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Updated clinical data for Glivec® show higher response rates and longer responses in CML patients

Response Rate Increases Seen in All Phases of CML Studied, Even Most Difficult to Treat – Accelerated Phase and Blast Crisis

Basel/East Hanover – Novartis announced today that the maturing Phase II data from its Glivec( (imatinib mesylate)* pivotal registration trials demonstrate continued increases in response rates for patients in all three phases studied of chronic myeloid leukemia (CML).  CML is a malignant cancer of the bone marrow that causes rampant growth of blood-forming cells.  After about five years of the most common “chronic” phase, the disease eventually progresses to  “accelerated” phase and then the end-stage or "blast crisis" phase —which usually results in the death of patients in two to six months.

Glivec has been approved in several countries, including the U.S. and Switzerland, for the treatment of patients with chronic myeloid leukemia in blast crisis, accelerated phase, or in chronic phase after failure of interferon-alpha therapy.  The effectiveness of Glivec is based on overall hematologic and cytogenetic response rates. 

Clinical Data

Chronic Phase CML – the most common form of the disease

The data on  chronic phase CML, after failure of interferon-alpha therapy, demonstrate that patients achieved a 91% (95% Confidence Interval – CI) hematologic response rate.  Even more critical, the proportion of patients in chronic phase CML achieving a cytogenetic response (a more stringent measure of efficacy) has increased from 49% to 55% (95% CI).  Of these chronic CML patients, the estimated proportion of surviving patients after one year of treatment is now 98%.  

Accelerated phase and blast Crisis

In the more advanced phases of the disease (accelerated phase and blast crisis), in which prognosis historically has been very poor and patients no longer responded to other treatments, Glivec also achieved increases in hematologic response rates as well.  In accelerated phase CML the data demonstrated a 69% (95% CI) hematologic response lasting four or more weeks – an increase from the 63% (95% CI) hematologic response reported in February, 2001.  Of these patients, after one year of treatment, approximately 70% remain free of progression to the blast crisis phase – the form of the disease that is most difficult to treat.  

In blast crisis, the updated data indicate that 52% (95% CI) of patients had some hematologic response with 29% (95% CI) having a sustained response for at least four weeks – an increase from the 26% (95%) response reported in February, 2001.  Even more remarkably, 65% of the patients who had achieved a hematologic response in the blast crisis phase have maintained their response for six months or more with an estimated median duration of response of 8.3 months.  For the whole blast crisis study population (i.e., regardless of whether or not the patients achieved a response), the median survival rate is now seven months, which compares favorably with the three to six months commonly reported with conventional chemotherapy. 

“These additional results suggest that Glivec continues to be effective in the early, chronic phase of the disease in which patients no longer respond to conventional therapies like interferon,” said David Parkinson, Global Head of Clinical Research at Novartis Oncology.  “The biological insight provided by the Science publication, which refers only to patients in the later stages of the disease, will help direct strategies related to the use of the drug in these patients.”
Glivec Presents New Insights into CML

Glivec was designed to target the genetic abnormality that characterizes CML.  As a result, study of Glivec can offer researchers and investigators further insight into the evolution of CML and potentially present new opportunities for enhanced treatments in more advanced disease.  

Since the first clinical studies with Glivec, research has shown that some patients at advanced stages respond to the drug initially, only to experience a reappearance of leukemic cells despite continued therapy.  The article in the recent on-line issue of Science, which included data presented at the 2000 American Society of Hematology (ASH) meeting, gives 

important insights into the mechanism behind this phenomenon, and in fact, confirms that the Bcr-Abl protein and the gene from which it is transcribed continues to be the target even in advanced phases of the disease.  This supports further study of Glivec – both in combination with other drugs and as a single agent in higher doses – for those patients in the most difficult to treat phases of CML.

New Clinical Trials Underway

In conjunction with clinical investigators, Novartis has started more than 50 additional trials evaluating Glivec in combination with other drugs and in increased doses for patients in advanced phases of CML, Glivec in combination with bone marrow transplant, and Glivec in other leukemias and solid tumors. 

Solid Tumor Program

Unlike in CML where one defect (Bcr-Abl) has been identified as responsible for cancer cell growth, in solid tumors there are usually multiple defects.  As Glivec inhibits select proteins, Glivec is unlikely to work effectively as a single agent.  However, the results from these first single agent trials will provide crucial data to help design combination trials in the most promising areas.  

In one kind of solid tumor -- gastrointestinal stromal tumors (GIST) – Glivec has had some preliminary promising results as a single agent.  These tumors are unusual in that nearly all of them appear to be driven by the activity of a single protein (CD 117).  The preliminary data evaluating Glivec in the treatment of GIST were presented at the May 2001 meeting of the American Society of Clinical Oncology (ASCO) meeting and Novartis is preparing to file new drug applications for this indication globally by end of year. 
The foregoing release contains forward-looking statements that can be identified by terminology such as “can offer", "present new opportunities", "new uses", "preparing to file,” “continued increases in response rates,” “promising results,” or similar expressions. Such forward looking statements involve known and unknown risks, uncertainties and other factors that may cause actual results with Glivec to be materially different from any future results, performance or achievements expressed or implied by such statements.  In particular, management’s ability to ensure satisfaction of the FDA's further requirements is not guaranteed and management's expectations regarding commercialisation of Glivec could be affected by, among other things, additional analysis of data; new data; unexpected clinical trial results; unexpected regulatory actions or delays or government regulation generally; the company’s ability to obtain or maintain patent or other proprietary intellectual property protection; competition in general; and other risks and factors referred to in the Company’s current Form 20-F on file with the Securities and Exchange Commission of the United States. Should one or more of these risks or uncertainties materialise, or should underlying assumptions prove incorrect, actual results may vary materially from those anticipated, believed, estimated or expected.

Novartis (NYSE: NVS) is a world leader in healthcare with core businesses in pharmaceuticals, consumer health, generics, eye-care, and animal health. In 2000, the Group's ongoing businesses achieved sales of CHF 29.1 billion (USD 17.2 billion) and a net income of CHF 6.5 billion (USD 3.9 billion). The Group invested approximately CHF 4.0 billion (USD 2.4 billion) in R&D. Headquartered in Basel, Switzerland, Novartis employs about 69 000 people and operates in over 140 countries around the world. For further information please consult http://www.novartis.com
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*In the U.S.: Gleevec™ (imatinib mesylate); outside the U.S.: Glivec® (imatinib)
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