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Bristol-Myers Squibb and AstraZeneca

52-Week Study Finds ONGLYZA(TM) (saxagliptin) When Added To Metformin Was
Non-Inferior To Titrated Glipizide When Added To Metformin In Reducing
Glycosylated Hemoglobin (HbAlc) In Adults With Type 2 Diabetes Mellitus

26.06.2010 - 16:00 Uhr, Bristol-Myers Squibb and AstraZeneca

Ol ando, Florida, June 26, 2010 (ots/PRNewswire) - Bristol-Mers Squi bb Conpany and
AstraZeneca today announced results froma 52-week Phase 3b study in adults with type 2
di abet es who had i nadequate gl ycemic control on metformn therapy plus diet and exercise.
This study found that the addition of ONGLYZA(TM (saxagliptin) 5 ng to existing netformn
therapy achieved the primary objective of denpnstrating non-inferiority conpared to the
addition of titrated glipizide (sulfonylurea) to existing netformn therapy in reducing
gl ycosyl at ed henogl obin | evels (HbAlc). dipizide 5 ng was titrated as required to 20 ng
(rmean dose 14.7 ng). The final dose in two-thirds of glipizide-treated patients was 15 ng or
greater, requiring two or nore dosage titrations. Additionally, the study found that
treatment with ONGLYZA 5 ng plus metformin resulted in a statistically significant |ower
proportion of subjects reporting hypoglycem ¢ events and statistically significant weight

| oss conmpared to titrated glipizide plus metformn. ONGLYZA 5 ng plus netformn al so
resulted in a significantly smaller rise per week in HbAlc fromweek 24 to week 52 conpared
to titrated glipizide plus metformin. Overall adverse events excludi ng hypogl yceni a were
reported at a simlar rate between the two treatment groups. Results were presented at the
70th Anerican Di abetes Association (ADA) Annual Scientific Sessions.

"Many adult patients with type 2 diabetes need nore than one therapy to hel p inprove
glycem c control, and the data presented today adds to the body of evidence for ONGLYZA "
sai d Burkhard Goke, MD, Professor of Internal Medicine, University Hospital Minich, Germany.

ONGLYZA has been subnitted for regulatory reviewin nore than 58 countries and is approved
in 43 countries, including the United States, Canada, Mexico, 30 EU countries, Chile, India,
Brazil, Argentina and Switzerland. ONGLYZA was approved by the FDA in July 2009 and is

i ndicated as an adjunct to diet and exercise to inprove bl ood sugar (glycenmc) control in
adults for the treatment of type 2 diabetes nellitus. ONGYZA once daily can be used in
conbi nation with comonly prescribed oral anti-diabetic medications - netformin, glyburide
(a sulfonylurea) or a thiazolidinedione (TZD) (pioglitazone or rosiglitazone), - or as a
nmonot herapy to significantly reduce HoAlc | evel s. ONGLYZA (saxagliptin) should not be used
for the treatnment of type 1 diabetes or for the treatment of diabetic ketoacidosis (high

| evel s of certain acids, known as ketones, in the blood or urine). ONGLYZA has not been
studied in conmbination with insulin.

About The Study: Saxagliptin Added to Metformin vs. Titrated dipizide Added to Metformn

The study was a 52-week, international, nulticenter, random zed, parallel-group, double-
blind, active-controlled Phase 3b study of 858 patients with type 2 di abetes (aged greater
than or equal to 18) whose HbAlc was greater than 6.5% and | ess than or equal to 10% at
baseline. The study was designed to assess the efficacy and safety of ONGLYZA 5 ng per day
conpared to glipizide 5 ng, titrated as required to 20 ng as added to a stable dose of
nmetformn (greater than or equal to 1,500 ng per day) in adult patients with type 2

di abet es who di d not achi eve adequate glycem c control wth netformn alone. Individuals
were random zed to one of two treatment groups: ONGLYZA 5 ng once daily plus netfornin
(n=428) or glipizide 5 ng (titrated as required to 20 ng) plus netform n (n=430).

