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Public Health Service

-'/é DEPARTMENT OF HEALTH & HUMAN SERVICES

NDA 20-496/S-002

Hoechst Marion Roussel, Inc.
Attention: J. Michael Nicholas, Ph.D.
Director, U.S. Regulatory Affairs
10236 Marion Park Drive

Kansas City, MO 64134-0627

Dear Dr. Nicholas:

Food and Drug Administration
Rockville MD 20857

AUG 10 1998

Please refer to your supplemental new drug application dated November 3, 1997, received

February 10, 1998, submitted under section 505(b) of the Federal Food

for Amary] (glimepiride) 1, 2 and 4 mg Tablets.

We acknowledge receipt of your submissions dated Jan

, Drug, and Cosmetic Act

uary 27, February 10, 12, and 26, and

March 12, 1998. The user fee goal date for this application is August 10, 1998.

( . We have corhpleted the review of this application, as amended, and it is approvable. Before this
) application may be approved, however, it will be necessary for you to address the following:

Please submit information that reflects any safety data that you may have on the usage of
metformin and glimepiride in combination. If such material cannot be provided, a small
study of about 3 months’ duration should be conducted in at least 50 patients that will

provide information on the safety of this combination.

In addition, it will be necessary for you to submit revised draft labeling reflecting the additional

safety information, All previous revisions as reflected in the most recen
must be included. To facilitate review of your submission, please
marked-up copy that shows the changes that are being made.

tly approved labeling
provide a highlighted or

partial reply as a major amendment nor will the review clock be reactivated unti] all deficiencies

have been addressed.
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This product may be considered to be misb.

randed under the Federal F ood, Drug, and Cosmetic

Act if it is marketed with these changes prior to approval of this supplemental application.

If you have any questions, contact Ms. Jena Weber, Project Manager, at (301) 827-6422. .

Sinc;erely, ;

/8]
“Solomon Sobel/M.D.
Director
Division of Metabolic and Endocrine Drug Products
Office of Drug Evaluation II
Center for Drug Evaluation and Research

1
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May 30, 1997

Centeral Document Room

Hoechst Marion Roussel

Hoechst Marion Roussel, Inc.

10236 Marion Park Drive
Mail: PO. Box 9627

Center for Drug Evaluation and Research Kansas Citv, MO 64134-0627

Food and Drug Administration

Park Bldg., Room 2-14
12420 Parktown Drive
Rockville, MD 20857

Telephone (816) 966-5000 -

Subject: NDA 20-496: Amendment of Patent Information

Dear Sir:

The undersigned submits the following amendment to the patent information previously
submitted for Amaryl™ in NDA 20-496.

PATENT NUMBER:

United States Patent No. 4,379,785

NEW EXPIRATION DATE: April 6, 2005

PATENT OWNER:

TYPE OF PATENT:

Hoechst Aktiengesellschaft
65926 Frankfurt am Main
Federal Republic of Germany

Drug substance, Drug Product Composition and
Method of Use.

The undersigned declares that United States Patent No. 4,379,785 covers glimepiride, the
drug substance contained in the drug product Amaryl™ which is the subject of NDA
20-496. Amaryl™ is currently approved under Section 505(b)(1) of the Federal Food,

Drug and Cosmetics Act.

Two copies of this declaration are submitted. Please list the above patent in the Orange

Book Publication.

Submitted by: _SZepre LAl e
Elaine Waller

Vice President ‘
North American Drug Regulatory Affairs

Hoechst Manion Roussel
A member of the Hoechst Group

Hoechst




EXCLUSIVITY SUMMARY for NDA # 20-496 SUPPL # _ 002

Trade Name Amaryl __ Generic Name Glimepiride Tablets

Applicant Name Hoechst Marion Rousse] Inc, HFD-510  ApprovalDate

PARTI wmmzmﬂm?
1.

An exclusivity determination will be made for all ori%inal applications, but only for certain

supplements. Complete Parts II and II of this Exc
"yes" to one or more of the following questions about the submission.

a) Is it an original NDA? YES /_/ NO/ X/
b) Is it an effectiveness supplement? YES /X / NO/__/

If yes, what type? (SE1, SE2, etc.) SE1

usivity Summary only if you answer

c) Did it require the review of clinical data other than to support a safety claim or
change in labeling related to safety? (If it required review only of bioavailability

or bioequivalence data, answer "no. ")
YES/X/ NO/! [/

————

If your answer is "no" because you believe the study is a bioavailabili
therefore, not eligible for exclusivity, EXPLAIN why it is a bioavaila

study and,
ility study,

including your reasons for disagreeing with any ardgu.ments made by the applicant
y

that the study was not simply a bioavailability study.

