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ANDA 74-752/s-001, S-002, S-003,0017

Andrx Pharmaceuticals, Inc.

Attention: David A. Gardner

4001 S.W. 47" Avenue g8
Fort Lauderdale, FL 33314

Dear Sir:

This is in reference to your supplemental new drug applications
dated August 18, 1998, submitted pursuant to 21 CFR 314.70,
regarding your abbreviated new drug application for Cartia-XT
(Diltiazem Hydrochloride Extended-release Capsules, USP); 120 mg,
180 mg, 240 mg and 300 mg.

Reference is also made to your amendment dated April 23, 1999.
The supplemental applications provide for:

S-001: Packaging Addition - the addition of 90 count
container/closure systems, 1000 count container
closure systems, and changes in container sizes for
the 120 mg x 30 capsule, 240 mg x 30 capsule, and
240 mg x 500 capsule packaging.

S-002: Packaging Revision - a change in the

L

S-003: Packaging Revision - a change in the ¢ - —

S-007: Labeling Revision.

We have completed the review of these supplemental applications,
and they are approved.

Regarding the Labeling Revision:
Container: 90s and 1000s

1. Relocate “RX only” to the main panel.



2. Revise the storage temperature recommendations as follows:

Store at controlled room temperature, 15°-30° (59°-86°F)
(see USP).

These revisions may be done in an annual report provided that the
changes are described in full.

We remind you that you must comply with the requirements for an
approved abbreviated new drug application described in 21 CFR

314.80-81.

The material submitted is being retained in our files.

Sincerely yours,

< sl eET

Florencé’S. Fang
Director
<é%( Division of Chemistry II
Office of Generic Drugs
Center for Drug Evaluation and Research

PPEARS THIS WAY
& ON ORIGINAL



ANDA 74-752/5-004, S-006

Andrx Pharmaceuticals, Inc.
Attention: Diane Servello

4001 S.W. 47" Avenue o 8
Fort Lauderdale, FL 33314 Rl :
Dear Sir:

This is in reference to your supplemental new drug applications
dated September 11, 1998, submitted pursuant to 21 CFR 314.70,
regarding your abbreviated new drug application for Cartia-XT
(Diltiazem Hydrochloride Extended-release Capsules, USP); 120 mg,

180 mg, 240 mg and 300 mg.

Reference is also made to your correspondence dated February 23
and March 26, 1999, and your amendments dated April 14 and

May 20, 1999.
The supplemental applications provide for:

S-004: Formulation Change - ' . o
— -
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S-006: Labeling Revision.

From a labeling standpoint the insert labeling has been
satisfactorily revised to reflect the addition of magnesium
stearate to the listing of inactive ingredients in the

DESCRIPTION section.

We have completed the review of these supplemental applications,
and they are approved.

Please note that the listed drug referenced in your application
is subject to periods of patent protection which expire on
January 16, 2007 (Pat.#4,894,240), March 26, 2008,
(Pat.#5,002,776), May 20, 2011 (Pat.#5,286,497), November 14,
2011, (Pat.#5,364,620), August 8, 2012 (Pat.#5,439,689) and May

e ettt j



20, 2011 (Pat.#5,470,584), 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 this drug product will not infringe on any of
these patents. Section 505(3) (5) (B) (1iii) of the Act provides
that approval shall be made effective immediately unless an
action is brought for infringement of the patent(s) which are the
subject of the certifications before the expiration of forty-five
days from the date the notice provided under paragraph (2) (B) (I)
is received. You have notified the Agency that Andrx
Pharmaceuticals Inc. has complied with the requirements of
Section 505(3j) (2) (B) of the Act and that no action for patent
infringement was brought against Andrx Pharmaceuticals Inc.
within the statutory forty-five day period.

We remind you that you must comply with the requirements for an
approved abbreviated new drug application described in 21 CFR
314.80-81.

The material submitted is being retained in our files.

Sincerely yours,

/sl _
| | 6 olg/q

Douglas L. Sporn 7
Director

Office of Generic Drugs

Center for Drug Evaluation and Research

RPPEARS THIS WAY
ON ORIGINAL



ANDA 74-752/S-005

Andrx Pharmaceuticals, Inc.

Attention: David A. Gardner .
4001 S.W. 47" Avenue, #201 APR 2 1999
Fort Lauderdale, FL 33314

Dear Sir:

This is in reference to your supplemental new drug application
dated October 23, 1998, submitted pursuant to 21 CFR 314.70
regarding your abbreviated new drug application for CARTIA XT™
(Diltiazem Hydrochloride Extended-release Capsules, USP); 120 mg,
180 mg, 240 mg and 300 mg.

The supplemental application provides for final printed container
labels for each size and strength.

We have completed the review of this supplemental application and
it is approved.

We remind you that you must comply with the requirements for an
approved abbreviated new drug application described in 21 CFR
314.80-81.

The material submitted is being retained in our files.

ﬁ%ncerely)yours,

s/ %{’n/?a
kéb"er!t. wdkt, M.s., R.Ph.

Director

Division of Labeling and Program Support
Office of Generic Drugs

Center for Drug Evaluation and Research

b



ANDA 74-752/S-008

Andrx Pharmaceuticals, Inc.
Attention: Diane Servello
4001 SW 47" Avenue

Fort Lauderdale, FL 33314

UL 18 T

Dear Diane Servello:

This is in reference to your supplemental new drug application
dated June 24, 1999, submitted under section 505(j) of the
Federal Food, Drug, and Cosmetic Act, regarding your abbreviated
new drug application for Diltiazem Hydrochloride Extended-
release Capsules USP, 120 mg, 180 mg, 240 mg and 300 mg.

Reference is also made to your amendments dated January 27,
April 3 and June 16, 2000.

The supplemental application submitted as a “Prior Approval. .

Supplement”, provides for the use of

We have completed the review of this supplemental application
and it is approved.

We remind you that you must comply with the requirements for an
approved abbreviated new drug application described in 21 CFR
314.80-81.

The material submitted is being retained in our files.

Sincerely yours,

o I?:[ 8 (70

Florence S. Fang

Director

Division of Chemistry II

Office of Generic Drugs

Center for Drug Evaluation and Research

<



ANDA 74-752/S-009

T 7Y i)

Andrx Pharmaceuticals, Inc.
Attention: Diane Servello
4001 SW 47" Avenue

Fort Lauderdale, FL 33314

Dear Diane Servello:

This is in reference to your supplemental new drug application
dated June 24, 1999, submitted under section 505(j) of the
Federal Food, Drug, and Cosmetic Act, regarding your abbreviated
new drug application for Diltiazem Hydrochloride Extended-release
Capsules USP, 120 mg, 180 mg, 240 mg, and 300 mg.

Reference is also made to your amendments dated January 27, and
April 3, 2000, o ] 26, 2000

The supplemental application submitted as “Prior Approval
Supplement”, provide for the

g e

We have completed the review of this supplemental application,
~and it is approved.

We remind you that you must comply with the requlrements for an
approved abbreviated new drug application described in 21 CFR
314.80-81.

The material submitted is being retained in our files.

Sincerely yours,

st
<¥? Florence S Fang ;JJDJ

Director

Division of Chemistry II

Office of Generic Drugs

Center for Drug Evaluation and Research
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ANDA W74-752/S-011 (120 mg, 180 mg, 240 mg and 300 mg)
74-852/S-004 (120 mg, 180 mg and 240 mg)

Andrx Pharmaceuticals, Inc.
Attention: Diane Servello
4001 SW 47" Avenue

Fort Lauderdale, FL 33314

w—t
(o))

Dear Madam:

This is in reference to your supplemental new drug applications
dated February 28, 2000, submitted under section 505(j) of the
Federal Food, Drug, and Cosmetic Act, regarding your abbreviated
new drug application for Diltiazem Extended-release

Capsules, USP.

The supplemental applications submitted as “Prior Approval
Supplements”, provide for:

S-011, S-004: -
We have completed the review of these supplemental applications,
and they are approved.

We remind you that you must comply with the requirements for an
approved abbreviated new drug application described in 21 CFR
314.80-81.

The material submitted is being retained in our files.

Sincerely yours,
NI
§<%Q’“ Florence S. Fang Gzi/i‘faéy
Director
Division of Chemistry II

Office of Generic Drugs
Center for Drug Evaluation and Research



ANDA 74-752/S-012

Andrx Pharmaceuticals, Inc.

Attention: Diane Sexvello ‘

4001 SW 47" Avenue v 8 un
Fort Lauderdale, FL 33314

Dear Diane Servello:

This is in reference to your supplemental new drug application
dated July 19, 2000, submitted under section 505(j) of the
Federal Food, Drug, and Cosmetic Act, regarding your abbreviated
new drug application for Diltiazem Hydrochloride Extended-
release Capsules USP, 120 mg, 180 mg, 240 mg and 300 mg.

The supplemental application submitted as a “Supplement-Changes
Being Effected”, provides for an additional in-process
dissolution test for Diltiazem HCl Extended-release —_——

We have completed the review of this supplemental application
and it is approved.

We remind you that you must comply with the requirements for an
approved abbreviated new drug application described in 21 CFR
314.80-81.

The material submitted is being retained in our files.

Sincerely yours,

: [

sl

] Florence S. Fang

o Director

Division of Chemistry II
Office of Generic Drugs
Center for Drug Evaluation and Research

f!“l@f



ANDA 74-752/S-013

Andrx Pharmaceuticals, Inc.

Attention: Diane Servello o ‘ B
4001 SW 47" Avenue wnbi. 8wl
Fort Lauderdale, FL 33314

Dear Diane Servello:

This is in reference to your supplemental new drug application
dated July 28, 2000, submitted under section 505(j) of the
Federal Food, Drug, and Cosmetic Act, regarding your abbreviated
new drug application for Diltiazem Hydrochloride Extended-
release Capsules USP, 120 mg, 180 mg, 240 mg and 300 mg.

The supplemental application submitted as a “Supplement-Changes
Being Effected in 30 days”, prov1des for an improvement to the

e e A S, - emeen process for Diltiazem HCIL
Extended-release —

We have completed the review of this supplemental application
and it is approved.

We remind you that you must comply with the requirements for an
approved abbreviated new drug application described in 21 CFR
314.80-81.

The material submitted is being retained in our files.

Sincerely yours,
[ o

Q(«v l
Florence S. Fang
" Director
Division of Chemistry II

Office of Generic Drugs
Center for Drug Evaluation and Research

Julel



“ANDA 74-752/S-015

Andrx Pharmaceuticals, Inc. FER 27 0
Attention: Diane Servello s
4955 Orange Drive

Fort Lauderdale, FL 33314

Dear Diane Servello:

This is in reference to your supplemental new drug application
dated August 21, 2001, submitted under section 505(j) of the
Federal Food, Drug, and Cosmetic Act, regarding your abbreviated
new drug application for Diltiazem Hydrochloride Extended-
release Capsules USP, 120 mg, 180 mg, 240 mg and 300 mg.

The supplemental application submitted as “Prior Approval
Supplement”, provides for a revision of the in-process
dissolution specifications for Diltiazem HCl Extended-release
e m—

We have completed the review of this supplemental application
and it is approved.

We remind you that you must comply with the requirements for an
approved abbreviated new drug application described in 21 CFR
314.80-81. '

The material submitted is being retained in our files.

Sincerely yours,

T L
\<¥# Florence S. Fang

Director

Division of Chemistry II

Office of Generic Drugs

Center for Drug Evaluation and Research



ANDA 74-752/S-016

Andrx Pharmaceuticals, Inc.
Attention: Diane Servello
4955 Orange Drive

Fort Lauderdale, FL 33314

ocT 1 2002

Dear Diane Servello:

This is in reference to your supplemental new drug application
dated June 4, 2002, submitted under section 505(j) of the
Federal Food, Drug, and Cosmetic Act, regarding your abbreviated
new drug application for Diltiazem Hydrochloride Extended-
release Capsules USP, 120 mg, 180 mg, 240 mg and 300 mg.

The supplemental application submitted as a “Supplement-Changes
' Being Effected in 30 days”, provides for the addition of

vty © TR

gt

We have completed the review of this supplemental application
and it is approved.

We remind you that you must comply with the requirements for an
approved abbreviated new drug application described in 21 CFR
314.80-81.

The material submitted is being retained in our files.

Sincerely yours,

%5[ ‘\é/\) ol lbfy

Florence S. Fang

Director '

Division of Chemistry II

Office of Generic Drugs

Center for Drug Evaluation and Research



ANDA - See Attached List

Andrx Pharmaceuticals, Inc.
Attention: Janet Vaughn
4955 Orange Drive

Fort Lauderdale, FL 33314

Dear Ms. Vaughn:

This is in reference to your supplemental new drug applications
dated June 24, 2002, submitted under section 505(j) of the
Federal Food, Drug, and Cosmetic Act, regarding your abbreviated
new drug applications for the drug products listed in the
appendix.

These supplemental applications, submitted as “Supplements-
Changes Being Effected in 30 Days”, provide for the addition of

[S—
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We have completed the review of these supplemental applications,
and they are approved.

We remind you that you must comply with the requirements for an
approved abbreviated new drug application described in 21 CFR
314.80-81.

The material submitted is being retained in our files.

Sincerely yours,

ZS/ ol b

J%Wv Florence S. Fang
() Director
Division of Chemistry II

Office of Generic Drugs
Center for Drug Evaluation and Research



ANDA 74-752/S-018

Andrx Pharmaceuticals, L.L.C. : g LG oo
Attention: Janet Vaughn

4955 Orange Drive

Fort Lauderdale, FL 33314

Dear Janet Vaughn:

This is in reference to your supplemental new drug application dated June 30, 2003, submitted
under section 505(j) of the Federal Food, Drug, and Cosmetic Act, regarding your abbreviated
new drug application for Cartia XT Capsules USP, 120 mg, 180 mg, 240 mg and 300 mg.

Reference is also made to your amendment dated October 24, 2003.

The supplemental application, submitted as a “Prior Approval Supplement”, provides for

——

We have completed the reviéw of this supplemental application and it is approved.

We remind you that you must comply with the requirements for an approved abbréeviated new
drug application described in 21 CFR 314.80-81.

The material submitted is being retained in our files.

Sincerely yours,

¥ sl

Florence S. Fang

Director

Division of Chemistry II

Office of Generic Drugs

Center for Drug Evaluation and Research

,\(\ \‘%(03\
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74-752/S-001 to S-018

Final Printed Labeling
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DILTIAZEM
HYDROCHLORIDE
EXTENDED-RELEASE
CAPSULES USP
(ONCE-A-DAY DOSAGE)

JUIN -8 1999
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a0 increase in halt-file and a 69%
:RLIRISE in bioavailabiiity in the hepati-
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itazem hydrochloride extended-
refaase capsule fonce-a-day dosage)
a5 coadmimistered with a imgh fat con-
tent breakfast. the extent of diftiazem
absorplion was notl affected. Dose-
dumping does not ogeyr, The apparent
ehmination half-fite after singie or multi-
0:¢ dosing is 5 1o 8 hours. A departure
irom fineanity similar to that seen with
diitiazem tadlets and diftiazem hydro-
chioride capsutes ftwice daily) is
0dse1ved As the dose of diftiazem hydro-
extended-release capsules (once-
a-day dosage; is incrsased from a daily
dose of 120 mg to 248 mg. there is an
increaze in the area-under-the curve of
2.7 timss. When the dose is increased from
240 mg, 1o 360 Mg therg is an increase
in the area-under-tne-curve of 1.6 times.
INDICATIONS AND USAGE
Diltiazern Hydrochloride Extended-
release Capsules USP {once-a-day
Gosiga) s indicated for the treatment of
hypertension it may be used alone or in
ComLinauun with other antihypertensive
Medications
Diltiazem Hydrochionge Extended-
releasz Capsules USP (once-a-day
dosage: is indicated tor the management
of chranic stable angina ang angina due
to corgnary artary spasm.
CONTRAINDICATIONS
Ditiazam 45 contraindicaied in (1)
Patients wit siix sinus syndrome except
in the piecencs of 3 lunctianmg ventric-
ular pacemaker, {2) patients with sec-
ond- or hird-cegrez AV block except in
the presence of 3 functioning ventricylar
pacemakar. (3; pabents with hypoten-
Sion {less than 99 mm Hg systolic), 4)
patients wno have demonstrated hyper-
sensitivity to the dryg. and (5) patients
with acute myocardial infarction and
puimonary congestion decumented by
X-13y 0N admission
WARNINGS
1. Cardiac Conduction. Diltiazem pro-
longs AY node refractory periods
without s:gmificant 7 proienging sinus
node recovery time, except in
patisnts with sick sings Syndrome.
This effect may rareiy result in abngr-
matiy siow heart rates {particularly in
patiznts with sick sinus syndrome) or
cong- or third-degree AV biock (13
of 3230 patients or 0.40%). Con-
comitant use of diltiazem with beta-
blockers or digitalis may result in
additive effects on cardiac conguc-
16t A patient with Prinzmatal S angi-
na daveloped periods of 3sysiole (2
to3 nds) after a singte dose of
60 mg of ditiazem. (See ADVERSE
REACTIONS

. Congestive Hear! Failure. Although
diltiazzm has a negative inotropic
effect i isglated animat tissue prepa-
rations ynamic studies in
humans with normal ventricutar func-
tion have not shown a reduction in
cardiac index nor corsistent negative
effects on contractifity {dp/dt). An
acute study of oral diltiazem in
patients with impaired veniricular
function: (ejection traction 24%, +6%)
showed improvement in indices of
ventricular function without signifi-
cant decrease in contractite function
(dp/dt). Worsening of congestive
heart iaure has bean reportad in
patients vith preexisting impairment
of ventricular function. Experience
with the use of diltiazem hydrochio-
ride in combination with beta-block-
ers in patients with impairag ventric-
ular function is fimited. Caution
should be exercised when using this
combination.

Hypotension. Decrzases in blood
pressure associated with diltiazem
therapy may occasionally result in
Syiigis iypoiensiun.

Acute Hzpatic Injury. Mild elevations
of transaminases with and without
concomitant eievation in  alkaline
phosphatase and bilirubin have been
cbserved in clinical studies. Such ele-
vations were usually transient and
trequently resolved even with contin-
ved diltiazem treatment. In rare
instances. significant elevations in
enzymes such as alkaline phos-
phatase. LOH, SGOT. SGPT. and other
phenomena consistent with acute
hepatic injury have been noted. These
reactions tended to occur early after
therapy initiation (1 to 8 weeks) and
have been reversible upon discontin-
uation of drug therapy. The relation-
ship to diltiazem is uncertain in some
cases, but probabie in somz. (See
PRECAUTIONS )

PRECAUTIONS

~

@

Eal

General

Diltiazem hydrochlorige is 2xtensively
metabolized by the fiver and excrate by
the kidneys and in bile. As with any drug
given over prolonged periods, iaboratory
Parameters of renal and hapatic function
should be monitored at raqular intervais,
The drug shouid be used with caution in
patients with impaired ranal or hepatic
function. i subacute and chronic dog
and rat studies designed {0 producs tox-
icity, high doszs of diitiazem ware ass0-
ciated with hepatic damage in special
subacute hepatic studies. orat doses of
125 mg/kg and higher in rats wers asso-
ciated with histological changes in the

was .

£8ZTE=F53R




n w__z wmﬁm“m_w,nmmwwm: il
HHH IR Lt L
u nﬁ*wmmm_ m m mmm,mm W Mm mmmmwmnmmummumm mm :

i

4

m

m

i

&wﬁ
ik

sl

I

l:

H

3

g

|

3

i

Uk

35

§

W

i

x

Mm

]
mm
|

!

H

i

.Z
WMumm

0

b




e e e e i

m:

&

l

W 1l B P T
etk e BE 1l
m. mmmhmmm.mm_ :_ _
[l 5 _m:m_

]

i

il

{

i

npu

nwwm

e

{1814z

i

ity
m bl

i

H
il

BRI LA L Lt o n =

:ﬁ , i,m. 4 m H _mmmm.ﬁ
m x..w “ mm_ﬁm _me_ h
_mm_m _ Mﬁ TLLF .“_.w“wmw wzj i .m.mm_ ME,.
I HTH DI s R il




RS

mmm.ammwm.w mmm”: “_”m L wmﬂ m mz:,mﬁ ~m m &m

et
i il . oot I Dh ik
il i m.._ il i ﬁw_,

|llsl
a 1 m; o
?w il 1 i mmm i

uili 1 pti it it
] mz F mmw ut um mmrm._mm.mmm._ i it mmmwmmmzm“mr :._ 11 m& m :. wumm

-@a it a.w_




fTUaFeo

T movevscozmnen

‘et Higher doses of Di-
tiazem Hydreehioride Extended-release
Capsuies USP {once-a-tay dosage) may
be needed in some patients. Patients
should be closely mocstorsg
titrabion to hagher or lower doses may be
fecessary 2nd should be initiated as ciin-
ically warranted. There s limited general
chinical experience with doses above 360
m.h«mm.ﬁomhavebeensmd-
et in clinical triats. The incidence of side
effects increases as the dose increacec
wilh first-degree AV block, diziness, and
sinus bradycardia bearing the strongest
relationship to dose.

Hypertensign. Dosage needs to be
adjusted by fitration 1o individual patient
needs. When used as monotherapy, rea-
sonable starting doses are 180 to 240
mg once daily. atthough some patients
may respond to iower doses. Maximum
antihypertensive effect is usually
observed by 14 days of chronic therapy;
therefore. dosage adjustments should be
scheduled accordingly. The usual
dosage range studied 1n clinical trials
was 249 to 360 mg once daily. Individual
patients may respond to higher doses of
up to 430 mg once daily.
Angina. Dosages for the treatment of
angina should be adjusted to each
patient's needs, starting with a dose of
120 or 180 mg onge daily. Individual
patients may respond to higher doses of
Up to 480 mg once daily. When neces-
sary. titration may be carried out over a
7- 10 14-day period,
Concomitant Use With Other
Cardiovascular Agents.
Sublingual Nitroglycerin, May be
taken as required to abort acute anginal
attacks during Dittiazem hydrochioride
Extemlelease Capsules, (Once A
Day Dosage) therapy
2. Prophytactic Nitrate Therapy. Ditti-
azem hydrochloride Extended-release
Capsules. (Once A Day Dosage) may
be sately coadministered with short-
and fong-acting nitrates
Beta-biockers. (See WARNINGS and
PRECAUTIONS )
4. Antibypertensives. Dittiazem hydro-
chioride extended-release capsules
{Once A Day Dosage) have an additive
antihypertensive effect when used
with other antihypertensive agents.
Therefore, the dosage of Diltiazem
Hydrochioride  Extended-release
Capsules USP (once-a-day dosage)
or the concomitant antihypertensives
may need 10 be adjusted when adding
one o the other.
HOW SUPPLIED
Oittiazem Hydrochloride Extended-rele:
Capsules USP (Once- -day dosage)
StrengmGry NOC/ _ Description

-

Fd

impnnted with
“ 598" on

one end and
~180 mg” on
he other
240mg 3068 [62037-598-30] Light broway]
9 be J52037-599-50/0renge opgun
7-509.05|Capsule. im-
500096203 printedwith
1000 162037-599-10] At goqr o
one end and
240 mg” on
the other.

0mg Wbt [52037-
by ls2037-600

imprinted with
5006t [62037-600-05| - Andr

ox 600° on
1000 bt 600-10 one end and|
~300 mg” on,

1he other.

Storage Conditions: Store at controlled
room temperature 15-36°C (59-86°F).
Avoid excaesve humigity.

Manutactured by:
Andrx Pharmaceuticals, Inc.
F1. Laudertale, FL 33314

Dispense in tight, light resistant contain-
er as defined in USP.

Rev. date: 04/99 7000
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mn
037-597-30
. ——

Ditasem Hyerochins M \;J;'
package insert for prescribing i ~ 1))
Rx ONLY . O\ ——
WAlNING KEEP ouT OF R{ACH - N
OF CHILDRE/ ) N2

N~

M ]

o

o oz

O %
Manufactured by: —_— o
Andrx Pharmaceuticals, Inc. a.

30 CAPSULES Fort Lauderdale, FL 33314 = ™M Q%

NDC 6237

EACH CAPSULE CONTAINS: "
Diltiazem Hydrochloride ....

DOSAGE AND ADMINISTRATH! ead
package insert for prescribing mtormanaiL

Rx ONLY - E
(diltiazenm HC/ exfeﬂa’ed— HARNING: KEEP OUT OF REACH
release capsu les, USP) FHARMACIST: ispere i igh, gh-essan

container as defined in USP.

Stare at controtled réom temperature,
15°-30°C (59°-86°F).
Avoid excessive humidity.

SAGE

Manufactured by:
Andrx Pharmaceuticals, Inc.
30 CAPSULES Fort Lauderdale, FL 33314

N

3
LOT:
EXP

7009 (08/98)
Andna,

EACH CAPSULE CONTAINS: 3’ D
Diliiazem Hydrochloride oD
DOSAGE AND ADMINISTRAT
e o o e niormation.
Rx ONLY
/a’l/ﬂaze HC/ extended- WARNING: KEEP OUT OF REACH
i OF CHILDREN.
. release capsules, USP) PHARMACIST: ispense i g

ONCE-A-BAY SAGE container as defined.in U!

Store at r_nmmued foor
15°-30°C (5! !

f-2p

APy

Manufactured by
T Andrx Pharmaceuticals, Inc.
30 CAPSULES Fort Lauderdale, FL 33314 =

3
LOT:
EXP

7013 (08/98)

2

ey

cronn [ TN

EACH CAPSULE CONTAINS:
Diltiazem Hydrochloride 300 mg
DOSAGE AND ADMINISTRATION: Read
package insert for prescribing information.
Rx ONLY
(diltiazem HC/ extended- WARNING, KEEP OUT OF REACH
; re/ease capsu/gs, usp) PHARMACIST: Dispense in tight,light-esistant
p container as defined in USP.
Store at controlled room temperature,
15°30°C (59°-86°F).
exgessive humidity.