The primary endpoint of the study was to assess whet her the change from baseline in HbAlc
achieved with ONGLYZA 5 ng was non-inferior to titrated glipizide (defined in the study
protocol as a treatment group nunerical difference in the HbAlc reduction of |ess than 0.35%
for the upper limt of the two-sided 95% confidence interval [Cl]) when both were added to a
stabl e dose of netformin. Key secondary endpoints included the proportion of patients
reporting at |east one episode of a hypoglyceni c event at week 52, change from baseline in
body wei ght at week 52 and durability of HbAlc effect based on change per week in HbAlc from
week 24 to week 52.

Study Results

The nean dose of titrated glipizide was 14.7 ng and the nmedi an dose 20 ng. Using the per-
protocol analysis, after 52 weeks, individuals taking ONGLYZA 5 ng plus netform n achi eved
an adj usted nean change from baseline in HbAlc of -0.74% conpared to -0.80%for titrated
glipizide plus netformn. Results of the study denmpbnstrated that therapy with ONGLYZA 5 ng
was non-inferior to titrated glipizide when added to existing netformn therapy (difference
in adj usted mean change from baseline vs. titrated glipizide as added to existing netformn
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therapy was 0.06% 95%Cl -0.05 to 0.16). Non-inferiority of ONGLYZA (saxagliptin) 5 ng to
titrated glipizide was al so denmobnstrated in a confirmatory analysis of all individuals
recei ving study treatnent for whom HoAlc data were avail abl e.

The nunber of individuals with any hypogl ycenic event was significantly |ower for patients
treated with ONGLYZA 5 ng plus netfornin as conpared to those treated with titrated
glipizide plus netformn (3% for ONGLYZA plus nmetformn vs. 36.3%for titrated glipizide
plus nmetformn; p-value |ess than 0.0001) at week 52.

The study al so denonstrated that patients treated with ONGLYZA 5 ng plus netformin
experienced a statistically significant wei ght decrease when conpared to those treated with
titrated glipizide plus nmetformn (-1.1 kg for ONGLYZA 5 ng plus netformn vs. +1.1 kg for
titrated glipizide plus nmetform n; p-value |ess than 0.0001) at week 52.

While both treatnent groups exhibited slight increases in HbAlc fromweek 24 to week 52, the
study denonstrated that patients treated with ONGLYZA had a smaller rise per week in HbAlc
conpared to those treated with titrated glipizide (0.001%for ONGLYZA plus netfornmin vs.
0.004% for titrated glipizide plus metform n; p-value equal to 0.04) at week 52.

The nunber of individuals experiencing adverse events or serious adverse events after 52
weeks between the two treatnent groups were as follows (excluding hypoglycem a): adverse
events: 60.0%for ONGLYZA 5 mg plus metformin, 56.7%for titrated glipizide plus metfornin;
serious adverse events: 9.1%for ONGLYZA 5 ng plus nmetformn, 7.4%for titrated glipizide
plus metform n. The npbst comopn adverse events (greater than or equal to 5% and observed
more frequently in the ONGLYZA 5 ng treatnent group conmpared to the titrated glipizide
treat ment group) were nasopharyngitis (9.6%vs. 8.6% respectively) and diarrhea (5.1%vs.
3.7% respectively). Discontinuations due to adverse events were 4.2% for ONGLYZA 5 ng plus
metformn groups vs. 4.4%for titrated glipizide plus nmetformn.

| MPORTANT | NFORVATI ON ABOUT ONGLYZA
I ndication and Inportant Limtations of Use

ONGLYZA (saxagliptin) is indicated as an adjunct to diet and exercise to inprove glycemc
control in adults with type 2 diabetes nellitus.

ONGLYZA shoul d not be used for the treatnment of type 1 diabetes nellitus or diabetic
ket oaci dosi s.

ONGLYZA has not been studied in conbination with insulin.
I mportant Safety Infornation

- Use with Medications Known to Cause Hypoglycem a: Insulin
secr et agogues, such as sul fonyl ureas, cause hypogl ycenm a. Therefore, a
| ower dose of the insulin secretagogue may be required to reduce the
ri sk of hypoglyceni a when used in conbination with ONGLYZA.
- Macrovascul ar Qutcomes: There have been no clinical studies
est abl i shing concl usive evidence of macrovascul ar risk reduction with
ONGLYZA or any other antidiabetic drug. Mdst commopn adverse reactions (regardl ess of
i nvestigator assessnment of causality) reported in greater than or equal to 5% of patients
treated with ONGLYZA and nore comonly than in patients treated with control were upper
respiratory tract infection (7.7% 7.6%, headache (7.5% 5.2%, nasopharyngitis (6.9%
4.0% and urinary tract infection (6.8% 6.1%. Wen used as add-on conbi nation therapy wth
a thiazolidinedione, the incidence of peripheral edema for ONGLYZA 2.5 ng, 5 ng, and pl acebo
was 3.1% 8.1% and 4.3% respectively.

