development programs 
today, and we look forward to including gene therapy products in 
our pipeline in the future." - Michael Gilman, Ph.D., Vice 
President, Research, Biogen, Inc. 



Mu I ti-product collaboration 
with Biogen, Inc. 
GENE DELIVERY TECHNOLOGY 
EX PAN OS PRODUCT OPPORTUNITIES 

The establishment of a multi-product development and commercialization 
collaboration with Biogen is a testament to the potential of gene delivery tech-
nology and a validation of Targeted Genetics' leadership in the field. In 1995 
Biogen entered into a collaboration with Genovo, focused mainly on delivery of the 
~-interferon gene for the treatment of glioma (brain cancer). The enhanced gene 
delivery technology base that resulted from Targeted Genetics'. acquisition of 
Genovo in September 2000 prompted Biogen to move beyond a single gene 
therapy product and to establish a partnership based on broad access to lead-
ing-edge gene delivery technologies. Biogen chose Targeted Genetics as its 
strategic partner in the promising field of gene delivery because of the 
Company 's demonstrated ability to move multiple products from the 
laboratory to the clinic in an efficient manner and because it has established 
important capabilities in large-scale AAV manufacturing process. 

Up-front payments and research funding from Biogen will support programs in 
the near-term, while milestone payments may generate substantial mid-term 
revenue streams. Targeted Genetics retains manufacturing rights to products 
developed under the collaboration, enabling the Company to retain any 
significant portion of the long-term value of those products. The total value of 
the deal, excluding the costs of clinical trials, manufacturing payments or 
royalties on sales, could reach $125 million. 

In turn, Biogen's leadership in the biotechnology sector and its experience in 
product commercialization and marketing provide Targeted Genetics with the 
opportunity to access important intellectual capital in these areas, which 
should enhance the Company's ability to bring products to market on its own in 
the future. 
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Research collaboration with 
Genzyme Corporation 
NEW APPROACHES TO PROTEIN THERAPY 

Lysosomal storage disorders (LSDs) comprise a family of diseases caused 
by the absence of enzymes that are essential for the removal of certain 
metabolic by-products from cellular tissues. The buildup, or "storage," of 
these substances causes a loss of function in one or several crucial areas of 
the body. This may result in mental and physical disability and, in most cases, 
shortened lifespan. There are more than two dozen different LSDs, including 
Tay Sachs, Pompe, Gaucher, Fabry and Batten diseases. 

Genzyme has established the leading franchise in therapies for LSDs with a 
product on the market for Type 1 Gaucher disease and a product for Fabry 
disease awaiting marketing clearance by the U.S. Food and Drug 
Administration. In 1999 Genzyme entered into a research collaboration with 
Genova to evaluate the utility of gene therapy in the treatment of LSDs. Upon 
completing its acquisition of Genova, Targeted Genetics and Genzyme amended 
the research and development agreement to include the viral gene delivery 
capaoili ies of Targeted Genetics. Under the terms of the revised agreement, 
Targeted Genetics wi 11 contribute to the collaboration its expertise and 
resources in preclinical product development. In return, Targeted Genetics will 
receive milestone payments upon achievement of specific development objectives 
and royalties on sales of any products resulting from the collaboration. 

While enzyme replacement therapy has been effective in treating Gaucher 
disease and holds enormous promise in the treatment of Fabry disease and 
other LSDs, gene delivery may provide an attractive alternative therapy. The 
long-term expression properties of AAV vectors may result in products that are 
more cost-effective and can be administered less frequently. Research in this 
area is ongoing, powered by Targeted Genetics' expertise in AAV-based product 
development and Genzyme's extensive understanding of LSDs. 
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Collaboration with 
American Home Products Corp. 
LEADERS WORKING TOGETHER 

Hemophilia, a group of diseases caused by the absence or insufficiency of 
proteins required for proper blood clotting, is an excellent target for 
treatment by gene delivery. The genes involved in hemophilia A and B have 
been identified and isolated, the proteins are known to provide therapeutic 
benefit and the level of protein expression does not need to be regulated tightly. 
Targeted Genetics is applying its expertise in AAV vector development to hemo-
philia A gene therapy. 

