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Avastin filed in US for the treatment of non-squamous, non-small cell lung
cancer

First medicine in a decade to show a survival benefit in this patient population

Roche and Genentech announced today that they have filed Avastin in the US for the treatment of

the most common form of lung cancer - non-squamous, non-small cell lung cancer. The"--

supplemental Biologics License Application (sBLA) has been submitted to the US Foad and Drug

Administration (FDA) for use of Avastin (bevacizumab) in combination with a platisrim- baRROCFSQED

chemotherapy (carboplatin plus paclitaxel) for previously untreated patients suff/ ering from APR | 7 m
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Avastin is the first and only treatment in more than a decade to have shown a survival benefit in this

advanced non-squamous, non-small cell lung cancet<NSCLC).

patient population. The sBLA submission is based on Genentech’s analysis of the resuits of the
pivotal E4599 trial which were presented at ASCO last year'. Genentech has requested Priority

Review on the submission.

“The filing of Avastin in the USA is a critical step forward. The benefits seen in the Avastin study
are significant and we look forward to the potential of bringing new hope to the patients who are
diagnosed with this specific type of lung cancer” said Ed Holdener, Head of Roche Pharmaceuticals
Development. “We are committed to working with regulatory authorities around the world in

order to make it available to patients suffering from lung cancer as soon as possible.”

Roche has initiated a further study, the AVAIL trial, which is exploring the combination of Avastin

with another platinum- based chemotherapy (cisplatin/gemcitabine). Interim data from this study

will be used together with the E4599 data to file a Marketing Authorisation Application (MAA) with _

the European health authorities later this year. Also planned for 2006 are filings for metastatic dc \(l

breast cancer in US and Europe and to expand the current metastatic colorectal cancer indication
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with further chemotherapy combinations in Europe.

Lung cancer is the leading cause of cancer death worldwide, accounting for 1 in 3 and 1 in 4 cancer-
related deaths in men and women, respectively. In the US, NSCLC accounts for 87 percent of all
lung cancers. The majority of NSCLC cases are diagnosed at an advanced stage’ when the cancer is
inoperable or has already spread to another part of the body. In spite of the use of chemotherapy as
the first-line treatment option, less than five percent of advanced NSCLC patients survive for five

years and most die within twelve months?,

In Europe, Avastin was approved early 2005 for the first-line treatment of patients with metastatic
carcinoma of the colon or rectum in combination with intravenous 5-fluorouracil/folinic acid or
intravenous 5-fluorouracil/folinic acid/irinotecan. Avastin received approval by the US Food and
Drug Administration (FDA) and was launched in the US in February 2004. Avastin is the first and
only anti-angiogenic agent to have demonstrated improved survival in the three major causes of

cancer death: colorectal cancer, NSCLC and breast cancer.

About the pivotal (E4599) study

The submission is based on results from a randomised, controlled, multicenter Phase III trial
(E4599) that enrolled 878 patients with locally advanced, metastatic or recurrent NSCLC with
histology other than predominant squamous cell. The results showed that patients receiving Avastin
at a dose of 15mg/kg every three weeks plus paclitaxel and carboplatin had a 25 percent
improvement in overall survival, the trial’s primary endpoint, compared to patients who received
chemotherapy alone (based on a hazard ratio of 0.80, which is equivalent to a 20 percent reduction
in the risk of death). In median, the survival of patients treated with Avastin plus chemotherapy

was 12.3 months, compared to 10.3 months for patients treated with chemotherapy alone’,

The study also showed a 54 percent improvement in progression-free survival (or a hazard ratio of
0.65 which can also be referred to as a 35 percent reduction in the risk of progression). The
response rate in patients with measurable disease was 29 percent in the group receiving Avastin plus

chemotherapy, compared to 13 percent in the group receiving chemotherapy alone.

The most common adverse event in E4599 was neutropenia, (27 percent in the Avastin plus
chemotherapy arm vs. 17 percent in the chemotherapy arm), hypertension (8 percent vs. less than
one percent), venous thrombosis (six percent vs. three percent) and arterial thrombosis (three
percent vs. one percent). Grade 3/4/5 (severe) bleeding occurred in 4.7 percent of patients in the

Avastin plus chemotherapy arm, compared to 1.1 percent of patients in the chemotherapy-alone



arm. Ofthe Grade 3/4/5 bleeding events, there were severe pulmonary hemorrhages, which

occurred in 2.3 percent of patients receiving Avastin plus chemotherapy.

Patients in the Avastin plus chemotherapy arm received a median of eight cycles of therapy (the
first six cycles were in combination with chemotherapy followed by Avastin alone until disease

progression), versus a median of five chemotherapy cycles in the chemotherapy-alone patients,

About AVAIL

AVAIL is a randomised, controlled, multicenter international Phase III trial planning to enrol 1,050
patients with previously untreated advanced NSCLC and to explore two doses of Avastin (7.5 or 15
mg/kg every 3 weeks) in combination with a platinum doublet (gemcitabine/cisplatin)
chemotherapy. The primary objective of the study is to demonstrate superiority in progression-free
survival of both Avastin containing treatment arms versus control. Interim data from this study will
also be used to support the Roche filing of E4599 in Europe later this year. The final AVAIL data are
expected in 2007 and will only then enable definitive conclusions on the efficacy of the two doses of

Avastin.

About Avastin

Avastin is the first treatment that inhibits angiogenesis — the growth of a network of blood vessels
that supply nutrients and oxygen to cancerous tissues. Avastin targets a naturally occurring protein
called VEGF (Vascular Endothelial Growth Factor), a key mediator of angiogenesis, thus choking
off the blood supply that is essential for the growth of the tumour and its spread throughout the

body (metastasis).

Roche and Genentech are pursuing a comprehensive clinical programme investigating the use of
Avastin in various tumour types (including colorectal, breast, lung, pancreatic cancer, ovarian
cancer, renal cell carcinoma and others) and different settings (advanced and adjuvant ie post-
operation). The total development programme is expected to include over 25,000 patients

worldwide

About Roche

Headquartered in Basel, Switzerland, Roche is one of the world’s leading research-focused
healthcare groups in the fields of pharmaceuticals and diagnostics. As a supplier of innovative
products and services for the early detection, prevention, diagnosis and treatment of disease, the
Group contributes on a broad range of fronts to improving people’s health and quality of life.

Roche is a world leader in diagnostics, the leading supplier of medicines for cancer and



transplantation and 2 market leader in virology. In 2005 sales by the Pharmaceuticals Division
totatled 27.3 billion Swiss francs, and the Diagnostics Division posted sales of 8.2 billion Swiss
francs. Roche employs roughly 70,000 people in 150 countries and has R&D agreements and
strategic alliances with numerous partners, including majority ownership interests in Genentech

and Chugai. Additional information about the Roche Group is available on the Internet

(www.roche.com).

All trademarks used or mentioned in this release are protected by law.
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