Il

62037-600-30

}

/]
JE——

Manufactured by:
Andrx Pharmaceuticals, Inc.
30 CAPSULES Fort Lauderdale, FL 33314

N

3
LOT:
EXP:

000003

AN

A

ANDRY COMPANY



Andna

PHARMACEUTICALS, INC.

EACH CAPSULE CONTAINS: Ny
/d,/f,azem HC I ex ended. Diltiazem Hydrochloride ............ 120 mg I}
: DOSAGE AND ADMINISTRATION: Read package . ’
I e/ea ‘e CGPSU/eS, USP, / insert for prescribing information. : 5
‘ : Rx ONLY s
on (E A-DAY DOSA GE WARNING: KEEP OUT OF REACH OF CHILDREN. - M
“ PHARMACIST: Dlspense in tlght light-resistant [«"]
container as defined in U e ——
Store at controlled room temperature, —— O
15°-30°C (59°-86°F). —
Avoid excessive humidity. — a
T—— |
N
~
] M
— ]
Manufactured by: — %
Andrx Pharmaceuticals, Inc. ]
Fort Lauderdale, FL 33314 B .o
500 CAPSULES o Randerdate =zm Eg
-

NDC 62037-598-05 ~ 7007 (08/98)

Andng,

PHARMACEUTICALS, iNC.

NCE DAILY:

EACH CAPSULE CONTAINS:
Diltiazem Hydrochloride ............ 180 mg

DOSAGE AND ADMINISTRATION: Read package
insert for prescribing information.

Rx ONLY .
WARNING: KEEP OUT OF REACH OF CHILDRE]

/a’//fl zem HC/ e. Iena’ed-
rele .fe capsu/es, UsP)

Q

PHARMACIST: Dispense in tight, hght-resnstan{ _—
container as defined in USP, =~ . —"
Store at controlled room temperature, — O
15°-30°C (59°-86°F). —
Avoid excessive humidity. — g
p——————%7p}

——

I

— Il‘l\'b
—_——00
Manufactured by: —
Andrx Pharmaceuticals, Inc. —
500 CAPSULES Fort Lauderdale, FL 33314 — .

LOT:
EXP.

000004

AN

A

ANMDY MALDA AV



7001 (08/98)

d wn

EACH CAPSULE CONTAINS:
Diltiazem Hydrochloride ........... 120 mg
DOSAGE AND ADMINISTRATION: Read
package insert for prescribing information,
Rx ONLY
(diltiazem HC/ extended- WARNING: KEEP OUT OF REACH
y /e USP OF CHILDREN.
refease CUPSU S, / PHARMACIST: Dispense i |n ngm light-resistant
: comtainer as defined in U
ONCE-A-
Store at controlled room lemp:ﬁlur!,

15°-30°C (59°-86°F).

62037-597-30

Manufactured b
Andrx Pharmaceuticals, inc.
30 CAPSULES Fort Lauderdale, FL 33314 =

3

7001 (08/98)
Andna,

PRARMACEOTCATS, NE

EACH CAPSULE CONTAINS:
Diltiazem Hydrochloride ........... 120 mg ;
DOSAGE AND ADMINISTRATION: Read
package insert ior prescribing information.
Rx ONLY

/d//llazem 'HC/ extended- WARNING KEEP OUT OF REACH
re/ease capsu/ USP/ PHARMACIST: Dispense mugh( light-resistant

container as defined in .

Store at Con(rolled mom lemperaluve, o
15°-30°C (59° .

Avoid excessive humldll’y

I

62037-597-30

APR _2 |

Manufactured b
Andrx Pharmaceuticals, Inc.
30 CAPSULES Fort Lauderdale, FL 33314

N
3
LOT
EXP

7001 (08/98)

EACH CAPSULE CONTAINS:

Diltiazem Hydrochloride .......... 120 mg
DOSAGE AND ADMINISTRATION: Read
package insert for prescribing, iniormation.
Rx ONLY

(diftiazem HCI extended- WARNING: KEEP OUT OF REACH
re/ease capsu. USP/ PHARMACIST: D'spense in (lgh( light-resistant

container as defined in

Slore at canlmlled mom lemperalure;
-30°C (5

Avmd excessive humbdlty

il

62037-597-30

Manufactured by:
Andrx Pharmaceuticals, Inc.
30 CAPSULES Fort Lauderdale, FL 33314

N

3
LOT:
EXP

7001 (08/98)

doa,

SRAWATEGTTEATE. NG

EACH CAPSULE CONTAINS:
Diltiazem Hydrochloride .. .. 120 mg
DOSAGE AND ADMINISTRATION: Read
package insert for prescribing infarmation.

Rx ONLY

WARNING: KEEP OUT OF REACH

OF CHILORE!

PHARMACIST: Oxspense in tight, light-resistant
container as defined in USP.

Store at controlied room temperature,
15°-30°C (59°-86°F).
Avoid excessive humidity.

Il

A

|

(diltiazem HCI extended-
" release capsules, USF/
ONCE-A-DAY DOSAGE

A
Manufactured by: oo
Andrx Pharmaceuticals, Inc. = m 5 &
30 CAPSULES Fort Lauderdale, FL 33314 - &



EACH CAPSULE CONTAINS:

Diltiazem Hydrochloride

DOSAGE AND ADMINISTRA : Read

d' ‘ e :,x(::‘ﬁ insert for prescribing mimr!:allon.

w [diltiazem: HC/ extended- WARNING: KEEP OUT OF REACH

. release capsules, USP, PAMRMACET. & resisant
i  Dis in ti i

ONCE.A Comarmer s denog o sp 8t

Stare at controlled room temper
T3S (sreenp o oS

Avoid excessive humidity.

180 mg

Manufactured by:

Andrx Pharmaceuticals, Inc.

30 CAPSULES Fort Lauderdale, FL 33314

SrACTITEATS N

EACH CAPSULE CONTAINS:
Diitiazem Hydrochloride .. 180 mg
DOSAGE AND ADMINISTRATION: Read
package insert for prescribing information.

Rx ONLY .
WARNING: KEEP OUT OF REACH

OF CHILDREN. R

PHARMACIST: Dispense in tight, light-resistant
container as defined in USP:

Store at controlled room temperature,
15°-30°C (59°-86°F). i

Avoid excessive huridity. .+

Manufactured by:
Andrx Pharmaceuticals, Inc.

30 CAPSULES Fort Lauderdale, FL 33314

Andpe,

PRRRMATEGTICATR 1

£ACH CAPSULE CONTAINS: i
Diltiazem Hydrochlorider..i-.... 180 mig
DOSAGE AND ADMINISTRATION: Read

package insert for prescribing information.
RXONLY

WARNING: KEEP QUT OF REACH. .

OFf CHILDREN.

PHARMACIST: Dispense in tight, fight-resistant
cantainer-as defined in USP.

Store at cantrolled room temperature,
15°-30°C (59°-86°F).

Avoid excessive humidity.

(diltiozem HCI extended-
release capsules, USP)

Manufactured by:
Andrx Pharmaceuticals, Inc.

30 CAPSULES Fort Lauderdale, FL 33313

Andng,

Irrerceeneats o

EACH CAPSULE CONTAINS:
Diltiazem Hydm(hlnfide
DOSAGE AND ADMINISTRATIO! ~Reid_
package insert for prescribing \qlmnauon.
Rx ONLY o
'WARNING: KEEP OUT OF REACH

/ en OF CHILDREN. . ightres

r T: Dispense in tight, light-resistant

- refease capsules, Uspl ST Oiere 8

; 0SAGE oo at contralled room (emperature,
15°-30°C (59°-86°F).
Avoid excessive humidity.

180 mg

Manufactured by:
Andrx Pharmaceuhcals, Inc.
Fort Lauderdale, FL 33314

30 CAPSULE

Andog, -
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Andny,
[
EACH CAPSULE CONTAINS:

... 240 MG’
Diltiazem Hydrochloride e 240 g’
DOSAGE AND ADMINISTRATION: ;
packagg ﬁv‘:en for prescribing information

Rx ONLY

WARNING: KEEIEP OUT OF REACH

HILDREN. )

rO:AiMACISY: Dispense lzysggm, Hight-resistant
container as defined in USF.
store at controlled roomltﬁmwﬂl\n’!.
15°-30°C (59°-86° F)A_
Avoid excessive hwwénx,

ONCE DALY

S 1

iltiazem HC| extende

: {‘;Z/;dse cdpsu/gs, usP)
ONCE-A-DAY DOSAGE

Manufactured by:
‘Andrx Pharmaceuticals, Inc.

ﬁ CAP ﬂl ['E S Fort Lauderdale, FL 33314

EACH CAPSULE CONTAINS:

Diltiazem Hydrochlorid . 240 mg,
DOSAGE AND ADMINISTRATION: Read
package insert for Pprescribing information.

/z/i/f/'azem HC/ ex}‘ena’ea’- xg:llr:c: KEEP OUT OF REACH
release capsules, USP) OF CHILDREN,

PHARMACIST: Dispense in tight,ight.esi
Container as definad in Lgpe S eSS

Store at controlled room temperature,.
15°-30°C (59°-86°F), pas
Avoid excessive humidity:

ONCE-A-DAY

Manufactured by:
Andrx Pharmaceuticals, Inc.
Fort Lauderdale, FL 33314

0 CAPSULES

DOSAGE AND ADMINISTRATIO! Read
package insert for prescribing information.

Rx ONLY E

WARNING: KEEP OUT OF REACH
OF CHILDREN.

PHARMACIST:
container as defined in {):

Store at controlled room temperaturs,
15°-30°C (55°-86°F), . per

(diltiazem HCI extended-
release capsules, USP)

Avoid excessive humidity.

Manufactured b

30 CAPSULES Fort Lauderdale, FL 33314

And

SRRERCIGTIEAT

EACH CAPSULE CONTAINS:
Diltiazem Hydrochloride ...
DOSAGE AND ADMINISTRATION: R

package insert for prescribing information,
Rx ONLY

WARNING: KEEP OUT OF REACH

OF CHILDREN,

PHARMACIST: Dispense in tight, light-resistant
container as defined in USP.

Store at controlled room temperature,
15°-30°C (59°-86°F).
Avoid excessive humidity.

(diltiazem HCI ex}ena’ed-
- release capsules, USP)

ONCE-A-DAY DOSAGE

Manufactured by:
Andrx Pharmaceuticals, Inc.
Fort Lauderdale, FL 33314

30 CAPSULES

: Dispense ins tight, light-resistant
P,

Andrx Pharmaceuticals, Inc.
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NDC 62037-599-05

ﬁﬁdﬁazen1hk7eudendbaﬂ
release capsules, USP)
ONCE-A-DAY DOSAGE

Andrxa

PHARMACEUTICALS, INC.

EACH CAPSULE CONTAINS:
Diltiazem Hydrochloride ............ 240 mg

DOSAGE AND ADMINISTRATION: Read package
insert for prescribing information.

Rx ONLY
WARNING: KEEP OUT OF REACH OF CHILDREN.

PHARMACIST: D|spense in tight, light-resistant
container as defined in USP.

Store at controlled room temperature,
15°-30°C (59°-86°F)
Avoid excessive humidity.

Manufactured by:
Andrx Pharmaceuticals, Inc.
Fort Lauderdale, FL 33314

500 CAPSULES
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NDC 62037-600-05

(diltiaz

releas

500 CAPSULES

Andna

PHARMACEUTICALS, iNC.

EACH CAPSULE CONTAINS:
Diltiazem Hydrochloride ............ 300 mg

DOSAGE AND ADMINISTRATION: Read package
insert for prescribing information.

Rx ONLY .
WARNING: KEEP OUT OF REACH OF CHILDREN.
PHARMACIST: Dispense in tight, light-resistant
container as defined in USP.

Store at controlled room temperature,

15°-30°C (59°-86°F).
Avoid excessive humidity.

Manufactured by:
Andrx Pharmaceuticals, Inc.
Fort Lauderdale, FL 33314
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CENTER FOR DRUG EVALUATION
AND RESEARCH

APPLICATION NUMBER:

74-752/S-001 to S-018

CHEMISTRY REVIEW(S)



Food and Drug Administration
Center for Drug Evaluation and Research
Office of Generic Drugs
7 Chemistry Division II - Branch VI
\FDr> Abbreviated New Drug Supplemental Application Review
ANDA 74-752/S-001, sS-002, S-003

NAME AND ADDRESS OF APPLICANT:
Andrx Pharmaceutics, Inc.

4001 S.W. 47" Avenue

Fort Lauderdale, FL 33314

PURPOSE OF AMENDMENT/SUPPLEMENT

S-001 - Packaging Addition: To provide for the addition of 90
count container/closure systems,
1000 count container closure
systems, and changes in container
sizes for the 120 mg x 30 capsule,
240 mg x 30 capsule, and 240 mg x
500 capsule packaging.

S-002 - Packaging Revision: To provide for a change in the
S-003 - Packaging Revision: To provide for a change in the -

o b
T -

B e

T 2

S-007 -~ Labeling Revision

DATE (S) OF SUBMISSION(S)
Supplement submission - August 18, 1998.
Amendment - April 23, 1999.

PHARMACOLOGICAL CATEGORY TRADE NAME NONPROPRIETARY NAME
Calcium Channel Blocker Cartia-XT Diltiazem

Hydrochloride
DOSAGE FORM POTENCY RX OR OTC
Extended release capsule 120 mg, 180 mg Rx

240 mg, 300 mg
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SAMPLES RELATED IND/NDA/DMF STERILIZATION
N/A DMF # N/A
DMF # ~——
DMFE § =
DME  # sowmere
DMF § e
DMF # ~— -

DMF } ——
DMF  # e
DMF *#

LABELING
Labeling was submitted as requested in the 3/23/99 letter showing
the new proposed container/closure systems.

Labeling was found to be satisfactory per A. Vezza, 5/5/99.

The HOW SUPPLIED section of the package insert included all
proposed container/closure systems.

BIOEQUIVALENCY STATUS
N/A

ESTABLISHMENT INSPECTION
N/A

COMPONENTS, COMPOSITION, MANUFACTURING, CONTROLS
No change.

PACKAGING
The firm indicated that they proposed the addition of a larger

package size (1000 count) and changes to the

: Comparison of the proposed changes to the
currently approved container/closure systems showed the
following:

APPEARS THIS WAY
ON ORIGINAL



Approved container/closure systems
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120 mg [ 180 mg 240 mg 300 mg
30 count —— D e el B e
bottle, Ibottle bottle bottle
— w@,cm e ———————— » o W
500 count & ———— | mm——— T _—_——T:ffmw{ o
All caps are : s e N e
aem—
Proposed container/closure systems
120 mg 180 mg 240 mg 300 mg
30 count s e s ot ”
bottle, | bottle bottle | bottle
e Wi, I N B
90 count et ’ - -~
bottle lbottl° bottle Ibottle
500 count [ e e L ™ -
| bottle | bottle bottle | bottle |
s R PN S o -~ ) A N S R T
1000 count T T e I TS ‘ll, e ! KT i

All caps are

e

In addition to the proposed changes, comparison will show that
the firm has also included an - e size of 90
count and changes to the container size used for the 120 mg x 30,
240 mg x 30 and 240 mg x 500. All of these changes except the
120 mg x 30 are bracketed by the original container/closure

systems.

R R e

APPEARS THIS way
ON ORIGINAL



In support of the proposed changes,
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the firm submitted the

following information regarding the proposed container/closure
Note that several of the container/closure systems have
been previously approved in the original application.

systems.

In support of the new container/closure systems, the firm

1.

2.

Specifications and drawings for all bottles and caps.

USP <661> and <671> testing results for all

container/closure systems except the _—
bottles.

Specifications, testing results, and 21 CFR
certification for the -

Specifications, testing results, and USP 23
certification for the - .eemmemmmeseio

packaged drug product in the smallest (30 count) and largest

(1000 count)
Packaging records were submitted for 120 mg Lot #597H001,

systems and placed ,them on accelerated stability.

180 mg

Lot #598H001, 240 mg Lot #599H001, and 300 mg Lot #600HO001l, along
with blank packaging records for all container/closure sizes for
~all dosage levels. o o

STABILITY

The firm submitted USP <661> and <671> testing results
for the 120 cc and 150 cc container/closure systems
demonstrating conformance to requirements as requested.

APPEARS THIS way
ON ORIGINAL
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REMARKS AND CONCLUSION
The supplemental applications may be Approved.

kxw-.—«-——ws.‘. i

RECALLS Reviewer
N/A Glen Jon Smith

ORDER OF REVIEW:
The application submission(s) covered by this review was taken in

the date order of receipt Yes

No X

Expedited Review - Minor

If no, explain reason(s) below.
Amendment

cc: ANDA 74-752
Division File
Field Copy



Food and Drug Administration
Center for Drug Evaluation and Research
Office of Generic Drugs
Chemistry Division II - Branch VI
Abbreviated New Drug Supplemental Application Review

\/KNDA 74-752/5S-001, S-002, S-003

NAME AND ADDRESS OF APPLICANT:
Andrx Pharmaceutics, Inc.

4001 S.W. 47" Avenue

Fort Lauderdale, FL 33314

PURPOSE OF AMENDMENT/SUPPLEMENT

S-001 - Packaging Addition: To provide for the addition of 90
count container/closure systems,
1000 count container closure
systems, and changes in container
sizes for the 120 mg x 30 capsule,
240 mg x 30 capsule, and 240 mg x
500 capsule packaging.

S~002 - Packaging Revision: To provide for a change in the

S-003 - Packaging Revision: To prov1de for a change 1n the

e T i R =

DATE (S) OF SUBMISSION(S)
Supplement submission - August 18, 1998.

PHARMACOLOGICAL CATEGORY TRADE NAME NONPROPRIETARY NAME
Calcium Channel Blocker Cartia~XT Diltiazem
Hydrochloride
DOSAGE FORM POTENCY RX OR OTC
Extended release capsule 120 mg, 180 mg Rx
240 mg, 300 mg

SAMPLES RELATED IND/NDA/DMF STERILIZATION
N/A DME # — o e /A

DMF # s —— - .

DMF # . . T

DMF # e —

DMF # s~

e A1 MO TN S eyt s
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DMF # —— -
DMF #. == ~
DMF #. -

U o PR

LABELING

The firm has added 90 count and 1000 count container/closure
systems with no labeling submission. Since the 1000 count
requires prior approval supplement, package and container labels
as well as revised package inserts must be submitted.

BIOCEQUIVALENCY STATUS
N/A

ESTABLISHMENT INSPECTION
N/A

COMPONENTS, COMPOSITION, MANUFACTURING, CONTROLS
No change.

PACKAGING

The firm indicated that they proposed the addition of a larger
package size (1000 count) and changes to the -
Comparison of the proposed changes to the
currently approved container/closure systems showed the
following:

Approved container/closure systems

| 120 mg 180 mg 240 mg 1300 mg l
30 count D | o st — - -
bottle, bottle bottle | bottle '
W’sﬁ% O s o v mwmf T
500 count R L S —— J— |
' BRI R ] [ R ———— ——————.
Al l c ap S ‘ are IS e PSRN Rk :«:,»;s.:v.:mri»i“ﬁlww?mfw et R T S e B «“A‘»«*eﬁ'gh:llv‘—“: LN ST

Proposed container/closure systems

120 mg 180 mg 1240 mg |3oo g
30 count ME}W q——— [Co—y B it —— Ftpriraneny peet—— i
| bottle, | bottle | bottle | bottle
M sy, AR s SRR SA
. . o L mm— '
90 count i S e wmoomn S em—
lbottle Ibottle ]bottle |bottle
M""“"”A e T o TSR ‘-ar . .
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500 count e T — o T e
bottle | bottle pottle bottle
5 W.ﬁwl . o s | Wi B, ’f’: m:
1000 count —_— b e—— o  —

All caps are : , o s A

A

In addition to the proposed changes, comparison will show that
the firm has also included an °- . , size of 90
count and changes to the container size used for the 120 mg x 30,
240 mg x 30 and 240 mg x 500. All of these changes except the
120 mg x 30 are bracketed by the original container/closure
systems.

In support of the proposed changes, the firm submitted the
following information regarding the proposed container/closure
systems. Note that several of the container/closure systems have
been previously approved in the original application.

1. Specifications and drawings for all bottles and caps.
2. USP <661> and <671> testing results for all
container/closure systems except the
bottles.

The firm should submit USP <661> and <671> testing
results for the 120 cc and 150 cc container/closure
systems.

3. Specifications, testing results, and 21 CFR
certification for the St A

4. Specifications, testing results, and USP 23
certification for the esmecsmmeemms

In support of the new container/closure systems, the firm
packaged drug product in the smallest (30 count) and largest
(1000 count) systems and placed them on accelerated stability.
Packaging records were submitted for 120 mg Lot #597H001, 180 mg
Lot #598H001, 240 mg Lot #599H001, and 300 mg Lot #600H001, along
with blank packaging records for all container/closure sizes for
all dosage levels.
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STABILITY

-

%

REMARKS AND CONCLUSION ‘
The supplemental applications should be considered Not Approvable
- Minor Amendment.

RECALLS Reviewer
N/A Glen Jon Smith

ORDER OF REVIEW: ,

The application submission(s) covered by this review was taken in
the date order of receipt , Yes X

No

If no, explain reason(s) below.

AFFCARS THIS WAY
ON ORIGINAL



Food and Drug Administration
Center for Drug Evaluation and Research
Office of Generic Drugs
Chemistry Division II - Branch VI
Abbreviated New Drug Supplemental Application Review
/S-004, S-006

NAME AND ADDRESS OF APPLICANT:
Andrx Pharmaceutics, Inc.

4001 S.W. 47" Avenue

Fort Lauderdale, FL 33314

PURPOSE OF AMENDMENT/SUPPLEMENT
S-004 - Formulation Change: - ) o

/
{
S-006 - Label Revision. 5"\\.

DATE (S) OF SUBMISSION(S)

Supplement submission - September 11, 1998.
Amendment - December 22, 1998.

Amendment - January 14, 1999.

New Correspondence - January 29, 1999.

New Correspondence - February 23, 1999.

New Correspondence - March 26, 1999.
Amendment - April 14, 1999.

Amendment - May 20, 1999.

PHARMACOLOGICAL CATEGORY TRADE NAME NONPROPRIETARY NAME
Calcium Channel Blocker Cartia-XT Diltiazem

Hydrochloride
DOSAGE FORM . POTENCY RX OR OTC
Extended release capsule 120 mg, 180 mg Rx

240 mg, 300 mg

SAMPLES RELATED IND/NDA/DMF STERILIZATION
N/A N/A N/A
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LABELING
Labeling was submitted as requested in the 4/2/99 letter showing
Magnesium Stearate as an inactive ingredient in the DESCRIPTION

section of the package insert.

Labeling was found to be satisfactory per A. Vezza, 4/27/99.

BIOEQUIVALENCY STATUS

The firm submitted an in vivo bioequivalence study conducted
using the revised formulation Lot #600R003B, 300 mg/capsule,
comparing it to Cardizem CD® 300 mg/capsule, Lot #8P70935.

The firm requested a waiver of in vivo bioequivalence testing
requirements for the 120 mg, 180 mg, and 240 mg product.
Comparative dissolution data was submitted.

The Division of Bioequivalence has found the 300 mg capsules Lot
#600R003B to be bioequivalent to Cardizem CD® 300 mg capsules Lot
#P70935 per S. Pradhan, 1/7/99.

A waiver of in vivo biloequivalence studies for the 120 mg, 180
mg, and 240 mg capsules was granted per S. Pradhan, 1/7/99.

In vitro dissolution testingvresults were found to be acceptablei
per S. Pradhan, 1/7/99.

ESTABLISHMENT INSPECTION
N/A

~ [}

o |

COMPONENTS, COMPOSITION, MANUFACTURING, CONTROLS

\___M«

LOLLPOILLIEITT
sac.: ‘.

R

FW&
&
L«_._,‘W e



Redacted )

pages of trade secret and/or
confidential
commercial

information
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PACKAGING
N/A

STABILITY
See above.

REMARKS AND CONCLUSION
The firm submitted certification on March 26, 1999 (New

Correspondence, Paragraph IV Certification received by the
innovator firm February 5 and 8, 1999) indicating that the 45 day
waiting period has expired. No actions have been taken against
the firm as a result of the Paragraph IV Certification submitted
to the Agency on January 29, 1999 and received by the innovator,

February 5 and 8, 1999.

The supplemental application may be Approved.

RECALLS Reviewer
N/A Glen Jon Smith
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ORDER OF REVIEW:

The application submission(s) covered by this review was taken in

the date order of receipt Yes
No X
If no, explain reason(s) below. Expedited Review - Minor
Amendment
APPEARS THIS WAY

ON ORIGINAL



Food and Drug Administration
Center for Drug Evaluation and Research
Office of Generic Drugs
Chemistry Division II - Branch VI
~ZD. Abbreviated New Drug Supplemental Application Review
ANDA 74-752/S-004

~FDA

NAME AND ADDRESS OF APPLICANT:
Andrx Pharmaceutics, Inc.