Hemophilia gene therapy is a competitive area , and Targeted Genetics 
made a strategic decision to partner its hemophilia efforts in order to access 
additional expertise in the development of products for the hemophilia market. 
In establishing a strategic alliance with the Genetics Institute (GI) division of 
American Home Products, Targeted Genetics has partnered with the leading 
innovator in hemophilia therapies. GI has repeatedly demonstrated its ability 
to bring products to market to treat both hemophilia A and hemophilia B and 
has an intimate understanding of the concerns and needs of the 
hemophilia community. 

While the collaboration will focus initially on gene therapy for hemophilia A, 
GI also has an option to work with Targeted Genetics in the area of hemophilia 
B gene therapy. GI has committed $30 million to Targeted Genetics for 
hemophilia A product development alone. Funding for a potential hemophilia 
B program and milestone payments for both programs bring the potential value 
of the deal to $80 million, excluding clinical trial and regulatory costs , 
manufacturing payments and royalties on sales of any products commercial-
ized under the collaboration. 
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Targeted Genetics has applied 

standard biopharmaceutical processes to the development of its 
product pipeline. This includes building the requisite infrastructure 
to support clinical and regulatory needs throughout the product 
development cycle. As the first company to bring AAV vectors to 
human clinical trials, and as the only company with both viral and 
synthetic vectors in clinical development, Targeted Genetics has 
learned to navigate the complexities of the regulatory process. This 
base of knowledge and experience is another strategic competency 
that helps to differentiate Targeted Genetics from its competitors. 



2000: A year of progress 
1n the clinic 
MAINTAINING MOMENTUM 

2000 was a year of significant clinical progress for Targeted Genetics in its 
cystic fibrosis and cancer programs, now in Phase II clinical trials. In June the 
Company presented data from a Phase I study of aerosolized tgAAV-CF in 
patients with mild to moderate cystic fibrosis , demonstrating that this 
formulation was very well -tolerated and produced a broad distribution of the 
product throughout the airways, excellent gene transfer and persistence of the 
product for up to 90 days following a single admin istration. In November 
Targeted Genetics initiated a Phase II, double-blind, placebo-controlled, 
repeat dosing study of tgAAV-CF. This is the first study that will evaluate classic 
efficacy endpoints such as lung function. The Phase I and Phase 11 studies 
have been undertaken in collaboration with the Cystic Fibrosis Foundation's 
Therapeutics Development Network, which brings significant expertise and 
validation to the tgAAV-CF program. tgAAV-CF is partnered worldwide with 
Celltech Group, pie. 

In May Targeted Genetics presented data from a Phase 11 study of tgDCC-ElA 
as a single-agent therapy for the treatment of head and neck cancer. Of the 21 
patients evaluated in the study, one experienced a complete response as 
determined by tumor shrinkage, and nearly half the patients experienced partial 
tumor regression or disease stabilization. In all patients, the product was 
well-tolerated, with a good safety profile. These were very promising results in 
a difficult patient population and the data support further studies of tgDCC-ElA 
in combination with radiation or chemotherapy. Thus, in December the 
Company initiated a Phase II study that will evaluate tgDCC-ElA in combination 
with radiation therapy in patients with inoperable or recurrent head and neck 
cancer. Patient enrollment and dosing in Targeted Genetics' Phase I study of 
tgDCC-ElA in combination with chemotherapy for the treatment of ovarian 
cancer was ongoing in 2000 and enrollment in the study is expected to be 
completed this year. 
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Dear Shareholders 
FROM H. STEWART PARKER 

Vision. Action. Success. These three concepts are the fuel that powers the 
Targeted Genetics engine. Last year, I had the opportunity to share with 
you our vision for the future of gene delivery technology and our company. 
I spoke to you about "seeing farther," of building a long-term strategy for 
Targeted Genetics that would enable us to realize the potential of our 
technology platforms and allow us to build the premier franchise in the 
field of gene delivery technologies. This year, I am gratified to speak to 
you about action and about the steps we have taken to make our vision a 
reality. The actions we took in 2000 have transformed Targeted Genetics, 
and we enter 2001 stronger than we have ever been. The actions we took 
in 2000 were founded on our vision of becoming the leader in gene delivery 
technologies, and on our drive to bring success to Targeted Genetics, our 
partners, our shareholders and, most importantly, to the patients who 
stand to benefit most from the realization of our potential. 

