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U.S. FDA Approves Fuzeon; First Drug to Block Entry of HIV inte Immune
Cells
Puzeon leads first new class of anti-HIV drugs since 1996

|

Roche and Trimmeris, Inc. (Nasdag: TRMS) announced today that Fuzson (enfuvirtide), a navel
treatment for HIV-1, has been granved accelerated approval by the U.S. Food and Drug
Adminstration (FDA) following a six-month priority review. Fuzeon in combination with other
antirerrovira) agents is indicated for the treatment of HIV+] infection in treatment-experienced
paticnts with evidence of HIV-1 replication despite ongoing antirecoviral tﬁerapy.

Fuzeon is the first fusion inhibitor, representing the first new class of anti-HIV treatments in seven
years, Unlike sll currently approved anti-HIV drugs, Fuzeon blocks the virus from exntering the
human immune cell, preventing HIV replication that can devastate the itnmune systems of HIV
infected individuals,

“Fuzeon is yet another example of Roche’s Jong-standing commitment to advancing the treatment
of HIV," said William Burns, Head of Roche Pharrna. “Fuzeon represents s major advance in the
fight of HIV/ AIDS. As more 2and more people with HIV are running out of options due to HIV
drug resistance, new options are urgenily required, With its novel mode of action Fuzeon mects this
growing necd. Fuzeon also represents a major advancement in the large.scale chemical synthesis of
peptides This cutting edge process has been successhully implemented at the Roche manufacturing
facility in Boulder, Colorado.”

“With Fuzeon, what we've essentially done is to take a piece of the viras and turn it against itself.
‘The safety and efficacy of this new molecule were demonstrated through two rigorously-designed
pivotal studies conducied in s diverse treatment-experienced patient population,” said Dr. Dani
Bolognesi. Chief Executive Officer, Trimeris. “Together with our partner Roche, Trimeris is proud
to bring this innovative new therapy to the growing number of people with H1V who are in need of
new treatment options,”
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Pivotal Data

The regulatory submission for Puzeon was based on data from two 24-week Phase [ pivota)
studies of approxirastely 1,000 patients, TORO (T-20/fuzeon vs, Oprimized Regimen Only) 1,
conducted ih North America and Brazi, and TORO 2. conducted in Europe and Avstralia,

. These studies showed that wreatment-experitnced patients receiving Fuzeon as a part of an
optimized background regimen (individualized combination of anti-HIV drugs) experienced
grearer immunologic improvements and were twice as likely to achieve undetectable plasma levels
of HIV (HIV.1 RNA of HIV<400 copies/mL) compared Lo patients receiving an individualized
regimen alone, In addition, those patients with two or more active drugs in their background
regimen were more likely to achieve undetectable lovels of HIV.

Becsuse of the public health implications, The New England Journal of Medicine (NEJM) will post
the clinical results from the Fuzeon TORO 1 study on its web site, www.nejm.org in advance of
publishing the data m ap Wpcoming issue.

Supply and Distribution of Fuzeon , .
Roche and Trimeris have committed to make Fuzeon available for distribution in the US before the
end of March. Because initial demand for Fuzeon may exceed supply following commercial
availability, Roche and Trimeris have developed and are now finalizing a US Progressive
Distribution Plan to provide Fuzeon to patients and to ensure uninterrupted supply to patients
once they begin therapy, The details of this US Progressive Distribution Plan will be announced in
the near furore.

Approved Indication

Buzeon in combination with other antiretraviral agents is indicated for the treatment of HIV-1
infection in treatment-experienced patients with evidence of HI1V-1 replication despite ongoing
aptiretroviral therapy.

This indicadon {5 based on analyses of plasina HIV-1 RNA levels and CD4 cell counts in controlled
studies of Puzeon of 24 weeks duration. Subjects enrolled were treatruent-experienced adults; many
had advanced diseass: There are no studies of Fuzeon in antiretroviral naive patients. There are no
results from controlled trials evaluating the effect of Fuzeon on clinical progression of HIV-1,

More Aboput Fuzecon

Fuzeon is administered as & twice-daily subcutaneous injection. Local injection site reactions were
the most frequent adverse events associated with the use of Fuzeon. In Phose 11T clinical studies, 53
percent of patients had at least one loca] injection site reaction. The addjtion of Fuzeon to



background antretroviral therapy generally did not increase the frequency or the severity of the
majority of adverse events,

There was less than five percent difference in the most common adverse events seen between
Fuzeon plus an individualized regimen of antiretroviral drugs and individualized regimen alope.
The events most frequently reported in subjects receiving Fuzeon plus an individualized regimen
were diarrhea (26.8%), nausea (20.1%), and fatigue (16.1%).

