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NDA19-386/S-021

Date of Submissions: Octobe’r.24, 2002

Date of Review: December 3, 2002

Applicant Name:  Baxter Healthcare Corporation, Anesthesia & Critical Care

Product Names: Brevibloc Injection 10 mg/mL in 10 mL ready-to-use vials (19-386/S-021)
Evaluation:

This submission represents the completion of a phase 4 commitment which was agreed upon by Baxter Healthcare
Corporation, Anesthesia & Critical Care with the approval of a supplemental application, S-018, for Brevibloc
Premixed Injection 10mg/mL packaged in 250 mL bags on February 16, 2001. This commitment is as follows:

Baxter PPI makes a post-approval commitment to reevaluate the subject formulation to either eliminate or
significantly reduce overage of esmolol HCl added in the formulation, and submit it as a supplement. The
detailed plans of action will be submitted by August 2001 for the Brevibloc Premixed Injection and by
February 2002 for the Brevibloc Concentrate. At the time you submit your plans, please include a date the
at the supplement(s) will be submitted.

Baxter Healthcare Corporation, Anesthesia & Critical Care proposes the following labeling changes to the package
insert:

1. The addition of the following to the title of the package insert:

BREVIBLOC PREMIXED INJECTION

(Esmolol Hydrochloride)

DOUBLE STRENGTH

Ready-to-use Bags

100 mL Bags

Iso-Osmotic Solution of Esmolol Hydrochloride in Sodium Chloride
For Intravenous Use

Can be used for direct intravenous use,

Esmolol Hydrochloride concentration = 20 milligrams/mL (20,000 micrograms/mL)
Single Patient Use Only

No Preservatives Added

2. The addition of the following line to the title under the BREVIBLOC INJECTION, Ready-to-use Vials, 10mL
Vials: .

Iso-Osmotic Solution of Esmolol Hydrochloride in Sodium Chloride

3. The addition of the following paragraph at the end of the DESCRIPTION section, Brevibloc Premixed
Injection subsection:

.2000 mg, 100 mL Single Use Premixed Bag DOUBLE STRENGTH - Each mL contains 20 mg Esmolol
Hydrochloride, 4.1 mg Sodium Chloride, USP and Water for Injection, USP; buffered with 2.8 mg Sodium
Acetate Trihydrate. USP and 0.546 mg Glacial Acetic Acid, USP. Sodium Hydroxide and/or Hydrochloric
Acid added, as necessary, to adjust pH to 5.0 (4.5-5.5). The calculated osmolarity is 312mOsmol/L. The
100 mL bag is non-latex, non-PVC IntraVia bag with dual PVC ports. The IntraVia bag is manufactured
from a specially designed multilayer plastic (PL 2408). Solutions in contact with the plastic container leach
out certain chemical compounds from the plastic in very small amounts; however, biological testing was
supportive of the safety of the plastic container materials. See DOSAGE AND ADMINISTRATION,
Directions for Use of the Premixed Bag for additional information.

4. The DESCRIPTION section, Brevibloe Injection subsection has been changed from:
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BREVIBLOC INJECTION is a clear, colorless to light yellow, sterile, nonpyrogenic solution.

100 mg, 10 mL Single Dose Vial - Each mL contains 10 mg Esmolol Hydrochloride and Water
for Injection, USP; buffeted with 2.8 mg Sodium Acetate Trihydrate, USP and 0.546 mg Glacial Acetic
Acid,'USP. Sodium Hydroxide and/or Hydrochloric Acid added, as necessary to adjust pH to 4.5-5.5.

To:

BREVIBLOC INJECTION is a clear, colorless to light yellow, sterile, nonpyrogenic, iso-osmotic solution
of esmolol hydrochloride in sodium chloride.

100 mg, 10 mL Single Dose Vial — Each mL contains 10 mg Esmolol Hydrochloride, 5.9 mg
Sodium Chloride, USP and Water for Injection, USP; buffered with 2.8 mg Sodium Acetate Trihydrate,
USP and 0.546 mg Glacial Acetic Acid, USP. Sodium Hydroxide and/or Hydrochloric Acid added, as
necessary to adjust pH to 5.0 (4.5-5.5).

5. Inthe DOSAGE AND ADMINISTRATION section, the subsection heading has been changed from:
Directions for Use of Brevibloc Premixed Injection
To:

Directions for Use of Brevibloc Premixed Ihjection and Brevibloc Premixed Injection DOUBLE
STRENGTH

6. Inthe DOSAGE AND ADMINISTRATION section, Directions for Use of Brevibloc Premixed Injection
and Brevibloc Premixed Injection DOUBLE STRENGTH subsection, the paragraph has been changed from:

This dosage form is prediluted to 250 mL to provide a ready-to-use, iso-osmotic solution of 10 mg/mL
esmolol hydrochloride in sodium chloride. Do not introduce additives to BREVIBLOC PREMIXED
INJECTION. See Directions for Use of the Premixed Bag for additional information.