If it is a supplement requiring the review of clinical data but it is not an
effectiveness supplement, describe the change or claim that is supported by the

clinical data:

d) Did the applicant request exclusivity? YES/ / NO I X/

e

If the answer to (d) is "yes,” how many years of exclusivity did the applicant

request?

IF YOU HAVE ANSWERED "NO" TO ALL OF THE ABOVE QUESTIONS, GO

DIRECTLY TO THE SIGNATURE BLOCKS ON PAGE 6.

Form OGD-011347 Revised 8/7/95; edited 8/8/95
cc: Original NDA Division File HFD-85 Mary Ann Holovac




2. Has a product with the same active ingredient(s), dosage form, strength, route of
administration, and dosing schedule previously been approved by FDA for the same use?

YES/__/ NO/X./

P

If yes, NDA # Drug Name

IF THE ANSWER TO QUESTION 2 IS "YES," GO DIRECTLY TO THE SIGNATURE
BLOCKS ON PAGE 6.

3. Is this drug product or indication a DES] upgrade?
o ~ YES/_/ NO/XJ

IF THE ANSWER TO QUESTION 3 IS "YES," GO DIRECTLY TO THE SIGNATURE
BLOCKS ON PAGE 6 (even if a study was required for the upgrade).

FIVE-YEAR EXCLUSIVIT?
(Answer either #1 or #2, as appropriate)

1. Single active ingredient product.

Has FDA previously approved under section 505 of the Act any drug product containing
the same active moiety as the drug under consideration? Answer "yes" if the active moiety
(including other esterified forms, salts, complexes, chelates or clathrates) has been
previously approved, but this particular form of the active moiety, e.g., this particular
ester or salt (including salts wi hf'drogen or coordination bonding) or other non-covalent
derivative (such as a complex, chelate, or clathrate) has not been ;%)roved' Answer "no"
if the compound requires metabolic conversion (other than deeste

form of the drug) to produce an already approved active moiety.

YES/X/ NO/_/
If "yes," identify#th;: approved drug product(s) containing the active moiety, and, if
(s).

cation of an esterified

known, the NDA
NDA #__20-49¢
NDA #

NDA #

2. Combination product.

If the product contains more than one active moiety (as defined in Part II, #1), has FDA
previously approved an application under section 505 containing apy ope of the active
moieties in tl?e drug product? If, for e le, the combination contains one never-before-
approved active moiety and one previous 8' %)proved active moiety, answer "yes." (An
active moiety that is marketed under an OTC monograph, but that was never approved
under an NDA, is considered not previously approved.) .

YES/_/ NO/ |/

——— ——
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If "yes," identify the approved dru roduct(s) containi . . .
known, the ND ‘,{y #(s). Pp g P (s) containing the active moiety, and, if

NDA # -
NDA #
NDA #

IF THE ANSWER TO QUESTION 1 OR 2 UNDER PART I1 IS "NO," GO DIRECTLY TO
THE SIGNATURE BLOCKS ON PAGE 8. IF "YES," GO TO PART I1I.

PART III THREE-YEA

To qualify for three years of exclusivity, an application or supplement must contain "reports of

new clinical investigations (other than bioav ability studies) essential to the approval of the

application and conducted or sponsored by the applicant.” This section should be completed only
the answer to PART I, Question 1 or 2, was yes."

1. Does the application contain reports of clinical investigations? (The Agency interprets
"clinical Investigations” to mean investigations conducted on humans other than
bioavailability studies.) If the application contains clinical investigations only by virtue
of a right of reference to clinical Investigations in another application, answer yes," then
skip to question 3(a). If the answer to 3(a) is "yes" for any investigation reférred to in
another application, do not complete remainder of summary for that investigation.

YES /__ ! NO/_ _/ Note: Approved based upon published literature + <tud/es

not conducted or sporcorad by, Ay applicanT,
IF "NO," GO DIRECTLY TO THE SIGNATURE BLOCKS ON PAGE 6.