Hypersensitifity reactions have been associated with Puzeon therapy (< | percent) and have
recurred on rechallenge, In addition, an increased rate of basterial pneumonia was observed in
patients treated with Fuzeon in the Phase 111 clinical trials compated to the control arm. It is
unclear if the inereased incidence of pncumonia is related to Fuzeon use.

Roche in HIV

Roche is at the forefront of efforts to cormbat HIV infection snd AIDS, comrutted for 15 years to
groundbrealang research and development of new drugs and diagnostic technology. Roche’s
objective is to provide tafored treatmnent solutions and an improved standard of care worldwide for
people living with HIV,

About Roche

. Headquartercd in Basel, Switzeriand, Reche is one of the world's leading research-orientad
healthcare groups. The company’s two core businesses, pherrnaceuticals and disgnostics, develop
and market inhovative products and services sirmed at preventmg, diagnosing and meating disease
and thus enhancing pcople’s health and quality of life. In 2002 Roche's ¢are businesses recorded
sales of 26.5 billion Swiss france and employed some 61,900 people worldwide.

About Trimeris, Inc.

Trimeris, Inc, (Nasdag: TRMS) is a biopharmaceusical company engaged in the discovery,
development and commercialization of novel therapeutic agents for the treatment of viral disease,
The core technology platform of fusion inhibition is based on bloddng viral entry into host cells.
Puzeon, just spproved by the FDA, is the first in a new class of ant-HIV drugs called fusion
inhibitors. A Marketmg Authorisetion Application (MAA) has also been submirted for Fuzeon in
the European Union, Trireris' second fusion inhibitor product candidate, T-1249, has peceived fast
track status from the FDA end & in Phese 1711 clinical testing. Trimeris Is developing Puzeon and T-
1249 in collaboration with F. Hoffmann-La Roche Lwd. For more information about Trumeris,
please visit the company’s website at www.\rimeris.com,
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Truneris Safe Harbor Statement

This doeument and any autachrments may contain Forward.laoking information sbout the Company's manctal reealts
and businass prospects that involve substantal risks and vncertainlies. These siatements can be identifed by the face Ihat
they use words such a3 "expect,” “preject,” “intend,” “plan,” “believe” and othcr Words and 1zms of similer meaning:
Among the Bactors that could cuse setual resules to differ marerially xec the following: there is uncartainty ragarding the
succnss of reseaych and development activities, regulatory authorizations md produst commercializations: tha resul of
cur previous cliniral trials are DO Necesssrily indicetive of foture dlinical trisls; and, our drug candidates are based upon
novel technology, aee difficult and expensire to manuaciure and may catse unexpecied side effeets. Fors detailed

deseription of these factors, see Trimeris” Porm 5.3 fled with the Securities and Exchange Comimiskion on September 27,
2002 and its periodic reports Gled with the SEC
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Pegasys® a more tolereble treatmeant for hepattis C patients, study reveals
Health-related quality of life must be considered when selecting s treatment against chronic
hepatitis C to ensure adherence to therapy"”, authars say

Two weeks after inltiating treatment with Pegasys, a4 new study has found that hepatitis C
patients experienced significantly less fatigue, paln, physical and emetionsel limitaticns, and
had improved vitallty compared to patients trested with conventional interferon. Naotably,
maintaining health-related quality of life during treatment may reduce the risk of eerly
treatment discontiruation. The study ie published ih the current issue of
Pharmacoecaonomics. : '

""We know that many patients do not adhere to their hepatitis C trealment because the slde
effects are often considered by patients to be more objectionable than the symptoms of the
disease.” said Dr. Jens Rasenack, the study autheor and Professor of Medicine in the
department of Gastroenterology and Hepstology et the Albert-Ludwigs-University of Freiburg
Germany. "The positive impact that Pegasys has on health-related quelity of fife makes it
more likely that they will complete their treatment and ultimately improve their chances of
being cured.”