4001 S.W. 47" Avenue

Fort Lauderdale, FL 33314

PURPOSE OF AMENDMENT/SUPPLEMENT
S-004 - Formulation Change: e,

o

e

i

[

DATE (S) OF SUBMISSION(S)
Supplement submission - September 11, 1998.
Amendment - December 22, 1998.
Amendment - January 14, 1999.
New Correspondence - February 23, 1999.
PHARMACOLOGICAL CATEGORY TRADE NAME NONPROPRIETARY NAME
Calcium Channel Blocker Cartia-XT Diltiazem
Hydrochloride

DOSAGE FORM POTENCY RX OR OTC
Extended release capsule 120 mg, 180 mg Rx

240 mg, 300 mg
SAMPLES RELATED IND/NDA/DMF STERILIZATION
N/A N/A N/A
LABELING

The firm failed to submit a revised package insert indicating the
addition of magnesium stearate as an inactive ingredient.

BIOEQUIVALENCY STATUS

The firm submitted an in vivo bioequivalence study conducted
using the revised formulation Lot #600R003B, 300 mg/capsule,
comparing it to Cardizem CD® 300 mg/capsule, Lot #8P70935.
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The firm requested a waiver of in vivo biocequivalence testing
requirements for the 120 mg, 180 mg, and 240 mg product.
Comparative dissolution data was submitted.

The Division of Bioequivalence has found the 300 mg capsules Lot
#600R003B to be bioequivalent to Cardizem CD® 300 mg capsules Lot
#P70935 per S. Pradhan, 1/7/99.

A waiver of in vivo bioequivalence studies for the 120 mg, 180
mg, and 240 mg capsules was granted per S. Pradhan, 1/7/99.

In vitro dissolution testing results were found to be acceptable
per S. Pradhan, 1/7/99.

ESTABLISHMENT INSPECTION
N/A

COMPONENTS, COMPOSITION, MANUFACTURING, CONTROLS

-

comrisin e I
-

i
|
e i e R T T

e A e
— ik b s e R RS

(N

{ R Ly

3



o e,

B
Rl N
( R
S

PACKAGING
N/A

STABILITY
See above.

REMARKS AND CONCLUSION

Note that litigation between the innovator and the firm has not
been resolved. The firm sent additional notices of
noninfringement to the innovator as a result of this supplement.
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The supplemental application should be considered Not Approvable
- Minor Amendment.

RECALLS Reviewer
N/A Glen Jon Smith

ORDER OF REVIEW:

The application submission(s) covered by this review was taken in
the date order of receipt Yes X

No

If no, explain reason(s) below.

cc: ANDA 74-752
Division File
Field Copy
Endorsements:
"+ HFD-647/GJSmith/3.12.99. I i
N/ - |
HFD-647/UVenkataram/3.19.99 [51 4],1:;7
74752804 .RGS/V: \FIRMSAM\ANDRX\LTRS&REV\74752S04 .RGS
F/T by gp/3.30.99

TYPE OF LETTER: NOT APPROVABLE - MINOR AMENDMENT

APPEARS THIS WAY
ON ORIGINAL



Food and Drug Administration
Center for Drug Evaluation and Research
Office of Generic Drugs
Abbreviated New Drug Supplemental Application Review

Vé&DA 74-752/5-008, S-009

NAME AND ADDRESS OF APPLICANT
Andrx Pharmaceuticals, Inc.
Attention: Diane Servello
4001 SW 47" Avenue

Fort Lauderdale, FL 33314

PURPOSE OF AMENDMENT/SUPPLEMENT
S-008, S-009: o -

DATE (S) OF SUBMISSION(S)
June 24, 1999

January 27, 2000 - minor amendment

PHARMACOLOGICAL CATEGORY TRADE NAME
Anti-hypertensive N/A

NONPROPRIETARY NAME
Diltiazem Hydrochloride Extended-Release Capsules, USP

DOSAGE FORM POTENCY
Capsules/Oral 120 mg, 180 mg, 240 mg, and 300 mg
RX OR OTC
Rx
SAMPLES RELATED IND/NDA/DMF
N/A DMF # ——
DMF # —
STERILIZATION
N/A
LABELING

No changes

BIOEQUIVALENCY STATUS
Dissolution profiles of the 300 mg capsules manufactured using
the—""Diltiazem, lot #600R010, and the <——Diltiazem, lot

-1 -




#600R011 were compared to that of the ANDA biobatch lot #600R003.
The applicant states all three lots were manufactured using the

LB

S

ESTABLISHMENT INSPECTION

An acceptable EIR was issued by the Office of Compliance for the
following facility, 07/12/99:

—

AT AR,
i PRI T RS

An acceptable EIR was issued by the Office of Compliance for the
following facility on 11/22/99 by E. Egas.

COMPONENTS, COMPOSITION, MANUFACTURING, CONTROLS

\
|

I
1

———



Redacted 5

pages of trade secret and/or
confidential
commercial

information



Food and Drug Administration
Center for Drug Evaluation and Research
Office of Generic Drugs
Abbreviated New Drug Supplemental Application Review

V/;NDA 74-752/S-010

NAME AND ADDRESS OF APPLICANT
Andrx Pharmaceuticals, Inc.
Attention: Diane Servello
4001 SW 47" Avenue

Fort Lauderdale, FL 33314

PURPOSE OF AMENDMENT/SUPPLEMENT
S-010: e R e S S S

DATE (S) OF SUBMISSION(S)
September 17, 1999

PHARMACOLOGICAL CATEGORY TRADE NAME
Anti-hypertensive Cartia-XT™

NONPROPRIETARY NAME
Diltiazem Hydrochloride Extended-release Capsules, USP

DOSAGE FORM POTENCY

Capsules/Oral 120 mg, 180 mg, 240 mg, and 300 mg
RX OR OTC

Rx

SAMPLES RELATED IND/NDA/DMF STERILIZATION

N/A N/A N/A

LABELING

No changes

BIOEQUIVALENCY STATUS )
N/A

ESTABLISHMENT INSPECTION
N/A



Redacted 5

pages of trade secret and/or
confidential
commercial

information
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cc: ANDA 74-752/S-010

Division File

Field Copy

Endorsements:
HFD-647/B.M.Azarm/02/22/00, 02/25/00 (revised) l%!
HFD-647/U.Venkataram/3/6/0" ~ 7o %‘ . ) 03/,7/00

v:\firmsam\andrx\ltrs&rev\74752s10.r1f “’[‘UIJ?
F/T by/ms/3-16-00

NOT APPROVABLE - MINOR

RPPEARS THIS way
ON ORIGINAL



ANDA %4-752/S-011 (120 mg, 180 mg, 240 mg and 300 mg)
74-852/S-004 (120 mg, 180 mg and 240 mg)

NAME AND ADDR o : N
Andrx Pharmaceuticals, Inc. {
Attention: Diane Servello

4001 SW 47" Avenue S
Fort Lauderdale, FL 33314

PURPOSE OF ENDMENT PPLEMEN

S-011, S-004: - - ———,

DATE(S) O MIS N

02/28/00

PHARMACOILOGICAL CATEGORY TRADE NAME
Anti-hypertensive Cartia XT (74-752)

Diltia XT (74-852)

ROPRIETAR E

Diltiazem Hydrochloride Extended-release Capsules, USP

DOSAGE FORM

Capsules/Oral . )
POTENCY R X TC
120 mg, 180 mg, 240 mg & 300 mg (74-752) RX
120 mg, 180 mg & 240 mg (74-852)

PLE RELATED IND/NDA/DME STERILIZATION
N/A N/A N/A
LABELING

No changes

BIO VALEN
N/A

ESTABLISHMENT SPECTT
N/A

COMPONENTS, COMPOSITION, MANUFACTURING, CONTROLS

"rifd;
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/ﬁN_DA 74-752/S-012

NAME AND ADDRE OF APPLICANT:
Andrx Pharmaceuticals, Inc.
Attention: Diane Servello
4001 SW 47 Avenue

Fort Lauderdale, FL 33314

PURPOSE OF AMENDMENT/SUPPLEMENT

S-012: To provide for an additional in-process dissolution

test for Diltiazem HCl Extended-release

DATE QF SUBMISSION
July 19, 2000

PHARMACOLOGICAL CATEGORY
1. hypertension

2. chronic stable angina due to coronary artery spasm

TRADE NAME
Cartia XT

NONPROPRIETARY NAME -
Diltiazem Extended-release Capsules, USP

DOSAGE FORM

Capsules/Oral

POTENCY . RXvOR QOTC

120 mg, 180 mg, 240 mg, & 300 mg RX

SAMPLES RELATED IND/NDA/DMF STERILIZATION
N/A N/A ' N/A

LABELING

No changes

BIOEQUIVALENCY STATUS
N/A

ESTABLISHMENT INSPECTION
N/A
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STABILITY
N/A

REMARKS AND CONCLUSION
The supplemental application may be approved.

RECALLS
Reviewer Date Completed
Bita Mirzai-Azarm 12/27/00

ORDER _OF REVIEW:

The application submission(s) covered by this review was taken
in the date order of receipt Yes__X

No »

If no, explain reason(s) below.

RPPEARS THIS way

¥

ON CRIGINAL



//ANDA 74-752/8-013

NAME AND ADDRESS OF APPLICANT:
Andrx Pharmaceuticals, Inc.

Attention: Diane Servello
4001 SW 47" Avenue
Fort Lauderdale, FL 33314

PURPOSE AMENDMENT /SUPPLEMEN

S-013: To provide for an improvement to the o
process for Diltiazem HC1
Extended-release ~——r"""wuw

DATE(S) OF SUBMISSION
July 28, 2000

PHARMACOLOGICAL CATEGORY
1. hypertension
2. chronic stable angina due to coronary artery spasm

TRADE NAME
Cartia XT

NONPROPRIETARY NAME
Diltiazem Extended-release Capsules, USP

DOSAGE FORM

Capsules/Oral

POTENCY RX OR OTC

120 mg, 180 mg, 240 mg, & 300 mg RX

SAMPLES RELATED IND/NDA/DMF STERILIZATION
N/A N/A N/A

LABELING

No changes

BIOEQUIVALENCY STATUS
N/A

ESTABLISHMENT INSPECTION
N/A
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STABILITY

See above. -

REMARKS AND CONCLUSION
The supplemental application may be approved.

RECAILS
Reviewer Date Completed
Bita Mirzai-Azarm 12/27/00

ORDER OF REVIEW:

The application submission(s) covered by this review was taken
in the date order of receipt Yes__X

No

If no, explain reason(s) below.

APPEARS THIS WAY
ON GRIGIHAL



V/Q;DA 74-752/5-014

NAME AND ADDRESS OF APPLICANT:
Andrx Pharmaceuticals, Inc.
Attention: Diane Servello

4955 Orange Drive

Fort Lauderdale, FL 33314

PURPOSE OF AMENDMENT/SUPPLEMENT
S-014: To = ———ro ~, that exceed the
— dissolution limit at the 12-hour time point.

DATE (S) OF SUBMISSION (S)
June 13, 2001

PHARMACOLOGICAL CATEGORY

1. treatment of hypertension

2. management of chronic stable angina due to coronary artery
spasm

TRADE NAME

Cartia XT

NONPROPRIETARY NAME ,
Diltiazem Hydrochloride Extended-Release Capsules, USP

DOSAGE FORM

Capsules/Oral

POTENCY | RX OR OTC

120 mg, 180 mg, 240 mg, & 300 mg RX

SAMPLES RELATED IND/NDA/DMF STERILIZATION
N/A N/A N/A

LABELING

No changes

BIOEQUIVALENCY STATUS
N/A

- ESTABLISHMENT INSPECTION
N/A

COMPONENTS, COMPOSITION, MANUFACTURING, CONTROLS

e Ao B St

T
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RECALLS

Revi.wer Date Completed
Bita Mirzai-Azarm 11/26/01

ORDER OF REVIEW:

The application submission(s) covered by this review was taken
in the date order of receipt Yes

No X

If no, explain reason(s) below.

Previous supplements were not available.

LPPEARS THIS WAY
O ORIGINAL



/BNDA 74-752/S-015

NAME AND ADDRESS OF APPLICANT:
Andrx Pharmaceuticals, Inc.
Attention: Diane Servello
4955 Orange Drive

Fort Lauderdale, FL 33314

PURPOSE OF AMENDMENT/SUPPLEMENT

S-015: To provide for a revision of the in-process
dissolution specifications for Diltiazem HC1l
\\.——\

DATE (S) OF SUBMISSION (S)
August 21, 2001

PHARMACOLOGICAL CATEGORY

1. treatment of hypertension

2. management of chronic stable angina due to coronary artery
spasm

TRADE NAME

Cartia XT

NONPROPRIETARY NAME
Diltiazem Hydrochloride Extended-Release Capsules, USP

DOSAGE FORM

Capsules/Oral

POTENCY RX OR OTC

120 mg, 180 mg, 240 mg, & 300 mg RX

SAMPLES RELATED IND/NDA/DMF STERILIZATION
N/A N/A N/A

LABELING

No changes

BIOEQUIVALENCY STATUS
N/A

ESTABLISHMENT INSPECTION
N/A
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/ANDA 74-752/5-016

NAME AND ADDRESS OF APPLICANT:
Andrx Pharmaceuticals, Inc.
Attention: Diane Servello
4955 Orange Drive

Fort Lauderdale, FL 33314

PURP EN PPLEMENT
S-016: Addition of —— -
DA B

June 4, 2002

PHARMACOLOGICAL CATEGORY
1. hypertension
2. chronic stable angina due to coronary artery spasm

TRADE NAME
Cartia XT

NONPROPRIETARY NAME
Diltiazem Extended-release Capsules, USP

DOSAGE FORM

Capsules/Oral

POTENCY , RX OR_QOTC

120 mg, 180 mg, 240 mg, & 300 mg RX

SAMPLES RELATED IND/NDA/DMF STERILIZATION
N/A N/A N/A

LABELIN

No changes

BIOEQUIVALENCY STATUS
N/A

ESTA SHMENT INSPECTION
Acceptable on June 10, 2002

COMPONENT COMP TION, MANUFACTURING, CONTROLS
N/A



PACKAGING

The applicant proposed to add the following site -

B g

——rr

B
o

Packaging of the drug product will be conducted using equipment
of the same design and operating principle as those approved in
the original application. The applicant enclosed a written
stability commitment which states that Andrx Pharmaceuticals
commits to placing the first production batch of each strength
of the drug product in the smallest and largest
container/closure system, and annual batches thereafter, on
long-term stability studies using the approved protocol in the
application.

STABILITY
N/A

REMARKS AND CONCILUSION
The supplemental application may be approved.

RECAILLS
Reviewer Date Completed
Bita Mirzai-Azarm 10/07/02

ORDER OF REVIEW:

The application submission(s) covered by this review was taken
in the date order of receipt Yes_ X

No

If no, explain reason(s) below.

APPEARS THIS WAY
ON QRIGIMAL



VéggA See the appendix for the list of ANDAs (Global)

NAME AND ADDRESS OF APPLICANT:
Andrx Pharmaceuticals, Inc.
Attention: Janet Vaughn

4955 Orange Drive

Fort Lauderdale, FL 33314

PURPOSE OF AMENDMENT/SUPPLEMENT

L ——_ !

Addition of et et ST i

- e R e Mg oA S :«v»vf:’"“*ff‘—“"f‘w

DA OF MISSION(S
June 24, 2002

PHARMACOLOGICAL CATEGORY
See the appendix

TRADE NAME NONPROPRIETARY NAME

See the appendix See the appendix

DOSAGE FORM POTENCY RX OR OTC

See the appendix See the appendix RX

SAMPLES RELATED IND/NDA/DMFE STERILIZATION
N/A N/A N/A

LABELING

N/A

BIOEQUIVALENCY STATUS
N/A

ESTABLISHMENT INSPECTION
Acceptable on July 3, 2002 by J.D. Ambrogio

COMPONENTS, COMPOSITION, MANUFACTURING, CONTROLS
No change

PACKAGING

The applicant proposed to add the following site as ~-

e




Packaging of the drug product will be conducted using equipment
of the same design and operating principle as those approved in
the original application.

STABILITY
The applicant commits to placing the first production batch of

each strength of the drug product in the smallest and largest
container/closure system and annual batches thereafter, on long-
term stability studies using the approved protocol in the
application and to submitting the resulting data in annual
reports.

REMARKS AND CONCLUSION
The supplemental applications may be approved.

RECALLS
Reviewer Date Completed
Bita Mirzai-Azarm 12/23/02

ORDER OF REVIEW:
The application submission(s) covered by this review was taken

in the date order of receipt Yes_ X
No

If no, explaihmrééégn(s) below.

APPEARS THIS WAY
ON ORIGINAL



VANDA 74-752/S-018

NAME AND ADDRESS OF APPLICANT:
Andrx Pharmaceuticals, LLC

Attention: Janet Vaughn

4955 Orange Drive

Fort Lauderdale, FL 33314

PURPOSE OF AMENDMENT/SUPPLEMENT

S-018: ———— : e - e

DATE(S) OF SUBMISSION(S)
June 30, 2003
October 24, 2003 — Telephone Amendment

PHARMACOLOGICAL CATEGORY
1. Treatment of hypertension
2. Management of chronic stable angina due to coronary artery spasm

TRADE NAME NONPROPRIETARY NAME

Cartia XT Diltiazem Hydrchloride Extended-release Capsules, USP
DOSAGE FORM POTENCY RX OR OTC
ER Capsules/Oral 120 mg, 180 mg, 240 mg & 300 mg RX
SAMPLES RELATED IND/NDA/DMF STERILIZATION
N/A N/A N/A

LABELING

No changes

BIOEQUIVALENCY STATUS

N/A

ESTABLISHMENT INSPECTION
N/A

COMPONENTS, COMPOSITION, MANUFACTURING, CONTROLS
In summary, Cartia XT is manufactured as follows:

f«"“

!
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PACKAGING
N/A

STABILITY
N/A

REMARKS AND CONCLUSION
The supplemental application may be approved.

RECALLS

Reviewer Date Completed
Bita Mirzai-Azarm 10/14/03

ORDER OF REVIEW:
The application submission(s) covered by this review was taken in the date order of receipt
Yes_X No

If no, explain reason(s) below.



CENTER FOR DRUG EVALUATION
AND RESEARCH

APPLICATION NUMBER:

74-752/S-001 to S-018

BIOEQUIVALENCE REVIEW
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Diltiazem Hydrochloride ER Capsules Andrx Pharmaceuticals, Inc.

120 mg, 180 mg, 240 mg & 300 mg Fort Lauderdale, Florida
ANDA # 74-752/ SC 4 Submission Date:
Reviewer: Sikta Pradhan September 11, 1998
WORD/X:\Pradhan\74752SSW.998 December 22, 1998

Review of An In Vivo Bioequivalence Study
In Vitro Dissolution Data and Waiver.Requests

Background:

Diltiazem is a calcium ion influx inhibitor (slow-channel blocker or calcium antagonist).

The firm had previously conducted acceptable bioequivalence studies and got approval
on its Diltiazem Hydrochloride ER Capsules,120 mg,180 mg, 240 mg and 300 mg
strengths. Diltiazem HCl Extended-release Capsules, USP (Once-A— day Dosage)
contain two type of —— Diltiazem HCI Extended-release - —— - et
and Diltiazem HCI Extended-release |

Bsim I

In thlS supplement Andrx Pharmaceutlcals Inc 1nformed the Agency that the ﬁrm wants

R S—— s

o e ~ i cseness In addition, the firm is also
requestmg a change (tlghtened speaﬁcatlon) in the dlssolut.lon specification in 0.1N HC]
at 18 hours for the new _ from NLT s to NLT === (see II. Dissolution
Specifications). However, there is no change to the dissolution specifications in pH 7.5
buffer. The firm has further stated that there will be no change to the dissolution
specifications for, a) the ————and, b) the Finished Product. To support these

proposed changes, the firm has provided the following:

1.  The results of a bioequivalence study conducted on the reformulated 300 mg
diltiazem test capsules under fasting conditions.
2. The dissolution testing including the F2 calculations on the 300 mg capsules of

the test (reformulated) and reference products.

3. The dissolution testing on the 120 mg, 180 mg & 240 mg strengths of the
reformulated test capsules and requested for waiver in vivo bioequivalence study
on them. \



1. FORMULATIONS.

The firm has previously got approval on Diltiazem HCl Extended-release Capsules,
USP (Once-A- Day Dosage), 120, 180, 240 and 300 mg. All lower strengths were
dose proportional to 300 mg strength on which the bioequivalence study was
conducted. Each dose contains — , of diltiazem from the ~~mmews= and —, of

diltizem from the

Composition of the Diltiazem HCI Extended-release (Once-A- Day Dosage)300 mg

Capsule:
Ingredient Diltiazen,%LC Diltiazem %w/w Amount (mg)
(Theoretical)
: =0 0 R
————" T —— T i | e
! ; - ) - - [ ——— [{ .=
Total beoo—

In order to enhance the quality of the product, the firm has proposed a small change

in the compositions of

E S

Proposed Change in ~ =seeemememe

ANDA Biobatch Validation Proposed Change
(%) Batches* (%) (%)
-l JE——— | —
Talc, USD N e | —
Mg Stearate S - JI —
Acetyl tributyl | Sm— rtamons I
citrate(ATBC)
Polysorbate 80 — S— T—
Subtotal — - e
N
Diltiazem Active — NI -
e
Total ——




commercial scale.(Validation Batch).

The proposed change replaces — talc from the Validation Batch with ===
magnesium stearate in the —Tormulation. There is no change to the s

II. DISSOLUTION SPECIFICATIONS

Current Dissolution Specifications of Once-A-Day Capsules are presented below:

Medium 0.1IN HCl PH 7.5%, Paddles @75 rpm
Time, |Specificatio | Time, Specifications
hr. ns hr.
Diltiazem HCl |2 NMT  ~— |2 Between "= .and T
ER Once-a-Day (paddle @ |12 Between =~ and —
Capsules 75 rpm) 18 NLT =
24 NLT ——
S 18 NLT = |6 NMT e
(paddle @ |12 NMT ~=
100 rpm) |21 NLT ~—

e * pH 7.5 phosphate buffer

Proposed Dissolution Specification:

The proposed dissolution specification for the new ===~ .in 0.IN HCl at 18 hours
is NLT —.

There is no change to the dissolution specifications in pH 7.5 buffer.

There is also no change to the dissolution specifications for the © === or the
finished product. '

Firm’s Rationales in Support of Proposed Specification Change for =~ ———""
and Proposed Component and Composition Change for © =

1.  As the gastric emptying time for the y == is relatively short, i.e. 0.5 hr. (fast)
to 2 hr. (fed), most of the time the —=—=are in the intestinal region.
Therefore, the dissolution in 0.1N HC] (gastric condition) is only relevent up
to the 2 hr. time point, and consequently, the specification for .1
0.1N HCI at 18 hr.has no physiological meaning. After gastric emptying, the
dissolution in the pH 7.5 buffer becomes more relevant. Hence, the proposed

3



dissolution specification, NLT .= in 0.1N HCI at 18 hours, for the new —
— would be justifiable, if the i in vivo bioavailability and in vitro
dissolution of the finished reformulated capsule remain comparable to the
RLD and previously approved product, respectively.

2. Both talc and magnesium stearate serve as * during the ———— and are

therefore, —__ —_— : -

o 3B ‘ ‘.
ssamm i e o N RN T NN

~

s e the firm has conducted an 1n Vivo bloequlvalence study
under fasting condmons and the dissolution testing, including F2 calculatxons on
the proposed reformulated test product.

III. SINGLE DOSE STUDY UNDER FASTING CONDITIONS

Study Information:

Sponsor: Andrx Pharmaceuticals, Inc.
Clinical Facility: —.____
& Analvtical Facilities: ==
Clinical Director: = =swsen o
Analytical Director: -~ o
Project No.: 98090 (approved by = =ww-wr
Pharmacokinetic and statistical Analysis: o s esomnt s

o

Study Design: Andrx’s Diltiazem (reformulated) 300 mg Capsules to the reference
drug product, Cardizem CD® 300 mg Capsules under fasting conditions

This was a randomized, single dose, two-way crossover design study comparing the test
product, Andrx’s Diltiazem (reformulated) 300 mg Capsules with the reference product,
Cardizem CD* 300 mg Capsules in twenty-eight (28) healthy male volunteers under
fasting conditions.

Subject Selection

Subjects selected for the study met the following acceptance criteria:

1. Age range: 18 to 43 years.

2. Healthy as determined by physical examination, medical history, and clinical
laboratory diagnostic tests: blood chemistry, hematology, urinalysis and HIV.

3. Absence of any exclusion criteria observed during the physical or laboratory
evaluations.



4. Body weight within 10% of their ideal body weight according to Table of
"Desirable Weights of Adults", Metropolitan Life Insurance Company, 1983.

Thirty volunteers met all eligibility requirements and successfully passed the exclusion
criteria. In each study period, subjects were confined to the Clinical Research Center
from the evening before drug administration until after the 24-hour post-dose blood
draw.

Subject Restrictions:

1. No antacids and no alcohol-, grapefruit- or xanthine-containing beverages and
foods for the 24 hours before dosing and throughout the period of sample
collection.

2. No medication (including over-the-counter products) for the 7 days preceding the

study. ‘ '

Water intake was prohibited from one hour pre-dose until one hour post-dose.

4. Subjects remained ambulatory or seated upright and were prohibited from
smoking during the first four hours following drug administration in each period.

5. No strenuous activity was permitted at any time during the housing period.

w

Clinical Study Dates: May 9, 1998 - May 18, 1998

Treatments:

A. 1x300 mg capsule of diltiazem HC] extended release capsule (test product) of
Andrx Pham. Inc., Lot #600R003A, Lot size =, capsules, Potency
100.8%

B. 1x300 mg capsule of Cardizem CD® (Reference product) manufactured by
Marion Roussel, Lot #P70395; Potency 100.2%, Exp. Date: June, 1998.