2. A clinical investigation is "essential to the approval” if the Agency could not have
approved the application or suprilemem without relying on that investigation. Thus, the
investigation is not essential to the approval if 1) no clinical investigation is necessary to
support the supplement or application in light of previously ggproved aé)%lications (.e.,
information other than clinical trials, such as bioavailability data, would be sufficient to
provide a basis for approval as an ANDA or 505(b)(2) application because of what is
already known about a previously aggroved product), or 2) there are published reports of
studies (other than those conducted or sponsored by the applicant) or other publicly
available data that independently would have been sufficient to support approval of the
application, without reference to the clinical investigation submitted in the application.

For the purposes of this section, studies comparing two products with the same
ingredient(s) are considered to be bioavailability studies.

(@  In light of previously approved applications, is a clinical investigation (either
conducted by the applicant or available from some other source, ncluding the
published literature) necessary to support approval of the application or
supplement? )

YES/_./ NO/_/

i —— o

Page 3




(b)

(©

If "no," state the basis for your conclusion that a clinical trial is not necessary for
approval AND GO DIRECTLY TO SIGNATURE BLOCK ON PAGE 6:

Did the applicant submit a list of published studies relevant to the safety and
effectiveness of this drug product and a statement that the publicly available data
would not independently support approval of the application?

YES /_/ NO/. /

i

(1) If the answer to 2(b) is "yes," do you gersonally know of any reason to
disagree with the applicant's conclusion? If not applicable, answer NO.

YES/ / NO/. '/

——e. i

If yes, explain:

2 If the answer to 2(b) is "no," are you aware of published studies not
conducted or sponsored by the applicant or other publicly available data
that could independently demonstrate the safety and effectiveness of this
drug product?

YES/_/ NO/ |

i

If yes, explain:

If the answers to (b)(1) and (b)(2) were both "no,"” identify the clinical
investigations submitted in the application that are essential to the approval:

Investigation #1, Study #

Investigation #2, Study #

Investigation #3, Study #

Page 4




In addition to being essential, investigations must be "new" to support exclusivity. The
agency interprets "new clinical investigation" to mean an investigation that 1) has not been
relied on by the agency to demonstrate the effectiveness of a previously approved drug for
any indication and 2) does not duplicate the results of another investigation that was relied
on by the agency to demonstrate the effectiveness of a previously approved drug product,
1.e., does not redemonstrate something the agency considers to have been demonstrated
1n an already approved application.

a) For each investigation identified as "essential to the apg;oval, " has the investigation
been relied on by the agency to demonstrate the e ectiveness of a previously
apProved drug product? (If the investigation was relied on only to support the
satety of a previously approved drug, answer "no.")

Investigation #1 " YES/ [/ NO/_ /

i, ——

Investigation #2 YES/ / NO/_/

T, Lo .

If you have answered "yes" for one or more investigations, identify each such
investigation and the NDA in which each was relied upon:

NDA#_______ _ Study#
NDA#___ Study#
NDA#_______ Study#

b) For each investigation identified as "essential to the approval," does the
investigation duplicate the results of another investigation that was relied on by the
agency to support the effectiveness of a previously approved drug product?

Investigation #1 YES/ [/ NO/_/

———— [,

Investigation #2 YES/__/ NO/_/

gy

If you have answered "yes" for one or more investigations, identify the NDA in
which a similar investigation was relied on:

NDA#__ ____ Study#
NDA#___ _____ Study#
NDA#____ _ Study#

c) If the answers to 3(a) and 3(b) are no, identify each "new" invest_igatiox_x in the
application or supplement that is essential to the approval (i.e., the investigations
listed in #2(c), less any that are not "new"):

Investigation #1_, Study #

Investigation #2_, Study #

To be eligible for exclusivity, a new investigation that is essential to approval must also
have been conducted or sponsored by the ?p icant. An mvestlgatmx; was "conducted or
sponsored by" the applicant if, before or during the conduct of the investigation, 1) the
applicant was the sponsor of the IND named in the form FDA 1571 filed with the Atgeng,
or 2) the applicant (or its predecessor in interest) provided substantial support for the
study. Ordinarily, substantial support will mean providing 50 percent or more of the cost
of the study.

Page 5




a) For each investigation identified in response to question 3(c): if the investigation

( - was can:)ied out under an IND, was the applicant identified on the FDA 1571 as the
sponsor?

