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IMPORTANT HEPARIN SAFETY INFORMATION

February 11, 2008
Dear Health Care Professiconal,

On January 17, 2008, Baxter Healthcare Corporation issued a voluntary recall on
selected lots of Heparin Sodium Injection 1000 units/mL, 10 mL and 30 mL, multi-dose
vial presentations due to an increase in reports of adverse patient reactions. To date
reported adverse reactions include abdominal pain, burning sensation, chest pain,
diarrhea, dizziness, drug ineffectiveness, dyspepsia, dyspnea, erythema, flushing,
headache, hyperhidrosis, hypoesthesia, hypotension, including profound and
refractory hypotension, increased lacrimation, loss of consciousness., malaise,
nausea, pallor, palpitations, paresthesia, paresthesia (oral), pharyngeal edema,
restlessness, vomiting/retching, stomach discomfort, tachycardia, thirst, trismus, and
unresponsivenass to stimuli. The reports of profound and refractory hypotension
usually occur within the first few minutes of bolus administration.

Since the January 17, 2008 recall, Baxter has also received similar reports of adverse
patient reactions occurring in other lots of 1,000 units/mL, 10 mL and 30 mL multi-dose
vials, 5,000 units/mL and 10,000 units/mL multi-dose vials, and 5,000 units/mL single-
dose vials when single doses were combined to create a larger bolus dose. The
increase in reported adverse reactions has primarily occurred when used in the following
clinical settings:

Hemodialysis;
Invasive Cardiovascular Procedures (Cardiac valvular surgery, Coronary Artery
Bypass Graft (CABG) Surgery, Carotid Endarterectomy and Cardiac
Catheterization);

» Apheresis Procedures (Photo and Plasma)

In cooperation with the U.S. Food and Drug Administration (FDA), Baxter is conducting a
thorough investigation to determine the cause of the increase in the number of reported
adverse reactions. Baxter has temporarily suspended the manufacture of multi-dose

heparin vials as the company works to determine the cause of the increase in adverse
reactions.

In agreement with FDA, Baxter is continuing to distribute these products to assure
adequate supply in the market, and is therefore not recalling any additional lots of
heparin at this time. Given the widespread use of this critical anticoagulant and the
impact a product shortage would have on operating rooms, dialysis centers and other
critical care areas, the removal of Baxter's heparin from the market would create more
risk to the population of patients requiring heparin therapy than the increased potential
for experiencing an adverse reaction.
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Healthcare professionals who prescribe Baxter Heparin Sodium Injection should:

» Balance the clinical need to use these products with the potential of increased
adverse drug reactions
e Use the lowest dose necessary to achieve the minimum required level of
anticoagulation
» Avoid administering bolus doses if possible
o Be aware of the potential for increased adverse drug reactions to occur including
profound and refractory hypotension
» Be advised to implement measures that allow prompt identification and treatment
of the signs and/or symptoms of adverse reactions
» As profound and/or refractory hypotension may occur, particularly with higher
doses or infusion rates of intravenous heparin, frequent monitoring of vital signs
and resuscitative therapy should be present and available throughout heparin
administration. The mean bolus dose of heparin associated with profound and/or
refractory hypotension varied with indication for use, but in general was reported
as:
o Standard doses utilized in apheresis procedures
o Approximately 10,000 units in the carotid endarterectomy population
o Approximately 30,000 units in the cardiac valvular/coronary bypass
surgery population

In addition, Baxter is now advising clinicians that the same adverse reactions
have occurred when single-dose heparin vial doses are combined to create a
larger dose bolus to be used in the above-referenced procedures.

Healthcare professionals should consider this risk information when making individual
treatment decisions for their patients. To facilitate Baxter's ongoing investigation and
assist in identification of a potential cause in cases where adverse reactions occur, it is
important to clearly identify the specific lot number(s) of heparin product(s) administered
to each patient.

Baxter's primary concemn is patient safety. We are continuing to work closely with the
FDA to address this issue, and we appreciate your immediate attention to this
communication. If you wish to request further information, please contact Baxter
Healthcare Corporation Product Information Center at 1-800-933-0303. If you are a
Baxter distributor and need additional information, please contact the Baxter
Pharmaceuticals and Technologies Customer Service at 1-800-667-0959.

Sincerely,

v LU

Frangois Lebel MD

Vice President Global Medical & Clinical Affairs
Medication Delivery

Baxter Healthcare Corporation
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