2000: A Year of Transformation Over the course of the past year, Targeted 
Genetics has greatly enhanced its leadership in four key areas of our business: 
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technology platform, clinical development, product opportunities and 
strategic alliances. Our acquisition of Genovo, Inc. significantly 
expanded the scope of our intellectual property in the area of AAV 
vectors, particularly in the area of cell-line-based approaches to 
manufacturing these vectors. Before the acquisition, Targeted 
Genetics had established distinctive competencies in large-scale 
manufacturing of AAV-based product candidates. The acquisition 
brought in exciting technology that enables rapid, small-scale pro-
duction of AAV vectors. The ability to manufacture small quantities 
of AAV vectors very rapidly should help to speed our internal product 
development timelines, and enable us to evaluate more product 
opportunities for ourselves and our partners. Targeted Genetics is 
also evaluating the utility of rapid AAV production in the areas of tar-
get validation and functional genomics in order to i'everage our 
expertise in AAV vector development and manufacturing into the 
development of research tools that may provide additional streams 
of revenue. 

We made significant advances in our cystic fibrosis and cancer clinical 
programs. The cystic fibrosis program is evaluating an aerosolized 
formulation of tgAAV-CF, our most advanced AAV-based product. 
tgDCC-ElA, our lead product candidate based on synthetic gene 
delivery technology, is being evaluated in ovarian cancer and in head 
and neck cancer. Targeted Genetics is the only company with both 
viral and synthetic gene delivery systems in clinical development. 
Since our inception, we have recognized the importance of having 
access to multiple gene delivery technologies and selecting the right 
vector to treat a given disease. The advancement of both our viral and 
synthetic gene delivery platforms to Phase II clinical development 
helps expand our product opportunities and enhances our ability to 
attract partners who seek to access a comprehensive suite of gene 
delivery technologies. Our ability to move multiple gene delivery systems 
from the laboratory to clinical development underscores the extensive 
capabilities and experience inherent in our product development 
"infrastructure," which I believe is the most talented and 
experienced in the gene delivery sector. 
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Targeted Genetics' product pipeline also was transformed in 2000 and is 
now, we believe, the most exciting pipeline in the gene delivery sector. 
Product opportunities exist in the areas of acquired and inherited 
diseases, in therapeutic indications as well as for prophylactic vaccines, 
and in areas utilizing both our viral and synthetic gene delivery platforms. 
We have expanded the focus of our programs to include new approaches 
to vaccine development and to apply gene delivery technology to create 
potential next-generation protein therapies. Our pipeline programs target 
diseases with significant and growing market potential, including 
rheumatoid arthritis, hemophilia A, metastatic cancer, cardiovascular 
disorders and AIDS prophylaxis. Several of these programs have provided 
foundations upon which to establish important strategic collaborations, 
while others offer additional partnership opportunities that would further 
strengthen the Company. 

Establishing new partnerships played a key role in the expansion of 
Targeted Genetics' product pipeline. The multi-product collaboration with 
Biogen, potentially worth $125 million, covers the development of up to 
four new gene therapy product candidates while the Genzyme collabora-
tion creates new product opportunities in the area of lysosomal storage 
disorders. Our partnership with the International AIDS Vaccine Initiative 
and the Children's Research Institute brings us a program in AIDS 
prophylaxis and opens new doors in the area of vaccine development. An 
exciting research program in the area of hyperlipidemia, a group of 
diseases that affects more than 4 mi II ion people in the United States 
alone, was added to our pipeline through our acquisition of Genovo. 

While partnerships helped to broaden our product pipeline, our existing 
pipeline programs helped to attract significant corporate partners. Our 
partnership with American Home Products Corp./Genetics Institute in the 
area of hemophilia gene therapy, potentially worth $80 million, resulted 
from the progress we already have made in the development of an 
AAV-based therapy for hemophilia A. The area of hemophilia gene therapy 
is highly competitive, and our ability to attract the leading innovator in 
protein-based hemophilia therapies is a testament to our leadership in 
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product development and AAV manufacturing. In fact, the four collaborations 
we initiated in 2000 and our existing collaborations with Celltech Group, 
pie and Elan Corporation validate our expertise in gene delivery technolo-
gies and underscore our ability to move promising ideas from concept to 
clinic. Our vision is to be the partner of choice for companies seeking to 
incorporate gene delivery technologies into their own product pipelines 
and our actions in 2000 indicate that we are achieving success in 
this area. 