Dose Administrations:

A single oral dose of 300 mg diltiazem HCI extended release capsule (test or reference)
was administered with 240 mL of water following a 10 hour fast.

Drug Washout Period: One week

Meal and Food Restrictions:




All volunteers fasted for 10 hours prior to and 4 hours after drug administration. No
fluid except that given with drug administration was allowed from 1 hour prior to dose
administration until 1 hours after dosing. Standard meal was served during the in-house
confinement period. No caffeine-containing food or beverages were served during the
study. All subjects were confined from 12 hours pre-dose to 36 hours post-dose.
Blood Samples Collection

e

Safety Evaluations: Vital signs were obtained at O (pre-dose), and at 6, 10, 14, 24, and
36 hours post dose
Analytical Study Dates: May 26, 1998 — June 12, 1998

Assay Methodology

[ * 7

APPEARS THIS WAY
ON ORIGINAL
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The pharmacokinetic parameters derived from diltiazem and its two metabolites,
desmethyldiltiazem and desacetyldiltiazem levels are presented in Tables 5, 6, and 7,
respectively, below:

Table 2. Mean Plasma Diltiazem Levels (ng/mL) of 28 Subjects:

TIME(HR) TEST TREATMENT A REF. TREATMENT B
0 0 (-—)* 0 (=)
2 1.27 (199) 0.07 (529)
4 46.81 (136) 13.72 (108)
6 106.32 (48) 118.67 (45)
8 100.64 (44) 95.75 (37)
10 80.72 (46) 81.85 (48)
12 100.87 (46) 95.51 (50)
14 120.91 (48) 105.59 (43)
16 127.03 (41) 111.19 (36)
18 114.65 (46) 104.87 (39)
20 91.36 (47) 88.60 (41)
24 67.88 (44) 67.49 (42)
30 44 .64 (54) 47.93 (56)
36 23.82 (75) 25.80 (74)
48 6.10 (106) 7.07 (100)

* Coefficient of Variation (CV%)

Table 3. Mean Plasma Desmethyldiltiazem _Levels (ng/mL) of 28 Subjects:

TIME(HR) TEST TREATMENT A REF. TREATMENT B
0 0 ()" 0 (=)
2 0.0 () 0.0 (--)
4 7.51 (132) 2.15 (125)
6 21.92 (42) 23.56 (33)
8 25.12 (26) 24.24 (21)
10 23.75 (27) 23.75 (22)
12 27.71 (27) 27.19 (26)
14 32.26 (28) 30.71 (25)
16 35.38 (25) 32.62 (22)
18 34.59 (25) 32.83 (23)
20 30.46 (28) 30.28 (25)
24 25.08 (26) 24.49 (25)
30 20.24 (33) 20.94 (32)
36 13.11 (45) 13.80 (44)
48 4.50 (68) 4.80 (70)




* Coefficient of Variation (CV%)

Table 4. Mean Plasma Desacetyldiltiazem_Levels (ng/mL) of 28 Subjects:

TIME(HR) TEST TREATMENT A REF. TREATMENT B
0 0 (—=-)* 0 (=)
2 0.0 () 0.0 ()
4 1.26 (191) 0.0 ()

6 6.33 (79) 6.00 (69)
8 9.69 (67) 8.98 (62)
10 10.86 (62) 10.61 (63)
12 12.96 (73) 12.57 (80)
14 16.66 (73) 15.64 (81)
16 20.03 (77) 18.04 (84)
18 22.72 (82) 20.21 (83)
20 22.20 (84) 21.49 (86)
24 23.24 (95) 21.02 (89)
30 22.38 (114) 21.42 (100)
36 15.30 (122) 15.19 (116)
48 7.60 (172) 6.97 (165)

¢ Coefficient of Variation (CV%)
Table 5. Mean Pharmacokinetic. Parameters for. Diltiazem and

Summary of Statistical Analysis of Log-transformed Data

TEST REFERENCE RATIO
TREATMENT B 0
PK PARAMETER TREATMENT A S M (AB100 | 90% CL
LS Mean
2712.38 2606.81 104
AUCT [ng.hr/mL]
2798.71 2704.32 103
AUCI [ng.hr/mL]
145.17 136.24 107
Cmax [ng/mL]
12.7 10.07 127
Tmax [hr] ?
0.1142 0.1087 105
Kq [1/hr]
6.327 6.713 94.3
T1/2 [hr]
LnAUCT 2477.40 * 2417.11* 102 96; 109
LnAUCI 2557.73* 2503.68* 102 96; 109
LnCMAX 133.31* 128.46* 104 94; 115




* For In-transformed parameters, the antilog of the mean (i.e. the geometric mean) is reported.

Table 6. Mean Pharmacokinetic Parameters for Desmethyldiltiazem and

Summary of Statistical Analysis of Log-transformed Data

ST REFERENCE RATIO 90% C.1.
PK PARAMETER TREATMENT A TREATMENT B (A/B)x100
LS Mean LS Mean
AUCT
[ng.hr/mL] 891.75 880.38 101
AUCI [ng-hr/mL] 967.90 960.45 101
Cmax [ng/mL] 37.34 35.02 107
Tmax [hr] 15.71 15.36 102
0.0803 0.0794 101
K, [1/hr]
T1/2 [hr] 8.9073 9.0264 987
LnAUCT 857.40* 852.84 101 97. 104
LnAUCI 931.52* 929.02* 100 97; 104
LnCmax 36.32* 34.26* 106 101; 111

* For In-transformed parameters, the antilog of the mean (i.e. the geometric mean) is reported.

Table 7. Meéh Pharmacokifletic Pérameters for Desacetyldiltiazem and

Summary of Statistical Analysis of Log-transformed Data

TEST REFERENCE RATIO 90% C.IL
PK PARAMETER TREATMENT A TREATMENT B (A/B)x100
LS Mean LS Mean
689.79 649.07 106
AUCT [ng.hr/mL]
940.46 879.69 107
AUCI [ng.hr/mL]
26.05 24.82 105
Cmax [ng/mL]
20.57 21.57 95.4
Tmax [hr]
0.0705 0.0672 105
K,, [1/hr]
10.8274 11.3595 95.3
T1/2 [hr]

10




LnAUCT 454.68 341.04 103 98; 109

LnAUCI 571.84 569.42 100 95; 106

LnCMAX 18.73 17.65 106 99; 113

For In-transformed parameters, the antilog of the mean (i.e. the geometric mean) is reported.

Comments on the fasting study:

Both test and reference drugs produced two peak concentrations within six to twenty
hours of their administrations. The larger peak (produced by both the test and
reference products) was used in pharmacokinetic and statistical analysis. There were
no nonzero predose concentrations for diltiazem or its metabolites, and there were no
cases where the first nonzero concentration was the CMAX for diltiazem.or its
metabolites. Analysis of variance (ANOVA) was done using the GLM procedure of
SAS. The 90% confidence intervals for LnAUC, 1, LnAUC,,,; and LnCy,x of the test
product (both parent compound and metabolites) remained within the acceptable
range of 80 - 125%.

IV. Dissolution Comparison:

The firm has conducted the dissolution -testing' on Diltiazem Capsules of different
strengths. The dissolution testing data are presented in Table 8 below:

APPEARS THIS WAY
ON ORIGINAL

11



Table 8. In Vitro Dissolution Testing

Drug (Generic Name): Diltiazem
ANDA #74-752/SC 4

Firm: Andrx

Submission Date: September 11, 1998

I. Conditions for Dissolution Testing:

USP XXIII Basket: Paddle: X RPM: 75
No. Units Tested: 12
Medium#1: 0.1N HCI; Vol.: 900mL;
Medium#2:.Buffer pH 7.5 (SIF) vol.: 900 mL
Reference Drug: Cardizem
Assay Methodology: ———
Specifications: 2hr  NMT —in 0.1N HC]
2 hr in SIF
12hr — inSIF
18 hr NLT = —
24hr NLT —

II. Results of In Vitre-Dissetution Testing-in-O- 1N HCL: .

Sampling Proposed Changed Formulation Approved ANDA Formulation
Times (hr.) | Lot #600R003B; 300 mg Capsules | Lot #600H001; 300 mg Capsules.

Mean % | Range %CV Meam % | Range %CV
2 2 : — 11.5 2 A 11.5
12 20 oo 2.5 20 e 2.5
18 66 e— 3.0 66 S 3.0
24 84 oo 1.4 84 1.4

I1I. Results of In Vitro Dissolution Testing in Buffer pH 7.5 (SIF):

Sampling Proposed Changed Formulation Approved ANDA Formulation
Times (hr.) | Lot #600R003B; 300 mg Capsules | Lot #600H001; 300 mg Capsules

Mean %, | Range %CV Mean % | Range %CV
2 41 — 3.0 41 —— 3.0
12 44 S 1.7 44 e 1.7
18 87 A 1.3 87 S 1.3
24 94 N 1.6 94 | e | 1.6
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IV. Results of In Vitro Dissolution Testing in 0.1N HCI:

Sampling Proposed Changed Formulation Approved ANDA Formulation

Times (hr.) | Lot #599R002; 240 mg Capsules | Lot #599H001; 240 mg Capsules
Mean % | Range % | % CV Mean % | Range % | % CV

2 3 p— 13.6 3 —— 11.3

12

18

24

V. Results of In Vitro Dissolution Testing in Buffer pH 7.5 (SIF):

Sampling Proposed Changed Formulation Approved ANDA Formulation

Times (hr.) | Lot #599R002; 240 mg Capsules | Lot #599H001; 240 mg Capsules
Mean % |Range % | % CV Mean % } Range % | % CV

2 38 — |56 |38 Te— |21

12 42 e 2.9 43 — 2.0

18 83 e 2.3 85 J—— 2.1

24 92 s 2.0 94 | e, | 1.5

VI. Results of In Vitro L.ssolut

ion Testing in 0.IN HCI:

Sampling Proposed-Changed Formulation - - -{- Approved ANDA Formulation

Times (hr.) | Lot #598R002; 180 mg Capsules | Lot #598H001; 180 mg Capsules
Mean % | Range % | % CV Mean % | Range % | % CV

2 3 — 12.8 3 e 16.5

12

18

24

VII. Results of In Vitro Dissolution Testing in Buffer pH 7.5 (SIF):

Sampling Proposed Changed Formulation Approved ANDA Formulation

Times (hr.) | Lot #598R002; 180 mg Capsules | Lot #598H001; 180 mg Capsules
Mean % | Range % |% CV Mean % |Range % |% CV

2 41 e 2.2 40 i 1.8

12 44 R 1.9 43 s 3.0

18 85 I 2.4 85 s 2.2

24 97 — 1.5 92 s 2.3
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VIII. Results of In Vitro Dissolution Testing in 0.1N HCl:

Sampling Proposed Changed Formulation Approved ANDA Formulation
Times (hr.) | Lot #597R005; 120 mg Capsules | Lot #597H001; 120 mg Capsules

Mean % |Range% |% CV Mean % | Range% | % CV
2 4 - 19.6 3 —_— 13.9
12
18
24

IX. Results of In Vitro Dissolution Testing in Buffer pH 7.5 (SIF):

Sampling Proposed Changed Formulation Approved ANDA Formulation
Times (hr.) | Lot #597R005; 120 mg Capsules | Lot #597H001; 120 mg Capsules

Mean % | Range % |% CV Mean % | Range % | % CV
2 38 — |23 41 — |26
12 46 S, 1.8 44 o 3.7
18 90 e 2.4 84 = 3.1
24 99 — 2.8 93 o 2.7

V. Compositions of Lower Strengths: e,
The compositions of 120 mg, 180 mg, 240 mg and 300 mg capsules are presented in’
Tables 9 and 10 (attached).

The compositions of the lower strengths are proportional to that of the hlghest
strength and the capsules contain identical _

Comments:

1. The in vivo bioequivalence study under fasting conditions and the dissolution
testing, including F2 calculations (F2=87, see Table 11, attached) on the
proposed reformulated test product, 300 mg Diltiazem CD Capsules are

acceptable.

2. The firm’s rationale for Proposed Specification Change for is
justifiable.

3. The firm’s rationale for Proposed Component and Composition Change for

is justifiable.
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4. The in vitro dissolution testing including F2 calculations (F2 values are 90, 78,
and 71 for 240, 180, & 120 mg capsules, respectively; see Table 12, 13 & 14,
attached ) conducted on 120 mg, 180 mg and 240 mg capsules (reformulated)
are also acceptable. The formulation of the 120 mg, 180 mg and 240 mg
capsules are proportionally similar to that of the 300 mg strength of the test
product.

5. Therefore, the proposed changes in the formulation of the test product of all
strengths are acceptable, and the supplement is approvable.

RECOMMENDATIONS:

1. The in vivo Bioequivalence study conducted under fasted conditions by
Andrx Pharmaceuticals on its 300 mg Diltiazem CD reformulated
capsules, Lot # 600R003B versus the listed reference product,
Cardizem CDR® Capsules, 300 mg, manufactured by Marion Merrell
Dow has been found acceptable by the Division of Bioequivalence.
This study demonstrates that under fasting conditions, 300 mg
reformulated diltiazem CD capsule of Andrx is bioequivalent to the
reference product, Cardizem CD® Capsule 300 mg, manufactured by
Marion Merrell Dow. e =

2.  The comparative in vitro dissolution testing conducted by Andrx on
the test product, 300 mg Diltiazem CD reformulated capsules, Lot #
600R003B and the reference product, Cardizem CD® Capsules, 300
mg, manufactured by Marion Merrell Dow has been found acceptable.
The in vitro dissolution testing conducted by Andrx on its
reformulated Diltiazem CD Capsules, 120 mg, 180 mg and 240 mg are
also acceptable. The formulation of the 120 mg, 180 mg and 240 mg
capsules are proportionally similar to that of the 300 mg strength of
the test product which underwent bioequivalency testing. Hence, the
waivers of in vivo bioequivalence study requirements for 120 mg, 180
mg and 240 mg capsules of the test product are granted. The 120 mg,
180 mg and 240 mg capsules of the test product are therefore deemed
bioequivalent to the Cardizem CD?, 120 mg, 180 mg and 240 mg
Capsules, respectively, manufactured by Marion Merrell Dow.

3. The dissolution testing should be incorporated into the firm's
manufacturing controls and stability program. The dissolution testing
should be conducted in 900 mL of 0.1N HCI for 2 hours at 37°C using

15



USP XXIII apparatus II (paddle) at 75 rpm. The testing should also
be conducted simultaneously at 75 rpm in SIF for 24 hours.The test
drug should meet the following specifications:

Time 0.1N HCl Time SIF

2 hr NMT — 2 hr T—
12 hr —
18 hr NLT —
24 hr NLT e

4. Hence, the current supplement is acceptable.
e
sl

Siita Pradhan, Ph. D.
Division of Bioequivalence
Review Branch I

RD INITIALED YCHUANG ¢ e e

FT INITIALED YCHUANG v~ /S/ / 7/99
a4 '

Concurr #-==z-mermmm- ‘ % ! Date:--{/l ’_;Z _7: /?_

Dale P. Conner, Pharm.D.
Director, Division of Bioequivalence

cc:  ANDA # 74752SSW (original, duplicate), HAD-652 (Huang, Pradhan),
HAD-650 (Director), Drug File, Division File

Draft:SP/12-28-98//WORD/X:\Pradhan\74752SSW.998

16



CC: ANDA# 74-752/SC4
ANDA DUPLICATE
DIVISION FILE

BIO DRUG FILE

FIELD COPY

ENDORSEMENTS: (Final with Dates)
HFD-652/ S. Pradhar l
HFD-650/ Y. Huang //7 /39
HFD-617/ L. Sanch >

HFD-650/ D. Conner [ 9/ ; /1, /55

Printed in final on 01/07/99
WORD: X:\NEW\FIRMSAM\ANDRX\74752SSW.998.doc

Supplemental Application on Submission date: 09-11-98
Blostudy (fasting) on 300 mg capsules STF 3 00 },,__éy

AcC

Amendment to Biestudy-fastimgon306-mg<eap. Submission date: 12-22-98
Amendment to Dissolution waiver on 240 mg cap. Diw
Dissolution waiver on 180 mg cap. , :
o . DIw)
Dissolution waiver on 120 mg
(DW)
Supplement Application. Acceptable

T E——————
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DILTIAZEM 300 MG ER CAPSULE FASTING STUDY

ANDRX 98090
STATISTICAL REPORT
Figure 1 Linear Plot of Mean Plasma Diltiazem

Concentrations vs Time
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DILTIAZEM 300 MG ER CAPSULE FASTING STUDY .

ANDRX 98090
STATISTICAL REPORT
Figure 2 Linear Plot of Mean Plasma Desmethyldiltiazem

Concentrations vs Time

DESMETHYLDILTIAZEM MEAN DATA
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DILTIAZEM 300 MG ER CAPSULE FASTING STUDY

ANDRX 98090
STATISTICAL REPORT --
Figure 2 Linear Plot of Mean Plasma Desacetyldiltiazem

Concentrations vs Time

DESACETYLDILTIAZEM MEAN DATA

25

20

16

10 —

rg-EzZ 0O>»0 >»Tn>»ro
1

TIME (HOURS)

(H———FF REFERENCE

O
)

TEST

008rAds6 27




Redacted A

pages of trade secret and/or
confidential
commercial

information



ralds

I

Spreadsheet of Calculation for the , s Diltiazem HCI ER Capsules 300 mg ~ e
Dissolution Data : Percent Dissolved HYPOTHETICAL DATA e
Biobatch |600R003B|Reformult | TEST Approved |REF. 600HO01 | B
Unit#  [2hr 12hr 18hr 24hr 2hr 12hr  [18hr 24hr

1 - b —— - -~ o i — )
- 5 - — - T - ~ - -

3 e s - - - - i -

4 e s s s . - - -~

5 - i - _— Al = P -

O P - o . - o - - -|\\; —

7 - o Yo s - - i -

8 — - e o - e it o

9 e - - -

10 - - R - e — — -

" - el - - ) - - e il o

12 T T - o - ) T - et R s
Average | 39.08333] a@am:mmwwwwu_ 96.5| 40.5| 44|  86.75/ 93.58333]
Minimum — i e e — — = -
Maximum |~ T e T e ==
STDEV | 1.240112| 0.900337| 1.527525| 1.445998 1.243163| 0.738549| 1.13818| 1.505042|
%CV | 3.172996| 2.050102 1.779641| 1.498443| 3.069539| 1.67852| 1.312023| 1.608237|
F2 formula : 50*log{[1+(1/n)(sum from t=1 to n of (Rt-T)**2]*-0.5*100} o
Sample n 1 o203l A N |
Rn-Tn | 1.416667| 0.083333| 0.916667| -2.91667| )
(Rn-Tn)**2 2.006944| 0.006944| 0.840278| 8.506944| o
SUMOD | 11.36111
i 02| B e e B 1
1/n*sumod 2.272222 e
(1+above)| 3.272222 R :
(a30)-0.| 0.552813| | T B
a31*100 | 55.28135 ) -
log(a32) | 1.742579 I I - ]
f2=50(a33| 87.12893| | I o o - i -
passlimit | mo i ) h - o I , i
Conclusio|Passes | | | e B

APPTARS TR WAY

ON ORIGINAL




) Jakole 1R

Spreadsheet of Calculation for the —— Diltiazem HCIERCa[240mg | 1 o -
Dissolution Data : Percent Dissolved HYPOTHETICAL DAT B
Biobatch |599R002 |Reformult [TEST B Approved |REF. 599H001 |
Unit#  |2hr 12hr 18hr  [24hr 2hr 12hr 18hr 24hr
ot —TTTT o T =l - - -
o N — e —— o . I — — T — T e -
3 —_ - e e J— — . o
4 . - e e — e - I
5 —_ - e - - — — —
6 — - h o e o - - - -
T e T ~ R ——
8 — - — e T — e - e
@ U — T — B Lol T i - - [S—— T - T
Ano e e o . o Landid - " — - \5 o
11 w— — - n — - —— -
12 - — - ~ - _ — -
Average | 37.66667| 4z, 83.25| 91.91667| 38.16667 | 42.5| 84.91667| 94.08333]
Minimum —_ — — i . - — — —
Maximum - - - o . s e o T
STDEV | 2.059715| 1.193416| 2.005674| 1.831955 0.717741| 0.904534| 1.831955| 1.505042|
%CV | 5.468269| 2.841467| 2.409218| 1.993061 B 1.880543| 2.128315| 2.157357| 1.59969
F2 formula : 50*log{[1+(1/n)(sum from t=1 to n of (Rt-Tt)**2]**-0.5*100}
Sample n 1 2 3 4 )
Rn-Tn 0.5 0.5| 1.666667| 2.166667 1
(Rn-Tn)**2 0.25 0.25| 2.777778| 4.694444 B i
SUMOD | 7.972222 o
1/n ‘ 0.2 ] T o ‘
1/n*sumod 1.594444 } N
(1+above)| 2.594444| | | T
(a30)-0.| 0.620837| | | )
a31*100 | 62.08373 - ]
log(a32) |1.792978/ | | T |~ - ) -
f2=50(a33| 89.64889| | | I o ] -
passimit | 50 | |7 I
Conclusio |Passes - I I
APPEARS THIS WAY
ON ORIGINAL



 Takle I3

Spreadsheet of Calculation for the  — Diltiazem HCI ER Ca [180 mg | |
Dissolution Data : Percent Dissolved HYPOTHETICAL DATA
Biobatch Reformult [TEST 598R002 Approved |REF. 598F001
Unit # 2hr 12hr 18hr 24hr 2hr 12hr 18hr 24hr
1 — — -_— - — - - -
N — — — - —- — — e
3 — ~ — — - ud — e
4 e - — — . -~ — e
5 — - e - - - - -
6 —— - — - —_ - — ——
7 —_— -~ — il — — - —
8 — - — - - — — —_
9 ~ - - - o - — -
10 —_ - - - -~ - -~ -
11 — - - s o - — ”,t
12 - ~ - e — —— - -
Average | 40.58333| 44 84.66667| 97.33333 40.5] 43.16667| 85.4160/|  91.75|
Minimum -— - — — — — . .
Maximum o — —_— — h c— ——— -
STDEV 1.083625| 0.852803| 2.015095| 1.61433 0.797724| 1.466804) 2.020726| 2.22077
%CV 2.670122| 1.938188| 2.380033| 1.658558 1.969689| 3.398002| 2.365728| 2.420457
F2 formula : 50*log{[1+(1/n)(sum from t=1 to n of (Rt-Tt)**2]**-0.5*100}
Sample n 1 2 3 4
Rn-Tn -0.08333| -0.83333 0.75| -5.58333
(Rn-Tn)**2 0.006944| 0.694444|, 0.5625| 31.17361
SUMOD 32.4375
1/n 0.2
1/n*sumod  6.4875
(1+above) 7.4875
(a30)**-0. | 0.365453
a31*100 36.5453
log(a32) | 1.562832
f2=50(a33| 78.14158
passlimit 50
Conclusio |Passes
APPEARS THIS WAY

ON ORIGINAL




Tokle 14

Spreadsheet of Calculation for the Diltiazem HCI ER Ca |120 mg _ _

Dissolution Data : Percent Dissolved HYPOTHETICAL DATA

Biobatch Reformult |TEST 597R005 Approved |REF. 597H001

Unit # 2hr 12hr 18hr 24hr 2hr 12hr |18hr 24hr
1 —— [aned o . o — o oy -
2 s - — o, - - e -
3 - — e e — e ores -
4 — - e -~ oo - s -
5 e - Jomes, g ke bl o -
7 — — . i o wr s s
8 - - e - yoer e s -
9 _— —— — e I o T s,
10 o~ — — sy e - s -
11 - e T -, f— — o ——
12 |!7_ o s, — - — e ——

Average | 39.41667| 46| 89.41667| 98.66667 41.33333] 44| 8375 9325

Minimum = - o o - -— —_ -

Maximum . - R - h - e -

STDEV 0.996205| 1.044466| 2.234373| 2.674232 0.984732| 1.658312| 2.527126| 2.632835

%CV 2.52737| 2.270578| 2.498833| 2.71037 2.382416| 3.768892| 3.017463| 2.823415

F2 formula : 50*log{[1+(1/n)(sum from t=1 to n of (Rt-Tt)**2]**-0.5*100}

Sample n 1 2 3 4 1 2 3 4

Rn-Tn 1.916667 -2| -5.66667| -5.41667

(Rn-Tn)**2 3.673611 4] 32.11111| 29.34028

SUMOD 69.125

1/n 0.2

1/n*sumod  13.825

{1+above) 14.825

(a30)**-0. | 0.259718

a31*100 | 25.97184

log(a32) | 1.414503

f2=50(a33| 70.72513 .

passlimit 50

Conclusio |Passes

APPEARS THIS way

ON ORIGINAL




CENTER FOR DRUG EVALUATION
AND RESEARCH

APPLICATION NUMBER:

74-752/S-001 to S-018

ADMINISTRATIVE DOCUMENTS



07-0OCT-2002 FDA CDER EES B Page 1 of
ESTABLISHMENT EVALUATION REQUEST
SUMMARY REPORT
Application: ~ ANDA 74752/016 Priority: Org Code: 600
Stamp: 05-JUN-2002 Regulatory Due: Action Goal: District Goal: 05-NOV-2002
Applicant: ANDRX PHARMS Brand Name:

4001 SOUTH WEST 47TH AVE
FORT LAUDERDALE, FL 33314

FDA Contacts: S, SHEPPERSON (HFD-617)
B. MIRZAI AZARM (HFD-647)
U. VENKATARAM (HFD-647)

Established Name: DILTIAZEM HYDROCHLORIDE
Generic Name:

Dosage Form: EXC (EXTENDED RELEASE CAPSUL]
Strength: 120, 180, 240, 300 MG

301-827-5849 , Project Manager
301-827-5849 , Review Chemist
301-827-5849 , Team Leader

) Overall Recommendation:

ACCEPTABLE on 10-JUN-2002 by J. D AMBROGIO (HFD-324)301-827-0062

Establishment: DMF No:

AADA No:
Profile: CTR OAI Status: NONE Responsibilities-
Last Milestone: OC RECOMMENDATION
Milestone Date: 10-JUN-2002
Decision: ACCEPTABLE
Reason: BASED ON PROFILE

APPEA
RS THIS way

N ORIGINaL



23-DEC-2002 FDA CDER EES Page 1 of
ESTABLISHMENT EVALUATION REQUEST
SUMMARY REPORT
Application:  ANDA 74752/017 Priority: Org Code: 600
Stamp: 26-JUN-2002 Regulatory Due: Action Goal: District Goal: 26-NOV-2002
Applicant: ANDRX PHARMS Brand Name:
4001 SOUTH WEST 47TH AVE Established Name: DILTIAZEM HYDROCHLORIDE
FORT LAUDERDALE, FL 33314 Generic Name:
Dosage Form: EXC (EXTENDED RELEASE CAPSUL
Strength: 120, 180, 240, 300 MG
FDA Contacts:  S. SHEPPERSON (HFD-617) 301-827-5849 , Project Manager

B. MIRZAI AZARM (HFD-647)
U. VENKATARAM (HFD-647)

301-827-5849 , Review Chemist

301-827-5849 , Team Leader

Overall Recommendation:

ACCEPTABLE on 03-JUL-2002by J. D AMBROGIO (HFD-324)301-827-0062

Establishment:

DMF No:

AADA No:
Profile: CTR OAI Status: NONE Responsibilities: ' S
Last Milestone: OC RECOMMENDATION
Milestone Date  03-JUL-2002
Decision: ACCEPTABLE
Reason: BASED ON PROFILE

APPEARg
0 THIS way

N ORIGINg,



REVIEW OF PROFESSIONAL LABELING # 1
SUPPLEMENT
FPL - Container Labels and Insert Labeling
DATE OF REVIEW: April 30, 1999
ANDA #: 74-752/S-007 ~
NAME OF FIRM: Andrx Pharmaceuticals, Inc.

