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ANDA 75-061
FEB | g I908

Invamed, Inc.

Attention: Mahendra Patel, Ph.D.
2400 Route 130 North

Dayton, New Jersey 08810

Dear Sir:

This is in reference to your abbreviated new drug application. .

dated January 27, 1997 submitted pursuant to Section 505(]) of

the Federal Food, Drug, and Cosmetic Act, for Naproxen S
Delayed-release Tablets, 375 mg and 500 mg. }
Reference is also made to your amendments dated July 29, g
October 8, November 25, December 16, 1997; and January 14, and
January 23, 1998.

We have completed the review of this abbreviated application and
have concluded that the drug is safe and effective for use as
recommended in the submitted labeling. Accordingly, the
application is approved. The Division of Bioequivalence has
determined your Naproxen Delayed-release Tablets, 375 mg and 500
mg, to be biocequivalent and, therefore, therapeutically
equivalent to the listed drug (EC-Naprosyn® Delayed-release
Tablets, 375 mg and 500 mg, respectively, of Syntex FP, Inc.).
Your dissolution testing should be incorporated into the
stability and quality control program using the same method
proposed in your application.

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

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

We request that you submit, in duplicate, any proposed
advertising or promotional copy which you intend to use in your
initial advertising or promotional campaigns. Please submit all
proposed materials in draft or mock-up form, not final print.
Submit both copies togéther with a copy of the proposed or final
printed labeling to the Division of Drug Marketing, Advertising,
and Communications (HFD-240). Please do not use Form FD-2253
(Transmittal of Advertisements and Promotional Labeling for Drugs
- for Human Use) for this initial submission.
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We call your attention to 21 CFR 314.81(b) (3) which requires that
materials for any subsequent advertising or promotional campaign
be submitted to our Division of Drug Marketing, Advertising, and
Communications (HFD-240) with a completed Form FD-2253 at the
time of their initial use.

Validation of the regulatory methods has not been completed. It
is the policy of the Office not to withhold approval until the
validation is complete. We acknowledge your commitment to
satisfactorily resolve any deficiencies which may be identified.

Sincerely vaeurs.

~ ;é%{'

Roger L. Williams, M.D.

Deputy Center Director for Pharmaceutical
Science

Center for Drug Evaluation and Research
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NAPROXEN
DELAYED-RELEASE
TABLETS

OESCRIPTION: Naproxen is 3 member of
the ary ic acid group of
anti-inflammatory drugs.

The chemical aame for naproxen is (¢)-6-
Meth hyl-2 i

ethoxy
acid. lthas the |ollc’mino structural formuta:

COOH
H
©© CH;‘
‘Molecular Formuta: Cyqty403

MW = 230.26

Naproxen is a practically odorless, white
to otf-white crystaltine substance. it is
lipid solubte, practically insoluble in water
at low pH and freety sotuble in water at
high pH. The octanol/water partition coef-
ficient of naproxen at pH 7.4is 1.6 to 1.8.
Each enteric-coated tablet, for oral admin-
istration, contains 375 mg or 500 mg of
naproxen. In addition, each tablet contains
« following inactive ingredients: cros-
Fcarmellose sodium, hydroxypropyl mettryl-
celluiose, magnesium slearate, methacryhic
acid copolymer, polyethylene glycol, powi-
dune, 1alc and lriacetin. The wmprinting
ink contains the colorant FDAC Red Mo.
4C-aluminam lake.
The dissolution of this emteric-coated
naproxes Labiet is pH dependent with rapid
dissolution 2bove PH 6. There is 80 desso-
iution below pH &.
CLMCAL PEARMACSLOGY: Naproxen is
2 monsteroidal anti-tlammatory drvg with
ic and psti i The
naproxen aniom inhibits pvosu.lndm
synthesis bul beyoad this its mode of
atioa 1S uskAown.
jaetics: Naproxen atseit is
absorbed from the

rapidly and completely

wslromtcsllul tract with an in vive
of 95%. The ehimis

unmnlm«mm!zm

17 hours. Steady-sime levels of naproxen

avevwmlmshnadmmru

-mn this halt-ife.