To:

This dosage form is prediluted to 100 or 250 mL to provide a ready-to-use, iso-osmotic solution of 20 or 10
mg/mL esmolol hydrochloride in sodium chloride. Do not introduce additives to BREVIBLOC
PREMIXED INJECTION or BREVIBLOC PREMIXED INJECTION DOUBLE STRENGTH. See
Directions for Use of the Premixed Bag for additional information.

7. Inthe DOSAGE AND ADMINISTRATION section, Directions for Use of the Premixed Bag subsection,
the first sentence has been changed from:

BREVIBLOC PREMIXED INJECTION is provided in 250 mL IntraVia bags, which are ready-to-use, non-
latex, non-PVC bags with two ports, a medication port and a delivery port.

To:

. BREVIBLOC PREMIXED INJECTION and BREVIBLOC PREMIXED INJECTION - DOUBLE
STRENGTH are provided in 250 mL and 100 mL IntraVia bags, which are ready-to-use, non-latex, non-
PVC bags with two ports, a medication port and a delivery port.

8. The following paragraph was added to the end of the DOSAGE AND ADMINISTRATION section,
Directions for Use of the Premixed Bag subsection:

The Brevibloc Premixed Injection DOUBLE STRENGTH contains Esmolol Hydrochloride at a
concentration of 20 milligrams/mL. When using 20 milligrams/mL concentration, a loading dose of 0.5
milligrams/kg infused over 1 minute period of time, for a 70 kg patient, is 1.75 mL. The loading dose can
be removed from the medication port of the premixed bag.
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9. InFigure 1. Two-Port IntraVia Bag, the text to describe the two ports, “Medication Port (for withdrawing initial
bolus)” and “Delivery Port”, was deleted.

10. In the DOSAGE AND ADMINISTRATION section, Directions for Use of the Premixed Bag subsection, the
last sentence under the directions TO OPEN has been changed from:

Do not introduce additives to BREVIBLOC PREMIXED INJECTION.
To:

Do not introduce additives to BREVIBLOC PREMIXED INJECTION or BREVIBLOC PREMIXED
INJECTION - DOUBLE STRENGTH.

11. The first sentence in the DOSAGE AND ADMINISTRATION section, Directions for Use of the 10 mL
Ready-to-use Vial (10 milligrams/mL) has been changed from:

This dosage form is prediluted to provide a ready to use 10mg/mL concentration recommended for
BREVIBLOC intravenous administration.

To:

This dosage form is prediluted to provide a ready-to-use, iso-osmotic solution of 10mg/mL esmolol
hydrochloride in sodium chloride recommended for BREVIBLOC intravenous administration.

12. The following has been added to the HOW SUPPLIED section:

BREVIBLOC PREMIXED INJECTION - DOUBLE STRENGTH
NDC 10019-075-87, 2000 MG — 100 Ml IntraVia Bags

13. The description of the BREVIBLOC INJECTION in the HOW SUPPLIED section has been changed from:
NDC 10019-015-01, 100 mg — 10 mL Ready-to-use Vials, Box of 20
To: |
NDC 10019-115-01, 100 mg — 10 mL Ready-to-use Vials, Package of 25

Baxter Healthcare Corporation, Anesthesia & Critical Care proposes the following labeling changes to the container
labeling:

10 mI, Ready-to-use Vial Label

1. Changed the NDC number from:
10019-015-71
To: -
10019-115-39.

2. Changed the strength description from:
100 mg/10 mL (10mg/mL)

To:
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100 mg/10 mL
(10mg/mL)

3. Moved the “Rx only” from the third line of text below the lavender band with the drug name to immediately

below the lavender band with the drug name.

4. Inserted “Iso-Osmotic” on the line below “FOR INTRAVENQOUS USE”

5. Deleted the following:

“ Each mL contains 10 mg Esmolol Hydrochloride and Water for Injection, USP. Buffered with Sodium
Acetate Trihydrate, USP and Glacial Acetic Acid, USP. Sodium Hydroxide and/or Hydrochloric Acid

added to adjust pH to 5.0 (range 4.5-5.5).
6. Moved and changed component code from:
“400-409-04" above the bar code
To:
“460-325-00" below the bar code
7. Changed the bar code and corresponding numbers below the bar code.
25 X 10 mL Vials Tray Label
1. Changed the NDC number from:
10019-015-71
To:
10019-115-01
2. Changed the quantity and description from:
20 X 10 mL Ready-to-use Vials
To:
25 X 10 mE Ready-to-use Vials

3. Changed product description from:

lEach mL contains 10 mg Esmolol Hydrochloride and Water for Injection, USP. Buffered with Sodium
Acetate Trihydrate, USP and Glacial Acetic Acid, USP. Sodium Hydroxide and/or Hydrochloric Acid

added to adjust pH.

To:

Each mL contains 10 mg Esmolol Hydrochloride and 5.9 mg Sodium Chloride, USP in Water for Injection,
USP. Buffered with Sodium Acetate Trihydrate, USP and Glacial Acetic Acid, USP. Sodium Hydroxide
and/or Hydrochloric Acid added to adjust pH to 5.0 (range 4.5-5.5).

4. The storage guidelines have been changed from:
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