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: DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service

Food and Drug Administration
Rockville MD 20857

NDA 11-552/SLR-112

GlaxoSmithKline

Attention: Thomas F. Kline

Assistant Director, U.S. Regulatory Affairs

1250 S. Collegeville Road .

P.O.Box 5089 -
Collegeville, PA 19426

Dear Mr. Kline:

Please refer to your supplemental new drug application dated March 1, 2001, received March 5, 2001 ,
submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act for Stelazine
(trifluoperazine HCI) Tablets, Injection, and Concentrate.

We acknowledge receipt of your submission dated March 1, 2001. Your submission of March 1, 2001
constituted a complete response to our action letter of February 9, 2001.

This supplemental new drug application provides for labeling changes as requested in our letter of
‘September 25, 2000, specifically modification of labeling text to more clearly state that these agents are
- indicated for the treatment of schizophrenia.

We have completed the review of this supplemental application, as amended, and have concluded that
adequate information has been presented to demonstrate that the drug product is safe and effective for
use as recommended in the agreed upon labeling text. Accordingly, the supplemental application is
approved effective on the date of this letter.

The final printed labeling (FPL) must be identical to the enclosed draft labeling (package insert
submitted March 1, 2001).

Please submit the copies of final printed labeling (FPL) electronically according to the guidance for
industry titled Providing Regulatory Submissions in Electronic Format - NDA (January 1999).
Alternatively, you may submit 20 paper copies of the FPL as soon as it is available but no more than 30
days after it is printed. Please individually mount ten of the copies on heavy-weight paper or similar
material. For administrative purposes, this submission should be designated "FPL for approved
supplement NDA 11-120/SLR-086." Approval of this submission by FDA is not required before the
labeling is used. -

If a letter communicating important information about this drug product (i.e., a "Dear Health Care
Professional” 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, call Steven D. Hardeman, R.Ph., Senior Regulatory Project Manager, at
(301) 594-5525. C e——

Sincerely,

{See appended electronic signature page}

Russell Katz, M.D.

Director

Division of Neuropharmacological Drug Products
Office of Drug Evaluation I

Center for Drug Evaluation and Research
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SCHIZOPHRENIA
IN CHILDREN
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Russell Katz
4/3/01 10:28:58 AM

APPEARS THIS WAY
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Review and Evaluation of Clinical Data
NDA #11-552

Sponsor: SmithKline Beecham

Drug: Stelazine Tablets, Injection, and
Concentrate ’

Indication: Schizophrenia C e

Material Submitted: SLR-112: Response to Request for
Labeling Change

Correspondence Date: December 15, 2000

Date Received: December 18, 2000

On 9-25-00, the Division issued a letter to all holders of
NDA’'s for antipsychotic drug products that requested
modification of labeling language to more clearly indicate
that these agents are indicated for the treatment of
schizophrenia. This submission contains the response from
SmithKline Beecham with respect to Stelazine.

Amended labeling was reviewed and most of the requested
changes have been incorporated into draft labeling.
However, in four places in labeling (under DESCRIPTION,
INDICATIONS, and in two locations under DOSAGE AND
ADMINISTRATION), the sponsor proposes to retain language
which suggests that Stelazine in indicated for psychosis,
such as or including schizophrenia. They contend that a
restriction of the indication to schizophrenia may be
misleading to prescribers and would unnecessarily restrict
its use since Stelazine is commonly used to treat psychotic
disorders of all etiologies.

The purpose of this labeling initiative is to discontinue
the currently misleading use of “psychosis” as the
indication for these drugs, which were approved on the
basis of antipsychotic efficacy in patients with
schizophrenia. The fact that off-label use of a drug is
common cannot justify the continuance of labeling which
suggests efficacy in conditions other than those for which
the drug is approved. Hence, the sponsor’s objection to
these changes is not defensible.



It is recommended that the sponsor be notified that
approval of this supplement is contingent on implementation
of all requested changes to clearly state that Stelazine is
indicated for the treatment of schizophrenia as opposed to
the more general indication of psychotic disorders.

