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STUDY FINDINGS PRESENTED ON TAXOTERE REGIMENS 
IN HEAD AND NECK, LUNG AND BREAST CANCER
Key results of 42nd annual meeting of the American Society of Clinical Oncology (ASCO)
 in Atlanta, Georgia.

Paris, France, June 7, 2006 – Sanofi–aventis announced today key trial results presented 
at the 42nd annual meeting of the American Society of Clinical Oncology (ASCO) in Atlanta, Georgia, regarding the use of Taxotere® (docetaxel) regimens in the treatment of non small cell lung cancer (NSCLC), head and neck cancer and metastatic and adjuvant breast cancer. 
Results of a meta-analysis show benefits of Taxotere® (docetaxel) regimens in patients with advanced non-small cell lung cancer (NSCLC)

A meta-analysis performed on seven clinical trials in patients with advanced NSCLC showed that patients receiving Taxotere® (docetaxel) Injection Concentrate had better overall survival and less febrile neutropenia than those treated with vinca-alkaloid (vinorelbine or vindesine) regimens. The trials used Taxotere® and vinca-alkaloids alone or in combination as first-line therapy for advanced NSCLC. Six of the trials compared Taxotere® to vinorelbine regimens and one to a vindesine regimen. 

The pooled results of the seven trials conducted on a total of 2,867 patients show that Taxotere® regimens significantly improved overall survival (OS) (Hazard Ratio (HR) = 0.89, 95% confidence interval (CI) [0.82;0.96], p = 0.03) compared to vinca-alkaloid regimens in this patient population. The comparison was done on a total of 1,638 patients who received Taxotere® regimens and 1,229 who received vinca-alkaloid regimens.
"This is the first meta-analysis that demonstrated significant benefits in both survival and in toxicity for patients receiving Taxotere-based chemotherapy compared to vinca alkaloid-based regimens in first-line advanced NSCLC," said Jean-Yves Douillard, Professor and Head of the Department 
of Medical Oncology at the Centre R Gauducheau in Saint Herblain, France, and principal investigator of the meta-analysis. “This analysis supports the use of Taxotere-based chemotherapy as a standard 
of care in first-line advanced NSCLC."

The meta-analysis also demonstrated that the benefit derived from Taxotere® therapy persisted after exclusion of the vindesine study (HR = 0.90 [0.83; 0.98]) and also when monotherapy regimens were excluded from the analysis (HR = 0.89 [0.82; 0.97]).
While neutropenia was a common adverse event in the trials, it was significantly less frequent with Taxotere® (Odds Ratio (OR) = 0.60; 95%CI [0.39; 0.92, p = 0.019]) than with 
vinca-alkoloid regimens, as was febrile neutropenia, a condition marked by fever and decrease in the number of a type of white blood cells that helps fight infection, (OR= 0.60 [0.39; 0.96], p = 0.034).

Study findings show the addition of Taxotere® to traditional treatment for advanced Head and Neck Cancer lowers risk of death by 30%

An international multicenter phase III study has shown that patients with advanced head and neck cancer who received a combination of Taxotere®, cisplatin, and 5-fluororuracil were 30% less likely to die than patients who received the traditional therapy of cisplatin and 5-fluorouracil. Patients received one of these two combinations as “induction chemotherapy” (systemic therapy given prior to chemoradiotherapy), in order to shrink the primary tumor and treat metastases.

All patients included in the study had squamous cell carcinomas, which represent about 90% of all head and neck cancers. All patients had advanced, stage 3 or stage 4 tumors which were located in the larynx, pharynx, or oral cavity.

The trial was conducted on 538 patients in 50 centres in North America and Argentina. Patient groups were matched by primary tumor location and disease stage. 

In both groups:

· about one-third of patients had tumors that were inoperable, 

· one-third had operable tumors but poor prognoses, 

· one-third had to avoid surgery to preserve crucial organs. 

Patients were given three cycles of induction chemotherapy followed by weekly treatments with the carboplatin and radiation therapy. Some patients also had surgery after chemoradiotherapy. 

Median follow-up for patients was 41.9 months. At three years, researchers found that overall survival for the experimental group was 62.1%, compared with 48.1% for the control group. The majority 
of late side effects were related to the radiation therapy. Side effects during chemotherapy were usually temporary and included mouth sores, nausea, vomiting, and low blood count.

The full analysis of these findings will be announced at a later date.

Key Taxotere® data in HER2 positive (+ ve) metastatic breast cancer (MBC) and 
in early-stage breast cancer

Study findings do not show evidence of benefit from the addition of carboplatin in women with HER2 positive metastatic breast cancer (HER +ve MBC) treated with the combination of Taxotere® and trastuzumab. 

