CENTER FOR DRUG EVALUATION AND
RESEARCH

APPLICATION NUMBER: 18-821/S018

APPROVAL LETTER




s

NDA 17-854/5-039 MAR -9 1999
-NDA 18°821/5-018™

Wyeth-Ayerst Laboratories
Attention: Nanette E. Holston

P.O. Box 8299
Philadelphia, PA 19101-8299

Dear Ms. Holston:

Please refer to your supplemental new drug applications dated September 8, 1998, received
September 10, 1998, submitted under section 505(b) of the Federal Food, Drug, and Cosmetic
Act for Reglan (metoclopramide) Tablets, Injection, and Syrup, respectively.

We note that these supplements were submitted as 'Special Supplement ; Changes Being
Effected' under 21 CFR 314.70(c).

These supplemental new drug applications provide for revision of both the oral products package
insert, as well as the injection product insert to include “possible AV block” in the ADVERSE
REACTIONS section, Cardiovascular subsection. The supplements were submitted in response
to our July 5, 1998 letter, and your submissions stated the week of October 5, 1998 as the
implementation date for the change.

We have completed the review of these supplemental applications and have concluded that
adequate information has been presented to demonstrate that the drug products are safe and
effective for use as recommended in the submitted final printed labeling (package inserts

submitted September &, 1998). Accordingly, these supplemental applications are approved
effective on the date of this letter. '

We note that the ADMIXTURE COMPATIBILITIES section of the package inserts lists
multiple electrolytes and drugs, by specific manufacturer, with which Reglan Injection is
compatible. In a February 19, 1999 telephone conversation with Ms. Melodi McNeil, of this
Division, Mr. Johin Seneca, of your firm. indicated that several electrolytes and drugs (Potassium
Chloride, USP; Magnesium Sulfate, USP; Aminophylline, USP; Methylprednisolone Sodium
Succinate, USP, and Calcium Gluconate. USP) have been deleted from the ADMIXTURE
COMPATIBILITIES section of the inserts because they are no longer manufactured by ESI.
Please evaluate the compatibility of Reglan Injection with the drugs and electrolytes listed above.
as well as the others listed in the ADMIXTURE COMPATIBILITES section, in general, rather
than by specific manufacturer. Please provide this evaluation to us and consider whether
revision of the insert to remove the names of specific manufacturers is warranted.
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If a letter communicating important information about this drug product {i.e., a "Dear Health
Care Practitioner” letter) is issued to physicians and others responsible for patient care, we
request that you submit a copy of the letter to this NDA and a copy to the following address:

MEDWATCH, HF-2
FDA

5600 Fishers Lane
Rockville, MD 20857

We remind you that you must comply with the requirements for an approved NDA set forth
under 21 CFR 314.80 and 314.81.

If you have any questions, contact Melodi McNeil, Reguiatory Health Project Manager, at (301)
827-7310. :

Sincerely,

v ) 3[a]99
\O\ §3-4.99 ENL | :

Lilia Talarico, M.D.
Director

Division of Gastrointestinal and Coagulation Drug
Products

Office of Drug Evaluation 111
Center for Drug Evaluation and Research
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Division of Gastrointestinal & Coagulation Drug Products

CONSUMER SAFETY OFFICER REVIEW

Application Numbers and Name of Drug:

NDA 17-854/8-039; Reglan (metoclopramide) Tablets MAR -9 1939
NDA 17-862/5-042; Reglan (metoclopramide) Injection
‘_M_ND'A 18-821/5-018; Reglan (metoclopramide) Syrup

Sponsor: A.H. Robins

Material Reviewed

Submission Date(s): September 8, 1998, FPL
Receipt Date(s): September 10, 1998

Background and Summary Description: Reglan is approved in Tablet, Injection, and Syrup
formulations for a variety of gastrointestinal disorders. There are two separate package inserts
for these products. One is distributed with the oral products (Tablets and Svrup), and the other is
distributed with the Injectable product. According to the firm, the inserts differ only in format
(position of folds, bar codes, etc.); they are otherwise identical in content.

In a July 15, 1997 letter to the sponsor, the Division described the case of a 54-year old male
patient who became asystolic five minutes after a dose of Reglan IV push. The firm was
requested to analyze all available safety reports pertaining to compromised cardiac function.
provide that analysis, and consider whether labeling revisionswere warranted. In response to
this request, NDAs 17-854/8-039, 17-862/5-042, and 18-821/5-018 were submitted as “Special
Supplements — Changes Being Effected” in accordance with 21 CFR 314.70 (¢) to provide for
the addition of “possible AV block” to the ADVERSE REACTIONS section, Cardiovascular

subsection of the package insert.

Note: The firm provided 1) the analysis requested in the July 15, 1997 letter and 2) copies of all
referenced safety reports and literature reprints in support of this labeling change.

