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SPRYCEL(TM) (Dasatinib) Approved in Europe - the First Significant Advance for
Treatment-Resistant CML and Ph+ ALL Leukaemia Patients in Five Years

22.11.2006 - 15:35 Uhr, Bristol-Myers Squibb

Paris, November 22 (ots/PRNewswire) -

- New Hope for CML and Ph+ ALL Patients who Face Resistance or
Intolerance to Current Therapies

For Non-US Journalists Only

Today, the European Conmi ssion approved SPRYCEL(TM (dasati nib,
formerly known as BMS-354825) for the treatment of adults with
chronic, accelerated or blast phase chronic nyel oid | eukaem a (CM)
with resistance or intolerance to prior therapy, including inatinib
mesyl ate. SPRYCEL is also indicated for the treatnent of adults with
Phi | adel phi a chronpsone positive (Ph+) acute |ynphoblastic |eukaem a
(ALL) and Iynmphoid blast CM. with resistance or intolerance to prior
t her apy.

SPRYCEL, whi ch has been granted orphan drug status, received rapid
approval fromregulatory authorities in Europe. In June 2006, the
U S. Food and Drug Adninistration granted accel erated approval to
SPRYCEL for CM. with resistance, or intolerance, to prior therapies
and approval for Ph+ ALL with resistance or intolerance to prior
t her api es.

For patients with CML or Ph+ ALL, the devel opment of resistance or
intol erance to standard treatnment can be a devastating event. The
potential for drug resistance to develop may increase with | ength of
prior treatnment and the stage of disease. Energing evidence froma
singl e European centre study indicates that resistance to imatinib
mesyl ate may occur in approximtely 25% of chronic phase CML
patients, 41% of accel erated phase patients and 92% of blast crisis
patients. (1) Until today, limted therapeutic options have been
avail able to these patients.

"SPRYCEL was di scovered and has been devel oped by Bristol-MWers
Squi bb scientists to help CM. and Ph+ ALL patients who face a serious
probl em of resistance or intolerance to the current standard
treatment," said Beatrice Cazala, president, Europe, Mddle East and
Africa for Bristol-Mers Squibb. "Wth the approval of SPRYCEL in
Eur ope, these patients now have an effective therapeutic option that
can overcone treatnent resistance and intolerance in certain cases."

Resi stance to therapy is thought to involve the follow ng
mechani sms: (2)

- nutations of Bcr-Abl, the key protein responsible for CM. and
Ph+ ALL

- overexpression of Bcr-Abl

- other proteins involved in cancer pathways, such as the Src
pat hway,

which is thought to play a role in CM. and Ph+ ALL as well as
ot her cancers.

Miut ati ons can change the shape of the Bcr-Abl protein. Wen this
happens, imatinib mesylate, the current standard treatment, may be
unable to block its activity. SPRYCEL is an oral, nulti-targeted
therapy that can inhibit the action of Bcr-Abl in the presence of all
but one known mutation. (3, 4)

Prof essor Francois Cuil hot, Professor of Haematol ogy, Director of
the dinical Research Centre, University Hospital La Mletrie,
Poitiers, France; President of the French Chronic Mel ogenous
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Leukem a Group conmented: "lInitial clinical trials denpnstrate that
SPRYCEL can affect |eukaemic cell growh enabling many adults with
CML or Ph+ ALL to control their disease over a sustained period of
time. In a Phase |l study, SPRYCEL denpnstrated significant
haemat ol ogi cal and cytogenetic efficacy in imatinib

nmesyl ate-resistant and -intolerant CML patients in chronic phase;
noreover, in the mpjority of patients with chronic phase CM. who had
becone resistant to standard therapy, responses were durable. It is
worth noting that as early as in the Phase |I study, haematol ogic and
cytogenetic responses were observed in all phases of CML and in Ph+
ALL in the first 84 patients treated and followed for up to 19

nmont hs. Responses were durable across all phases of CM. and Ph+ ALL."

The European Medi ci nes Agency reviewed the efficacy and safety of
SPRYCEL based on the analysis of five Phase Il nulti-centre studies
in patients with resistance or intolerance to imatinib nmesylate in
all phases of CML or Ph+ ALL.(2) The studies were conducted on five
continents (33 countries) and SPRYCEL was shown to have a predictable
and manageabl e side-effect profile. In the 911 patients receiving
SPRYCEL in clinical trials, the nost conmon side effects were fluid
retention (including pleural effusion and peripheral oedema),
gastrointestinal (diarrhoea, nausea and voniting), skin rash,
headache, haenorrhage, fatigue, and dyspnoea (difficulty in
br eat hi ng) .

Myel osuppression (a reduction in blood-cell production by the bone
marrow) was reported in all studies and was generally reversible. The
frequency was higher in patients with advanced CM. or Ph+ ALL than in
chroni c phase CM. (2)

Ful | SPRYCEL Product Information and the European Public
Assessnment Report (EPAR) will be available at ww.enea. europa.eu

SPRYCEL is available in Austria, Germany, France, Finland, Sweden
and the United Kingdom Availability in other European countries is
subj ect to individual country regulations, including pricing and
rei mbursenment | aws.

About Bristol - Mers Squibb

Bristol -Myers Squi bb is dedicated to the discovery, devel oprment
and exhaustive exploration of innovative cancer-fighting therapies
that extend and enhance the lives of patients living with cancer.
More than 40 years ago, Bristol-Mers Squibb built a unified vision
for the future of cancer treatnment. Wth expertise, dedication and
resolve, that vision led to the devel opnent of a diverse gl oba
portfolio of anti-cancer therapies that are an inportant cornerstone
of care today. Hundreds of scientists at Bristol-Mers Squibb's
Phar maceuti cal Research Institute are studying ways to inprove
current cancer treatnments and identify better, nore effective
medi ci nes for the future.

Bristol -Myers Squibb is a global pharnmaceutical and related health
care products conpany whose mission is to extend and enhance human
life.
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