Investigation #1

IND #_ YES /__/ NO/__/ Explain:
Investigation #2

IND # YES/__/ NO/__/ Explain:

(b) For each investigation not carried out under an IND or for which the applicant was
not identified as the sponsor, did the applicant certify that it or the applicant's
predecessor in interest provided substantial support for the study?

Investigation #1
YES /___/ Explain NO/_/ Explain

——— ——

Investigation #2
YES/__/ Explain NO/_/ Explain

[ —

(©) Notwithstanding an answer of "yes" to (a) or (b), are there other reasons to believe
SR that the applicant should not be credited with having "conducted or sponsored” the
( . study? (}Emchased studies may not be used as the basis for exclusivity. However,

B i flrights to the drug are purchased (not just studies on the drug), the applicant
may be considered to have sponsored or conducted the studies sponsored or

conducted by its predecessor in interest.)

YES/ _/ NO/_/
If yes, explain:
. "~ ,\
Micheel F. fohnéton. R.Ph. - 28
Signature Date

Title:_Project Manager / Consumer Safety Officer

sl e
Date I {
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Debarment Certification

Hoechst Marion Roussel, Inc. herby certifies that we did not and will not use in any capacity the
services of any person debarred under Section 306(a) or (b) in connection with this application for
NDA 20-496 Amary! (glimepiride tablets) Supplement Number S-002.

e LA /| Dar 96
Elaine Waller, Pharm D Date
Vice President
North American Drug Regulatory Affairs
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rd / DEPARTMENT OF HEALTH & HUMAN SERVICES Food and Drug
§ ( Administration
(\ Memorandum

F=™ 22 1509
Date: 11/47/98 @/

From: Saul Malozowski
Acting Medical Team Leader

Subject: Amaryl (Glimepiride), safety review (NDA 20496-SEI-002[8-27-98 and 11-17-
98)) ) ~ .

To: Solomon Sobel
Division Director, DMEDP

As per our request, the sponsor has submitted information regarding the safety of the
metformin-Amaryl combination therapy. Attached to the document is an abstract entitled
“Addition of Glimepiride significantly improves glycaemic control in Type 2 diabetic patients
insufficiently controlled on Metformin,” published in Diabetes, 47, suppl 1, A351, abstract 1355,

This abstract describes a double-blind placebo randomized study in 372 subjects treated for 20
weeks. Glimepiride (G) was given alone (n=150) or in combination with Metformin (M) (n=75))
v 147 patients were also treated with M monotherapy. Three patients were excluded from the

( : efficacy analysis due to drug exposure less than 3 days.

The mean age was 56 * 8 years and the disease was present for 8 + 6 years. BMI was 294 +
4.1 kg/m? with baseline HB1 AC 6.5+ 1.1% and 190 * 30 mg/dL fasting glucose.

Relevant results are provided in the following table

Amaryl (Glimepiride) Metformin Amaryl (G)+Metformin

Dose Range 1-6 mg (QD) 850 mg (TID) Both
HB1 AC (% change) [ +0.28 + 1.1 +0.07+1.2 -0.75 + 0.96
Fasting glucose (2) +12 + 56 +15 + 64 -32 + 39
Postpran. glucose (a) |-0.02 +0.91 +0.19+ 1.06 -0.45 + 0.71
AE (All) 46.3 % 52 % 48.3 %
Symptomatic Hypogly | 13% 12 % 22.4 %
Gl AE 54% 12 % 6.9 %
Increase Appetite 4 % 4 % 16.8%

(i '~ As shown, the combination therapy resulted in better HB1 AC control that either G orM
(p<0.001.)
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In addition patients in the combination therapy ( 1/147) had one episode of atrial flutter,
( tachycardia or nodal tachycardia, while none in the single drug arms did.

The incidence of sweating and tremor was higher in the combination arm generally in
combination with hypoglycemic symptoms.

Respiratory events also occurred at similar rates in all groups.

One subject in the combination group was discontinued due to a hypoglycemic episode. Drug
discontinuation resulted in improvement of this symptom,.

In summary, based upon the data provided in tabular form and in an abstract, it appears that
the only substantial concem is the increment in"hypoglycemia events. Although bothersome
per se, this side effect underlines the potential benefit of this combination in reducing glycemia,
and therefore improving glycemic control. The information provided, however, is modest and it
is possible that when this combination will be marketed, will may learn more that we have so
far.

Given the short duration of the studies and the data in the UKPDS study suggesting that
combination therapy may be deleterious in the long term, we should be cautious and state that
“the long term efficacy and safety of this combination remains unknown” in the label.
This should be added to point #1 in the medical review dated 7/28/98.

