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May 6, 2005

Dear Physician/Patient Advocate:

Recently, there have been several published reports about NATRECOR® (nesiritide), a treatment for
patients with acutely decompensated congestive heart failure (ADHF) with dyspnea. These reports raise
the question of whether NATRECOR® may have adverse effects on survival and kidney function
compared to control agents (generally nitroglycerin and diuretics). We would like to provide you
information on the following:

« Information Scios has added to the Prescribing Information for NATRECOR®

e Meta-analyses published in the April 20, 2005 issue of The Journal of the American Medical
Association (JAMA) and in the March 29, 2005 issue of Circulation

e Anindependent panel of experts, led by a distinguished cardiologist, that will convene at the
company’s request to assess clinical data and review the clinical development program for
NATRECOR®

NATRECOR® is an effective drug with a well-described safety profile for patients requiring intravenous
treatment for acutely decompensated congestive heart failure with dyspnea at rest or with minimal
activity. Heart failure affects about 5 million Americans, and ADHF is a life-threatening condition for which
there are limited treatment options. Advanced ADHF patients have a 30% risk of mortality within one
year." NATRECOR® was approved for the treatment of advanced ADHF on the basis of its ability to
improve dyspnea and reduce pulmonary capillary wedge pressure. In these studies the mortality was
somewhat greater in the NATRECOR® group than in the comparator groups and this has been noted in
labeling since NATRECOR® was first marketed. It was not clear that the small increase was drug related.

Updated labeling for NATRECOR® was approved recently based on ongoing discussions with the U.S.
Food and Drug Administration. The revised label language is based on the analyses of survival data from
seven controlled studies, including the three studies used in the meta-analysis that recently appeared in
JAMA. The label now includes 30-day mortality data in addition to the 180-day data that previously
appeared in our label. The analyses show a nominal increase in mortality, but the increases are not
statistically significant, and thus remain of uncertain clinical significance.

In seven NATRECOR® clinical trials (1700 patients), the 30-day mortality rate is 5.3% in the NATRECOR®
treatment group as compared with 4.3% in the group treated with other standard medications. In four out
of these seven clinical trials where it was measured, the 180-day mortality rate is 21.7% in the
NATRECOR® treatment group as compared with 21.5% in the group treated with other standard
medications. None of these mortality differences reached statistical significance. As described in the
revised labeling, “There were few deaths in these studies, so the confidence limits around the hazard
ratios for mortality are wide. The studies are also small, so some potentially important baseline
imbalances exist among the treatment groups, the effects of which cannot be ascertained.”

A copy of the full Prescribing Information for NATRECOR?®, including the expanded “Effect on Mortality,”
section is attached for your reference.

Recent news focused on a meta-analysis published in JAMA regarding the potential risk of mortality
associated with the use of NATRECOR®. The same author published another meta-analysis that focused

Please see important safety information on reverse side.
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on the renal effects of NATRECOR® in the March 29" issue of Circulation. We take seriously the
guestions raised by the authors.

The JAMA meta-analysis is a three-study subset of the original clinical research on NATRECOR®. The
authors state that this meta-analysis is hypothesis generating only, and the observed differences were not
statistically significant.

Eugene Braunwald, MD, distinguished Hersey Professor of Medicine, Harvard Medical School, and
Chairman of TIMI Study Group at Brigham and Women’s Hospital in Boston, has agreed, at the
company’s request, to convene a panel of external experts to review all available studies and advise the
company on our clinical development program. Information will be available following the panel’s review.

We remain confident in the safety profile of NATRECOR® and the benefits it offers to patients with ADHF.
With the best interests of your patients in mind, we are committed to answering any questions that arise
as a result of these recent reports.

If you have questions or need additional information, please contact Scios Medical Information at 877-4-
NATRECOR (877-462-8732). Additionally, a summary of the 13 company-sponsored nesiritide clinical
trials can be accessed at www.natrecor.com.

