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ANDA 75-124

MAR | 8 1998

Mylan Pharmaceuticals Inc.
Attention: Frank R. Sisto
781 Chestnut Ridge Road
P.O. Box 4310

Morgantown, WV 26505-2730

Dear Sir:

This is in reference to your abbreviated new drug application
dated April 29, 1997, submitted pursuant to Section 505(3) of the
Federal Food, Drug, and Cosmetic Act (the Act), for Diltiazem
Hydrochloride Extended-release Capsules USP, 120 mg, 180 mg, and
240 mg.

Reference is also made to your amendments dated July 15,
September 9, October 6 and November 26, 1997; and January 23, and
February 25, 1998.

The listed drug product referenced in your application is subject
to periods of patent protection which expire on December 9, 2006
(Patent No. 4,839,177) and June 6, 2012 (Patent No. 5,422,123),
respectively. Your application contains patent certifications
under Section 505(3) (2) (A) (vii) (IV) of the Act stating that your
manufacture, use or sale of Diltiazem Hydrochloride Extended-
release Capsules, USP will not infringe on the patents and that
the patents are otherwise invalid. You informed us that the
patent holder, Jagotec AG and JAGO Research AG, initiated a
patent infringement action pertaining only to the 240 mg
formulation against you in the United States District Court for
the Southern District of New York (Civil Action No. 97 CIV 7015).
You have also notified us that the above entitled action against
Mylan Pharmaceuticals, Inc. was dismissed by the plaintiffs
without prejudice.

We have completed the review of this abbreviated application and
have concluded that the drug is safe and effective for use as
recommended in the submitted labeling. Accordingly, the
application is approved. The Division of Bioequivalence has
determined your Diltiazem Hydrochloride Extended-release Capsules
USP, 120 mg, 180 mg, and 240 mg, to be bioequivalent and,
therefore, therapeutically equivalent to the listed drug




(Dilacor XR Extended-release Capsules, 120 mg, 180 mg and 240 mg,
respectively, of Rhone-Poulenc Rorer Pharmaceuticals, Inc.).

Your “interim” dissolution testing should be incorporated into
the stability and gquality control program using the same method
as proposed in your application. The “interim” dissolution
test(s) and tolerances are:

The dissolution testing should be conducted in 900 mL of
water at 37 degrees C using USP 23 Apparatus 2 (Paddle) at
100 rpm. The test product should meet the following
tentative dissolution specifications:

Limits: 1 hour between
4 hours between
10 hours between
15 hours Not less than

The “interim” dissolution test and tolerances should be finalized
by submitting dissolution data for the first three production
size batches in a supplemental application. The supplemental
application should be submitted under 21 CEFR 314.70(c) (1) when
there are no revisions to the interim specifications or when the
final specifications are tighter than the interim specifications.
In all other instances, the supplement should be submitted under
21 CFR 314.70(b) (2) (ii) .

Under 21 CFR 314.70, certain changes in the conditions described
in this abbreviated application require an approved supplemental
application before the change may be made.

Post-marketing reporting requirements for this abbreviated
application are set forth in 21 CFR 314.80-81. The Office of
Generic Drugs should be advised of any change in the marketing
status of this drug.

We request that you submit, in duplicate, any proposed
advertising or promotional copy which you intend to use in your
initial advertising or promotional campaigns. Please submit all
proposed materials in draft or mock-up form, not final print.
Submit both copies together with a copy of the proposed or final
printed labeling to the Division of Drug Marketing, Advertising,
and Communications (HFD-240). Please do not use Form FD-2253
(Transmittal of Advertisements and Promotional Labeling for Drugs
for Human Use) for this initial submission.

y




We call your attention to 21 CFR 314.81(b) (3) which requires that
materials for any subsequent advertising or promotional campaign
be submitted to our Division of Drug Marketing, Advertising, and
Communications (HFD-240) with a completed Form FD-2253 at the
time of their initial use.

Sincerely yours,

H)&/7¢ -

Douglas L. Spgrn

Director

Office of Generic Drugs

Center for Drug Evaluation and Research







MYLAN PHARMACEUTICAL.S INC.

DILTIAZEM HCI ER CAPSULES,
USP 120mg, 180mg and 240mg
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Each extended-release
capsule contains:

Diltiazem

Hydrochioride, USP 240 mg

£
N

3w 0P

8 60-0%¢6-82¢0

IR

MYLAN PHARMACEUTICALS INC.