. Review
Oral Insert:

The submittéd insert (coded C1 4803-3; Revised April 27, 1998) was compared to the currently

approved insert (coded CI 4803-1; Issued December 14, 1995, approved June 24, 1996 with

NDAs m17—862/s-039, and 18-821/S-0_15). The following changes have been
made:




NDA 17-854/5-039
NDA 17-862/5-042
NDA 18-821/5-018

Page 2

. DESCRIPTION section:

J

142

This section has been modified as follows (throughout this review deletions are represented
by strikeouts; added text is represented by a double underline):

“2 mlf J single dose vials/ampuls; 10 mL sin‘gl_e dose vials; 30 mL single dose
vialg”

In a February 19, 1999 telephone conversation with Mr. John Seneca, Regulatory '
Affairs contact, he confirmed that thd ____J ampuls are no longer marketed.
Therefore, this is an acceptable editorial revision.

ADVERSE REACTIONS section, Cardiovascular subsection:
This section has been revised as follows: “Hypotension, hypertension, supraventricular

tachycardiaf  {bradycardia, and possible AV block (see CONTRAINDICATIONS and
PRECAUTIONS).”

According to Dr. Hugo Gallo-Torres, Medical Team Leader, the information submitted
by the firm is sufficient to justify this change, therefore, this revision is acceptable.

ADMIXTURE COMPATABILITIES section:

a. Physically And Chemically Compatible Up To 48 Hours subsection: “Potassium
Chloride, USP (ESI)™ has been deleted.

b. Physically Compatible Up To 48 Hours subsection: “Magnesium Sulfate, USP (ESI)”
has been deleted. '

c. Physically Compatible Up To 24 Hours subsection: “Aminophylline, USP (ESI)” and
“Methylprednisolone Sodium Succinate. USP (ESI)” have been deleted.

d. Conditionally Compatible subsection: ~Calcium Gluconate, USP (ESI)” has been
deleted.

In a February 19, 1999 telephone conversation with Mr. John Seneca, Regulatory
Affairs contact, he clarified that these electrolytes have been deleted from the
package insert because they are no longer manufactured by ESI. According to
Dr. Lilia Talarico, Division Director, these editorial revisions are acceptable,
however, the firm should be requested to evaluate the compatibility of Reglan
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Injectable with the electrolytes and drugs listed above (as well as the others listed in

this section) in_general, not just for certain manufacturers.

4., HOW SUPPLIED section:

a. The portion which describes Reglan Injection has been revised as follows: “Reglan®
Injectable 5 mg metoclopramide base (as the monohydrochloride monohydrate) per mL;
available in 2 mL single dose vials in cartons of 25 (NDA 0031-6709-72), 10 mL single .

dose vials in cartons of 25 (NDC 0031-6709-78), 30 mL single dose vials, ;

3 cartons of 25 (NDC 0031-6709-24), 2 mL ampuls in cartons

of 25 (NDA 0031-6709-95)("

’ — —

b. In addition, reference to thef jampul has been deleted from the table summarizing
the available container sizes for Reglan Injection.

The Agencx was notified that the

! i were deleted from the HOW SUPPLIED section of the package insert
in annual report —026 (Y-026) submitted to the Reglan Injection NDA (17-862) on
May 1, 1998. In a February 19, 1999 telephone conversation, Mr. John Seneca,
Regulatory Affairs contact, clarified that the deletions were made because these

package configurations are no longer marketed. Therefore, this is an acceptable
editorial revision.

5. Manufacturer/Distributor block:
This section has been revised as follows: “Reglan Injectable is manufactured for

Pharmaceutical Division, A.H. Robins Company, Richmond, Virginia 23220 by Elkins-Sinn,
1:? Cherry Hill, NJ 08003, a Jdivision of A.H. Robins. n

This is an acceptable editorial revision.

6. Overall:

The firm’has made numerous minor editorial and formatting changes which do not affect the
- meaning of the information that is presented. such as:

.a.  All section headings have been revised from bold type, initial capital letters only to bold
type, all capital letters (e.g., “How Supplied” to “HOW SUPPLIED").

b. All subsection headings have been revised from regular type, all capital letters to bold

"
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type, initial capital letters only (e.g., "DRUG INTERACTIONS” to “Drug
Interactions™). '

c. The storage statement has been revised from regular to bold type.
These are acceptable editorial revisions.

IV Insert:

The submitted i.v. insert (coded CI 4804-2; Revised July 2, 1998) was compared to the
submitted oral insert. They are identical in content.

Conclusions

The package inserts are acceptable as submitted and can be considered the currently approved
labeling. The firm should be sent an Approval letter. However, as indicated above, the firm
should also be requested to evaluate the compatibility of Reglan Injectable with the drugs and
electrolytes specified in the ADMIXTURE COMPATIBILITIES section, as well as the ones that
were editorially deleted, in general, not just for certain manufacturers.

{ S\ sfike

Regulatory Health Project Manager

3\ )iy
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