Sincerely,

Darlene P. Horton, MD
Senior Vice President, Clinical Research and Medical Affairs

[att

IMPORTANT SAFETY INFORMATION

NATRECOR® (nesiritide) may cause hypotension. If hypotension occurs during administration of NATRECOR?®, the
dose should be reduced or discontinued, and blood pressure should be monitored closely. At the recommended
dose of NATRECOR®, the incidence of symptomatic hypotension (4%) was similar to that of IV nitroglycerin (5%).
Asymptomatic hypotension occurred in 8% of patients treated with either drug. The mean duration of symptomatic
hypotension was longer with NATRECOR® than IV nitroglycerin (2.2 versus 0.7 hours, respectively).

NATRECOR® may affect renal function in susceptible individuals. In patients with severe heart failure whose renal
function may depend on the activity of the renin-angiotensin-aldosterone system, treatment with NATRECOR® may
be associated with azotemia. Other adverse events reported at a rate of at least 5% during the first 24 hours of
infusion with either NATRECOR® plus standard care or IV nitroglycerin plus standard care therapy, included,
respectively: ventricular tachycardia (3%, 5%), nonsustained ventricular tachycardia (3%, 5%), headache (8%, 20%),
abdominal pain (1%, 5%), and nausea (4%, 6%).

Higher doses of NATRECOR® increased the risk of hypotension and elevated creatinine. NATRECOR® should not be
used in patients with systolic blood pressure <90 mm Hg or as primary therapy in patients with cardiogenic shock.

NATRECOR® is not recommended for patients for whom vasodilating agents are not appropriate and should be
avoided in patients with low cardiac filling pressures.

In seven Natrecor clinical trials, at 30 days, 5.3% in the Natrecor treatment group died as compared with 4.3% in the
group treated with other standard medications. In four clinical trials, at 180 days, 21.7% in the Natrecor treatment
group died as compared with 21.5% in the group treated with other medications. There is not enough information to
know if there is an increased risk of death after treatment with Natrecor.

Please see accompanying full prescribing information for NATRECOR®.

! Lee DS, Austin PC, Rouleau JL et al. Predicting mortality among patients hospitalized for heart failure: derivation
and validation of a clinical model. JAMA. 2003;290:2581-2587.






Natrecor® (nesiritide) for Injection

Preparation

The Natrecor holus must be drawn from the prepared infusion bag.

1. Reconstitute one 1.5 mg vial of Natrecor by adding 5 mL of diluent removed
from a pre-filled 250 mL plastic IV bag containing the diluent of choice.
After reconstitution of the vial, each mL contains 0.32 mg of nesiritide. The
following preservative-free diluents are recommended for reconstitution:
5% Dextrose Injection (D5W), USP; 0.9% Sodium Chloride Injection, USP;
5% Dextrose and 0.45% Sodium Chloride Injection, USP, or 5% Dextrose
and 0.2% Sodium Chloride Injection, USP.

2. Do not shake the vial. Rock the vial gently so that all surfaces, including
the stopper, are in contact with the diluent to ensure complete
reconstitution. Use only a clear, essentially colorless solution.

3. Withdraw the entire contents of the reconstituted Natrecor vial and add
to the 250 mL plastic IV bag. This will yield a solution with a concentration
of Natrecor of approximately 6 mcg/mL. The IV bag should be inverted
several times to ensure complete mixing of the solution.

4. Use the reconstituted solution within 24 hours, as Natrecor contains no
antimicrobial preservative. Parenteral drug products should be inspected
visually for particulate matter and discoloration prior to administration,
whenever solution and container permit. Reconstituted vials of Natrecor
may be left at Controlled Room Temperature (20 — 25°C; 68 — 77°F) as per
United States Pharmacopeia (USP) or may be refrigerated (2—8°C;

36— 46°F) for up to 24 hours.

Dosing Instructions

The Natrecor bolus must be drawn from the prepared infusion bag.