Absorption: Naproxen delayed-release
tablets are designed with a pH-sensitive
coating o provide a barrier to disinte-
gration in the acidic environment of the
stomach and ta lose integrity In the more
neutral environment of the small intes-
tine. The enteric polymer coaling selected
for naproxen delayed-release tablets
dissoives above pH 6. When naproxen
delayed-release lablets wese given to

T

: de(nm!wlzm),uh
LT . vive study in man mn radiolabeled
B Aaproxes delayed-releass tablets demon-
strated that azprexes lohyod-reluu
tablets dissolve primarily @

subjocts (8<24), the following was sbserved
after 1 week of desing:
San (mcgml) 4.9 (18%)°
Taas (Powrs) 4 (39%)*

AUCy 13 u (mcg-he/mi) 845 (20%)°
nun nluc (MTM of variation)

B U




‘I ;tmulpmm re

tablets dissolve primarily smalt
ram«m-mwam

absorption of dug & antil

the stomach is

‘When 500 mg of aaproRe

mwm-mum

subjects {n=24), the following was

aftor 1 woek of

Spax (mco/m) 949 (18%)°
Vo (ROUTS)

Whea
Tablets was givea as a single dose
with antacid (54 mEq butterimg .

et Ty Wit ‘Seurs), stbeugh
ot signit
B Effects: Whea delayed-

not affect peak naproxen teveis (Cax)-
Distribution: Naproxen bas a wolume of
distribution of 0.16 Lkg. At therapeutic
fevets naproxen is greater than 99% albu-
min-bound. Al doses of naproxen greater
than 500 nmldlyme\':islesmmmmr-
tonal increase in plasma levels due to an
increase in ciearance caused by saturation
of plasma protein binding at higher doses
(average trough C,, 365, 492 and 56.4
mg/L with 500, 1000 and 1500 myg daily
doses of naproxen). However, the concen-
tration of unbound napcoxen coatinues 1o
increase proportionally to dose.

: 1S
metabolized 10 6-0-desmethyl maproxen
and boih parent and metabolites do aot
induce metabolizing enzymes.
Elimination: The clearaace of aaproxen is
0.13 mUmin/kg. Approximately 95% of
the naproxen from any dose is excreted
in the urine, primarily as Raproxen (tess
than 1%), 6-0-desmethyl aaproxea (less.
than 1%) o their conjupates (66-92%).
The plasma halt-fife of the naproxea anion
in humans fanges trom 12 1o 17 hours.
The corresponding half-tives of both
naproxen's metabolites and conjogates are
shorter than 12 hours and their rates of
excretion have been found to coincide
closely with the rate of aaproxen disap-
pearance from the plasma. In patients with
renal failure metaboliles may accumulate.
Special Populations:

Chitdren: in chitdren of 5 10 16 years of
age with arthritis, plasma naproxen tevels
following 2 5 mg/kg singie dose of
naproxen oral suspeasion were found to
be similar to those found in normal adutts
1ailowing a 500 mq dose. The tesminat
half-lite appears 1o be similar in children
and adults. Pharmacokinetic studies of
naproxen were not pertormed in children
of less than 5 years of age. MNaproxen
delayed-release tablets have not been
studied in subjects under the age of 18.

the potential exists for naproxen metabo-
i._s to accumalate ia the presence of
renal msofficiency.

Clisical Stadies: Gesera! isformation:
Naprozen has been stwdied W patients
wifj) rheomatod arthritis. estecartheitis,

increased mobility as m‘eﬂ wa
reduction a waling lime. Generaity,
response 10 Kagroxes has sel been load

byareduﬂioa'mwmm.wm-
prévement in capacity 0 perform activi-
ties of daily tiviag impaired by the disease.
In clinical studies in patients with rheuma-
toid arthritis, osteoarthritis and juvenlle
arthritis, naproxen has been shown to be
comparable to aspirin and indamethacin
in controlling the aforementioned mea-
sures of disease activity, but the frequency
and severity ol the milder gastrointest-
nat adverse eflects (nausea, Syspepsid.
heartburn) and nervous system adverse
effects (tinaitas, dizz , Wghtheaded-
ness) were fess in saproxen treated
patients than i those Ureated with aspicia
or indomethacia

with fewer side
Wn&yhmﬂnﬁyhmﬂ—

when adéed 10 the regimen of patients
W did not appear

receiviag

10 cause greater improvement over that
saca with corticosteroids alono. Whether
naproxen has 3 “steroig-sparing” effect
ha< ant been adequately studied. When

&




ducation of rhemsmaioid arihvitis.

that naproxen and aspiria prodece greater
impiovement ewer that achieved with
aspirin alone. b addition, as with other
NSAIDs the combination may resuit in
higner irequency of adverse eveats than
demonstrated far either pcoduct alone.
Thrpe 6-week. double-blind mutticenter
stlies with szproxes delayed-release
tabrets (375 or 500 mg BID, n=385) and
naproxen immedatefedease tabiets (375
or 500 mg B, #=279) were conducied
COMParing Napraen tablets
with naproxen immediate-release tablets
including 355 rheumatoid arthritis and
osteoarthritis patieats who had a recent
history ot NSMD re{ated GI symptoms.
These studies mdicated that naproxen
delayed-release tablets and naproxen imme-
diat 0 signifi

differences w efficacy or safety and had
similar prevalence of minor Gl complaints.
Individoat patients, however, may find one
formulation prefecable 1o the other.