A randomized phase III trial of Taxotere® plus trastuzumab with or without the addition of carboplatin as first line therapy in HER2 +ve MBC shows that the addition of carboplatin provides no benefit to patients when the dose of Taxotere® in Taxotere® + trastuzumab (TH) is 100 mg/m2 and 75 mg/m2 in the Taxotere®, trastuzumab, carboplatin (TCH) combination. 

The phase III BCIRG 07 trial on 263 patients was based on the preclinical synergism between Taxotere® and trastuzumab in the treatment of women with HER2 +ve MBC. The purpose of the trial was to evaluate the safety and efficacy of Taxotere® and trastuzumab in combination with carboplatin or without the addition of carboplatin. The primary endpoint of the trial was time to disease progression with 80 % power (0.05 significance) to detect a 50% improvement in median time to disease progression between the 2 arms. Secondary endpoints include overall survival, response rate, duration of response, clinical benefit and safety.
The BCIRG 07 findings showed that there was no significant difference between Taxotere® (100mg/m2) + trastuzumab and Taxotere® (75mg/m2) + trastuzumab + carboplatin with regard to median time to disease progression (11.1 vs 10.4 months, p=0.57), overall response rate (73% in both arms), duration of response (10.7 vs 9.4 months) and clinical benefit (67% in both arms). With a median follow-up of 27.5 months, median overall survival was 41.6 months in the TCH arm and has not yet been reached in the TH arm (p= 0.2). It is noteworthy that more than 50% of patients were still alive at three years.
The most common grade 3/4 toxicities were: infection (29% vs 23%), neutropenic infection (17% vs 9%), thrombocytopenia (2% vs 15%), febrile neutropenia (12% vs 13%) asthenia (5% vs 12%), anemia (5% vs 11%), and diarrhea (2% vs 9%).

First results of BIG 2-98 trial in the adjuvant treatment of patients with node positive 
early-stage breast cancer (ESBC)

In the BIG 2-98 trial, Taxotere® (T) given concurrently with or sequentially to anthracycline (A) was compared with anthracycline or anthracycline + cyclophosphamide (AC) adjuvant therapy for patients with node-positive (N+) ESBC. Subsequently, all patients received three cycles of CMF (cyclophosphamide, methotrexate, 5-FU). 
The trial compared 2,887 patients enrolled from June 1998 to June 2001. Patient characteristics were well-balanced, 46% had 4 nodes or more. 

The four arms of the trial were:

Arm Ia: A     
[A 75 q 3 weeks x 4, followed by CMF x 3 (oral C 100 day 1-14, F 600 + M 40 d 1+8; q 28 days)] 

Arm Ib; AC         [AC 60/600 x followed by CMF x 3] 

Arm II:  A-T        [A75 x 3 followed by T100 x3 followed by CMF x 3] 

Arm III: AT         [AT 50/75 x 4 followed by CMF x 3]

The actual analysis of the trial findings was performed at 62.5 months, with fewer than two-thirds of the events originally planned (732 versus 1,215).

The two Taxotere® arms (A-T, AT) tended to improve event free survival (EFS) compared 
to non-Taxotere® arms (A, AC), which was of borderline significance (p = 0.051).

The sequential A-T arm produced superior EFS over both the AT (p = 0.047) and A arms of the trial 
(p = 0.035).

The study findings showed that the overall survival (OS) hazard ratio for Taxotere® versus non-Taxotere® anthracycline-based adjuvant therapy was not significant. 

Grade 3/4 toxicity or another severe, life-threatening toxicity occurred in 26%, 27%, 38% and 
32% of patients in arms Ia, Ib, II and III respectively.

This is the first demonstration of an improved outcome for sequential over combination 
anthracycline/ Taxotere® chemotherapy.
About Lung Cancer

· Lung cancer has been the most common cancer globally since 1985 and, in 2002, 1.35 million new cases of lung cancer were diagnosed, which represents about 12.4% of all newly diagnosed cancers. 
· Lung cancer accounts for 29% of all cancer deaths and causes more deaths than breast, colorectal and prostate cancer combined. There are an estimated 1.18 million lung cancer deaths annually.
· In the US, the most recently available figures from 2002 show that 100,099 men and 80,163 women were diagnosed with lung cancer. In the European Union (EU), lung cancer is the third most commonly diagnosed cancer, with 243,600 people diagnosed in the year 2000.Lung cancer does not only affect developed nations; nearly 50% of lung cancer cases in 2002 were reported in developing countries.
· Among US men, incidence rates have significantly declined since 1984 from102.0 per 100,000 in 1984 to 77.8 per 100,000 in 2002. Since 1998, the lung cancer rates in women have stabilised after a long period of increase.
About Head and Neck Cancer