Previous studfes have demonstrated that interferon therapy has a negative effect on health-
related quality of life (MRQL) during the initlal three to six manths of therapy. Patients
typically experience side effects such as flu-like symptoms, fatigue, lack of energy, body pain
and alterations in mood, msking it difficult for them te participate in every day activities.

Patients treated with Pegasys demonstrsted significantly better scores in all heatth areas
surveyed compared to those treated with conventional interferon and reported less disabling
fatigue. The less disabling fatigue that Pegasys-treated patient experlenced is thaught by the
study authors "to be attributed 1o the near-constant and sustaired serum levels produced by
the weekly dosing regimen of peginterferon aifa-2a (40KD) compared with the peaks and
troughs associated with thrice weekly administration of unmodified interfaron alfa-2a."

The patients treated with Pegasys also reported fewer problems with work due to physical or
emotional problems and were less llikely to report lacking pep or energy, being tired or feeling
worn out, These patients were also less iikely to report moderate or severe pain that
interfered substantially with their work. These benefits continued for at least the first 12
weeks of treatment and in some cases right up to the 46th week of treatment.

The authors note that this anslysis further extends the understanding of the documented
benefits of Pegasys' better rolerability. Given that worsening health-related quality of life
while on reatment negatively influences compliance, the study authors conclude that "the
impact of guality of life should be considered when selecting & treatment against chronic
hepatitis € to ensure adherence to treatment.”



About the study

The heakth-related quality of life analysis was based on an international mutticentre, open-
label, randomized dose efficacy and safety study comparing Pegasys with unmodified
interferon alfa-2a. Patients received either the standard dose of Pegasys (180meg once
weekly) for 48 weeks or conventional interferon (EMIU thrice wegkly for 12 weeks followed by
3 MIL! thrice weekly for a further 36 weeks). Patients were followed until 72 weeks after the
start of treatment. The study was conducted in 36 centres in Australia, Canada, Germany,
Mexico, New Zealand, Spain, Switzerland, Taiwan and the United Kingdom and included 831
patlents. The results of the study "Peginterferon alfa-2a (40KD) (Pegasys) improves health-
related quality of life outeames compared with unmodified interferon alfa 2-a in patients with
chronic hepatitis C"” are published in this month's issue of Pharmacoeconomics®.

How quality of life and fatique were measured

Patlents' quality of life and levels of fatigue were assessed ar 2, 12, 24, 48 and 72 weeks after
the start of treatment. Quality of life and fatlgue were measured using the Internationally
recognised Short Form 36 health survey and the Fatigue Severity Scale.

About hepatitis C

Chronic hepatitis C is 8 serious viral infection of the liver and the leadmg cause of liver
demage throughout the world. As many as 3% of the world's population are infected with the
hepatitis C virus. Those who develop chranic¢ hepatitis C risk cirrhosis, liver cancer, liver
fallure and liver transplantation. :

About Pegasys

Pegasys. a new generation hepatitis C therapy that is different by design, provides significant
benefit over conventional interferon therapy in patients Infected with HCV of sll genotypes.
The benefits of Pegasys sre derived from its new generation large 40 kilodalton branched-
chain polyethylene glyce) (PEG) construction, which allows for constant viral suppression.
Pegasys aiso distributes more resdily to the liver (the primary site of infection) than
conventional interferon. Pegasys is the only pegylated interferon available as a ready-to-
administer sclutipn. Each weekly subcutaneous injection contains 180meg of pegylated
interferon alfa~2a which is the recemmended dose for all patients, regardiess of body weight.

