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- Hoechst Marion Roussel

August 25, 1998

Solomon Sobel, M.D. Hoechst Marion Roussel, Inc.

Director

Division of Metabolic and Endocrine Drug Products (HFD-510) 10236 Marion Park Drive

Office of Drug Evaluation II Mail: PO. Box 962°

Food and Drug Adminisaion e S

g:gg(t)e;_ﬁ; Drfﬁn Evaluation and Research U'S. Web ste: sest hrort com
ishers Lane

Rockville, MD 20857 - -

Subject: Amaryl® (glimepiride Tablets)
NDA 20-496/Supplement 002
Additional information on the use of Amaryl concomitantly with metformin

Dear Dr. Sobel:

In reference to your letter to Dr. Michael Nicholas dated August 10, 1998, please find the enclosed abstract
titled “Addition of Glimepiride Significantly Improves Glycaemic Control in Type 2 Diabetic Patients
Insufficiently Controlled on Metformin” (Diabetes, volume 47, supp. 1, page A351, abstract 1355). You
requested additional information from a small study of 3 months duration in at least 50 patients to support
the use of Amaryl concomitantly with metformin when diet, exercise, and Amaryl or metformin alone do
not result in adequate glycemic control,

This abstract describes a double-blind, randomized study conducted by Hoechst Marion Roussel associates
o in France. The study was 20 weeks in duration and compared the efficacy and safety of Amaryl given in

( combination with metformin to either drug given as monotherapy in 369 Type 2 diabetic patients. The
frequency of symptomatic hypoglycemia was higher in patients receiving the combination therapy (22%)
when compared to either drug alone (Amaryl, 13%; metformin, 12%). The percentage of patients with
adverse events was 52.0% in the metformin group, 46.3% in the Amaryl group, and 48.3% in the
combination group. The incidence of gastrointestinal adverse events was slightly higher in the metformin
group (12.0%) when compared to the combination group (6.9%) and the Amaryl group (5.4%).

Please refer to the letter from Dan Henry, RPh dated November 3, 1997, for the prescribing information.
At this time, no changes are planned based on the above information.

We understand that these changes to Amary! Tablet labeling may not be implemented until we have been
notified in writing that the supplement application is approved.

Please contact me at (816) 966-5381 if you have further questions or need additional informan’on.‘

Sincerelﬁ, W

Carol Childers, PharmD
Associate Regulatory Analyst
US Regulatory Affairs, Marketed Products

Enclosure: Abstract titled “Addition of Glimepiride Significantly Improves Glycaemic Control in
Type 2 Diabetic Patients Insufficiently Controlled on Metformin” (Diabetes, volume 47,
supp. 1, page A351, abstract 1355)

Hoechst "

Hoechst Marion Roussel
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Hoechst Marion Roussel, Inc.
: February 12, 1998 10236 Marion Park Drive
i Mail: PO. Box 9627
. ) Kansas City, MO 64134-0627
Telephone (816) 966-5000
Solomon Sobel, M.D. -
Director
Food and Drug Administration

Center for Drug Evaluation and Research

Division of Metabolism and Endocrine Drug Products, HFD-510
Attention: DOCUMENT CONTROL ROOM

5600 Fishers Lane |

Rockville, MD 20857

Subject: Amaryl® (glimepiride) Tablets
NDA 20-496
Resubmission of Prior Approval Supplement dated November 3, 1997

Dear Dr. Sobel:

(; - Enclosed is the resubmission of the November 3, 1997 Prior Approval Supplement for the above
‘ referenced NDA, which provided for changes to the following sections: Clinical Pharmacology,
Indications and Usage, Precautions, and Dosage and Administration.

We also refer to the Division’s letter, dated January 27, 1998, requesting the appropriate User Fee
for this Prior Approval Supplement and hereby notify the Division that payment has been
submitted. We understand that the review for fileability will begin upon notification by the bank
that payment was received.

If you have any questions or need additional information, please contact me at 816-966-7796
(FAX 816-966-6794).

: Sincerely,
' REVIEWS COMPLETED
’ CSO ACTION:
: mi?ﬁgtgulawrymrs Ciermer CInaL CIMemo
: Marketed Products
CSO INTMALS DATE

. ——

|
|
Hoechst Marion Roussel ) |
A member of the Hoechist Group |

Hoechst &2




November 3, 1997

) ND2 SUEL o e |
Hoechst Marion Roussel, Inc.
Solomon Sobel, M. D 10236 Marion Park Drive
Director Mail: PO. Box 9627
Division of Metabolism and Endocrine Drug Products (HFD-510) Kansas City, MO 64134-0627
Office of Drug Evaluation Il Telephone (816) 966-5000 <
Food and Drug Administration
Center for Drug Evaluation and Research
5600 Fishers Lane
Rockville, MD 20857
Aol
A
Subject: Amaryl® (glimepiride Tablets)
NDA 20-496
PRIOR APPROVAL SUPPLEMENT Y 4{ L»go . \%, A) %\
Dear Dr. Sobel: K 721) >
m&{ﬂuﬁlﬂ L o ) LUZ!W”C‘/ B
Enclosed please find the attached draft prescribing information for Amaryl Tablets. The intent of this e

correspondence is to file a Prior Approval Supplement requesting changes to the below noted secnons of /]
.~ the Amaryl Tablet prescribing information. !