NAME OF DRUG: Diltiazem Extended-release Capsules USP, 120 mg,v
180 mg, 240 mg, 300 mg

DATE OF SUBMISSION: April 23, 1999

COMMENTS ;_ . '
0O (g, Ha LML"'S Rmm\ :

Container: 90s and 1000s

1. Relocate “Rx only” to the main panel.
2. Revise the storage temperature recommendations as follows:

Store at controlled room temperature, 15°-30°C (59°-86°F)
(see USP).

These revisions may be done in an annual report provided that the
changes are described in full.

RECOMMENDATIONS:

1. Inform the firm of the above comments 1f there are to
be chemistry comments.

2. Request the firm revise their container labels, then
prepare and submit final print.

FOR THE RECORD:

1. Review based on the labeling of Cardizem CD, revised
7/95; approved 4/2/96.

2. This combined chemistry/labeling submission is for the
addition of two new container sizes, 90s and 1000s.



REVIEW OF PROFESSIONAL LABELING # 1
SUPPLEMENT
FPL - Insert Labeling
DATE OF REVIEW: April 21, 1999
ANDA #: 74-752/5-006
NAME OF FIRM: Andrx Pharmaceuticals, Inc.

NAME OF DRUG: Diltiazem Hydrochloride Extended-release Capsules,
120 mg, 180 mg, 240 mg and 300 mg

DATE OF SUBMISSION: April 14, 1999
COMMENTS :
From a labeling standpoint the insert labeling has been
satisfactorily revised to reflect the addition of magnesium
stearate to the listing of inactive ingredients in the
DESCRIPTION section.
RECOMMENDATIONS:

Inform the firm of the above comments.

NOTE TO CHEMIST:

Firm still labeled that USP release test is pending. See
DESCRIPTION section.

FOR THE RECORD:

1. Review based on the labeling of Cardizem CD, revised
7/95; approved 4/2/96.

N
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Telephone Conversation Memorandum

ANDA: 74-752/5-009

DRUG: Diltiazem Hydrochloride Extended-release Capsules USP,
120 mg, 180 mg, 240 mg, and 300 mg

FIRM: Andrx Pharmaceuticals, Inc.

PERSONS INVOLVED: Jackie Davis, Andrx
Tim Ames, FDA

PHONE NUMBER: 954-581-7500

DATE: April 26, 2000

Background:

Firm called to request evaluation of this supplement for approval
since no deficiencies pertained to this drug substance
manufacturer. After checking the CMC review, it was apparent
that in fact this supplement could be approved. I informed the

firm that I would request an approval be issued.

Timothy W. Ames, R.Ph., M.P.H.
Project Manager, Div Chem II, Team 8, OGD

SRR

cc: —752
Division file (1)

File: V:\firmsam\andrx\telecons\74752tcl.doc

APPEARS THIS WAY
ON ORIGINAL



Request for approval of S-009: ANDA 74-752/Diltiazem
Hydrochloride ER Capsules/Andrx Pharmaceuticals, Inc.

Date of letter: April 3, 2000

The firm requested that S$-009 —

, » e be approved. This request
was based on the fact that our February 15, 2000 deficiency
letter contained no deficiencies pertaining to S-009.

The request is granted.

Bita Mirzai-Azarm f%! J_3//0/00
Review Chemist v

R - B Ve

v:\firmsam\andrx\ltrs&rev\74752s09.app

APPEARS THIS WAY
ON ORIGINAL
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DEPARTMENT OF HEALTH AND HUMAN SERVICES Form Approved: OMB No. 0910-0338

Expiration Date: April 30, 2000
FOOD AND DRUG ADMINISTRATION See OMB Statement on page 2.

APPLICATION TO MARKET A NEW DRUG, BIOLOGIC, OR AN FOR PO USE BRLY

ANTIBIOTIC DRUG FOR HUMAN USE APPLICATION NUMBER
(Title 21, Code of Federal Regulations, 314 & 601)

APPLICANT INFORMATION

NAME OF APPLICANT DATE OF SUBMISSION

Andrx Pharmaceuticals, Inc. April 3, 2000

TELEPHONE NO. (Include Area Code) FACSIMILE (FAX) Number (Include Area Code)
(954) 581-7500 (954) 587-1054

APPLICANT ADDRESS (Number, Street, City, State, Country, ZIP Code or AUTHORIZED U.S. AGENT NAME & ADDRESS (Number, Street,
Mail Code, and U.S. License number if previously issued): City, State, ZIP Code, telephone & FAX number) IF APPLICABLE

4001 SW 47" Avenue
Fort Lauderdale, FL 33314

PRODUCT DESCRIPTION

NEW DRUG OR ANTIBIOTIC APPLICATION NUMBER, OR BIOLOGICS LICENSE APPLICATION NUMBER (If previously issued) 74-752

ESTABLISHED NAME (e.g., Proper name, USP/USAN name) PROPRIETARY NAME (trade name) IF ANY
Diltiazem Hydrochloride Extended-Release Capsules, | Cartia XT
UspP

CHEMICAL/BIOCHEMICAL/BLOOD PRODUCT NAME (/f any) CODE NAME (If any)
1,5 benzothiazepin-4(5H)one, 3-(acetyloxy)-5-[2-(4-methoxyphenyl)-,
monohydrochloride, (+)-cis-

DOSAGE FORM: STRENGTHS: ROUTE OF ADMINISTRATION:
Capsule 120 mg, 180 mg, 240 mg, & 300 mg Oral

(PROPOSED) INDICATION(S) FOR USE:
(1) For the treatment of hypertension
(2)_For the management of chronic stable angina due to coronary artery spasm

v

APPLICATION INFORMATION

- PPLICATION TYPE ,
-:heck one) [0 NEW DRUG APPLICATION (21 CFR 314.50) [X] ABBREVIATED-APPLICATION (ANDA, AADA, 21 CFR 314.94)
[ BIOLOGICS LICENSE APPLICATION (21 CFR part 601)
IF AN NDA, IDENTIFY THE APPROPRIATE TYPE 1505 (b) (1) 1505 (b) (2) [ 507
IF AN ANDA, OR AADA, IDENTIFY THE REFERENCE LISTED DRUG PRODUCT THAT IS THE BASIS FOR THE SUBMISSION
Name of Drug Holder of Approved Application
Cardizem CD Carderm
TYPE OF SUBMISSION
(check one) [[] ORIGINAL APPLICATION D AMENDMENT TO A PENDING APPLICATION ] RESUBMISSION
D PRESUBMISSION El ANNUAL REPORT D ESTABLISHMENT DESCRIPTION SUPPLEMENT [ suPAC SUPPLEMENT

(] EFFICACY SUPPLEMENT  [] LABELING SUPPLEMENT X CHEMISTRY, MANUFACTURING AND CONTROLS SUPPLEMENT  [] OTHER

. REASON FOR SUBMISSION
Amendment to Supplement

PROPQSED MARKETING STATUS (check one) E PRESCRIPTION PRODUCT (Rx) D OVER THE COUNTER PRODUCT (OTC)

NUMBER OF VOLUMES SUBMITTED N/A THIS APPLICATION IS [X] PAPER ] PAPER AND ELECTRONIC L] ELECTRONIC

ESTABLISHMENT INFORMATION e
&%&Wece_’ésary)« Include name,

address, contact, telephone number, registration number (CFN), DMF number, and manufacturing steps and/or type of testi nal dosage form Sfabnhty testing)

Provide locations of all manufacturing, packaging and control sites for drug substance and drug product (continuation shee%\
conducted at this site. Please indicate whether the site is ready for inspection or, if not, when it will be ready. \\

g hub “}1
APR G4 2000 )
o\ fataln Py I[
Cross References (list related License Applications, INDs, NDAs, PMAs, 510(k)s, IDEs, BMFs, and DMF: renced'hthe currqnl agphcatlon)

ORM FDA 356h (4/97) PAGE 1



This application contains the following items: (Check all that apply)

1. Index
2. Labeling (check one) [] Draft Labeling [] Final Printed Labeling
3. Summary (21 CFR 314.50 (c))
4. Chemistry section
X - A. Chemistry, manufacturing, and controls information (e.g. 21 CFR 314.50 (d) (1), 21 CFR 601.2)

B. Samples (21 CFR 314.50 (e) (1), 21 CFR 601.2 (a)) (Submit only upon FDA's request)

C. Methods validation package (e.g. 21 CFR 314.50 (e) (2) (i), 21 CFR 601.2)

Nonclinical pharmacology and toxicology section (e.g. 21 CFR 314.50 (d) (2), 21 CFR 601.2)

Human pharmacokinetics and bioavailability section (e.g. 21 CFR 314.50 (d) (3), 21 CFR 601.2)

Clinical Microbiology (e.g. 21 CFR 314.50 (d) (4))

o Nl o o

Clinical data section (e.g. 314.50 (d) (5), 21 CFR 601.2)

9. Safety update report (e.g. 21 CFR 314.50 (d) (5) (vi) V(b), 21 CFR 601.2)

10. Statistical section (e.g. 21 CFR 314.50 (d) (6), 21 CFR 601.2)

11. Case report tabuiations (e.g. 21 CFR 314.50 (f) (1), 21 CFR 601.2)

12. Case report forms (e.g. 21 CFR 314.50 (f) (2), 21 CFR 601.2)

13. Patent information on any patent which claims the drug (21 U.S.C. 355 (b) or (c))

14. A patent certification with respect to any patent which claims the drug (21 U.S.C. 355 (b) (2) or (j) (2) (A))

15. Establishment description (21 CFR Part 600, if applicable)

16. Debarment certification (FD&C Act 306 (k)(1))

X 17. Field copy certification (21 CFR 314.5 (k) (3))

18. User Fee Cover Sheet (Form FDA 3397)

19. OTHER (Specify)

CERTIFICATION

| agree to update this application with new safety information about the product that may reasonably affect the statement of contraindications, warnings,
precautions, or adverse reactions in the draft labeling. 1agree to submit safety update reports as provided for by regulation or as requested by FDA. If
this application is approved, | agree to comply with all applicable laws and regulations that apply to approved applications, including, but not limited to
the following: : R :

. Good manufacturing practice regulations in 21 CFR 210 and 211, 606, and/or 820. ,
. Biological establishment standards in 21 CFR Part 600. T
. Labeling regutations in 21 CFR 201, 606, 610, 660 and/or 809.

. In the case of a prescription drug or biologicat product, prescription drug advertising regutations in 21 CFR 202.

. Regulations on making changes in application in 21 CFR 314.70, 314.71, 314.72, 314.97, 314.99, and 601.12.

. Regulations on reports in 21 CFR 314.80, 314.81, 600.80, and 600.81.

. Local, state and Federal environmental impact laws.

If this application applies to a drug product that FDA has proposed for scheduling under the Controlled Substances Act | agree not to market the
product until the Drug Enforcement Administration makes a final scheduling decision.

The data and information in this submission have been reviewed and, to the best of my knowledge are certified to be true and accurate.
Warning: a willfully false statement is a criminal offense, U.S. Code, title 18, section 1001.

poaee s o T

NG A WON -

SIGNATURE OF RESPONSIBLE OFFICIAL OR AGENT TYPED NAME AND TITLE DATE
Diane Servello
/. Director, Regulatory Affairs April 3, 2000
! iecen AT
ADDRESS (Street, City, State, and ZIP Code) Telephone Number
4001 SW 47™ Avenue (954) 3274412

Ft. Lauderdale, FL 33314

Public reporting burden for this coilection of information is estimated to average 40 hours per response, including the time for reviewing instructions,
searching existing data sources, gathering and maintaining the data needed, and completing and reviewing the collection of information. Send
comments regarding this burden estimate or any other aspect of this collection of information, including suggestions for reducing this burden to:

DHHS, Reports Clearance Officer An agency may not conduct or sponsor, and a
Paperwork Reduction Project (0910-0338) person is not required to respond to, a collection of
Hubert H. Humphrey Building, Room 531-H information unless it displays a currently valid OMB
200 Independence Avenue, S.W. control number.

Washington, DC 20201

Please DO NOT RETURN this form to this address.

ORM FDA 356h (4/97) PAGE 2



APPEARS Thig way
ON ORIGINA,

' - ATTACHMENT 1




Redacted

pages of trade secret and/or
confidential
commercial

information



04-FEB-2000 FDA CDER EES Page 1of
ESTABLISHMENT EVALUATION REQUEST

SUMMARY REPORT
Application:  ANDA 74752/008 Priority: Org Code: 600
Stamp: 25-JUN-1999 Regulatory Due: Action Goal: District Goal: 25-NOV-1999
Applicant: ANDRX PHARMS Brand Name:

4001 SOUTH WEST 47TH AVE
FORT LAUDERDALE, FL 33314

FDA Contacts: B, MIRZAI AZARM (HFD-647)

Established Name: DILTIAZEM HYDROCHLORIDE
Generic Name:

Dosage Form: EXC (EXTENDED RELEASE CAPSUL
Strength: 120, 180, 240, 300 MG

301-827-5849 , Review Chemist

Overall Recommendation:

ACCEPTABLE on 22-NOV-1999by M. EGAS (HFD-322) 301-594-0095

Establishment: DMF No:
b “~ AADA No:
Profile: CSN OAI Status: NONE Responsibilities: e
Last Milestone: OC RECOMMENDATION
Milestone Date 22-NOV-1999
Decision: ACCEPTABLE
Reason: ~ DISTRICT RECOMMENDATION
APPEARS THIS wAY

ON ORIGINAL



12-NOV-1999 FDA CDER EES Page 1 of
ESTABLISHMENT EVALUATION REQUEST

SUMMARY REPORT
Application: ~ ANDA 74752/009 Priority: Org Code: 600
Stamp: 25-JUN-1999 Regulatory Due: Action Goal: District Goal: 25-NOV-1999
Applicant: ANDRX PHARMS Brand Name:

4001 SOUTH WEST 47TH AVE
FORT LAUDERDALE, FL 33314

FDA Contacts: B. MIRZAI AZARM (HFD-647)

Established Name: DILTIAZEM HYDROCHLORIDE
Generic Name:

Dosage Form: EXC (EXTENDED RELEASE CAPSUL
Strength: 120, 180, 240, 300 MG

301-827-5849 , Review Chemist

Overall Recommendation:

ACCEPTABLE on 12-JUL-1999by M.

Establishment: ™

—

NN I W SN S

Profile: CSN OAI Status: NONE
Last Milestone: OC RECOMMENDATION
Milestone Date 12-JUL-1999

Decision: ACCEPTABLE

Reason: BASED ON PROFILE

EGAS (HFD-322)301-594-0095

JMF No:
AADA No:

Responsibilities: == e

APPEARS THIS WAY

ON ORIGINAL



12-NOV-1999 FDA CDER EES

Page 1of
ESTABLISHMENT EVALUATION REQUEST
SUMMARY REPORT
Application:  ANDA 74752/008 Priority: Org Code: 600
Stamp: 25-JUN-1999 Regulatory Due: Action Goal: District Goal: 25-NOV-1999
Applicant: ANDRX PHARMS Brand Name:

4001 SOUTH WEST 47TH AVE
FORT LAUDERDALE, FL 33314

FDA Contacts: B. MIRZAI AZARM (HFD-647)

Established Name: DILTIAZEM HYDROCHLORIDE
Generic Name:

Dosage Form: EXC (EXTENDED RELEASE CAPSUL
Strength: 120, 180, 240, 300 MG

301-827-5849 , Review Chemist

Overall Recommendation:

Establishment: —— DMF No:
AADA No:
Profile: CSN OAI Status: NONE Responsibilities: Ju—
Last Milestone: INSPECTION PERFORMED
Milestone Date 01-NOV-1999
APPEARS THIS WAY

ON ORIGINAL
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09-JUL-1999 FDA CDER EES Page 1 of
ESTABLISHMENT EVALUATION REQUEST

SUMMARY REPORT
Application:  ANDA 74752/008 Priority: Org Eade: (Q{)O
Stamp: 25-JUN-1999 Regulatory Due: Action Goal: District Goal: 25-NOV-1999
Applicant: ANDRX PHARMS Brand Name:

4001 SOUTH WEST 47TH AVE
FORT LAUDERDALE, FL 33314

FDA Contacts: B. MIRZAI AZARM (HFD-647)

Egtaﬁlishgd Name:DILTIAZEM HYDROCHLORIDE
Generic Name:

Dosage Form: EXC (EXTENDED RELEASE CAPSULI
Strength: 120, 180, 240, 300 MG

301-827-5849 , Review Chemist

Overall Recommendation:
Establishment: ~———- JMF No:
AADA No:
Profile: CSN OAI Status: NONE Responsibilities: ... S
Last Milestone: SUBMITTED TO OC
Milestone Date: 09-JUL-1999
APPE
ARS THIS way

] ORIGINgL



* 09-TUL-1999 FDA CDER EES Page 1of 1
ESTABLISHMENT EVALUATION REQUEST

SUMMARY REPORT
Application:  ANDA 74752/009 ‘ . Priority: Org (5. 6%
Stamp: 25-JUN-1999 Regulatory Due: Action Goal: District Goal: 25-NOV-1999
Applicant: ANDRX PHARMS Brend Nagae:
4001 SOUTH WEST 47TH AVE Established Name: DILTIAZEM HYDROCHLORIDE
FORT LAUDERDALE, FL. 33314 Generic Name:
Dosage Form: EXC (EXTENDED RELEASE CAPSULI
Strength: 120, 180, 240, 300 MG
FDA Contacts: B. MIRZAI AZARM (HFD-647) 301-827-5849 , Review Chemist
Overall Recommendation:
Establishment — eeme====> OMF No:
i AADA No:
Profile: CSN OAI Status: NONE Responsibilities: .
Last Milestone: SUBMITTED TO OC
Milestone Date:  09-JUL-1999
APPEARS THIS WAY

ON ORIGINAL




DEPARTMENT OF HEALTH AND HUMAN SERVICES Form Approved: OMB No. 0910-0338

Expiration Date: April 30, 2000
FOOD AND DRUG ADMINISTRATION See OMB Statement on page 2.

APPLICATION TO MARKET A NEW DRUG, BIOLOGIC, OR AN FOR FDA USE ONLY

ANTIBIOTIC DRUG FOR HUMAN USE APPLICATION NUMBER
(Title 21, Code of Federal Regulations, 314 & 601)

.‘PLICANT INFORMATION

NAME OF APPLICANT DATE OF SUBMISSION

Andrx Pharmaceuticals, Inc. November 20, 2000

TELEPHONE NO. (Include Area Code) FACSIMILE (FAX) Number (Include Area Code)
(954) 581-7500 (954) 587-1054

APPLICANT ADDRESS (Number, Street, City, State, Country, ZIP Code or AUTHORIZED U.S. AGENT NAME & ADDRESS (Number, Street,
Mail Code, and U.S. License number if previously issued): City, State, ZIP Code, telephone & FAX number) IF APPLICABLE
4001 SW 47" Avenue

Fort Lauderdale, FL 33314

PRODUCT DESCRIPTION

NEW DRUG OR ANTIBIOTIC APPLICATION NUMBER, OR BIOLOGICS LICENSE APPLICATION NUMBER (If previously issued) 74-752

ESTABLISHED NAME (e.g., Proper name, USP/USAN name) PROPRIETARY NAME (frade name) IF ANY
Diltiazem Hydrochloride Extended-Release Capsules, | Cartia XT
UsP

CHEMICAL/BIOCHEMICAL/BLOOD PRODUCT NAME (If any) CODE NAME (/f any)
1,5 benzothiazepin-4(5H)one, 3-(acetyloxy)-5-[2-(4-methoxyphenyl)-, '
monohydrochloride, (+)-cis-

DOSAGE FORM: STRENGTHS: ROUTE OF ADMINISTRATION:

Capsule 120 mg, 180 mg, 240 mg, & 300 mg Oral
(PROPOSED) INDICATION(S) FOR USE: ,
(1) For the treatment of hypertension

(2) For the management of chronic stable angina due to coronary artery spasm

APPLICATION INFORMATION

“APPLICATION TYPE - ,
ack one) O NEW DRUG APPLICATION (21 CFR 314.50) [X) ABBREVIATED APPLICATION (ANDA, AADA, 21 CFR 314.94)
(] BIOLOGICS LICENSE APPLICATION (21 CFR part 601)
IF AN NDA, IDENTIFY THE APPROPRIATE TYPE [J 505 (b) (1) (] 505 (b) (2) J 507
IF AN ANDA, OR AADA, IDENTIFY THE REFERENCE LISTED DRUG PRODUCT THAT IS THE BAS!S FOR THE SUBMISSION
Name of Drug Holder of Approved Application
Cardizem CD Carderm
TYPE OF SUBMISSION
(check one) J ORIGINAL APPLICATION [J AMENDMENT TO A PENDING APPLICATION [J RESUBMISSION
[J PRESUBMISSION [J ANNUAL REPORT (] ESTABLISHMENT DESCRIPTION SUPPLEMENT ] SUPAC SUPPLEMENT

O EFFICACY SUPPLEMENT  [] LABELING SUPPLEMENT [0 CHEMISTRY, MANUFACTURING AND CONTROLS SUPPLEMENT (] OTHER

REASON FOR SUBMISSION
Withdrawal of Supplemental Application

PROPOSED MARKETING STATUS (check one) D] PRESCRIPTION PRODUCT (Rx) [] OVER THE COUNTER PRODUCT (OTC)

NUMBER OF VOLUMES SUBMITTED N/A THIS APPLICATION IS (X} PAPER [] PAPER AND ELECTRONIC [J ELECTRONIC

ESTABLISHMENT INFORMATION < N\,

Provide locations of all manufacturing, packaging and controi sites for drug substance and drug product (continuation sheets may, i e name,
Wal dosage form, Sta@ilit\esting)
RECD

address, contact, telephone number, registration number (CFN), DMF number, and manufacturing steps and/or type of testing (¢/#.
conducted at this site. Please indicate whether the site is ready for inspection or, if not, when it will be ready. ]
T,
2 0GD &

Cross References (list related License Applications, INDs, NDAs, PMAs, 510(k)s, IDEs, BMFs, and DMFs refe\’bﬁt,fed in the curren ation)
NUTSS

“NORM FDA 356h (4/97) PAGE 1




This application contains the following items: (Check all that apply)

1. Index

Labeling (check one) [ Draft Labeling (J Final Printed Labeling

2.
3.  Summary (21 CFR 314.50 (c))
4. Chemistry section

A. Chemistry, manufacturing, and controls information (e.g. 21 CFR 314.50 (d) (1), 21 CFR 601.2)

B. Samples (21 CFR 314.50 (e) (1), 21 CFR 601.2 (a)) (Submit only upon FDA's request)

C. Methods validation package (e.g. 21 CFR 314.50 (e) (2) (i), 21 CFR 601.2)

Nonclinical pharmacology and toxicology section (e.g. 21 CFR 314.50 (d) (2), 21 CFR 601.2)

Human pharmacokinetics and bioavailability section (e.g. 21 CFR 314.50 (d) (3), 21 CFR 601.2)

Clinical data section (e.g. 314.50 (d) (5), 21 CFR 601.2)

5
6.
7. Clinical Microbiology (e.g. 21 CFR 314.50 (d) (4))
8
9

Safety update report (e.g. 21 CFR 314.50 (d) (5) (vi) (b), 21 CFR 601.2)

10. Statistical section (e.g. 21 CFR 314.50 (d) (6), 21 CFR 601.2)

11. Case report tabulations (e.g. 21 CFR 314.50 (f) (1), 21 CFR 601.2)

12. Case report forms (e.g. 21 CFR 314.50 (f) (2), 21 CFR 601.2)

13. Patent information on any patent which claims the drug (21 U.S.C. 355 (b) or (c))

14. A patent certification with respect to any patent which claims the drug (21 U.S.C. 355 (b) (2) or (j) (2) (A))

15. Establishment description (21 CFR Part 600, if applicable)

16. Debarment certification (FD&C Act 306 (k)(1))

17. Field copy certification (21 CFR 314.5 (k) (3))

18. User Fee Cover Sheet (Form FDA 3397)

19. OTHER (Specify)

CERTIFICATION

1 agree to update this application with new safety information about the product that may reasonably affect the statement of contraindications, warnings,
precautions, or adverse reactions in the draft labeling. | agree to submit safety update reports as provided for by regulation or as requested by FDA. If
this application is approved, | agree to comply with all applicable laws and regulations that apply to approved applications, including, but not limited to
the following:
: . Good manufacturing practice regulations.in 21 CFR 210 and 211, 606, and/or 820.
. Biological establishment standards in 21 CFR Part 600.
. Labeling regulations in 21 CFR 201, 606, 610, 660 and/or 809.
. In the case of a prescription drug or biological product, prescription drug advertising regulations in 21 CFR 202.
. Regulations on making changes in application in 21 CFR 314.70, 314.71, 314.72, 314.97, 314.99, and 601.12.
. Regulations on reports in 21 CFR 314.80, 314.81, 600.80, and 600.81.
. Local, state and Federal environmental impact laws.
If this application applies to a drug product that FDA has proposed for scheduling under the Controlled Substances Act | agree not to market the
product until the Drug Enforcement Administration makes a final scheduling decision.
The data and information in this submission have been reviewed and, to the best of my knowledge are certified to be true and accurate.
Warning: a willfully false statement is a criminal offense, U.S. Code, title 18, section 1001.