DILTIAZEM HC! ER CAPSULES,
USP 120mg, 180mg and 240mg

ANDA 75-124

NOC 0378-5340-05

MYLAN®

DILTIAZEM
HYDROCHLORIDE
EXTENDED-RELEASE
CAPSULES, USP

] (Once-a-Day Dosage)
240 mg

E

500 CAPSULES

CAUTION: Federal law prohibits
dispensing without prescription.
Dispense in a tight, light-resistant
container as defined in the USP

using a child-resistant closure.

Keep container tightly closed.

Keep this and all medication

out of the reach of children.

STORE AT CONTROLLED ROOM
TEMPERATURE 15°-30°C {59°-86°F).
Usual Dosage: See accompanying
prescribing information.

This is a bulk container and not intended
for dispensing for household use.

Mylan Pharmacesticals inc.

RMS3408

Each extended-release
capsule contains:

NDC 0378-5340-05

vz 3;'3‘5.&."} ide, USP 240
— jonde,

O — ™
g‘, — & MYLAN®
o == 3 DILTIAZEM
nw—" HYDROCHLORIDE
P EXTENDED-RELEASE
o= CAPSULES, USP
O Sm— (Once-a-Day Dosage)
7 240 mg

500 CAPSULES

Each extended-release
w=Z ggsla::n : NDC 0378-5340-05
—_— Hydrochloride, USP 240 mg

o I— S
et — MYLAN
N DILTIAZEM
" HYDROCHLORIDE
g EXTENDED-RELEASE
° = | capsuLEs, usp
O Sm— s (Once-a-Day Dosage])
i S 240 mg

500 CAPSULES

Morgantows, WV 26505

CAUTION: Federal law prohibits

dispensing without prescription.

Dispense in a tight, light-resistant

container as defined in the USP

using a child-resistant closure.

Keep container tightly closed.

Keep this and all medication

out of the reach of children.

STORE AT CONTROLLED ROOM

TEMPERATURE 15°-30°C (59°-86°F).

Usual Dosage: See accompanying

prescribing information.

This is a bulk container and not intended

for dispensing for household use.
Mylan Pharmacesticais lnc.

Morgantown,

RMS53408

WV 26505

CAUTION: Federaf faw prohibits e
dispensing without prescription.
Dispense in a tight, light-resistant
containes as defined in the USP

i 2 child-res -y
Keep this and ali medication -
out of the reach of children.
STORE AT CONTROLLED ROOM
TEMPERATURE 15°-30°C (59°-86°F).
Usual Dosage: See accompanying [
prescribing information.
This ts a bulk container and not intended
for dispensing for household use.

Mylas Pharmaceuticals inc.
Morgantown, WV 26505
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MYLAN PHARMACEUTICALS INC.

DILTIAZEM HCi ER CAPSULES,
USP 120mg, 180mg and 240mg

ANDA 75-124
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Each extended-release
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Each extended-release
capsule contains:

Diltiazem

Hydrochloride, USP 120 mg
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capsule contains:
Diltiazem
Hydrochloride, USP 120 mg

MYLAN PHARMACEUTICALS INC.

DILTIAZEM HCI ER CAPSULES,
USP 120mg, 180mg and 240mg

ANDA 75-124

NDC 0378-5220-05

u

MYLAN®

CAPSULES, USP

500 CAPSULES

CAUTION: Federal law prohibits
dispensing without prescription.
Dispense in a tight, llqht-ms:stant
container as defined in the USP
using a child-resistant closure.
Keep container tightly.closed.
Keep this and all medication
out of the reach of children.
STORE AT CONTROLLED ROOM
TEMPERATURE 15°-30°C (59°-86°F).
Usual Dosage: See accompanying
. prescribi V'no information.
 This is'a bulk container and not intended
vfor dlsuepslr(g for household use.

; i L., Mylan Pharmaceuticals Inc.
“— - Morgantown, WV 26505
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MYLAN®

CAPSULES, USP

500 CAPSULES

CAUTION: Federal law prohibits
dispensing without prescription.
Dispense in a tight, light-resistant
container as defined in the USP

using a chiid-resistant closure.

Keep container tightly closed.

Keep this and all medication

out of the reach of children.

STORE AT CONTROLLED ROOM
TEMPERATURE 15°-30°C ({59°-86°F).