Five hundred and fifty-three patients
received naproxea delayed-retease tablets
during long-term opex label trials (mean
bength of treatment was 159 days). The
rates tor clini peptic wcers
and Gi bleeds were similac to what has
been historically reported for fong-term
NSAID use.

Individualization of Besage: Because
naproxen delayed-release tablets dissolve

compay naproxen formuta:
tions (see CLINICAL PHARMACOLOGY).
The recommended strategy for initiating
therapy is 10 choose a formulation and
2 starting dose likely to be etfective for
the patient and then adjust the dosage
based on observation of benefit and/or
adverse events. A lower dose should be
considered in patieats with renal or
hepatic impairment or in elderly patients
(see PRECAUTIONS).

ing Spondylitis: The recommended dose of
naproxen detayed-release tablets is 375 mg
or 500 mg taken twice daily. During long-
term administration the dose of naproxen
may be adjusted up or down depending on
the clinical response of the patient. A lower
daity dose may sutfice for long-term admin-
itration. In patients who tolerate lower
doses weil, the dase may be increased
1500 mg per day whea a higher level
anti-infummaiory/analgesic activity is

LX ¥

morning

and evensng Goses de a0t have 10 be equal
& size 3 acommsiiation of Whe dreg more
1requently than twice daily éoes a0l gemer-
aly'Inake 2 detterence ia response (see CLI-
Juyenile Arthritis: The wse of maprezes
o suspeasion allows %o more Rexible
acse titravon.
The recommended total daity dose is
LAcorimately 10 mgAy given in 2 divided
doses (1.e., 5 mo/Ag givea twice 2 day)
{se€ DOSAGE AND ADMMNISTRATION).
WNDICATIONS AND BSAGE: Naproxen de-
layed-release tablets are indicated for the
treatment of rheumatoid arthritis, osteo-
arthritis, ankylosing spondytitis and juve-
nite arthrilis. Naproxen oral suspension
is {or juvenile
arthritis in order 1o ebtain the maximum
dosage flexibility based on the child"s weight.
Naproxen delayed-refease tabiets are not
recommended for initial reatment of acute
Ppain because the absorption of azproxen
is delayed compared to absorption from
other naproxen containing products (see
CLINICAL PHARMACOLOGY and DOSAGE
AND ADMINISTRATION).
COATRAIRINCATIONS: Mapraxen is contra-
indicated in patients who have had alker-
gic reactions 10 prescription as well as to
over-the-counter prodwcts containing

. It is also i in
patients in whom aspirie or other aon-
steroidal anti-»

such reactions. Therefore, careful ques-

tioning of ulienls for such things as
“

Bethms  aveal antune  rflearia an




doses ., 5 IQ/KQ Gl e @ b
oot DISAE AD O SMMISTAATION), |

with \dal
betore starting
wiswommmnm.nsm

Serious
bleeding. ulceration and perforation, can
eocut i any time, with or without warn-
m3 symptems, in patients treated chron-
icalty with NSAID therapy. Although minor
uppes gastrointestinal problems, such as
ia, are common, usually devel-

opiag early in therapy, physicians should
remain alect for wiceration and bleeding
in patients treated chronically with NSAIDS
even in the absence of previous Gi tract
symptoms. I8 patients observed in clini-
cal trials of several months 1o two years'
duration, symplomatic upper Gl ulcers,
gro.s bleeding of pertoralion appear to
ocLur in approximatety 1% of patients
ieated for 3 1o 6 months, and in about 2
w0 4% of patients treated for one year.

sa0s showld iaform patients about
-esinnsadlorsyqnnmso(seviws(;l
mummwu«enmmv.
Studies 10 date with afl naproxen prod-
uct® have not identified any subset of
patients not a risk of developing peplic
uiceration and biceding or any differences
between naproxen products in their propen-
sity 10 cause peplic uiceration and bleed-
ing. Except for 2 prior bhistory of serious
61 events and other risk factors known fo
be associated with peptic uicer disease,
such as aicoholism, smoking. etc., no risk
factors (¢.g., age. sex) have been asso-
ciated with increased risk. Elderty or debil-
{fated patients seem {o tolerate wiceration
or blecding less well than other individ-
gals and Most Spontaneous reports of fatal
G1 events are in this population. Studies
10 date are inconclusive concerning the
relative risk of various NSAIDs in caus-
ing such reactions. High doses of any
NSAID probably carry 2 greater risk of
these eactions, aithough controlled clin-
ical triats showing this do not exist in
(most cases. In considering the use of rela-
tively large doses (within the recommended
dosage range), sufticient benefit should
be anticipated to offset the potential
increased risk of GI toxicity.