The collaborations we now have in place, combined with a $30.3 million 
private placement completed in March 2000, should provide the financial 
resources to fund our programs through mid-2003. Never before have we 
been on such solid financial footing, and we believe that this is a direct 
result of the tremendous progress we have made over the past two and a 
half years. The potential value of our current partnerships is $275 million, 
$100 million of which is in the form of research funding, up-front 
payments, licensing fees and other committed funding. This funding is a 
source of near- and mid-term revenue that may be enhanced through the 
attainment of specified milestones in each of our collaborative development 
programs. Because our vision for the Company extends beyond just the 
next few years, we have taken actions designed to provide substantial 
long-term revenue as well. In our agreements with Celltech, Biogen and 
American Home Products, Targeted Genetics retains rights to manufacture 
products for clinical development and for commercialization of any 
products developed under the various collaborations. Because Targeted 
Genetics' proprietary manufacturing process can be scaled to meet 
production needs for large markets such as hemophilia A, cystic fibrosis and 
rheumatoid arthritis, we have been able to negotiate financially attractive 
supply arrangements designed to meet our partners' needs. These supply 
arrangements allow Targeted Genetics to sell bulk product to our partners, 
providing a source of long-term revenue. Our ability to structure such 
agreements emanates from our defining competencies in AAV manufacturing 
and validates our strategy of applying biopharmaceutical manufacturing 
processes to gene therapy. 

Partners and Corporate Development As I mentioned, 2000 was a year of 
action for Targeted Genetics, and this was reflected in our accomplishments 
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indications or in the development of novel technologies. In combining our 
distinctive competencies with those of our partners, we are creating pow-
erful synergies that are designed to advance products to commercializa-
tion while enabling us to develop additional expertise in late-stage product 
development and product marketing. 

Distinctive competencies can be maintained only through focus on and 
commitment to a long-term vision. In 2000 we made a strategic decision 
to spin out our impressive portfolio of cell therapy assets so that 
appropriate focus could be placed on the exciting opportunities inherent 
in that technology. Our vision to build the premier franchise in gene delivery 
technology necessitates our continued focus on our gene delivery systems, 
product opportunities and partnerships. Creating a subsidiary, CellExSys, 
Inc., designed ultimately to operate independent of Targeted Genetics and 
dedicated to the commercialization of our promising cell therapy programs, 
will help to unlock the value of these assets without distracting us from 
our core focus on in vivo gene delivery. Moreover, Cel I Ex Sys provides an 
environment that supports the development of distinctive competencies 
in the cell therapy area that will help the Company build the premier cell 
therapy franchise. 

Maintaining Momentum and Moving Ahead Action in our scientific and 
clinical programs also helped to make 2000 our most successful year to 
date. We advanced our lead AAV and synthetic gene delivery programs to 
Phase II clinical studies. The Phase II study of tgAAV-CF for cystic fibrosis 
and our studies of tgDCC-ElA in combination with chemotherapy or radiation 
for the treatment of cancer will set the foundation for pivotal studies 
designed to support product registration and approval. 

Exciting data were generated in our rheumatoid arthritis, hemophilia A 
and metastatic cancer preclinical programs and in our research joint 
venture with Elan Corporation pie., Emerald Gene Systems. These programs 
provide important follow-on product candidates and additional partnership 
opportunities, and I look forward to updating you on our progress in these 
programs throughout 2001. 
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t The actions we undertook across all aspects of our business in 2000 were 
the result of hard work and dedication from all of our employees , and I 
would like to take this opportunity to acknowledge those efforts. I believe 
our team has the requisite knowledge, experience and passion to fulfill 
our vision of building the premier franchise in gene therapy. We do not 
underestimate the challenges still ahead, particularly the ever-changing 
regulatory environment for gene therapy, and the continuing need for 
capital. Over the course of 2001 our employees will focus on product 
development - steering a course through the regulatory arena, enrolling 
patients in our clinical programs, advancing our preclinical programs -
and on establishing new collaborative opportunities and creating maximum 

value in our existing partnerships. 

I know that you, our shareholders, share our vision and support our 
actions. I am tremendously proud of all that we have accomplished in the 
past year and, with all the opportunities ahead of us, I believe we will 
merit your support again in 2001 and beyond. We will continue to build 
the premier franchise in gene delivery technology so that we all may share 
in the success of our people, our products and our partnerships. 

Sincerely, 

H. Stewart Parker 
President and 
Chief Executive Officer 
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