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(ARA) — A decade ago, research into angiogenesis—inhibiting compounds was still in a relative state of
infancy. The principle itself was not new —— as far back as the early '70s, there was speculation that
human cancer tumors could not grow beyond a few millimeters in diameter without obtaining their own
blood supply. But opinion was still divided in the scientific community.

Angiogenesis itself is a natural and necessary physiological function, which refers to the process by
which new blood vessels form and develop. In its pathological form, however, angiogenesis is also
implicated in the progression of more than 20 different diseases, including cancer.

In order to grow, solid tumors need to be supplied by blood vessels that act as conduits for oxygen and
nutrients. Once a vascular network has been generated around a tumor, cancerous cells can then
invade the rest of the body, a process called metastasis. Angiogenesis inhibitors block the formation of
new blood vessels, without which cancerous cells are starved and tumors cannot grow.

In recent years, the therapeutic potential of angiogenesis inhibitors has gained wide acceptance.
Indeed, the scientific community now believes that more than 90 percent of all cancer cases are
angiogenesis dependent. The industry spends nearly $4 billion annually in angiogenic research and
more than 100 research organizations and companies are currently developing angiogenesis—blocking
drugs.

/Aterna Laboratories Inc. is at the forefront of this effort. In fact, it is one of the very few biotechnology
companies in the world with an angiogenesis—blocker in Phase Il clinical development. Its proprietary
compound, Neovastat, is currently the subject of Phase Il trials in lung and kidney cancer and a Phase
I trial in multiple myeloma, a form of blood cancer.

Neovastat possesses multiple mechanisms of action that counteract the angiogenic process. Among
competing products, this makes it unique. It has also shown an excellent safety profile in clinical trials.
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Further advantages of Neovastat are that it is orally administered, which makes it convenient for
patients who must receive treatment on a long—term basis, and it may be taken in association with
standard therapies such as chemotherapy.

Angiogenesis blockers are not a cure for cancer. They are a form of treatment —— in the same way that
insulin is a treatment for diabetes —— that should allow patients to lead a more normal life, without
suffering from the often debilitating side—effects that some treatments can produce.

Aterna’s clinical trials strategy has targeted forms of cancer for which there is an urgent need for new
therapies. Since 1996, Neovastat has been tested in more than 850 patients in North American and
European countries. Currently, Neovastat is the subject of three clinical trials, targeting three forms of
cancer. For multiple myeloma, the second most common form of blood cancer, the drug is in Phase Il

trials with 125 patients in the United States, Canada and Europe. This trial should be completed in
early 2003. For progressive renal cell carcinoma, the drug is in Phase Il trials with 302 patients in the

United States, Canada and Europe, which should be completed in early 2003. For non—small cell lung
cancer, Neovastat is in a Phase Il trial sponsored by the National Cancer Institute with 760 patients in
the United States and Canada. This trial should be completed in 2005.

Once the clinical trials are complete, health authorities in various countries can then assess these
results and make decisions on approval.
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EDITOR'S NOTE: For more information about current trials call (888) 349-3232. For additional
information, contact Paul Burroughs, director of communications, (418) 652-8525, Ext. 406. Neovastat
is being developed by Aterna Laboratories of Quebec, Canada.

To learn more about anti—-angiogenesis and Aterna Laboratories, visit the Aterna Web site at

. For more information about the NCI's clinical trials, visit

http://cancertrials.nci.nih.gov.

Solution To Breast Cancer!
By Camry James
How long should a patient take tamoxifen for the treatment of breast cancer?

Patients with advanced breast cancer may take tamoxifen for varying lengths of time, depending on
their response to this treatment and other factors. When used as adjuvant therapy for early stage
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breast cancer, tamoxifen is generally prescribed for 5 years. However, the ideal length of treatment
with tamoxifen is not known.

How Often Should | Take Tamoxifen?

Two studies have confirmed the benefit of taking adjuvant tamoxifen daily for 5 years. These studies
compared 5 years of treatment with tamoxifen with 10 years of treatment. When taken for 5 years, the
drug reduces the risk of recurrence of the original breast cancer and also reduces the risk of
developing a second primary cancer in the other breast. Taking tamoxifen for longer than 5 years is not
more effective than 5 years of therapy.

What is Tamoxifen

Tamoxifen is an oral selective estrogen receptor modulator which is used in breast cancer treatment,
and is currently the world's largest selling breast cancer treatment. It is used for the treatment of early
and advanced breast cancer in pre— and post—-menopausal women. It is also approved by the FDA for
the reduction of the incidence of breast cancer in women at high risk of developing the disease. It has
been further approved for the reduction of contralateral (in the opposite breast) breast cancer.
Tamoxifen and Cancer

Tamoxifen is used to reduce the risk of breast cancer for women who:

1. are at high risk of breast cancer but have no personal history of the disease 2. have non-invasive,
hormone-receptor—positive breast cancer, or DCIS (ductal carcinoma in situ) 3. have
hormone-receptor—positive invasive breast cancer at any stage.

Tamoxifen is sometimes used to treat gynecomastia in men. Tamoxifen is also used by bodybuilders in
a steroid cycle to try and prevent or reduce drug—induced gynecomastia caused by steroids that are

used in the same cycle.

Tamoxifen is also used to treat infertility in women with anovulatory disorders. A dose of 10-40 mg per
day is administered in days 3-7 of a woman's cycle.

Tamoxifen has been proven to be the cure to Breast Cancer. We urge you to find out more about
Tamoxifen at
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