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Bayer and Global Regulatory Authorities Evaluating Published
Reports on Trasylol

Bayer will publish and mail letters 1o Health Care Professionals

Leverkusen / February 8, 2006 - Bayer HealihCare is worling with global
regulatory authoritics to evaluate recent teports pub’ished in the medical literature
concerning Trasylol® (aprotinin injection) and communicatir, # guidance 1o physicians
and the public concerning these reports. These articles IEporIt an association of
aprotinin/Trasylol with an increased risk of cardiovascular events’ (myocardial
infarction or heart failure), cerebrovascular events® such as stroke, encephalopathy or
coma, and renal dyslunction or fajlure 2 in patients undergoing coronary artery bypass
grall (CABG) surgery.

A sludy entitled, “The Risk Associated with Aprotinin in Cardiac Surgery™ by
Mangano et al., was published in the New England Jowrnal of Medicine, (Mangano D,
Tudor I, Dietze] C. N Eng T Med, 2006 (354) :353-6+. Www.igjm.com). A study
entitled, “A propensity score case-control comparison of aprotinin and tranexamic
acid in high-transfusion-risk cardiac surgery™ by Karkouti et al hag been published in
the journal Transfision (Karkouti K, Beattie W, Dattilo K, McCluskey S, Ghannam
M, HHamdy A, et al., Transfusion, on-line edition, 1/20/06.

vaw.bla.ckwellpubliﬂhing. com/journal.asp?ref=0041-11 32).

Relevant regulatory authoritics haye said that they will review these repotts, data
supplied by Bayer and the authors of the studies, other reports in the literature as well
as adverse event reports submitted to health authorities through established regulatory
processes, to determine if any actions are warranted. Several health authorities have
Or may issue guidance to physicians and patients in their respective markets. Bayer
welcomes and supports both the review and evaluation of these published studies and

"Mangana et al, (NEIM, 1/26/06)
* Karkouti et al., {Transfusion, 1/20/06)



posting of guidance to physicians and pafients in various markets. Bayer has posted
and will mail letters to healtheare providers outlining background information
concerning this issue.

Both studies were observational studies, and as such have certain methodological
limitations, e.g. imbalances in baseline characteristics of patients which could result in
the aprotinin-ireated group being at higher risk to hegin with for developing serious
advcerse evenis. This possibility prevents a direct assessmert of whether aprotinin
altered the risk for serious adverse events. To try 10 adjust for known differences
between the (reatment groups, the study authors used statisiical procedures such as
multivariable logistic regression and propensity score adjustments.

The NEJM publication studied patients undergoing coronary artery bypass grafl
(CABG) surgery who received either aprotinin or one of two other drugs intended to
decrease peroperative bleeding. The authors reported an association of aprotinin with
an increased risk of cardiovascular events (myocardial infarztion or heart failurc),
cerebrovascular events such as stroke, encephalopathy or coma, and renal dysfunction
or failure in these patients. The Transfusion study suggested that Trasylol
adminmistration increased the risk for renal dystuncrion or failure. Renal dysfunction
and renal failure have previously been reported in patients receiving Trasylol and 1s
rellected i the current approved labeling for Trasylol. The Transfusion study authors
did not find an increased rate of cardiovascular or cerebrovascular events in Trasylol-
treated patients and reported comparable mortality rates between the control treaiment
group and the Trasylol group.

While the evaluation of these published reports and other r¢.evant data continues,
Bayer and various regulatory authoritics have provided or indicated that they may
soon provide guidance for physicians, other health care profzssionals and the public.
The I'DA has posted an “Alert for Healthcare Profizssionals™ and a “Public Health
Advisory™ concerning 1'rasylol on its website (www.fda.go1) along with questions and
answers rclated to this issue. Bayer has posted this statemert and a letter to
Healthearc Professionals on its websites today (www.bayer.com,
www.baverhealthcare.com, www.baverpharma.com, www.havervital.de and
www.trasyloLcom). In the next days Bayer will mail its leticr to healthcare providers
who use the product e.g. cardiothoracic surgeons, anesthesiclogists and hospital
pharmacists.

(juidance from regulatory authorities, e.g. the U.8 Food and Drug Administration,
(FDA) includes a recommendation that physicians carefully monitor patients receiving
Trasylol (or the occurrence of adverse events pariicularly related to the kidneys, heart,
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benefit of reduced biood loss is essential for med; cal manzgement of the patient and
outweighs potential risks.

safety. We share the company’s data on Trasylo! with regulatory authorities on an
ongoing basis and welcome their evaluation of these publised reports. Bayer
believes that Trasylol is a safe and effective treatment when used in accordance with
the product labeling.

About Trasyle]

Trasvlol, a broad-spectrym proteinase inhibitor, modulates the systemic inflammatory
response associated with cardioputmonary bypass (CPB) in the course of CABG
surgery. Approved by the FDA in 1993, Trasylol is the only product indicated for
prophylactic use to reduce perioperative blood Jogs and the n:ed for blood trans fusion
1 patients undergoing CPB in the course of CABG surgery. 7yl prescribing and
warning information is alsg available at Www. Trasyiol.com. lrasylol Prescribing

Information, Accessed on November 15, 2005. Available at: :lg;gtp://www,trasxlol.com.

The effects of Trasylol use in CPR involves a reduction of inflammatory response to
surgery, reduced bleeding and decreased re-exploration for blzeding, which translates
into a decreased necd for allogeneic (hlood donated from another individual) blood
transfusions. An important part of Bayer Pharmaceuticajs Specialty Pharmaceuticals
portfolio, Trasylol has remained a category leader for several vears, Bayer is ‘
committed to further investment in the Trasylol franchise and is actively engaged in
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In clinical studies, hypersensitivity and anaphylactic reactions were:
o rare (<0.1%) in patients with no prior exposure to Trasylol
» 2.7% overall reaction rate upon re-exposure
» within 6 months, the incidence was 5 percent
» after 6 months, the incidence was 0.9 percent

Trasylo! is generally well tolerated. In clinical trials, graft patzncy, myocardial
infarction, renal or hepatic dysfunction and mortality were comparable to placebo.

About Bayer HealthCare AG:

Bayer HealthCare, a subgroup of Bayer AG, is one of the weild’s leading innovative
companies in the health care and medical products industry. [1 2004, the Bayer
HealthCare subgroup generated sales amounting to some €8.% billion.

The company combines the global activities of the divisions Animal Health,
Consumer Care, Diabetes Care, Diagnostics and Pharmaceuticals, which was
established as a new business entity on January 1, 2006, by combining the previous
Pharmaceuticals and Biological Products Divisions. The new Pharmaceuticals
Division comprises the Hematology/Cardiology, Primary Care and Oncology Business
Units. Bayer HealthCare employs approximately 35,300 stal? worldwide.

Qur aim is to discover and manufacture innovative products that will improve human
and animal health worldwide. Our products enhance well-being and quality of life by
diagnosing, preventing and treating disease.
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Forward-looking stastements

This news release contains forward-looking statements based on current assum ptions and forceasts made by
Bayer Gronp management Various known and unkaown risks, uncertaintics and other factors could lead to
material differences between the actual firture results, financial simation, developmeat or performance of the
company and the estimstes given here. These factors include those discussed 1 our public reports filed with the
Frankfurt Stock Exchange and with the .8, Securities and Exchange Commission (including our Form 20-F).
The company assumes no liability whatsoever to update these forward-looking statements of to ¢onform them to
future events or developments. '