SIGNATURE OF RESPONSIBLE OFFICIAL OR AGENT TYPED NAME AND TITLE DATE
Diane Servello
/ Director, Regulatory Affairs November 20, 2000
4 :: A
ADDRESS (Street, City, State, and ZIP Code) Telephone Number
4001 SW 47" Avenue (954) 327-4412

Ft. Lauderdale, FL 33314

Public reporting burden for this collection of information is estimated to average 40 hours per response, including the time for reviewing instructions,
searching existing data sources, gathering and maintaining the data needed, and completing and reviewing the collection of information. Send
comments regarding this burden estimate or any other aspect of this collection of information, including suggestions for reducing this burden to:

DHHS, Reports Clearance Officer An agency may not conduct or sponsor, and a
Paperwork Reduction Project (0910-0338) person is not required to respond to, a collection of
Hubert H. Humphrey Building, Room 531-H information unless it displays a currently valid OMB
200 independence Avenue, S.W. control number.

Washington, DC 20201

Please DO NOT RETURN this form to this address.

FORM FDA 356h (4/97) PAGE 2




DEPARTMENT OF HEALTH AND HUMAN SERVICES Form Approved: OMB Flo. 0910-0338
FOOD AND DRUG ADMINISTRATION Soo OMB Statement on page 2
APPLICATION TO MARKET A NEW DRUG, BIOLOGIC, OR AN FOR FDA USE ONLY
ANTIBIOTIC DRUG FOR HUMAN USE APPLICATION NUMBER
(Title 21, Code of Federal Regulations, 314 & 601)
APPLICANT INFORMATION
NAME OF APPLICANT DATE OF SUBMISSION
Andrx Pharmaceuticals, Inc. August 21, 2001
TELEPHONE NO. (Include Area Code) FACSIMILE (FAX) Number (Include Area Code)
(954) 581-7500 (954) 587-1054

APPLICANT ADDRESS (Number, Street, City, State, Country, ZIP Code or AUTHORIZED U.S. AGENT NAME & ADDRESS (Number, Street,
Mail Code, and U.S. License number if previously issued): City, State, ZIP Code, telephone & FAX number) IF APPLICABLE
4955 Orange Drive

Fort Lauderdale, FL 33314

PRODUCT DESCRIPTION

NEW DRUG OR ANTIBIOTIC APPLICATION NUMBER, OR BIOLOGICS LICENSE APPLICATION NUMBER (If previously issued) 74-752

ESTABLISHED NAME (e.g., Proper name, USP/USAN name) PROPRIETARY NAME (trade name) IF ANY
Diltiazem Hydrochloride Extended-Release Capsules, | Cartia XT

uspP

CHEMICAL/BIOCHEMICAL/BLOOD PRODUCT NAME (/f any) CODE NAME (If any)

1,5 benzothiazepin-4(5H)one, 3-(acetyloxy)-5-[2-(4-methoxyphenyf)-, N/A

monohydrochloride, (+)-cis-

DOSAGE FORM: STRENGTHS: ROUTE OF ADMINISTRATION:
Capsule 120 mg, 180 mg, 240 mg, & 300 mg Oral

(PROPOSED) INDICATION(S) FOR USE: )

(1) For the treatment of hypertension ~

(2) For the management of chronic stable angina due to coronary artery spasm

APPLICATION INFORMATION

- PPLICATION TYPE
“:zheck one) [0 NEW DRUG APPLICATION (21 CFR 314.50) X ABBREVIATED APPLICATION (ANDA, AADA, 21 CFR 314.94)
[J BIOLOGICS LICENSE APPLICATION (21 CFR part 601)

IF AN NDA, IDENTIFY THE APPROPRIATE TYPE [ 505 (b) (1) [] 505 (b) (2) []507
IF AN ANDA, OR AADA, IDENTIFY THE REFERENCE LISTED DRUG PRODUCT THAT IS THE BASIS FOR THE SUBMISSION
Name of Drug Holder of Approved Application
Cardizem CD : Carderm
TYPE OF SUBMISSION
(check one) [J ORIGINAL APPLICATION ] AMENDMENT TO A PENDING APPLICATION [J RESUBMISSION
D PRESUBMISSION D ANNUAL REPORT [ ESTABLISHMENT DESCRIPTION SUPPLEMENT D SUPAC SUPPLEMENT

[0 eFFicACY SUPPLEMENT ] LABELING SUPPLEMENT  [X] CHEMISTRY, MANUFACTURING AND CONTROLS SUPPLEMENT [0 oTHER

REASON FOR SUBMISSION
Supplement — Changes being Effected in 30 Days

PROPOSED MARKETING STATUS (check one) X PRESCRIPTION PRODUCT (Rx) [[] OVER THE COUNTER PRODUCT (OTC)

NUMBER OF VOLUMES SUBMITTED, 1 THIS APPLICATION IS [ PAPER [ PAPER AND ELECTRONIC [ ELECTRONIC

ESTABLISHMENT INFORMATION P

wKeagRary). Include name,

Provide locations of all manufacturing, packaging and control sites for drug substance and drug product (continuation/sheeis S
i\. . Stability testing)

address, contact, telephone number, registration number (CFN), DMF number, and manufacturing steps and/or typg
conducted at this site. Please indicate whether the site is ready for inspection or, if not, when it will be ready.

No Changes AUG 2 2 2001
S Luw  §

Cross References (list related License Applications, INDs, NDAs, PMAs, 510(k)s, IDEs, BMFs, and NF,'?%erenced in #ieyifrent application)

No Changes w/w

IRM FDA 356h (4/97) PAGE 1



This application contains the following items: (Check all that apply)

1. Index

Labeling (check one) [ Draft Labeling [ Final Printed Labeling

2.
3. Summary (21 CFR 314.50 (c))
4, Chemistry section

X A. Chemistry, manufacturing, and controls information (e.g. 21 CFR 314.50 (d) (1), 21 CFR 601.2)

B. Samples (21 CFR 314.50 (e) (1), 21 CFR 601.2 (a)) (Submit only upon FDA's request)

C. Methods validation package (e.g. 21 CFR 314.50 (e) (2) (i), 21 CFR 601.2)

Nonclinical pharmacology and toxicology section (e.g. 21 CFR 314.50 (d) (2), 21 CFR 601.2)

Human pharmacokinetics and bioavailability section (e.g. 21 CFR 314.50 (d) (3), 21 CFR 601.2)

Clinical data section (e.g. 314.50 (d) (5), 21 CFR 601.2)

5

6.

7. Clinical Microbiology (e.g. 21 CFR 314.50 (d) (4))
- .

9

Safety update report (e.g. 21 CFR 314.50 (d) (5) (Vi) (b), 21 CFR 601.2)

10. Statistical section (e.g. 21 CFR 314.50 (d) (6), 21 CFR 601.2)

11. Case report tabulations (e.g. 21 CFR 314.50 (f} (1), 21 CFR 601.2)

12. Case report forms (e.g. 21 CFR 314.50 (f) (2), 21 CFR 601.2)

13. Patent information on any patent which claims the drug (21 U.S.C. 355 (b) or (c))

14. A patent certification with respect to any patent which claims the drug (21 U.S.C. 355 (b) (2) or (j) (2) (A))

15. Establishment description (21 CFR Part 600, if applicable)

16. Debarment certification (FD&C Act 306 (k)(1))

17. Field copy- certification (21 CFR 314.5 (k) (3))

18. User Fee Cover Sheet (Form FDA 3397)

19. OTHER (Specify)

CERTIFICATION

1 agree to update this application with new safety information about the product that may reasonably affect the statement of contraindications, warnings,
precautions, or adverse reactions in the draft labeling. | agree to submit safety update reports as provided for by regulation or as requested by FDA. If

- this-application is approved, | agree to comply with all applicable laws and regulatlonsthat apply to approved applications, mch:tdrng, but not limited to

. “e following:

. Good manufacturing practice regulations in 21 CFR 210 and 211 606, and/or 820.

. Biological establishment standards in 21 CFR Part 600.

. Labeling regulations in 21 CFR 201, 606, 610, 660 and/or 809.

. In the case of a prescription drug or biological product, prescription drug advertising regulatlons in 21.CFR 202.

. Regulations on making changes in application in 21 CFR 314.70, 314.71, 314.72, 314.97, 314.99, and 601.12.

Regulations on reports in 21 CFR 314.80, 314.81, 600.80, and 600.81.

Local, state and Federal environmental impact laws.

If this application applies to a drug product that FDA has proposed for scheduling under the Controlled Substances Act | agree not to market the

product until the Drug Enforcement Administration makes a final scheduling decision.

The data and information in this submission have been reviewed and, to the best of my knowledge are certified to be true and accurate.

Warning: a willfully false statement is a criminal offense, U.S. Code, title 18, section 1001.

ﬂpmhwm-

SIGNATURE OF RESPONSIBLE OFFICIAL OR AGENT TYPED NAME AND TITLE DATE
Diane Servello :
Director, Regulatory Affairs August 21, 2001
Otonc et , | | e
ADDRESS (Street, City, State, and ZIP Code) Telephone Number
4955 Orange Drive (954) 585-1412
Ft. Lauderdale, FL 33314

Public reporting burden for this collection of information is estimated to average 40 hours per response, including the time for reviewing instructions,
searching existing data sources, gathering and maintaining the data needed, and compieting and reviewing the collection of information. Send
comments regarding this burden estimate or any other aspect of this collection of information, including suggestions for reducing this burden to:

DHHS, Reports Clearance Officer ) An agency may not conduct or sponsor, and a
Paperwork Reduction Project (0910-0338) person is not required to respond to, a collection of
Hubert H. Humphrey Building, Room 531-H information unless it displays a currently valid OMB
200 Independence Avenue, S.W. control number.

Washington, DC 20201

Please DO NOT RETURN this form to this address.

IRM FDA 356h (4/97) PAGE 2



CENTER FOR DRUG EVALUATION
AND RESEARCH

APPLICATION NUMBER:

74-752/S-001 to S-018

CORRESPONDENCE



Andxa

PHARMACEUTICALS
LLC

ANDA #74-752
Cartia XT ™ Capsules 120mg, 180mg, 240mg, and 300mg

June 30, 2003

Gary Buehler NDA NO. T A -@i%
Director, Office of Generic Drugs, HFD-600" e — ity e } wrad
CDER, Food and Drug Administration NDA 3UPPL FOR\, LA JHi i =82 3 E
Metro Park North IT ‘

7500 Standish Place, Room 150
Rockville, MD 20855-2773

Re: Prior Approval Supplement

Dear Mr. Buehler:

Please refer to Andrx Pharmaceuticals abbreviated new drug application for the above referenced product.
Pursuant to 21 CFR 314.70(b), Andrx herewith submits a Prior Approval Supplement to provide for a

e

In support of the proposed change, we have evaluated lots of the drug product manufactured between January - -

2001 and February 2003. A report describing the results of this evaluation is enclosed. As the report indicates,
trend analysis of various Quality Control tests performed during this period has shown that under normal
circumstances, these tests will consistently meet the required specifications. In addition, some tests are

performed by production and hence redundantly performed by the = - _. Based on the
results of our evaluation, we are requestinga- . i = of the following tests:
B LT R PR TP SR iy J““v‘,rv',.;:;««41‘:.4’:?: . ,:v:u‘u A S S e €0 T e o5 1 e TR sy B s

A form 356H immediately follows this cover letter. Andrx Pharmaceuticals certifies that a true copy of this
supplement has been sent to the Florida District Office as a Field Copy.

Should you have any questions concerning this submission or if additional information is required, please do
not hesitate to contact the undersigned at (954) 358-6125 (Tel.) or (954) 358-6350(Fax).

Sincerely

e (g '
s Vaughn’(k/ | RECEIVED

Assoc. Director, Regulatory Affairs

JUN 3 0 2003
OGD/CDER

4955 ORANGE DRIVE, FORT LAUDERDALE, FLORIDA 33314 * 954 581-7500 » FAX: 954 587-1054
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PHARMACEUTICALS INC. Qﬁ% 2y - TTT ' v
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ANDA # 74-752 R A RO
Cartia XT ™ Capsules 120mg, 180mg, 240mg, and 300mg 15 20 -0dd e

June 24, 2002

Gary Buehler

Director, Office of Generic Drugs, HFD-600

CDER, Food and Drug Administration

Metro Park North II NDA NO.747¢ 2 1476 % REF NO.ssp-0\7AT
7500 Standish Place, Room 150 NDA SUPPL FCR el
Rockville, MD 20855-2773 Y]

> \ - G—L
Re:  Supplement - Changes Being Effected in 30 Days %?/\2 X\A»-Q.,\M.m N\

Please refer to Andrx Pharmaceuticals’ abbreviated new drug application for Cartia XT™ Capsules , ANDA
74-752. Pursuant to 21 CFR § 314.70, Andrx herewith submits a Changes Being Effected in 30 Days
Supplement providing for the addition of . This change has no potential to adversely
affect the identity, strength, quality, purity, or potency of the drug product as it may relate to its safety or
effectiveness. Andrx anticipates making this change effective on July 24, 2002.

Dear Mr. Buehler:

arer B e T

S

~eses+"fias a current and satisfactory cGMP compliance profile with the FDA for the type of ™ .
w1 being proposed. In this regard, they have provided the following documents:

1. Written certification stating tha*=e===_ is in compliance with current Good Manufacturing Practices
(GMP)

2. Debarment Certification

3. Last FDA Establishment Inspection Report (EIR) — Summary of Findings

wssamamcns Of the drug product will be conducted using equipment of the same design and operating principle
as those approved in the original application. The =»=wm~w-records will include the same components
(container(s)/closure(s)) as those currently being used for the drug product, except for administrative
information and the location of the facility.

This supplement also includes a written stability commitment which states that Andrx Pharmaceuticals

commits to placing the first production batch of each strength of the drug product in the smallest and largest
container/closure system, and annual batches thereafter, on long-term stability studies usinagmgi

JUN 2 62002

4955 ORANGE DRIVE, FORT LAUDERDALE, FLORIDA 33314 » 954 581-7500 ¢ FAX: 954 5@@9 / CDER



protocol in the application and to submitting the resulting data in annual reports.

A form 356H immediately follows this cover letter. Andrx Pharmaceuticals, Inc. certifies that a true copy of
this supplement has been sent to the Florida District Office as a Field Copy.

Should you have any questions concerning this submission or if additional information is required, piease do
not hesitate to contact Janet Vaughn at (954) 358-6125 (Tel.) or (954) 358-6350(Fax).

Sincerely,
Drame 400

Diane Servello »
Senior Director Regulatory Affairs

APPEARS THIS WAY
ON ORIGINAL

APPEARS THIS WAY
ON ORIGINAL
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PHARMACEUTICALS INC. W{
L\\®
ANDA # 74-752 ' \ \Oé?\(

Cartia XT ™ Capsules 120mg, 180mg, 240mg, and 300mg \ o
June 4, 2002

co ol '
Gary Buchler NDA Wmﬂ NO., = {ﬂ(ﬁ’
Director, Office of Generic Drugs, HFD-600 NDA SUPWL FOF .
CDER, Food and Drug Administration
Metro Park North I

7500 Standish Place, Room 150
Rockville, MD 20855-2773

Re:  Supplement - Changes Being Effected in 30 Days
Alternate Packaging Site

Dear Mr. Buehler:

Please refer to Andrx Pharmaceuticals’ abbreviated new drug application for Cartia XT ™ Capsu!cs, ANDA
74-732. Pursuant to 21 CFR § 314.70, Andrx heremth submlts a Changes Being Efiected in 30 Days
Supplement providing for the addition of - This chan,,e hias no potential to adversely
affect the identity, strength, quality, purity. or potency of the drug product as it may relare to its safety or
effectiveness. Andrx anticipates making this change effective on July S, 2002.

Packaging of each strength of the drug product is currently performed at Andrv s Fort Landerdale facility. We
are} -~ : » :

oI

=g

mem R

S RIS

M""”has a current and satisfactory cGMP compliance profile with the FDA for the type of * s
i. In this regard, they have provided the foilowing documents:

1. Written certification stating that " s ;11 compliance with current Good Manufacturing Practices
(GMP)

Debarment Certification

3. Last FDA Establishment Inspection Report (EIR) — Summary of Findings

A

meme—-=:_of the drug product will be conducted using equipment of the same design and operating principle

as those approved in the original application. The e records will include the same components
{container(s)/closure(s)) as those currently being used for the drug product, except for administrative
informaticn and the location of the facility. :

This supplement also includes a written stability commitment which states that Andrx Pharmaceuticals
commits to placing the first product'on batch of each strength of the drug product in the smallest and largest
container/closure system, and annual batches thereafter, on long-term sLabxlﬂE@EWEBng the approved

JUN 0 5 2002

OGD/CDE
4955 ORANGE DRIVE, FORT LAUDERDALE, FLORIDA 33314 » 954 581-7500 ® FAX: 954 587-1054



protocol in the application and to submitting the resulting data in annual reports.

A form 356H immediately follows this cover letter. Andrx Pharmaceuticals, Inc. certifies that a true copy of
this supplement has been sent to the Florida District Office as a Field Copy.

Should you have any questions concerning this submission or if additional information is required, please do
not hesitate to contact Janet Vaughn at (954) 358-6125 (Tel.) or (954) 358-6350(Fax).

Sincerely,

Drawe et

Diane Servello
Senior Director Regulatory Affairs

APPEARS THIS way
ON ORIGINAL



ANDA 74-752/S-015

0CT 11 2001

Andrx Pharmaceuticals, Inc.
Attention: Diane Servello

4955 Orange Drive

Fort Lauderdale, Florida 33314

Dear Madam:

This refers to your supplemental new drug application dated
August 21, 2001, submitted pursuant to 21 CFR 314.70, for
Diltiazem Extended-release Capsules USP, 120 mg, 180 mg, 240 mg
and 300 mg.

You requested review as a "Supplement - Changes Being Effected in
30 Days." The supplemental application provides for a revision
of the in-process dissolution specifications.

Reference is also made to the September 10, 2001, telephone
message from Bonnie McNeal of this Administration informing you
that the proposed change should not be initiated. The change is
not, in our opinion, the kind permitted by regulation to be put

in effect in advance of approval of a supplement.

This letter notifies you that an approved supplement is required
for the proposed change and that the supplement is under review.

Please do not implement the proposed change \

\
i

Sincerely yours,

q4\¢/FioreneJ S. Fany

Director

Division of Chemistry II

Office of Generic Drugs

Center for Drug Evaluation and Research
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August 21, 2001

Gary Buehler
Director, Office of Generic Drugs, HFD-600
- CDER, Food and Drug Administration
Metro Park North II , . w043
7500 Standish Place, Room 150 e UL FORG CoM ro | Reyis Tort AUG 2 2 2001
Rockville, MD 20855-2773 ' AT ~ Qub 55 /

%@ X
o Lron S
RE:  ANDA 74-752; Cartia XT (Diltiazem HCI] Extended-release Capsules USP) 0N DY
Supplement — Changes Being Effected in 30 Days

Dear Mr. Buehler:

Please refer to Andrx Pharmaceuticals, Inc’s. (“Andrx”) abbreviated new drug application for the above
referenced product. Pursuant to 21 CFR 314.70(c) and in accordance with Section S06A of the Act, Andrx
herewith submits a Changes Being Effected in 30 Days Supplement to provide for a revision of the in-process
dissolution specifications for Diltiazem HCl: ———— , one of the process intermediates for the drug product.
For the reasons stated in this supplement, Andrx considers this change to have a minimal potential to have an
adverse effect on the identity, strength, quality, purity, or potency of the product as they may relate to the safety
or effectiveness of the product. Andrx anticipates making this change effective on September 28, 2001.

Andrx’s Diltiazem Hydrochloride ER Capsules contain two types of Diltiazem HCI ER

oo

in a potency ratio of T - - have a : T

T S £ R A S LTRSS TR i 0 e S Ao 5 g 3 i b e
s

2 a

S,

During the early development of this product, Andrx established in-process dissolution specifications for both
the =——————_ to assure that the finished capsules meet the finished product dissolution
specifications. The current dissolution specifications for the ~——————=——""2nd the finished capsules are
presented in Table 1 below along with the proposed changes to the current ' — dissolution specifications:

Table 1
Dissolution Specifications for =~ e - and the Finished Product
0.05M Phosphate Proposed o | Current ~oe e Capsules
Buffer, pH 7.5
— NLT ~— ' NLT o
2 hours NLT ~— NL™  wee
6 hours
12 hours
18 hours.
21 hours
24 hours
: 0.1 N HCI !
B 2 hours
18 hours

* Regulatory spemﬁcatlon For patent purposes an internal spec1ﬁcatlon of NLT " — is used.
7

4955 ORANGE DRIVE, FORT LAUDERDALE, FLORIDA 33314 - 954 581.7500 - FAX: 954 587-1054



August 21, 2001 Page 2
ANDA 74-752; Cartia XT (Diliazem HCl Extended-release Capsules. USP)

As shown in Table 1, the current dissolution specifications for — in phosphate buffer are NLT . =, released
at both = and 2 hours. The specification for the ——== time interval was established at the time of the
ANDA submission with limited manufacturing history with this product. The specification for the two hour
time interval was added through a “Changes Being Effected” supplement dated July 19, 2000 (S-012), to
provide a time interval corresponding to the finished product dissolution testing, thus providing a more
meaningful quality control test.

The dissolution specifications for ~—~——— »are used for in-process control purposes, and have a minimal
affect on the finished product dissolution. The first dissolution test interval for the finished product is 2 hours
in phosphate buffer, which requires that * === of the capsule’s label claim be released. Based on this
finished product specification, : which represent == of the capsule’s label claim, having a
dissolution rate as low as  — at two hours time interval could still meet the finished product specification.

We acknowledge that a change of the magnitude of — , from the current specification of NLT =wewto NLT

— is unrealistic; therefore, a more modest change has been proposed. A === specification of NLT
—— s being proposed for the ———" while keeping the 2-hour specification Of NLT " ——= As can be
seen from Table 1, the revised ~ dissolution specifications should not affect the dissolution profile of the
finished product. The revised —— specification is presented in Exhibit 1.

To demonstrate that this specification change does not affect the performance of the finished product, two
research lots of finished product (one lot each of the highest and lowest dosage strengths) were manufactured
using . with one hour dissolution values below the current specification of NLT —— ===

Jots 021B177 (average - — ¢ dissolution= = )and 021B170 (average - :dissolution= .~ )were
used fo manufacture Diltiazem HCl ER Capsules 120 mg and 300 mg, lots 597R011 and 600R015,
* respectively. Both finished capsule lots met all product performance criteria. The dissolution results for the
two lots of finished product are presented in Table 2 below and are compared to the average results for all

~ finished product lots manufactured this year with = ~——— . that complied with the current specifications.

| | Table 2
Dissolution Results for Diltiazem ER Capsules Using
, Outside Current Dissolution Specifications
Specification Average of 120 120 mg Average of 300 300 mg
mg lots for 2001 Lot 597R011 mg lots for 2001 Lot 600R015
2 hour PO4 o —— ju— s
12 hour PO4 — — — S
S T— "

=~ hour PO4 i . - PAR——
NLT e

24 hour PO4 S haind . ——" am——
NLT =

2 hour HC1 . — p—— —————
NMT

This comparison demonstrates that . , meeting the revised dissolution specifications have no impact
on the dissolution results of the finished capsule lots. Therefore, this change would have a minimal potential to
have an adverse effect on the identity, strength, quality, purity or potency of the drug product as it relates to the
safety and effectiveness of the product.

— A

AN ANDRX COMPANY




August 21, 2001 Page 3
ANDA 74-752; Cartia XT (Diltiazem HCI Extended-release Capsules, USP)
Changes Being Effected -30 Day Supplement

Executed batch records for the two finished capsule lots and the ° — . lots are provided in Exhibit 2.
Certificates of Analysis for both finished capsule lots and the in-process test results for the ¢
—— used in these lots are provided in Exhibit 3.