Laboratory Tests: There was a dose-rel ated nean decrease in absolute | ynphocyte count
observed with ONGLYZA.

Drug Interactions: Because ketoconazole, a strong CYP3A4/5 inhibitor, increased saxagliptin
exposure, the dose of ONG.YZA should be limted to 2.5 ng when coadninistered with a strong
CYP3A4/5 inhibitor (e.g., atazanavir, clarithronycin, indinavir, itraconazole, ketoconazol e,
nef azodone, nelfinavir, ritonavir, saquinavir, and telithronycin).

Patients with Renal I|npairment: The dose of ONGLYZA (saxagliptin) is 2.5 nmg once daily for
patients with noderate or severe renal inpairnent, or with end-stage renal disease requiring
henodi al ysis (creatinine clearance [Crd] less than or equal to 50 ni/min). ONGYZA shoul d
be adm ni stered foll ow ng henodi al ysis. ONGLYZA has not been studied in patients undergoing
peritoneal dialysis. Assessnent of renal function is reconmended prior to initiation of
ONGLYZA and periodically thereafter.

Pregnant and Nursing Wnen: There are no adequate and well-controlled studies in pregnant
wonen. ONGLYZA, |ike other antidiabetic nedications, should be used during pregnancy only if
clearly needed. It is not known whether saxagliptin is secreted in human nilk. Because many
drugs are secreted in human m |k, caution should be exerci sed when ONGLYZA i s adm ni stered
to a nursing wonan.

Pediatric Patients: Safety and effectiveness of ONGLYZA in pediatric patients have not been
est abl i shed.



U S. Full Prescribing Information is available at http://ww.bnms. com
Bristol - Myers Squi bb and AstraZeneca Col | aborati on

Bristol - Myers Squi bb and AstraZeneca entered into a collaboration in January 2007 to enable
the conpani es to research, develop and commercial i ze sel ect investigational drugs for type 2
di abetes. The Bristol -Mers Squi bb/ AstraZeneca Di abetes col |l aboration is dedicated to gl obal
patient care, inproving patient outcomes and creating a new vision for the treatment of type
2 di abetes.

About Bristol-Mers Squibb

Bristol -Mers Squibb is a global biopharnaceutical conpany whose mission is to discover,
devel op and deliver innovative nmedicines that help patients prevail over serious diseases.
For nore information about Bristol-Mers Squibb, visit ww. bns.comor followus on Twitter

at http://twitter.con bnsnews
About AstraZeneca

AstraZeneca is a global, innovation-driven biopharnmaceutical business with a primary focus
on the discovery, devel opnent and commercialization of prescription nedicines. As a |eader
in gastrointestinal, cardiovascul ar, neuroscience, respiratory and inflanmati on, oncol ogy
and infectious disease nedicines, AstraZeneca generated gl obal revenues of $32.8 billion in
2009. In the United States, AstraZeneca is a $14.8 billion heal thcare business.

For nore informati on about AstraZeneca in the US or our AZ&Ve(TM Prescription Savi ngs
prograns, please visit: http://ww.astrazeneca-us.comor call +1-800-AZandMe (292-6363).

ONGLYZA is a trademark of the Bristol-Mers Squi bb Conpany.
Cont act :

CONTACT: Contacts: Media: Ken Dom nski, Bristol-Mers

Squi bb, +1- 609- 252- 5251, ken. dom nski @ns. comy Corey W ndett,
AstraZeneca, +1-302-885-0034,corey.w ndett @strazeneca. com
Investors: John Elicker, Bristol-MersSquibb,

+1- 609- 252- 4611, j ohn. el i cker @ns. com Karl Hard, AstraZeneca,
+44-20-7304-5322, karl .j.hard@strazeneca.com Cive Mrris,
AstraZeneca, +44-20-7304-5084,clive.norris@strazeneca.com
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