Gregory M. Dubitsky, M.D.
January 26, 2001

APPEARS THIS WAY
ON ORIGINAL

cc: NDA #11-552
HFD-120 (Div. File) -
HFD-lZO/GDubitsky
/TLaughren
/SHardeman



Greg Dubitsky
1/26/01 10:03:35 AM
MEDICAL OFFICER

Thomas Laughren
1/26/01 01:02:17 PM
MEDICAL OFFICER

I agree that this supplement is not approvable.--TPL

——

- APPEARS THIS WAY
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i&‘ DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service
w: "o

Food and Drug Administration
Rockville MD 20857

NDA 11-552/SLR-112

SmithKline Beecham -
Attention: Thomas F. Kline

Assistant Director, U.S. Regulatory Affairs

1250 S. Collegeville Road ' -
P.O.Box 5089

Collegeville, PA 19426

Dear Mr. Kline:

Please refer to your supplemental new drug applications dated December 15, 2000, received December 18,
2000, submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act for Stelazine (triffuoperazine
HCI) Tablets, Injection, and Concentrate.

These supplements were submitted in response to the Agency letter of September 25, 2000, addressed to all
holders of NDA's for antipsychotic drugs whose products are labeled as indicated for “the management of the
-manifestations of psychotic disorders."

We have completed our review and note that most of the changes requested in our letter have been incorporated.

However, you assert that a restriction of the indication to schizophrenia may be misleading to prescribers and
would unnecessarily restrict its use since Stelazine is commonly used to treat psychotic disorders of all etiologies.
Thus, changes under DESCRIPTION, INDICATIONS, and DOSAGE AND ADMINISTRATION are not
completely in compliance with our request.

We find the information presented is inadequate, and the supplemental applications are not approvable under
section 505(d) of the Act and 21 CFR 314.125(b).

The purpose of this labeling initiative is to abate the currently misleading use of “psychosis” as the indication for
these drugs, which were approved on the basis of antipsychotic efficacy in patients with schizophrenia. The fact
that off-label use of a drug is common cannot justify the continuance of labeling which suggests efficacy in
conditions for which the drug is not approved. Hence, your objection to these changes is not tenable.

~ Within 10 days after the date of this letter, you are required to amend the supplemental applications, notify us of
your intent to file amendments, or follow one of your other options under 21 CFR 314.120. In the absence of
any such action FDA may proceed to withdraw the applications. Any amendment should respond to all the
deficiencies listed. We will not process a partial reply as a major amendment nor will the review clock be
reactivated until all deficiencies have been addressed. :



NDA 11-552/SLR-112
Page 2

These products may be considered to be misbranded under the Federal Food, Drug, and Cosmetic Act if they
are marketed with these changes prior to approval of these supplemental applications.

If you have any questions, call Steven D. Hardeman, R.Ph., Senior Regulatory Project Manager, at (301)
594-5525.

Sincerely,
{See appended electronic Signétxlre page} -

Russell Katz, M.D.

Director

Davision of Neuropharmacological Drug Products
Office of Drug Evaluation 1

Center for Drug Evaluation and Research

APPEARS THIS WAY
ON ORIGINAL



Russell Katz
2/2/01 11:24:40 AM
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Review and Evaluation of Clinical Data
NDA #11-552

Sponsor: GlaxoSmithKline

Drug: Stelazine

Indication: Schizophrenia

Material Submitted: SLR-112 (AL) : Response to—Request for

Labeling Change
Correspondence Date: March 1, 2001

Date Received: March 5, 2001

On 9-25-00, the Division issued a letter to all holders of
NDA’'s for antipsychotic drug products that requested
modification of labeling language to more clearly indicate
that these agents are indicated for the treatment of
schizophrenia. This submission contains the response from
GlaxoSmithKline with respect to Stelazine.

Labeling changes are indicated in Attachment 1 to this
submission. These changes were reviewed and are in
compliance with our request.

It is recommended that this supplement be approved.

Gregory M. Dubitsky, M.D.
March 26, 2001

APPEARS THIS WAY
ON ORIGINAL

cc: NDA #11-552
HFD-120 (Div. Files) -
HFD—lZO/GDubitSky
/TLaughren
/SHardeman



Greg Dubitsky
3/26/01 04:49:14 PM
MEDICAL OFFICER

Thomas Laughren
3/27/01 12:25:30 PM
MEDICAL OFFICER

I agree that this supplement may be approved.--TPL

——
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