More than 640,000 people worldwide are diagnosed with head and neck cancer each year, and more than 350,000 die from the disease annually. Head and neck cancer is a group of many related diseases that mostly begin in the cells that line the mucosal surfaces in the head and neck area such as the mouth, nose, and throat.  The term encompasses cancers of the oral cavity, salivary glands, paranasal sinuses and nasal cavity, pharynx, larynx and lymph nodes in the upper part of the neck. 
About Breast Cancer
Breast cancer is the most frequently diagnosed cancer in women. It is the second-leading cause of cancer death in women after lung cancer, and since 1990 is increasing predominantly in women 50 and over. It is the first cancer mortality reason in women of 40 to 59 years old.

More than 1,000,000 new cases of breast cancer are reported worldwide annually and more than 400,000 women die each year from the disease. The risk of a woman developing breast cancer during her lifetime is approximately 13 percent (about one in seven of all women in the United States). In the European Union, more than 191,000 new cases are diagnosed each year and more than 60,000 women will die.  In the United States, breast cancer will represents this year more than 215,000 new cases and 40,000 will die. 
About TAXOTERE®
Taxotere® is currently approved in 4 different indications: 
In Breast Cancer
· In the United States and in Europe Taxotere®, is approved to treat patients with locally advanced or metastatic breast cancer after failure of prior chemotherapy. It is also approved in Europe in combination with doxorubicine for patients who have received prior cytotoxic therapy for this condition and in combination with capecitabine after failure of cytotoxic therapy which would have included anthracycline. In the adjuvant setting (post surgery) it is approved in the US and in Europe in combination with doxorubicin and cyclophosphamide (TAC regimen) for the treatment of patients with operable, node-positive breast cancer. Finally, in Europe, Taxotere® is approved in combination with trastuzumab for the treatment of patients with metastatic breast cancer- overexpressing Her2 receptor.

In Lung Cancer
·  In the US and in Europe Taxotere®, in combination with cisplatin, is  approved for the treatment of patients with unresectable locally advanced or metastatic non-small cell lung cancer (NSCLC) who have not received prior chemotherapy, and it also is approved, as a single agent, for patients with unresectable locally advanced or metastatic NSCLC after failure of prior platinum-based chemotherapy. 

In Prostate cancer
· Taxotere® is approved for use in combination with prednisone as a treatment for androgen-independent (hormone-refractory) metastatic prostate cancer in the US and in Europe.
In Gastric (Stomach) cancer

· The FDA and the the Committee for Medicinal Products for Human Use (CHMP) of the European Agency for the Evaluation of Medicinal Products (EMEA)approved in march 2005, the use of  TAXOTERE® Injection Concentrate in combination with cisplatin and 5-fluorouracil for the treatment of patients with advanced stomach (gastric) cancer, including cancer of the gastro oesophageal (GE) junction, who have not received prior chemotherapy for advanced disease.
About sanofi-aventis

Sanofi-aventis is the world’s third largest pharmaceutical company, ranking number one in Europe. Backed by a world-class R&D organisation, sanofi-aventis is developing leading positions in seven major therapeutic areas: cardiovascular, thrombosis, oncology, metabolic diseases, central nervous system, internal medicine and vaccines. Sanofi-aventis is listed in Paris (EURONEXT: SAN) and in New York (NYSE: SNY).

Forward Looking Statements
This press release contains forward-looking statements as defined in the Private Securities Litigation Reform Act of 1995.  Forward-looking statements are statements that are not historical facts. These statements include financial projections and estimates and their underlying assumptions, statements regarding plans, objectives and expectations with respect to future events, operations, products and services, and statements regarding future performance. Forward-looking statements are generally identified by the words “expect,” “anticipates,” “believes,” “intends,” “estimates,” “plans” and similar expressions.  Although sanofi-aventis’ management believes that the expectations reflected in such forward-looking statements are reasonable, investors are cautioned that forward-looking information and statements are subject to various risks and uncertainties, many of which are difficult to predict and generally beyond the control of sanofi-aventis, that could cause actual results and developments to differ materially from those expressed in, or implied or projected by, the 
forward-looking information and statements. These risks and uncertainties include those discussed or identified in the public filings with the SEC and the AMF made by sanofi-aventis, including those listed under “Risk Factors” and “Cautionary Statement Regarding Forward-Looking Statements” in sanofi-aventis’ annual report on Form 20-F for the year ended December 31, 2005.  Other than as required by applicable law, sanofi-aventis does not undertake any obligation to update or revise any forward-looking information or statements.
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