ANF
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Hoechst Marion Roussel

March 12, 1998

Solomon Sobel, M. D

Hoechst Marion Roussel, Inc.

Director
Division of Metabolism and Endocrine Drug Products 10236 Marion Park Drive
(HFD-510) YO B
Office of Drug Evaluation II Tetephone (4161 5665000
FOOd and Drug Adm]'_nistraﬁon U.S. Wb site: www hmiri.com
Center for Drug Evaluation and Research
5600 Fishers Lane
Rockville; MD 20857
Subject: Amaryl® (glimepiride Tablets)
' NDA 20-496
PRIOR APPROVAL SUPPLEMENT
S-002
Dear Dr. Sobel:

Enclosed please find the following for the above referenced supplement:

1) Debarment Certification.
3)-Amaryl Patent Information. (submitted to NDA May 30, 1997)
2) Environmental Categorical Exclusion request:

Pursuant to 21 CFR 2531 (b), Hoechst Marion Roussel Inc. requests a

categorical exclusion for the supplement, as the action increases the use of the active
. moiety, but the estimated concentration of the substance at the point of entry into the
aquatic environment will be below 1 part per billion.

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

. Sincerely,

Dan Henry, RPH

4 Manager, US Regulatory Affairs, Marketed Products

Hoechst Marion Roussel

Enclosures:  Debarment Certification )
Amaryl Patent Information (submitted to NDA May 30, 1997)

Hoechst -

Hoechst Marion Roussel
The Pharmaceutical Company of Hoechst

el -




November 12, 1998

ORIGINAL

Solomon Sobel, MD. s -
Director -

Division of Metabolic and Endocrine Drug Products (HFD-510) Kansas City, MO 641 ‘*‘

Office of Drug Evaluation II
Food and Drug Administration
Center for Drug Evaluation and Research

5600 Fishers Lane NDA supp AMEND S{’ A
Rockville, MD 20857 SZ/-t02 ‘,5 { r“m \N%
. S A 2NN
¢ i N
i Y ) HR

Subject: Amaryl® (glimepiride Tablets)
NDA 20-496/Supplement 002 -~

,

Dear Dr. Sobel:

=~ Supporting safety data for Amaryl used concomitantly with lgg;_fprn;in e

Hoechst Marion Roussel

Hoechst Marion Roussel, Inc.

10236 Marion Park Drive
Mail: P.O. Box 9627

S

Telephone (816) 96 '/

U.S. Web site: we

Please find enclosed supporting safety data for the French 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) submitted to the FDA on August

and a telephone conversation with Jena Weber on Oct

~ 25, 1998. This response is also in reference to your letter to Dr. Michael Nicholas dated August 10, 1998,

ober 19, 1998. Jena had requested, on your behalf,

additional safety data from the study that was conducted in France to support the use of Amaryl

concomitantly with metformin when diet, exercise, an
adequate glycemic control.

d Amaryl or metformin alone do not result in

This submission includes the following tables and listing:

1. Table 1 - Number of patients per treatment and adverse event (during and after the treatment)

2. Table 2 — Number of patients per treatment and se
3. Listing 1 — Adverse events — patient listing

Table 1 presents the incidence for all adverse events b
the incidence of only serious adverse events by treatm

rious adverse event (during and after treatment)

y treatment and body system while Table 2 presents
ent and body system. Listing 1 presents all adverse

events by patient and supports the data being presented in Tables 1 and 2. The abstract in Diabetes
erroneously stated 369 patients participated in the study by excluding from the analysis three patients
from the analysis who received one or two days of treatment. However, Tables 1 and 2 correctly

represent 372 patients who participated in the study.