About Roche ‘

Headquartered in Basel, Switzerand, Rache is one of the world's Ieedmg research-orientated
healthcare groups. The company’s two core businesses in pharmaceuticals and diagnostics
provide innovative products and services, that address prevention, diagnosis and treatment of
diseases, thus enhancing people's health and quality of life. The two core businesses
achieved a turnover of 19.3 hillicn Swiss Franes in the first three quarters of 2002 and
employed about 57,000 people worldwide,



Roche Is caommitted to the viral hepatitis disease area, having first introduced Roferon-A for
hepatitis B and then C, followed by Pegasys in hepatitis C. Pegasys is also in phase lil clinical
development for patlents infected with the HBV virus. Rache has alsa launched its own brand
of ribavirin, Copegus, 10 be used in cenjunction with Roferon A or Pegasys. Roche
manufactures and sells the Amplicor HCV Test (v2.0) and the Amplicor HCV Monitor Test
(v2.0) - twD 1ests used to detect the presence of HCV RNA in a person's bicod. The
company's commitment to hepatitis is further reinforced by the in-licensing of Levovirin, an
alternative antiviral. Levovirin will be studied with the objective of demonstrating superior
tolerability over the current standeard, rlbavirin,

All trademarks used or mentioned in this release are legally protected.

The journal Pharmaceeconomics is available online at wwwi.ingenta.com.
Please note that broadeast repofters can dewnload images to accompany stories from
www.thenewsrmarket.com. Please search under "Roche". 4

*Pharmacoeconomics 2003; 21 (8):3: Adig International Limited

Your IR contacts:

Dr. Karl Mahler Dr. Mathiés Dick Dianne Voung
Tel: +41 (67) 687 85 03 Tel: +41 (61) 688 B0 27 Tel: +41 (61) 688 93 56
email: karl.mahler@roche.com email: mathias.dick@roche.com email:

diarnne.young@roche.com

North American investors please contact;
Richard Simpson

Tel: +1 (973) 235 36 65

email: richard.simpsan@roche.com

With best regards,

Your Roche Investor Relations Team
F. Hoffmann-La Roche Ltd

Investor Relations
Grenzacherstrasse 68 / Postfach
4070 Basel

hupy//ir.roche.com/

email: Investor.relatlons@roche.com
phone: ++41 61 658 88 80

faxx ++41 61697100 14



. Furnished under Rule 12g3-2(b)
- ROCHE HOLDING 82-3315

5 RECDBR.C.

|

MAR 91 2003

‘Media Release

Basel, 18 March 2003

Roche Diagnostics and Epigenomics sign broad Cancer Diagnostics alliance

Companies 1o collaborate on diagnostic products for eatly cancer detectjon, classification
and treatment response

Roche and Epigenomics announced today s broad three-year collaboration to develop a range of
molecular diagnostic and pharmacogenomic cancer preducts based oa Bpigenomics' DNA-
methylation technologics. DNA Methylation it a natural "switch" that controls gene expression
giving rise to distinet patterns in cells including cancer and other diseased cells. Based on these
methylation patterns, cancer can be detected and classified from tissue and bodily fluids, such ay
blood serum or urine samples.

Under the terms of the agreement, Roche will inake an upfront payment of € 4 milllon and in
addition provide R&D funding, milestone payments and royalties on product sales. Both partners
estimate that if all products are successfully Jaunched, the rotal value of the agreement could exceed
€ 100 million.

The collaboeration comprises the development of diagnostics products for use in early detection of
cancers from major sites (e.g. colon, breast, prostate), their characterization (e.g. aggressive versus
non-aggressive tcumors) and prediction of treatment rcs[poﬁse to pertcular anti-cancer drugs.
Epigenomies will be responsible for marker discovery, identification and pre-validation.
Epigenomics’ DNA methylation technologiss will be incorporated into Roche’s existing and fature
PCR platforms (PCR: polymerase chain reaction) and into the recently licensed Microarray
Technology. Diagnostic 1est development, clinical trials, prodoct manufacturing, regulatory
submissions and all sales and marketing worldwide are to be conducted by Roche,

F. Hotimann-La Roche L CH-4070 Boexe! Corponate Commmunications Ye). 061 - 626 68 &8
Fax D61 - 888 27 75
htp/fwasnv roche.com



"“We are very enthusizastic about this collaboration. Roche is already the world leader in cancer
therzpies and with this alliance we will complement our position in the diagnastics field. The
products thet are being developed as part of this collaboration address the urgent need for earlier
detection of calicer in bodily fuids by more accurate screening tests, as well as idenrifying those
patients wha need chemotherapy and most likely respond 1o particular cancer therapies,” says
Heinn vor Prondzynski, Head of Ruche Diagnostics and member of Roche's Corporate Bxeeutive
Commirtee, "“As the worldwide leader in in virro Diagnostics we are committed to identify diseases
early in order to improve Weatruent and enhance patients’ quality of Jife. The alliance with
Epigenomics will help us to remain ar the forefront of the molecular diagnostics market sad
support our activities to pRrsue a market that could be greater than 3 billion Swiss francs 1en years
from now for our divisionel cancer care program.”

