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an important journey

a special team

a unique science



During the past year, our outstanding team of scientists, physicians, and business executives
achieved significant milestones in the process of building a world-class biotechnology company

and bringing our anti-HIV viral fusion inhibitor drug candidates closer to market.

Today, tens of thousands of patients worldwide are infected with strains of HIV that have
become resistant to currently available therapies. Because Trimeris fusion inhibitor drugs

function in a completely novel manner, they offer the potential to overcome this resistance 
and aid many of those in desperate need of new treatment options.

In July 2000, the 48 week results from a phase II clinical trial of T-20—our lead fusion inhibitor
compound—were presented at the 13th International AIDS Conference in Durban, South Africa.

In this study, T-20 205, Trimeris, along with our partner, Hoffmann-La Roche, and academic
collaborators demonstrated that T-20 in combination with other anti-HIV drugs was well-
tolerated and may have contributed to lowering the level of HIV in patients who had
previously failed an average of ten HIV medications. This was a major accomplishment for
Trimeris since these results—combined with data on over two hundred patients treated with T-20
in other clinical trials—supported a decision to proceed with the final stage of clinical testing. In
Q4 2000, after seeking the advice of the United States Food and Drug Administration (FDA), and
European regulatory authorities, Trimeris and Roche initiated two large-scale, phase III pivotal
trials of T-20—a drug that has received fast track designation by the FDA.

In 2000, we also made significant progress in the development of our second HIV fusion inhibitor
— T-1249. The first phase I/II clinical trial of T-1249 was conducted in 72 HIV-infected, treatment-
experienced adults who received no other HIV therapy over the 14-day treatment period. The 
data from this study, T-1249 101, were reported in early 2001 and showed encouraging results.
T-1249 was well tolerated and decreased HIV levels in a dose-dependent fashion. Based on
these results, we are continuing to explore higher doses and are excited about the potential 
clinical applications of T-1249.

I am also pleased to report that during the past year substantial progress has been made in
executing our commercial manufacturing plan for T-20. In August 2000, Trimeris and Roche

jointly selected the Roche manufacturing facility in Boulder, Colorado as the primary site 
for large-scale production of T-20. The construction of a new, state-of-the-art commercial

manufacturing plant is now underway. We are highly confident that Roche Colorado will be 
able to successfully meet the global demand for T-20.

In summary, 2000 was a year of successes for Trimeris as the company continued to grow and
mature. There may be no better example of this continuous evolution than our ability to attract

individuals with world-class talent and experience. The appointment of Lynn Smiley, M.D.,
former Vice President of HIV and Opportunistic Infections Clinical Development at Glaxo

Wellcome to Senior Vice President of Clinical Research is a clear sign of our corporate 
vitality and strength.

When Tom Matthews and I founded Trimeris in 1993, we knew that bringing hope to patients
in need was a worthy challenge—an important journey. With the remarkable results of 2000

firmly in hand, we are confident in our ability to achieve our corporate mission—to launch
an entirely new class of antiviral drugs—the fusion inhibitors. When that vision is realized,

every Trimeris stakeholder—our patients, physicians, investors, employees, and corporate
partners—will reap the benefits. On behalf of the dedicated employees of Trimeris,

I can assure you that we are well positioned, on-track, and committed to the task.
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a letter to the shareholders

DANI P. BOLOGNESI, PH.D.

CHIEF EXECUTIVE OFFICER AND CHIEF SCIENTIFIC OFFICER
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Problems
with Current
HIV Drug
Regimens

Drug Resistance 

Drug Cross Resistance

Toxic Side Effects

Attachment

HIV gp 120
protein (lt. blue)
binds to CD4+ 
T cell via CD4
receptors (dk. blue)
on cell membrane
surface

Co-Receptor
Binding

HIV gp 120
protein binds
to co-receptors
on CD4+ T cell

HIV
Insertion

HIV gp 41
protein,
composed of
HR1 and HR2
subunits,
“harpoons” CD4+ T cell

Fusion

HIV gp 41
protein folds
on itself
bringing HIV
membrane
and CD4+ T
cell membrane
together

Successful HIV 
Cell Infection

HIV genetic
material
transfers to
CD4+ T cell

HIV Cell Fusion and 
Infection Process

The Need for New HIV Therapies
Continues to Grow

The ultimate goal of anti-HIV drug
therapy is to prevent the virus from

reproducing and damaging the
immune system. Although

substantial progress has been
made over the past fifteen years 

in the fight against HIV, a cure 
still eludes medical science. Today,
physicians have more than a dozen

antiretroviral agents in three different drug
classes to manage the disease. Typically, drugs

from two or three classes are prescribed in a
variety of combinations known as HAART—Highly

Active AntiRetroviral Treatment. While HAART 
has been shown to reduce the amount of 

HIV in the body (viral load) tens of
thousands of patients encounter

significant toxic problems with
this therapy.

All currently approved anti-HIV
drugs work by entering an HIV

infected CD4+ T cell and blocking the
function of a viral enzyme-either reverse

transcriptase or protease. HIV needs both of
these enzymes in order to reproduce. However,

HIV can mutate and become resistant—rendering
reverse transcriptase or protease inhibitor drugs

ineffective. When this occurs, viral loads
increase and dictate the need to switch

the ineffective agent for another.
Unfortunately, when a virus

becomes resistant to one drug 
in a class, other drugs in that 

class may become less effective.
This phenomenon known as 

cross-resistance can further reduce
the number of viable treatment options

for patients. Finally, although HAART therapy can
be effective in reducing viral loads, many patients

cannot tolerate the toxic side effects over the long-
term. Some side effects are serious and include
abnormal fat metabolism, kidney stones, and

heart disease. Other side effects such as—
nausea, vomiting, and insomnia—are
less serious, but still  problematic
for HIV patients on a lifetime 
of chronic drug therapy.