Usual Dosage: See accompanying
rescnbmg information.

rs' ﬁMpImer and not intended

household use.
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MYLAN®

CAPSULES, USP
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container as defined in the USP
using a child-resistant closure.
Keep container tightly closed.
Keep this and all medication
out of the reach of children.
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Dittiazem hydrochleride extended-
relegse Capsules (once-3-day dosage),
given at 120 mg, 240 mg, and
480 mg/day, in 3 candomized, molticen-

doyble-blind,

attacks {based on individual patient
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cise time (using the Bruce protocol),
weaswred at trough oerise perinds, for
placebo, 120 mg. 240 mg, and 480 mg,
was X, 37, 49, snd 56 seconds, respec-

Diltiazem hydrochioride extended-
release capswles (once-a-day dosage)
contain a controlied-reiease tablet for-
mulation designed to release diltiszem
over 8 24-hour period. Controlled ab-
sorption of dittiazem begins within 1
hour, with magmum concentrs-
tions being achieved 4 to 6 hours after
admisistration. The apparent steady-
state halt-life of diltiszem following
once-daily sdministration of dittiarem

pimachimide qulsndod-reingse Captules
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capsules {eace-3-day dosage) using
daily duses wp s 540 mg are fished in the
table below with placebo-treated
re o '
MOST COMMON ADVERSE EVENTS IN
DOUBLE-BLMD,

extenbed-reiaysy Captuies
oy dutage) s fsind @ the tabie beiow
" with placehe-ested

puluats aciuded
i omparcma. n Wit ingt, nllgwing 3

Desagel® . Placehe
=13 =50
Bats (%) 0 pts (X}
astheni 508 240
eadache 429 360
ain, back Q29 teao
rhimitis wn 1o
oanstipation gy 120




SR

sstienia sgm  cau
teadacke 9 68
paia, back w0 100
rhinitis w9 120
‘censtipation e a0
pow=4 e oAD
oema puichend 322 10M
s H T T
omeh, mowesd 3022 00D
[o e 00 0O
Shitation, il 200 9RO
athalgia (LT

(L)

(1]

considered:
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or crushed and should be swallowed
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PRECAUTIONS.)
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MYLAN®

Mylan Pharmaceuticals Inc.
Morgantown, WV 26505

REVISED NOVEMBER 1997
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10.

12.

13.

CHEMIST’S REVIEW NO. #2 (revised 2/27/98)
ANDA # 75-124

NAME AND ADDRESS OF APPLICANT
Mylan Pharmaceuticals Inc.
Attention: Frank R. Sisto
781 Chestnut Ridge Road
Morgantown, WV 26505-2730

Phone: 304-599-2595
Fax: 304-285-6407

LEGAL BASIS FOR SUBMISSION

Lbsfl DA Lo o e e e e e

Firm certifies that in their opinion and to the best of its
knowledge, and there is no marketing exclusivity in effect
for the listed drug. The two patents will be expired

12/9/2006 and 6/6/2012.

Innovator: Rhone-Poulenc Rorer Pharmaceuticals - Dilacor® XR
(Diltiazem HCl) Extended-release Capsules

SUPPLEMENT (s)
N/A

PROPRIETARY NAME
N/A

NONPROPRIETARY NAME
Diltiazem Hydrochloride

SUPPLEMENT (s) PROVIDE(s) FOR:
N/A

AMENDMENTS AND OTHER DATES:

Original ANDA 4/29/97 (for 240 mg capsules)

Refuse to File letter 7/7/97

Acknowledgment letter 7/30/97

Amend 10/6/97 for the addition of 120 mg and 180 mg capsules
Amend 11/26/97 to N/A letter (FACSIMILE AMENDMENT) 11/19/97
Telephone Amend 2/25/98 (Memo attached)

PHARMACOLOGICAL CATEGORY 11. Rx or OTC
Anti-anginal Rx

RELATED IND/NDA/DMF (s)

DOSAGE _FORM
Diltiazem Hydrochloride Extended-release Capsules




14. POTENCY 120 mg, 180 mg and 240 mg

15. CHEMICAL NAME AND STRUCTURE

Lhztil Al NG S e s

Diltiazem Hydrochloride USP
C,,H,¢N,0,S.HCL; M.W. = 450.98

(+)-5-[2-
(Dimethylamino)eth
yl]—cis—2,3-dihydro—3—hydroxy—2-(p—

methoxyphenyl)—1,5—benzothiazepin—4(SH)-one acetate (ester)
monchydrochloride. CAS [33286-22-5]

16. RECORDS AND REPORTS
N/A

17. COMMENTS
A. The original submission dated 4/29/97 for ANDA #75-124
contains only 240 mg capsules. In Amendment 10/6/97
Firm resubmits all information including the addition
of 120 mg and 180 mg capsules.

B. In Amendment 11/26/97 Firm answers our concerns as
follows:

Chemistry










C. Status:

Labeling: Acceptable
Bio: Acceptable 2/5/98
EER: Acceptable 8/18/97

Sample validation: Compendial; validation not needed

18. CONCLUSIONS AND RECOMMENDATIONS

Approval recommended.

19. REVIEWER: DATE COMPLETED:

Maria C. Shih 12/10/97 (revised 2/27/98)