In Table 1, the incidence for asthenia and malaise was

higher in the glimepiride (G) treatment group

compared to the metformin + glimepiride (M+G) and metformin (M) treatment groups. The incidence of
asthenia was 10% (15/150), 4.1% (6/147), and 4.0% (3/75) in the (G), (M+G), and the (M) treatment

‘ groups, respectively. The incidence of malaise was 8.0% (12/150), 7.5% (1 1/147), and 4.0% (3/75) in the

Hoechst "

Hoechst Marion Roussel
The Pharmaceutical Company of Hoechst




Dr. Solomon Sobel
November 12, 1998
Page 2

. (G), M+G), and the (M) treatment groups, respectively. The incidence for asthenia in the (G) treatment

group is higher than what is reported in the current prescribing information (1.6% of 746 patients). This
might be explained by the smaller sample size in the French study (n=150 for glimepiride treatment
group) compared to.the sample size stated in the prescribing information (n=746 for the glimepiride
treatment group). In addition, the patients experiencing asthenia in the (G) treatment group generally
experienced hypoglycemia and the investigators assessed the asthenja as possibly related to study
medication.

shown in Table 1, the incidence of left heart failure and palpitation was slightly higher in the M+G)
treatment group (0.7%, 1/147; 1.4%, 2/147, respectively) compared to the (G) treatment group (0%,
0/150; 0.7%, 1/150, respectively) and the (M) treatment group (0%, 0/75; 1.3%, 1/75, respectively). For
two patients experiencing palpitations, 1 (M+G) treated patient and 1 (M) treated patient, the investigators

three patients in the (M+G) and (G) treatment groups, assessed the adverse events of palpitation and left
heart failure as not related to study. Of these remaining three patients, only one patient from the M+G)
treatment group experienced a serious adverse event of palpitation (see Table 2).

There was a slightly higher incidence of increased appetite in the (M+G) treatment group (6.8%, 10/147)
compared to both the (G) (4.0%, 6/150) and (M) (4.0%, 3/75) treatment groups (see Table 1). The M+G)
treated patients experiencing increased appetite generally also experienced hypoglycemia, malaise, and/or
sweating increased.

Hypoglycemia occurred in 22.4% (33/147), 13.3% (20/ 150), and 12.0% (9/75) of the (M+G), (G), and
(M) treated patients, respectively (see Table 1). Only one of the 33 (M+G) treated patients experienced a
serious adverse event of hypoglycemia in which the study medication was discontinued and the adverse
event subsided (see Table 2).

As shown in Table 1, the incidence of sweating increased and tremor was higher in the (M+G) treatment
group (12.9%, 19/147; 6.1%, 9/ 147, respectively) compared to the (G) (6.7%, 10/150; 2.0%, 3/ 150,
respectively) and (M) (4.0%, 3/75; 1.3%, 1/75, respectively) treatment groups. Again, the patients in the
(M+G) treatment group experiencing sweating increased and tremor also generally experienced
hypoglycemia, malaise, and/or asthenia.

The incidence of bronchitis was reported in 3.4% (5/147), 6.0% (9/150), and 4.0% (3/75) of patients in
the (M+G), (G), and (M) treatment groups, respectively. The incidence of pharyngitis was reported in
2.0% (3/147), 2.0% (3/ 150), and 1.3% (1/75) of patients in the (M+G), (G), and (M) treatment groups.
And finally, the incidence of rhinitis was reported in 4.1% (6/147), 2.7% (4/150), and 1.3% (1/75) of
patients in the (M+G), (G), and (M) treatment groups, respectively. The investigators assessed these
adverse events for patients in all three treatment groups as not related to study medication.
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Dr. Solomon Sobel
November 12, 1998
Page 3

~ In summary, the most notable incidence difference for adverse events in the (M+G) treatment group was

- with hypoglycemia. In the draft prescribing information sent to the FDA by Dan Henry, RPh on
November 3, 1997, the potential for hypoglycemia when glimepiride is used with metformin is stated both
under the PRECAUTIONS section, as well as, the DOSAGE AND ADMINISTRATION:
AMARYL®-Metformin combination Therapy section. Please refer to this November 3, 1997
submission for specific wording on the potential for hypoglycemia.

This entire packet of information is being faxed, as well as, a hard copy being sent via UPS to you today,
November 12, 1998. I appreciate your prompt assistance with this submission, as this additional

indication for Amaryl® is quite important to Hoechst Marion Roussel, Inc. Please contact me at (816) -
966-3381 if you have further questions. o —
Sincerely,

Carol Childers, PharmD

Associate Regulatory Analyst

US Regulatory Affairs, Marketed Products
MARION ROUSSEL, INC.
(816) 966-5381
Fax: (816) 966-6794

Enclosures:
1. Table 1 —~ Number of patients per treatment and adverse event (during and after the treatment); 6
pages
2. Table 2 — Number of patients per treatment and serious adverse event (during and after treatment);
3 pages
3. Listing 1 — Adverse events — patient listing; 23 pages
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