In that Amary! clinical exposure is limited, we are submitting annotated labeling references and hterat&mz
references based on approved changes to the metformin prescribing information.. / S k
The enclosed prescribing information has been revised to reflect the following proposed changes: 'j;/ ; / c7’

’ (Additions are highlighted for your convenience -see attachment)

CLINICAL PHARMACOLOGY

INDICATIONS AND USAGE

Hoechst Marion Roussel i

wad
>
[+
L

Mitiragnr  ORIGINAL &S
Hoechst Marion Roussel

NDA 10ROV im=e Mo (OO R
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PRECA IITTNNS -
2
w0
[+
o —
o]
B
e
DOSAGE AND ADMINISTRATION ; ! ;
>
AMARYL® - Metformin combination Therapy : 3
+ 0
g
g L
—
]
o - 4
We understand that these changes to Amaryl Tablet labeling may not be implemented until we have been §
notified in writing that this supplement application is approved. by
r
If you have any questions or need additional information, please contact me at 816-966-7796 (FAX 816- &
966-6794)
S COMPLETED
Sincerely, REVIEW
CSO ACTION:
o A
LETTER NAL MEMO
Dan Henry, RPH ’ D D D
Manager, US Regulatory Affairs, Marketed Products >
CSO INITIALS DATE o
R -d
Enclosures:
Revised draft Amaryl Tablet prescribing information
Annotated draft Amaryl Tablet prescribing information and supporting ¢ data
-
>
)
nN
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| DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service
é Norineto.

Food and Drug Administration
Rockville MD 20857

Py

- NDA 20-496/5-002

Hoechst Marion Roussel Inc.
Attention: J. Michael Nicholas, Ph.D. ‘ FEB 26 1908
Director, U.S. Regulatory Affairs
10236 Marion Park Drive
Kansas City, MO 64134-0627
Dear Dr. Nicholas:
We acknowledge receipt of your supplemental application for the following:
Name of Drug Product: ~ ~ AMARYL (glimepiride tablets)
NDA Number: NDA 20-496
Supplement Number: S-002
(, \ Therapeutic Classification: Standard
Date of Supplemgnt: November 3, 1997
You were notified via telephone on November 6, 1997, and in our letter dated

January 27, 1998, that your supplemental application for Amary! (glimepiride) was not
accepted for filing due to non-payment of fees. '

This is to inform you that the Agency has received all fees owed and your supplemental
application has been accepted as of February 10, 1998.

Unless we notify you within 60 days of our receipt date that the application is not sufficiently
complete to permit a substantive review, this application will be filed under section 505(b) of
the Act on April 11, 1998, in accordance with 21 CFR 314.101(a). If the application is filed,
the goal date under FDAMA will be February 10, 1999, '

Please cite the NDA and supplement number listed above at the top of the first page for any
communications concerning this application and address any correspondence to: .

Food and Drug Administration
‘ Center for Drug Evaluation and Research ] o
B Division of Metabolic and Endocrine Drug Products, HFD-510
( Attention: DOCUMENT CONTROL ROOM
5600 Fishers Lane
Rockville, Maryland 20857
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If you have any questions, please contact Michael F. Johnston, R.Ph., Regulatory
Management Officer, at (301) 827-6423.

Sincerely yours, »

7o .
3/ - Hrefy
~ Enid Galfds |

Supervisory Project Manager

Division of Metabolic and Endocrine Drug

Products (HFD-510)
Office of Drug Evaluation II
Center for Drug Evaluation and Research
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; Food and Drug Administration
» Rockville MD 20857
NDA 20-496/5-002
~ Hoechst Marion Roussel Inc. : JAN 27 1998

Attention: J. Michael Nicholas, Ph.D.

Director, U.S. Regulatory Affairs

10236 Marion Park Drive . _ - :
Kansas City, MO 64134-0627 . -

Dear Dr. Nicholas:
-’Wé aclméwledgc receipt}of yoﬁr supplemental application for the following:
Name of Drug Product: AMARYL (glimepiﬁdevtablets)‘
NDA Number: - NDA 20496
Supplement Number: S-002 |
. Therapeutic Classification: ~Standard
lSate of Suppleme;lt: November 3, 1997
Date of Receipt: November 4, 1997

‘We have not received the appropriate user fee for this application. Under section 736(e) of the
Prescription Drug User Fee Act of 1992 (PDUFA), as amended by the Food and Drug
Administration Modernization Act of 1997, an application is considered incomplete and will
not be accepted for filing until all fees owed have been paid. Therefore, this supplemental
application is not accepted for filing. We will not begin a review of this supplemental
application's adequacy for filing until FDA has been notified that the appropriate fee has been
paid. Payment should be submitted to the following address: ‘

" Food and Drug Administration -
P.O.Box360909
 Piusburgh, PA 15251-6909

If checks are to be sent by a courier that requires a street address, they can
following address: R ST

- 3 : MellonBank =~ - .
.~ Three Mellon Bank Center

"~ 27 Floor (FDA 360909)

. Pittsburgh, PA  15259-0001
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NOTE: This address is for courier delivery only. Make sure the FDA Post Office N
/" Box Number (P.O. Box 360909) is on the enclosed check. =~
/ ‘ : :

- The receipt date for this submission (which begins the review for fileability) will be the date

~ the review division is notified that payment was received by the bank. - ' * -

All communications concerning this supplemental application should be addressed as follows:

Food and Drug Administration
Center for Drug Evaluation and Research )
- Division of Metabolic and Endocrine Drug Products, HFD-510
Attention: DOCUMENT CONTROL ROOM
- 5600 Fishers Lane
Rockville, Maryland 20857

If you have any questions, please contact Michael F. Johnston, R.Ph., Regulatory
Management Officer, at (301) 827-6423. g

- Sincerely yours,

/S tfarfrf

‘Sefomon Sdbel, M.D.

Director :

Division of Metabolic and Endocrine Drug
Products (HFD-510) :

"Office of Drug Evaluation I

Center for Drug Evaluation and Research

APPEARS THIS way -

-