Alexander Olek, CEQ of Epigenomics, adds: “This collaboration validates Epigenomics’ DNA
methylation technology and produst development approach. By underlining the synergy between
our in-house units, Disgnostics and Pharma Technology businesses, it allows us to pursue our
vision of personalizing medicine. With the ¢merging trend of the pharmaceutical industuy moving
towards administering therapy only with a specific diagnostic test, we feel that the partnership with
Roche Diagnostics solidifies Bpigenomics’ position ax a leader in this Aeld,”

DNA Methylation and Disgnostic Applications

DNA methylation is a natural phenomenon whershy s methyl chemical group is atteched to the
cytosine base of DNA. The pattern of DNA methylation is one of the primary biological
mechanisms that controls gene expression or activity. As the methyl group is either present or not.
the pattern on any strand of DNA can be digitized and easily interpreted. Mcasuring the differences
i DNA methylarion patterns of diseased and healthy conditions provides a reliable, sensitive and
convenient way of identifying disease. For example, bodily fluid samples (e . blood serum or urine)
can be used to reveal whether that person has cancer. Using 2 ussue sample from this individual, the
DNA methylation patterns can be interpreted to show what cype of cancer it is and most
importanily guide physicians on the most appropriate way Io treating it

Roche is the world leader in oncology treatment

Roche Diagnostics offers a broad portfolio of tumor markery for prostate, colorectal, liver, ovarian,
breast, stomach, pancreas and Jung cancer, s well as a range of molecular oncology tests running
on the LightCyzler. Within ity Intcgrated Cancer Care Unis the company develops new tests which
will have a sipgnificant impact on disease management of cancer patients in the furure.

The franchise of its pharmacsuticals Division includes MabThera (non-Hodgkin's lyraphoma),



Xeloda (colorectsl eancer, hreast cancer), Herceptin (hreast cancer), NeoRecormon (ansetnia in
various cancer settings), Roferon-A (leukaemia, Kaposi's sarcoma, melignant melasoma, renaj cell
carcinoma) snd Kytril (chernotherapy and radiotherapy-induced nausea). The franchise accounted
in 2002 for sales of more than 5 billion Swiss francs (+33%).

About Roche

Headquartered in Base], Switzerland, Roche is one of the world’s leading research-oriented
healthcare groups in the felds of pharmaceuticals‘ and disgnostics. Roche's products and services
address prevention, diagnosis and treatment of diseases, thus enhancing well-being and quality of
life. 12 2002 Roche's care businesses recorded sales of 26.5 billion Swiss francs and employed some
61,900 people worldwide. Roche's Diagnostics Division, the world leader in in vitro Qiagnostics with
a uniquely broad product portfolio, supplies a wide array of [anovative testing products and
services to researchess, physicians, patients, hospitals and laboratories world-wide. For further
informarinn, please visit the website at wwne roche com.

About Epigenomics

Epigenomics is committed to siguificantly impraving the treatment of cancer and other complex
diseases by developing novel di.agnbsric and pharmacogenomic products based on DNA
methylation. By detecting and interpreting DNA methylation patterns, the "on” and "off” signs for
genes, Epigenomicy can create s digitized readout (Digital Phenotype®) for each cell. The
comparison of a parient’s cells ageinst healthy and abnorma) reference samples enables an exact
diagnosis of disease st a very early stage and provides physicians with essential information to help
guide an appropriate therapy. The combination of disgnosis and therspy, based on this information
and robust proprietary technelogy, Is “personalizing” medicine. Epigenomics is supported by a
netywork nf renowned academic researchers apd clinicians, with expertise in the fields of cancer and
DNA methylation. The company has its headquarters in Berlin, Germany, and a wholly owned
suhsidiary in Seattle, USA. For further information, plesse visit the website at

www. epigenomics.cop.