The two exhibit lots of finished product (lots 597R011 and 600R015) have been packaged in the largest and
smallest market packages and placed on accelerated and room temperature stability. Andrx Pharmaceuticals
makes a commitment to monitor these lots and report the results in upcoming annual reports. A signed stability
commitment is provided in Exhibit 4.

A form 356H immediately follows this cover letter. Andrx Pharmaceuticals, Inc. certifies that a true copy of
this supplement has been sent to the Florida District Office as a Field Copy.

Should you have any questions concerning this submission or if additional information is required, please do
not hesitate to contact Sam Swetland at (954) 581-1634 (Tel.) or (954) 585-1848 (Fax).

Sincerely,

J;W

Diane Servello
Director Regulatory Affairs

APPEARS TH!S waY
ar -

APPEARS THIS waY
ON ORIGINAL

— A

AN ANDRX COMPANY
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PHARMACEUTICALS, INC.

July 28, 2000

Gary Buehler, Acting Director NDANO._[ 02| ML_REF. W

Office of Generic Drugs NOA BUPPL FOR_Mmusericredt @EQ@M /AT
CDER, FDA

Metro Park North IT maeets VI. C-/l\v o °f'_

7500 Standish Place, Room 150

Rockville, MD 20855 { % o st/oo

RE: ANDA 74-752; Diltiazem HCI Extended-Release Capsules,
120 mg, 180 mg, 240 mg, and 300 mg

SPECIAL SUPPLEMENT — CHANGES BEING EFFECTED — 30 DAYS

Dear Mr. Buehler:

Pursuant to 21 CFR 314.70(c), Andrx Pharmaceuticals, Inc. (“Andrx”) is herewith

submitting a Special Supplement —Changes Being‘Effected - 30 days providing foran——— -

improvement to the " process for “Diltiazem HCI

Extended-release ————— . Andrx plans to 1mp1ement this change on August 28,
2000.

As described in our ANDA, Andrx’s manufacturing process for “Diltiazem HCI
Extended-release ~=— Product Code 021 consists of =~ “Diltiazem HCl
— witha . ‘ ' ’ '

~ e

lanu]

—jt_
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ANDA 74-752
Special Supplement — Changes Being Effected — 30days

July 28, 2000

A
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4. Comparative dissolution profiles on twelve individual capsules will be conducted
on each strength of the product (120 mg, 180 mg, 240 mg and 300 mg),
comparing batches made with the currently approved Master Batch Record with

batches made with the revision to the ~————————= process described in this
supplement. The similarity factor (f;) described in the SUPAC guidances will be
calculated for the dissolution profiles. This information will be included in our
next annual report.
Andrx Pharmaceuticals, Inc. certifies that a true copy of this supplement was sent to the
Florida District Office as a Field Copy.
Should you have any questions concerning this submission, please contact the
undersigned at (954) 327-4412 (telephone) or (954) 587-1054 (fax).

Sincerely,
b{‘w /f‘/d*

Diane Servello
Director of Regulatory Affairs
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PHARMACEUTICALS, INC.

Tuly 19, 2000 - ,x $ek %L/

R ¢
Gary Buehler, Acting Director - mERL (/{w“ £z M 2
Office of Generic Drugs ' /"f"f
CDER, FDA / o
Metro Park North IT

7500 Standish Place, Room 150
Rockville, MD 20855

RE: ANDA 74-752; Diltiazem HCl Extended-Release Capsules,
120 mg, 180 mg, 240 mg, and 300 mg

SPECIAL SUPPLEMENT — CHANGES BEING EFFECTED — 30 DAYS

Dear Mr. Buehler:

Pursuant to 21 CFR 314.70(c), Andrx Pharmaceuticals, Tnc. (“Andix”) is herewith
submitting a Special Supplement —Changes Being Effected, providing for an additional
in-process dissolution test for “Diltiazem HCl Extended-release - ———"""7 . Andrx
plans to implement this change on August 18, 2000.

As descnbed in our ANDA Andrx ] formulat1on for this product contains a fixed-ratio of
e ; “Diltiazem HCl Extended-release = =———
—~ The following table describes the in-process and

-~  a

finished product dissolution testing that is currently approved for this product:

Dissolution Test In-process dissolution | In-process dissolution I Finished product
testing for esting for = - dissolution testing
N
0.IN HCL; |
paddles @ 75 rpm s — 2 hours
0.05M phosphate buffer; | |
pH 7.5, paddles @ 75 rpm 2,12, 18 and 24 hours
0.IN HCI; | -
paddles @ 100 rpm — ot S

RECD

0GD

7
4001 S.W. 47TH AVENUE, SUITE 201, FORT LAUDERDALE, FLORIDA 33314 ¢ 954-581-7500 * FAX) %
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ANDA 74-752
Special Supplement — Changes Being Effected
July 19, 2000

reflective of the intended finished product dissolution characteristics, and therefore a
more appropriate quality control test.

Please note that the same specification of “Not less than — * will be applied to both the

e and 2-hour in-process dissolution tests in 0.05M phosphate buffer for the ——
o= Andrx would prefer to replace the ~—"_ time interval with the new 2-hour
interval, however this represents the deletion of a specification. A supplement for the
deletion of the ~"test will be submitted at a later date. In the meantime, we will
continue to test the A at the === time interval, in addition to the new 2-hour
time interval. '

In support of this change, we have enclosed the following:

Exhibit 1: Revised specifications for “Diltiazem HCI Extended-release
—— (Code #021) and “Diltiazem HCI Extended-release ™ rmeemomemm—
(Code 024).

Andrx Pharmaceuticals, Inc. certifies that a true copy of this supplement was sent to the
Florida District Office as a Field Copy.

Should you have any questions concerning this submission, please contact the
undersigned at (954) 327-4412 (telephone) or(954) 587-1054 (fax).

Sincerely;

biau—c /L'/A‘)

Diane Servello
Director of Regulatory Affairs

KPPEARS THIS WAY
ON ORIGINAL



W’ al Andna.

'.s J PHARMACEUTICALS, INC.

l% | |
June 16, 2000 SUPPL AMENDEMENT

Mr. Gary Buehler, Acting Director QCC 00K o
Office of Generic Drugs, CDER, FDA ﬂ

Metro Park North Ii
7500 Standish Place
Rockville, MD 20855-2773

RE: ANDA 74-752; Diltiazem Hydrochloride Extended-release Capsules
Minor Amendment to Supplemental Application (S-008)

Dear Mr. Buehler:
Reiference is made to our supplemental application dated June 24, 1999, providing for the use of

- - Reference is also made to
your “not approvable” letter dated April 14. 2000 (copy attached).

Pursuant to 21 CFR §314.120, Andrx Pharmaceuticals, Inc. ("Andrx”) is herewith submitting a minor
amendment to our supplemental application, by provndlng a complete response to the deficiency listed in
your April 14, 2000 letter as follows:

Chemistry Deficiencies

The referenced DMF .~ remains deficient and the DMF holder is being notified. Please
do not amend these supplements until the DMF deficiencies have been addressed.

Response

.~=has informed Andrx that a response to the FDA’s April 21, 2000
deficiency letter for DMF ~- Nas submitted to the agency on June 14, 2000 (Exhibit 1).

Andrx Pharmaceuticals, Inc. certifies that a Field Copy of this amendment was forwarded to the FDA's
Florida District Office. The Field Copy contained a true copy of the information contained in this
amendment.

Please contact the undersigned at (954) 327-4412 (phone) or (954) 587-1054 (facsimile) if you require
any additional information.

Sincerely,

bfauf /Zv/‘{/"

Diane Servello
Director of Regulatory Affairs

4001 S.W. 47TH AVENUE, SUITE 201, FORT LAUDERDALE, FLORIDA 33314 ¢ 954-581-7500 * FAX: 954-587-1054




ANDA 74-752/S-008, S-009

Andrx Pharmaceuticals, Inc.

Attention: Diane Servello APR L4 oo
4001 SW 47" Avenue it
Fort Lauderdale, FL 33314

Dear Diane Servello:

This is in reference to your supplemental new drug applications
dated June 24, 1999, submitted under 505 (j), of the Federal
Food, Drug and Cosmetic Act, regarding your abbreviated new drug
application for Diltiazem Hydrochloride Extended-release Capsules
UsSP, 120 mg, 180 mg, 240 mg, and 300 mg.

Reference is also made to your amendment dated January 27, and
April 3, 2000.

The supplemental applications submitted as “Prior Approval
Supplements”, provide for the _ ~ et e

|

st s

The supplemental applications are deficient and, therefore, not
approvable under Section 505 of the Act for the following
reasons:

Chemistry Deficiencies

The referenced DMF #’ cemains deficient and the DMF
holder is being notified. Please do not amend these
supplements until the DMF deficiencies have been
addressed.

The file on these supplemental applications is now closed. You
are required to take an action described under 21 CFR 314.120
which will either amend or withdraw these supplemental
applications. Your amendment should respond to all the
deficiencies listed. A partial reply will not be considered for



review, nor will the review clock be reactivated until all
deficiencies have been addressed. The responses to this letter
will be considered as MINOR amendments and should be so
designated in your cover letter. If you have substantial
disagreement with our reasons for not approving these
supplemental applications, you may request an opportunity for a
hearing.

Sincerely yours,

) Lo

Florence S.VWang

Director

Division of Chemistry IT

Office of Generic Drugs

Center for Drug Evaluation and Research

KPPEARS THIS WAy
ON ORIGINAL
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PHARMACEUTICALS, INC. / 2oad

April 3, 2000 NDA SUPPL AMENDMENT

. . ,,S: < C:- ““\jﬂ{j?
Mr. Gary Buehler, Acting Director
Office of Generic Drugs, CDER, FDA Scc —weg
Metro Park North Ii A
7500 Standish Place
Rockville, MD 20855-2773

RE: ANDA 74-752; Diltiazem Hydrochloride Extended-release Capsules
Minor Amendment to Supplemental Application (S-008/S-009)

Dear Mr. Buehler:

Reference is made to our supplemental application dated June 24, 1999, providing for the

s RN 4590

wemmemmemmeemes fOr the above mentioned drug product. Reference is also made to the FDA's not
approvable letter dated February 15, 2000 (see attached).

Pursuant to 21 CFR §314.120, Andrx Pharmaceuticals, Inc. (“Andrx”) is herewith submitting a minor
amendment to our supplemental application, by providing complete responses to each of the deficiencies
listed in the February 15, 2000 letter as follows:

Chemistry Deficiencies

1. The referenced DMF -~ remains deficient and the DMF holder is being notified. Please
do not amend these supplements until the DMF deficiencies have been responded to.

Resbnaonse

T —= has informed Andrx that a response to the FDA's February 24,
2000 deficiency letter for DMF # — was submitted to the agency on March 28, 2000
(Attachment 1).

Andrx is requesting that - T T T e be
approved upon receipt of this minor amendment. This request is based on the fact that your February 15,
2000 letter contained no deficiencies pertaining to ——— and therefore is eligible for approval
immediately.

Andrx Pharmaceuticals, Inc. certifies that a Field Copy of this amendment was forwarded to the FDA's
Florida District Office. The Field Copy contained a true copy of the information contained in this
amendment.

Please contact Janet Vaughn, Regulatory Affairs Manager, at (954) 327-3265 (phone) or (954) 587-1054
(facsimile) if you require any additional information.

Sincerely,

e
;-,gmuz . At

Diane Servelio
Director of Regulatory Affairs

4001 S.W. 47TH AVENUE, SUITE 201, FORT LAUDERDALE, FLORIDA 33314 * 954-581-7500 ¢ FAX: 954-587-1054
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PHARMACEUTICALS, INC.

ANDA 74-752

Diltiazem HCI Extended-release Capsules USP (CD)
120 mg, 180 mg, 240 mg and 300 mg

soaNo e e, ¢S50l |

February 28, 2000 N . S =

Douglas L. Sporn

Director, Office of Generic Drugs, HFD-600
CDER, Food and Drug Administration
Metro Park North IT

7500 Standish Place, Room 150

Rockville, MD 20855-2773

RE: Prior Approval Supplements

- . e r———
Dear Mr. Sporn:

Please refer to Andrx Pharmaceuticals abbreviated new drug application for Diltiazem Hydrochloride
Extended-release Capsules, ANDA 74-752. Pursuant to 21 CFR 314. 70(b) we are submitting a prior
approval supplemental application to.  seewo . - oo T IR

drug product.
In accordance with the approved release specifications, e

— ~. Every lot of each container tested to date has consistently met the required release
specification.

Based on the accumulated test data, and in keeping with common industry practice, we are requesting a

Mg

il

-

: ._This change will not affect the
characteristics of identity, strength, quality and punty of the drug product The containers will continue to
be provided by the same vendors that have proven their ability to consistently provide containers of optimal

quality.

The following is a list of the containers that would be affected by the proposed change:

o T
[ 5
] H
|
g
£ o £
/ i
{
! §
| |
i ) rm\k

These containers are used to package the drug product as follows:

4001 S.W. 47TH AVENUE, SUITE 201, FORT LAUDERDALE, FLORIDA 33314 * 954-581-7500 ¢ FAX: 954-587-1054
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180 mg
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240 mg )
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300 mg
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This supplemental application contains revised release specifications for the above containers that reflect

the e =—ome - Please note however, that a change from the container
for the 90 count of the 300 mg strength of the drug product, was reported in the last annual report, reporting
period July 9, 1998 to July 8, 1999. A release specification for = . is not included in this submission
as the specification =~ . cmenmeme Was included in the annual report (page 000380)
and is currently effective for this code.

A Form 356h immediately follows this cover letter. Andrx Pharmaceuticals, Inc. certifies that a true copy
of this supplement has been sent to the Florida District Office as a Field Copy.

Should you have any questions concerning this submission or if additional information is required, please
do not hesitate to contact Janet Vaughn at (954) 327-3265 (Tel.) or (954) 587-1054 (Fax).

Sincerely,

Dve it

Diane Servello
Director Regulatory Affairs
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PHARMACEUTICALS, INC.

February 28, 2000 »

Douglas D. Tolen

Director, Florida District Office
Food and Drug Administration
555 Winderley Place

Suite 200

Maitland, FL 32751

RE: FIELD COPY - ANDA 74-752; Diltiazem HCI Extended-Release Capsules,
120 mg, 180 mg, 240 mg & 300 mg - SUPPLEMENT [§ 314.70(b)]

Dear Mr. Tolen:

Andrx Pharmaceuticals Inc. submitted a supplement to the above referenced ANDA on February 28, 2000,
providing for = ,- Pursuant to 21 CFR 314.94(d)(5), we are providing your office with
a Field Copy of this supplement. We certify that this is a true copy of the supplement submitted to the Office
of Generic Drugs.

Should you have any questions or comments concerning this submission, please contact Janet Vaughn at
(954) 327-3265 (telephone) or (954) 587-1054 (facsimile).

Sincerely,

Diens o

Diane Servello
Director Regulatory Affairs

- APPEARS THIS WAY
ON ORIGINAL

4001 S.W. 47TH AVENUE, SUITE 201, FORT LAUDERDALE, FLORIDA 33314 * 954-581.7500 ¢ FAX: 954-587-1054
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& ANDA 74-752/5-008, $-009

C DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service

! Food and Drug Administration
Rockville MD 20857

Andrx pharmaceutical, Inc.

Attention: Diane Servello

4001 SW 47" Avenue FEB 15 2
Fort Lauderdale, FL 33314

Mimimirmiimam

Dear Diane Servello:

This is in reference to your supplemental new drug applications

- dated June 24, 1999, submitted under 505 (j), of the Federal

~

Food, Drug and Cosmetic Act, regarding your abbreviated new drug
application for Diltiazem Hydrochloride Extended-release Capsules
USP, 120 mg, 180 mg, 240 mg, and 300 mg.

Reference is also made to your amendment dated January 27, 2000.

The supplemental applications submitted as “Prior Approval
Supplements”, prov1de for the )
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The supplemental applications are deficient and, therefore, not
approvable under Section 505 of the Act for the following
reasons:

Chemistry Deficiencies

The referenced DMF ¥ —m= remains deficient and the DMF
holder is being notified. Please do not amend these
supplements until the DMF deficiencies have been
responded to.

The file on these supplemental applications is now closed. You
are required to take an action described under 21 ,CFR 314.120
which will either amend or withdraw these supplemental
applications. Your amendment should. respond to all the _
deficiencies listed. A partial reply will not be considered for




review, nor will the review clock be reactivated until all
deficiencies have been addressed. The responses to this letter
will be considered as MINOR amendments and should be so
designated in your cover letter. If you have substantial
disagreement with our reasons for not approving these
supplemental applications, you may request an opportunity for a
hearing. - :

Sincerely yours,

i

>
Florence 3. Fang

,%)/
Director

Division of Chemistry II
Office of Generic Drugs
Center for Drug Evaluation and Research

APPEARS THIS WAY
ON ORIGINAL



ANDA 74-752/S-008, S-009

Andrx pharmaceutical, Inc.

Attention: Diane Servello FER
4001 SW 47" Avenue :
Fort Lauderdale, FL 33314
Ill”IIl”llI”Illl”lIllIl"III

Dear Diane Servello:

This is in reference to your supplemental new drug applications
dated June 24, 1999, submitted under 505 (j), of the Federal
Food, Drug and Cosmetic Act, regarding your abbreviated new drug
application for Diltiazem Hydrochloride Extended-release Capsules
USP, 120 mg, 180 mg, 240 mg, and 300 mg.

Reference is also made to your amendment dated January 27, 2000.

The supplemental applications submitted as “Prior Approval

Supplements”, provide for the st

B N AT
2 o

The supplemental applications are deficient and, therefore, not
approvable under Section 505 of the Act for the following
reasons:

Chemistry Deficiencies

The referenced DMF # ~— remains deficient and the DMF
holder is being notified. Please do not amend these
supplements until the DMF deficiencies have been
responded to.

The file on these supplemental applications is now closed. You
are required to take an action described under 21 CFR 314.120
which will either amend or withdraw these supplemental
applications. Your amendment should respond to all the
deficiencies listed. A partial reply will not be considered for



review, nor will the review clock be reactivated until all
deficiencies have been addressed. The responses to this letter
Wwill be considered as MINOR amendments and should be so
designated in your cover letter. If you have substantial
disagreement with our reasons for not approving these
supplemental applications, you may request an opportunity for a
hearing.

Sincerely yours,

Florence S. Fang

Director

Division of Chemistry II

Office of Generic Drugs

Center for Drug Evaluation and Research

APPEARS THIS way
ON ORIGINA]



Andna.

PHARMACEUTICALS, INC.

January 27, 2000 "
'NDA suppL AMENDMENT
S C-Com Ard

Mr. Douglas L. Sporn, Director
Office of Generic Drugs, CDER, FDA b{_‘ L~ OO YL
Metro Park North II : tAA

7500 Standish Place
Rockville, MD 20855-2773

RE: ANDA 74-752; Diltiazem Hydrochloride Extended-release Capsules
Minor Amendment to Supplemental Application (S-008/S-009)

Dear Mr. Sporn:

N T Tttty 0 S D . g

e ) fOr the above mentioned drug product. Reference is also made to the FDA’s not

approvable letter dated December 9, 1999 (Attachment 1).

Pursuant to 21 CFR §314.120, Andrx Pharmaceutical, Inc. is herewith submitting a minor amendment to
our supplemental application, by providing complete responses to each of the deficiencies listed in the

- December 9" letter as follows:

ik # st

Reference is made to our supplemental application dated June 24, 1999, providing for the =wwrcumc-

Chemistry Deficiencies

1. The referenced DMF / ——s deficient and the DMF holder has been notified.

,«PM

R

R

In addition, we acknowledge that a satisfactory compliance evaluation for the firms referenced in the

application is required for approval.

Andrx Pharmaceuticals, Inc. certifies that a Field Copy of this amendment was forwm { Rth
Florida District Office. The Field Copy contained a true copy of the information//cont

amendment. 20
[ g 28 2000

3



Please contact Janet Vaughn, Regulatory Affairs Manager, at (954) 327-3265 (phone) or (954) 587-1054
(facsimile) if you require any additional information.

Sincerely,

blaw /(/‘/Zw

Diane Servello
Director of Regulatory Affairs

ERPEARS THIS WAY
N ORIGINAL



ATTACHMENT I
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ANDA 74-752/S-008, S5-009

Andrx pharmaceutical, Inc.
Attention: Diane Servello
4001 SW 47" Avenue DEC
Fort Lauderdale, FL 33314

o
o)
8

Dear Diane Servello:

This is in reference to your supplemental new drug applications
dated June 24, 1999, submitted under 505 (j), of the Federal
Food, Drug and Cosmetic Act, regarding your abbreviated new drug
application for Diltiazem Hydrochloride Extended-release Capsules
USP, 120 mg, 180 mg, 240 mg, and 300 mg.

The supplemental applications submitted as “Prior Approval
Supplements”, provide for the :

P A A R i g o i e AR b
e e S S 8o o i e A SO o g Ay g

e A S PR : . SR T TR

Tieos il

The supplemental applications are deficient and, therefore, not
approvable under Section 505 of the Act for the following
reasons:

Chemistry Deficiencies

1. The referenced DMF # — is deficient and the DMF
holder has been notified.

2. Please provide e data for
lot 9807012 and lot 9807011.

In addition to responding to these deficiencies, please note and
acknowledge the following in your response:

A satisfactory compliance evaluation for the firms
referenced in the application is required for approval. Our
request for an evaluation of : e e o ;

e S R i v S, from the Office of
Compliance is pending.

g



The file on these supplemental applications is now closed. You
are required to take an action described under 21 CFR 314.120
which will either amend or withdraw these supplemental
applications. Your amendment should respond to all the
deficiencies listed. A partial reply will not be considered for
review, nor will the review clock be reactivated until all
deficiencies have been addressed. The responses to this letter
will be considered as MINOR amendments and should be so
designated in your cover letter. If you have substantial
disagreement with our reasons for not approving these
supplemental applications, you may request an opportunity for a
hearing.

Sincerely yours,

IFQ[ 4

Florence S. fF¥g ’

Director

Division of Chemistry II

Office of Generic Drugs
Center for Drug Evaluation and Research

APPEARS THIS WAY
ON ORIGINAL
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C DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service

Food and Drug Administration
Rockville MD 20857

ANDA 74-752/S-008, S-009

Andrx pharmaceutical, Inc. .

Attention: Diane Servello

4001 SW 47" Avenue D
Fort Lauderdale, FL 33314

m
(9]

9 1999

Dear Diane Servello:

This is in reference to your supplemental new drug applications
dated June 24, 1999, submitted under 505 (j), of the Federal
Food, Drug and Cosmetic Act, regarding your abbreviated new drug
application for Diltiazem Hydrochloride Extended-release Capsules
Usp, 120 mg, 180 mg, 240 mg, and 300 mg.

The supplemental applications submitted as “Prior Approval
Supplements”, prov1de for the - - S e

il A T e g
- - 14
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The supplemental applications are deficient and, therefore, not
approvable under Section 505 of the Act for the following
reasons:

Chemistry Deficiencies

1. The referenced DMF #=~w ;s deficient and the DMF
holder has been notified.

2. Please provide -, data for
lot 9807012 and lot 9807011.

In addition to responding to these deficiencies, please note and
acknowledge the following in your response:

A satlsfactory compliance evaluation for the firms
referenced in the application is requlred for approval Our
request for an evaluatlon of =~ PR

g vt i emesimmmess from. the Office of
Compllance is pendlng

-
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i REGULATORY AFFAIRS
" #*JRX PHARMACEUTICALS, INC.
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The file on these supplemental applications is now closed. You
are required to take an action described under 21 CFR 314.120
which will either amend or withdraw these supplemental
applications. Your amendment should respond to all the
deficiencies listed. A partial reply will not be considered for
review, nor will the review clock be reactivated until all
deficiencies have been addressed. The responses to this letter
will be considered as MINOR amendments and should be so
designated in your cover letter. If you have substantial
disagreement with our reasons for not approving these
supplemental applications, you may request an opportunity for a
hearing.

Sincerely yours,

—~ . I%/,
19 e
Florence S. Fang '
Director
Division of Chemistry II
Office of Generic Drugs
Center for Drug Evaluation and Research

APPEARS THIS W
ON ORIGINAL AY



ATTACHMENT 2
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/Aner\\ noanol Y750 o o seco0d

PHARMACEUTICALS, INC.

June 24, 1999 A
woin0 T4 153 per 0 SES20T
; Douglas L. Sporn, Director L SR e
\‘ Office of Generic Drugs HOABIRRLROR ol e mam———y
CDER, FDA ) o
Metro Park North II

7500 Standish Place, Room 150
Rockville, MD 20855

RE:  ANDA 74-752; Diltiazem HCI Extended-Release Capsules,
120 mg, 180 mg, 240 mg, and 300 mg - SUPPLEMENT [§ 314.70(b)(2)(ii)]

Dear Mr. Sporn:
Pursuant to 21 CFR 314.70(b)(2)(ii), Andrx Pharmaceuticals, Inc. is herewith submitting

a supplement providing for ———————r v - Diltiazem
Hydrochloride USP -

The - ire as follows:
AP
-
) " R T TR 2 T T R GO R b e A e i
— -~
o R S e : g i B b M T posi 0
S
A
. Il S S ey

i A 7 . S . =t 2 i s BN ARG o AT s AT,
. ~, e s L B s b o 5 e RN v P e M BB N S e L

e AR RS T2 = T o g

Z
Fo,

A A R R R S Ty L gt

Andrx Pharmaceuticals, Inc. certifies that a true copy of this supplement was sent to the
Florida District Office as a Field Copy.