The recommended dose of Natrecor is an IV bolus of 2 mcg/kg followed by a

continuous infusion of 0.01 mcg/kg/min. Natrecor should not be initiated at a

dose that is above the recommended dose.

Prime the IV tubing with 5 mL of the solution for infusion prior to connecting

to the patient’s vascular access port and prior to administering the bolus or

starting the infusion.

The administration of the recommended dose of Natrecor is a two step

process:

Step 1. Administration of the IV Bolus

After preparation of the infusion bag, as described previously, withdraw the

bolus volume (see Weight-Adjusted Bolus Volume table) from the Natrecor

infusion bag, and administer it over approximately 60 seconds through an IV

portin the tubing.

Bolus Volume (mL) = Patient Weight (kg) / 3

Natrecor Weight-Adjusted Bolus Volume Administered Over 60 Seconds
(Final Concentration = 6 mcg/mL)
Patient Weight (kg) Volume of Bolus (mL = kg/3)
60 20.0
70 23.3
80 26.7
90 30.0
100 33.3
110 36.7

Step 2. Administration of the Continuous Infusion

Immediately following the administration of the bolus, infuse Natrecor

at a flow rate of 0.1 mL/kg/hr. This will deliver a Natrecor infusion dose of
0.01 mcg/kg/min.

To calculate the infusion flow rate to deliver a 0.01 mcg/kg/min dose, use the
following formula (see the following Weight-Adjusted Infusion Flow Rate for
Dosing table):

Infusion Flow Rate (mL/hr) = Patient Weight (kg) x 0.1

Natrecor Weight-Adjusted Infusion Flow Rate for a 0.01 mcg/kg/min Dose
following Bolus (Final Concentration = 6 mcg/mL)
Patient Weight (kg) Infusion Flow Rate (mL/hr)
60 6
70 7
80 8
90 9
100 10
110 11
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Natrecor® (nesiritide) for Injection

Dose Adjustments: The dose-limiting side effect of Natrecor is hypotension.
Do not initiate Natrecor at a dose that is higher than the recommended dose
of a 2 mcg/kg bolus followed by an infusion of 0.01 mcg/kg/min. In the VMAC
trial there was limited experience with increasing the dose of Natrecor above
the recommended dose (23 patients, all of whom had central hemodynamic
monitoring). In those patients, the infusion dose of Natrecor was increased by
0.005 mcg/kg/min (preceded by a bolus of 1 mcg/kg), no more frequently than
every 3 hours up to a maximum dose of 0.03 mcg/kg/min. Natrecor should not
be titrated at frequent intervals as is done with other IV agents that have a
shorter half-life (see Clinical Trials).

Chemical/Physical Interactions

Natrecor is physically and/or chemically incompatible with injectable
formulations of heparin, insulin, ethacrynate sodium, bumetanide, enalaprilat,
hydralazine, and furosemide. These drugs should not be co-administered as
infusions with Natrecor through the same IV catheter. The preservative
sodium metabisulfite is incompatible with Natrecor. Injectable drugs that
contain sodium metabisulfite should not be administered in the same infusion
line as Natrecor. The catheter must be flushed between administration of
Natrecor and incompatible drugs.

Natrecor binds to heparin and therefore could bind to the heparin lining of a
heparin-coated catheter, decreasing the amount of Natrecor delivered to the
patient for some period of time. Therefore, Natrecor must not be administered
through a central heparin-coated catheter. Concomitant administration of a
heparin infusion through a separate catheter is acceptable.

Storage

Store Natrecor at controlled room temperature (20— 25°C; 68 — 77°F); excursions
permitted to 15— 30°C (59 — 86°F; see USP Controlled Room Temperature), or
refrigerated (2 —8°C; 36 — 46°F). Keep in carton until time of use.

HOW SUPPLIED

Natrecor (nesiritide) is provided as a sterile lyophilized powder in 1.5 mg,
single-use vials. Each carton contains one vial and is available in the
following package:

1 vial/carton (NDC 65847-205-25)
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