Should you have any questions concerning this submission, please contact the
undersigned at (954) 327-4412 (telephone) or (954) 587-1054 (fax).

Sincerely,

o ol
Diane Servello
o Director of Regulatory Affairs

4001 S.W. 47TH AVENUE, SUITE 201, FORT LAUDERDALE,




Andna

PHARMACEUTICALS, INC.

May 20, 1999 AR
Douglas L. Sporn, Director S5C ©O04 44

Office of Generic Drugs, CDER, FDA | Y
Attention: Document Control Room S L 00 G ”4 s 1
Metro Park North II

7500 Standish Place, Room 150
Rockville, MD 20855-2773

RE: ANDA 74-752: Diltiazem Hydrochloride Extended-release Capsules, 120 mg,
180 mg, 240 mg and 300 mg

MINOR AMENDMENT TO SUPPLEMENT S-004, S-006

Dear Mr. Sporn:

In accordance with 21 CFR 314.120, Andrx Pharmaceuticals, Inc. is herewith submitting
a minor amendment to the above referenced supplemental application.

This amendment is being submitted in response to a Not Approvable letter dated May 19,
1999. Complete responses to the chemistry deficiencies are provided.

Andrx Pharmaceuticals, Inc. certifies that true copies of the technical sections contained
in this amendment were sent to the Florida District Office as a Field Copy.

Should you have any questions concerning this submission, please contact the
undersigned at (954) 327-4412 (telephone) or (954) 587-1054 (fax).

Sincerely,

Do 616

Diane Servello
Director of Regulatory Affairs

MAY 2 11999
2 oGD
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4001 S.W. 47TH AVENUE, SUITE 201, FORT LAUDERDALE, FLORIDA 33314 » 954-581-7500 * FAX: 954-587-1054



ANDA 74-752/5-004, S-006

Andrx Pharmaceuticals, Inc.

Attention: David A. Gardner MAY

4001 S.W. 47 Avenue 19 1999
Fort Lauderdale, FL 33314 ~

Dear Sir:

This is in reference to your supplemental new drug applications
dated September 11, 1998, submitted pursuant to 21 CFR 314.70,
regarding your abbreviated new drug application for Cartia-XT
(Diltiazem Hydrochloride Extended-release Capsules, USP); 120 mg,
180 mg, 240 mg and 300 mg.

Reference is also made to your amendment dated April 14, 1999.

The supplemental applications provide for:

S-004: Formulation Change - . -
-~ . . N PR R 2 /
} /
L
S-006: Labeling Revision.
The supplemental application is deficient and, therefore, not
approvable under Section 505 of the Act for the following
reasons:
~



1. Revised stability protocols indicating that at
least the smallest and largest container/closure
system will be tested for each strength of drug
product.

2. Stability data accrued to date for each strength
of drug product.

The file on these supplemental applications is now closed. You
are required to take an action described under 21 CFR 314.120
which will either amend or withdraw these supplemental
applications. Your amendment should respond to all the
deficiencies listed. A partial reply will not be considered for
review, nor will the review clock be reactivated until all
deficiencies have been addressed. The response to this letter
will be considered a MINOR amendment and should be so designated
in your cover letter. If you have substantial disagreement with
our reasons for not approving this supplemental application, you
may request an opportunity for a hearing.

Sincerely yours,

IS e

Florence S. Fang

Director L

Division of Chemistry II

Office of Generic Drugs

Center for Drug Evaluation and Research

APPEARS THIS w4y
ON ORIGINAL
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PHARMACEUTICALS, INC.
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April 23,1999 JJ" \'\ Pa oUrrh Auehnnliantid
% /\"¢3X §¢.w,/o/o,2,o'v;

Douglas L. Sporn, Director \ f
Office of Generic Drugs 7
CDER, FDA '
Metro Park North II ' NDANO. - REF HO. f[:’» 67
7500 Standish Place, Room 150 MDA SUPRL P2 pZ a«iq ,g,i iz

Rockville, MD 20855

RE: ANDA 74-752; Diltiazem Extended-Release Capsules USP
120 mg, 180 mg, 240 mg and 300 mg

MINOR AMENDMENT TO SUPPLEMENT S-001, S-002 AND S-003

Dear Mr. Sporn:

We refer to your letter dated March 23, 1999 (cbpy attached) describing chemistry and labeling
deficiencies in the above-mentioned supplemental applications submitted on August 18, 1998.
Pursuant to 21 CFR 314.120, we are herewith submitting a MINOR amendment responding to all
the listed deficiencies.

In this regard, we are enclosing the following:

A. CHEMISTRY DEFICIENCIES:

Comment 1:  Please submit USP <661> and <671> testing results for the 120 cc and 150 cc
container/closure systems.

Response: Testing results per USP <661> and <671> for the 120 cc and 150 cc
container/closure systems are enclosed under Tab 1.

Comment 2: })

Response: f‘”’" -
f
o o

R VARY

4001 S.W. 47TH AVENUE, SUITE 201, FORT LAUDERDALE, FLORIDA 33314 « 954- 581%75

&-30 4,



Page 2
ANDA 74-752; Minor Amendment to S-001, S-002 and S-003

B. LABELING DEFICIENCIES:

Comment: You have added 90 count and 1000 count container/closure systems with no
labeling submission. Please submit labeling for the new packages and containers
as well as package inserts with all necessary revisions.

Response: We have prepared final printed container labels for the 90 count and 1000 count
containers, as well as package inserts with the necessary revisions. Please see
Tab 3 for the following information:

1) Side-by-side labeling for the package insert, annotated to describe the
changes from the latest approved package insert. Please note that since
the container labels are for new package sizes rather than revisions to
previous labels, a side-by-side comparison has not been prepared for the
container labels.

i) Final printed container labels are enclosed as follows:
¢ 120 mg strength (90 count)
¢ 120 mg strength (1000 count)
¢ 180 mg strength (90 count)



Page 3
ANDA 74-752; Minor Amendment to S-001, S-002 and S-003

180 mg strength (1000 count)
240 mg strength (90 count)
240 mg strength (1000 count)
300 mg strength (90 count)
300 mg strength (1000 count)

ii1) Final printed package outsert labeling. Please note that the blue-inked
outserts are for submission purposes only and that the outserts for
commercial distribution will be printed in black ink.

Twelve copies of final printed labeling have been provided - one set in the
archival copy, one set in the review copy, and ten sets separately bound in a black,
labeled binder.

Andrx Pharmaceuticals, Inc. certifies that true copies of the technical sections contained in this
amendment were sent to the Florida District Office as a Field Copy.

Should you have any questions concerning this submission, please contact the undersigned at
(954) 327-4412 (telephone) or (954) 587-1054 (fax).

Sincerely,

A

Diane Servello
Director of Regulatory Affairs

APPEARS Ty
W
ON ORIGINAL A



Andna

PHARMACEUTICALS, INC. .

April 14, 1999 W
Douglas L. Sporn, Director

Office of Generic Drugs, CDER, FDA oy
Attention: Document Control Room

Metro Park North 11

7500 Standish Place, Room 150

Rockville, MD 20855-2773

RE: ANDA 74-752: Diltiazem Hydrochloride Extended-release Capsules, 120 mg,
180 mg, 240 mg and 300 mg

MINOR AMENDMENT TO SUPPLEMENT S-004

Dear Mr. Sporn:

In accordance with 21 CFR 314. 120, Andrx Pharmaceuticals, Inc. is herewith submitting
a minor amendment to the above referenced supplemental application.

This amendment is being submitted in response to a Not Approvable letter dated April 2,
1999. Complete responses to the chemistry and labeling deficiencies are provided.

Andrx Pharmaceuticals, Inc. certifies that trué copies of the technical sections contained
in this amendment were sent to the Florida District Office as a Field Copy.

Should you have any questions concerning this submission, please contact the
undersigned at (954) 327-4412 (telephone) or (954) 587-1054 (fax).

Sincerely,

Lotk

Diane Servello
Director of Regulatory Affairs




ANDA 74-752/S-004

Andrx Pharmaceuticals, Inc.
Attention: David A. Gardner APR 2 1999

4001 S.W. 47 Avenue
Fort Lauderdale, FL 33314

Dear Sir:

This is in reference to your supplemental new drug application
dated September 11, 1998, submitted pursuant to 21 CFR 314.70,

regarding your abbreviated new drug application for Cartia-XT™
(Diltiazem Hydrochloride Extended-release Capsules, USP) 120 mg,

180 mg, 240 mg and 300 mg.

Reference is also made to your amendments dated December 22, 1998
and January 14, 1999. .

' The supplemental application provides for the

" s
F . i
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The supplemental application is deficient and, therefore, not
approvable under Section 505 of the Act for the following

reasons:

A. Chemistry Deficiencies:

1.




3
o,

B. Labeling Deficiencies:

Please submit a revised package insert indicating the
addition of magnesium stearate as an inactive
ingredient.

The file on this supplemental application is now closed. You are
required to take an action described under 21 CFR 314.120 which
will either amend or withdraw this supplemental application.

Your amendment should respond to all the deficiencies listed. A
partial reply will not be considered for review, nor will the
review clock be reactivated until all deficiencies have been
addressed. The response to this letter will be considered a
MINOR amendment and should be so designated in your cover letter.
If you have substantial disagreement with our reasons for not
approving this supplemental application, you may request an
opportunity for a hearing.

Sincerely yours,

1S Lo

Florence Fang

Director

Division of Chemistry II

Office of Generic Drugs

Center for Drug Evaluation and Research

APPEARS THIS WAY
ON ORIGINAL




ANDA 74-752/S-001, S$-002, S-003

Andrx Pharmaceuticals, Inc.

Attention: David A. Gardner

4001 S.W. 47" Avenue ‘ N
Fort Lauderdale, FL 33314 23

Dear Sir:

This is in reference to your supplemental new drug applications
dated August 18, 1998, submitted pursuant to 21 CFR 314.70,
regarding your abbreviated new drug application for Cartia-XT
(Diltiazem Hydrochloride Extended-release Capsules USP, 120 mg,
180 mg, 240 mg and 300 mg).

The supplemental applications provide for:

§-001: Packaging Addition - the addition of 90 count
container/closure systems, 1000 count container
closure systems, and changes in container sizes for
the 120 mg x 30 capsule, 240 mg x 30 capsule, and
240 mg x 500 capsule packaging.

S-002: Packaging Revision - a change in the.

P

5-003 - Packaging Revision - a change in the

RSN 5 T B e A Mg i A it R i 2 T T

The supplemental applications are deficient and, therefore, not
approvable under Section 505 of the Act for the following
reasons:

A. Chemistry Deficiencies:
1. Please submit USP <661> and <671> testing results
for the 120 cc and 150 cc container/closure
systems.



stability test results. Please explain this
discrepancy.

B. Labeling Deficiencies:

You have added 90 count and 1000 count
container/closure systems with no labeling submission.
Please submit labeling for the new packages and
containers as well as package inserts with all
necessary revisions. -

The file on these supplemental applications is now closed. You
are required to take an action described under 21 CFR 314.120
which will either amend or withdraw these supplemental
applications. Your amendment should respond to all the
deficiencies listed. A partial reply will not be considered for
review, nor will the review clock be reactivated until all
deficiencies have been addressed. The responses to this letter
will be considered a MINOR amendment and should be so designated
in your cover letter. If you have substantial disagreement with
our reasons for not approving this supplemental application, you
may request an opportunity for a hearing.

Sincerely yours,

Florence Fang
Director
Division of Chemistry II

Office of Generic Drugs
Center for Drug Evaluation and Research
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February 23, 1999 ‘
NEW CORRESP

Mr. Douglas Sporn | W c

Director, Office of Generic Drugs (HFD-600)
CDER, FDA
Document Control Room, Metro Park North II
7500 Standish Place, Room 150

Rockville, MD 20855-2773

RE: ANDA 74-752: Cartia XT (Diltiazem drochloride Extended-release Tablet

USP). 120 mg, 180 mg, 240 mg & 300 mg
PATENT AMENDME

Dear Mr. Spom:

Andrx is amending its September 11, 1998 supplemental application to ANDA 74-752 (S-004) to
provide documentation of notification/receipt of notification under 21 CFR 314.95(a).

In accordance with 21 CFR 314.95(b), Andrx Pharmaceuticals, Inc. certifies that:

(1) notices of certification of noninfringement of a patent have been provided by U.S. registered
mail, return receipt requested, to the patent owners (Carderm Capital and Elan Corp.) and
the NDA holder (Carderm Capital), and

(i)  the notices met the content requirements under section 314.95(c).

In accordance with section 314.95(e), copies of the return receipt postcards are provided as
documentation of receipt of the notices.

This amendment consists of one volume. An archival copy and a review copy are provided. Should
you have any questions or comments regarding this submission, please contact the undersigned at
(954) 321-5229 (Tel.) or (954) 587-1054 (Fax). ‘

Sincerely,

QJ/[@MU&

Jacqueline Davis e
Regulatory Affairs Manager ! 2 Aes

Y
F 5L

4001 S.W. 47th AVENUE, SUITE 201, FORT LAUDERDALE, FLORIDA 33314 ¢ (959 581-7500 ¢ FAX (954) 587-1054




Andpa

PHARMACEUTICALS INC.

~ January 29, 1999

Document Control Room

Office of Generic Drugs, HFD-600
CDER, Food and Drug Administration
Metro Park North Il

7500 Standish Place, Room 150
Rockville, MD 20855-2773

Re: ANDA #74-752: Cartia-XT (Diltiazem Hydrochloride Extended Release
Capsules USP) 120 mg, 180 mg, 240 mg & 300 mg (Once-A-Day Dosage)
AMENDMENT TO SUPPLEMENT S-004

Dear Sir or Madam:

Andrx Pharmaceuticals, Inc. is hereby amending its prior approval
supplement, S-004, submitted on September 11, 1998, to provide a Paragraph IV
Certification (enclosed herewith). As discussed with Mr. Peter Rickman, Branch
Chief, Regulatory Support Branch, Andrx does not believe this Paragraph IV
Certification is legally required. Despite this belief, Andrx is submitting the enclosed
certification based upon the following representations and understandings:

1. As the FDA procedures do not provide for a notice of acceptance of
filing of a supplement, which is the event that triggers the notice to the parties having
an interest in the referenced product, Andrx is authorized to immediately forward the
detailed explanation of its Paragraph IV Certification to Hoechst Marion Roussel, Inc.
and Carderm Capital Ltd. Appropriate proof of their receipt of such notification will
be forwarded to your office in due course; and

2. The Andrx supplement has been assigned ANDA #74-752, the same
ANDA number as our application that was approved on July 9, 1998, and thus, such
application and this supplement remain fully entitled to the 180-day period of
marketing exclusivity accorded to Andrx pursuant to Section 355(j)(5)(B)(iv).
Accordingly, our application will not delay or prevent the approval of our supplement
and the period of exclusivity will not commence until such time as either of the

events specified in the foregoing section has been satisfied, N
P %ﬁﬁ@&

VRN 0052

GENERIC DRUES

4001 S.W. 47th AVENUE, SUITE 201, FORT LAUDERDALE, FLORIDA 33314 » (954) 581-7500 * FAX (954) 587-1054
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We thank you for your consideration of this matter. Please contact me at
954-321-5214 (telephone) or 954-792-1034 (facsimile) if you have any questions or
concerns with respect to the foregoing.

SL:aal
Enclosure

cc:. Chih-Ming J. Chen, Ph.D.
James Costigan, Esq.
Jacqueline Davis
Eugene Pfeifer, Esq.

K o

G uiiainal

AN

ANDRX COMPANY
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PHARMACEUTICALS INC.

January 14, 1999

BE s S ey Ty R p e BERTIS R
Document Control Room Flel N B b wivd
Office of Generic Drugs, HFD-600 6@ 4 &C___,
CDER, Food and Drug Administration
Metro Park North II

7500 Standish Place, Room 150
Rockville, MD 20855-2773

RE: ANDA #74-752: Cartia-XT (Diltiazem Hydrochloride Extended-Release Capsules USP)
120 mg, 180 mg, 240 mg, & 300-mg (Once-A-Day Dosage)

AMENDMENT TO SUPPLEMENT S-004

Dear Sir/Madam:

Andrx Pharmaceuticals is amending its prior approval supplement, S-004, submitted on September 11,
1998, to provide updated stability data. Supplement S-004 provides for a change in e

PR e
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e This amendment provides additional stability data in support of this change. 2

The information provided includes stability protocols for the 120 and 300 mg strengths, a stability
commitment, and three months accelerated and long term stability data for three lots each of the 120 and
300 mg strengths. The stability data also includes six months long term data for the 300 mg biobatch,
Lot #600R003. ‘

This amendment consists of one volume. An archival copy and 2 chemistry review copy are provided.

In accordance with 21 CFR 314.96(b), Andrx Pharmaceuticals certifies that a field copy of this
amendment has been sent to the Florida District Office.

Should you have any questions concerning this submission, please contact the undersigned at
(954) 321-5229 (tel.) or (954) 587-1054 (fax).

Sincerely,

Jacqueline Davis

Regulatory Affairs Manager - HECENED
JAN 19 1999!

e T F o s ey

4001 S.W. 47th AVENUE, SUITE 201, FORT LAUDERDALE, FLORIDA 33314 ¢ (954) 581-7500 ¢ FAX (954) 587-1054
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PHARMACEUTICALS INC.

VIA Facsimile NDA SUPP AMEND

December 22, 1998

Document Control Room

Office of Generic Drugs, HFD-600
CDER, Food and Drug Administration
Metro Park North II

7500 Standish Place, Room 150
Rockville, MD 20855-2773

RE: ANDA #74-752: Cartia-XT (Diltiazem Hydrochloride Extended-Release Capsules USP)
120 mg, 180 mg, 240 mg, & 300 mg (Once-A-Day Dosage)

TELEPHONE BIOEQUIVALENCY AMENDMENT

Dear Sir/Madam:

Andrx Pharmaceuticals is amending its prior approval supplement submitted on September 11, 1998, to
provide the additional information requested by telephone on December 11,1998. This amendment
provides the following: ,

(i) dissolution profiles for the 120 mg, 180 mg, 240 mg, and 300 mg strengths (Attachment A)

(ii) comparative dissolution data for the new formation vs. the old formulation for all strengths
(Attachment B) '

(iii) a request for waiver for the lower strengths (Attachment C)

(iv) formulation data (comparison of the formulation for the proposed product vs. the previously
approved product) for all strengths (Attachment D)

In addition, please note the following responses:
e the lot size of the 300 mg biobatch (Lot #600R003A) is ~— _  —7~ capsules)
e the potency of Lot #600R003A is  ~—— (see certificate of analysis on page 46 of original
supplement) ‘
o the potency of the reference product (Lot #P70395) is ——

Should you have any questions concerning this submission, please contact the undersigned at
(954) 321-5229 (tel.) or (954) 587-1054 (fax). '

Sincerely,

sl RECEWEU

Jacqueline Davis
Regulatory Affairs Manager

4001 S.W. 47th AVENUE, SUITE 201, FORT LAUDERDALE, FLORIDA 33314 ¢ (954) 581-7500  FAX (954) 587-1054
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PHARMACEUTICALS, INC.

October 23, 1998
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Mr. Douglas Sporn, Director ‘C‘ :& Mﬁ%
OFFICE OF GENERIC DRUGS, CDER, FDA Vo ‘ M
Document Control Room MINOR '
Metro Park North II ’ AMENDMENT

7500 Standish Place, Room 150
Rockville, MD 20855-2773

Re:  Minor Amendment ANDA 74-752: Cartia XT (Diltiazem Hydrochloride Extended-
release Capsules, USP) 120mg, 180 mg, 240 mg & 300mg (Once-a-day Dosage).

Dear Director Sporn:

Andrx Pharmaceuticals, Inc. (“Andrx”), today submits twelve (12) final printed container
labels for each package size of each strength for an original abbreviated new drug application
(“ANDA”) for Cartia XT (Diltiazem Hydrochloride Extended-release Capsules, USP) 120 mg,
180 mg, 240 mg and 300 mg (Once-a-day Dosage) dated September 22, 1995. This ANDA
received approval on July 9, 1998. :

On June 25, 1998, prior to approval, the final container labelling was submitted for this
ANDA. What was submitted at that time were color printer’s proofs which had been generated
by the vendor using a color lazer printer. The labels provided with this submission are the final
printed container labels which is the reason the submission is being made.

Andrx is providing two copies of this minor amendment to the Office of Generic Drugs, an
Archival Copy and a Chemistry Review Copy.

Please direct any communications regarding this submission to me at the following

address:
4001 S. W. 47 Avenue
Ft. Lauderdale, FL 33314

If you need to telephone or send a facsimile, my numbers are (954) ﬁgwgﬁ
(954) 327-5389 (Fax). |

aet 9 6 1568
GENERIC DRUGS
Sincerely,

David A. Gardner
V. P., Regulatory Affairs/QA/QC

© Thank you for your prompt handling of this amendment.

4001 S.W. 47TH AVENUE, SUITE 201, FORT LAUDERDALE, FLORIDA 33314  954-581-7500 * FAX: 954-587-1054
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PHARMACEUTICALS, INC.

BIOAVATLARTIITY

September 11, 1998

NDA NO
Office of Generic Drugs, CDER, FDA NDA SUPPL FOR
DOCUMENT CONTROL ROOM SUPPLEMENT -
Metro Park North I EXPEDITED REVIEW

7500 Standish Place, Room 150
Rockville, MD 20855-2773

2

7 4‘7(;55 N?.S_}EC «9*0‘*
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Re: ANDA 74-752: Cartia-XT (Diltiazem Hydrochloride Extended-release Capsules, USP)
120mg, 180 mg, 240 mg & 300mg (Once-a-day Dosage)

Dear Director Sporn:

Andrx Pharmaceuticals, Inc. (“Andrx”), today submits a Prior Approval Supplement to
ANDA 74-752, Cartia-XT (Diltiazem Hydrochloride Extended-release Capsules, USP) 120 mg,
180 mg, 240 mg & 300 mg (Once-a-day Dosage). This ANDA was approved on July 9, 1998.

The supplement is being submitted based on 21 CFR §3 14.70(b)(2)(D).

—

Andrx hereby requests an expedited review of the supplement. While the supplement
represents only a minor modification of the formulation for Andrx” approved product, the
resulting change in the Cartia XT dissolution specification, when approved by FDA, will be
presented to the Court in our pending patent litigation concerning that product. As the FDA is
aware, Andrx has not commenced the marketing of Cartia XT due to the pendency of that
litigation and Andrx believes that this change will allow that Court to more easily makes its

determination with respect to an important issue in that litigation.

Andrx is providing two copies of this Prior Approval Supplement to the Office of Generic
Drugs, an Archival Copy, a Chemistry Review Copy and a Pharmacokinetic Review Copy which
study - protocol

No. 98090. [Note: The four (4) volumes containing the bioequivalence study - volumes 4 through

contains a randomized, two-way crossover, single dose, fasting bioequivalence

7 - have been numbered separately beginning with 1 through 2146.]

This also certifies that, concurrent with the filing of this supplement, a true copy of the
supplement along with a certification that the contents are a true copy was semﬁéi =15
i$try Section.

district office in Maitland, Florida. This copy was sent as a Field Submission
(Note: A copy of the bioequivalence study was not submitted to the local distri

ct office
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Please direct any communications regarding this submission to me at the following
address:

4001 S. W. 47 Avenue
Ft. Lauderdale, FL 33314

If you need to telephone or send a facsimile, my numbers are (954) 581-7500 and
(954) 327-5389 (Fax).

Thank you for your prompt handling of this supplement.

Sincerely,

E—W:—'Z_ Q—- . /&M—ﬂv‘-ﬂ/h—q
David A. Gardner
V. P., Regulatory Affairs/QA/QC
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August 18, 1998 y ’

Office of Generic Drugs, CDER, FDA

DOCUMENT CONTROL ROOM PRIOR APPROVAL
Metro Park north II LEMENT
7500 Standish Place, Room 150

Rockville, MD 20855-2773

Re: ANDA 74-752: Cartia-XT (Diltiazem Hydrochloride Extended-release Capsules, USP)
120 mg, 180 mg, 240 mg & 300 mg (Once-a-day Dosage)

Dear Director Sporn:

Andrx Pharmaceuticals, Inc. (“Andrx™), today submits a Prior Approval Supplement to
ANDA 74-752, Cartia-XT (Diltiazem Hydrochloride Extended-release Capsules, USP) 120 mg,
180 mg, 240 mg & 300 mg (Once-a-day Dosage). The supplement is being submitted based on
21 CFR §314.70(b)(2)(vii). The following changes are being submitted in this supplement:

(1) addition of a larger package size - 1000 count bottle;
(2) change in the * - e "
(3) change in the  .mmms s i

o

Andrx is providing two copies of this Prior Approval Supplement to the Office of Generic
Drugs, an Archival Copy and a Chemistry Review Copy.

This also certifies that, concurrent with the filing of this supplement, a true copy of the
supplement along with a certification that the contents are a true copy was sent to our local
district office in Maitland, Florida. This copy was sent as a Field Submission Chemistry Section.

Please direct any communications regarding this submission to me at the following
address:
4001 S. W. 47th Avenue
Ft. Lauderdale, FL 33314

4001 S.W. 47TH AVENUE, SUITE 201, FORT LAUDERDALE, FLORIDA 33314 © 954-581-7500 » FAX:954-587-1054



If you need to telephone or send a facsimile, my numbers are (954) 581-7500 and
(954) 327-5389 (FAX).

Thank you for the prompt handling of this supplement.

Sincerely,

David A. Gardner
V. P., Regulatory Affairs/QA/QC
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