THE RAPRAXEN ANION.
Iltheswniddoseisnduoedmdim—
mated during therapy. the steroid dosage
should be reduced siowty and the patients
should be observed closely tor any
evidence of adverse eflects. including
adrenal insufficiency and exacerbation ot
symptoms of arthritis.

Patients with initial hemaglobin values ot
10 grams o less who are 1o receive tong-
term therapy shouid have hemoglobin
values determined periodicaMy.

Twe aatipyretic and anti-inflammatory
activities of the drug may reduce fever

and imfammation,

i visian 8CCBTS.

Roasd Effects: As with othet wonsteroidat
anti-eitammtory ., ong-term admin-
istation ef maproxen to anmals has

re‘;:!eﬂ in papitiary mecrosis and
othér abrormal renal pathology. n
huwrans, there have bee reports of acute
Interstitial nephritis with hematuria, pro-
einnria and occasionally nephrotic syn-
drosae associated with naproxen contain-
ing products and other NSAIDs since they
have been marketed.

A second form of renal toxicity has been
seen in patients taking NIPIOxen as well 3s
other sonsleroidal anti-waftammatory drugs.
in patients with provenal conditions lead-
10 10 the roduction in renal blood flow or
tiood volume, where the renal prosta-
glanding kave 3 supportive role in the main-




reports of fatal
Gl events are in this population. Studies
to date are inconclusive concerning the
selative risk of various NSAIDs in caus-
g such reactions. High doses of any
NSAID probably carry a greater risk of
these reactions, afthough controlled clin-
ical trials showing this do not exist in

dosage range), sufficiem benefit should
be anticipated 10 offset the potential
increased risk of Gl toxicity.
PRECAUTIONS: Gencral: MAPROXEN OE-
LAYEQ-RELEASE TABLETS SHOULD MOT
BE USED CORCOMITANTLY WITH GYRER
MAPROXEN CONTANINIG PROJUCTS SHICE
THEY ALL CIRCULATE (N TRE PLASMA AS
THE SAPROXEW ANIGH. .
i the steroid dose is reduced or elim-
inated during therapy, the steroid dosage
should be reddced slowty and the patients
should be observed closely for any
evidence of adverse effects, including
adrenal insufficiency and exacerbation of
symploms of arthritis.
Patients with initiat hemoglobin values of
10 grams or less who are to receive long-
term therapy should have hemoglobin
values determined periodically.
The antipyretic and anti-inflammatory
arlivities of the drug may reduce fever
and inflammation, thus diminishing their
ulility as diagnostic signs in detecting
ications of A

noa-inflammatory painful conditions.
Because of adverse eye findings in animal
studies with drugs of this class, it is
fecommended that ophthalmic studies be
carried out il any change or disturbance
in vision occurs.
Renal Effects: As with other nonsteroidal
anti-inflammatory drugs, long-term admin-
istcation of naproxen to animals has
vesdited in renal papillary necrosis and
Other abnormal renat pathology. In
Rumrans, there have been reports of acute
interstidial nephritis with hematuria, pro-
teinnria and occasionaity aephrotic syn-
droxae associated with naproxen contain-
ing products and other NSAIDs since they
have been marketed.
A second form of renal toxicity has been
Seen in palients taking naproxen as well as
other nonsterpidal amti-ntlammatory drugs.
in patients with prerenal conditions lead-
ing to the reduction in renal biood tiow or
blood volume, where the renal prosta-
gtanding have a supportive role in the main-
tenance of renal perfusion, administration
ot 3 noastercidal anti-inflammatory deug
I, cause a dose-dependent reduction in
* ion and o

a
overt renal decompensation. Patients at




ably other diseases with decreased or
abnormal plasma proteins (alu:mll;:
reduce the total plasma conceatration
naproxen, bat the plasma concentration
increzsed.

indicator of liver dystunction. Meaning-
fut (3 times the upper kimit of normal)
elevations of SGPT or SGOT (AST)
occurred in contrulled clinical trials in
less than 1% of patients. A patient with
symptoms and/or sigas suggesting liver
dyslunction or in whom an abrarmal liver
test has occurred, should be evaluated
for evidence of the development of more
severe hepatic reaction while on therapy
with naproxen. Severe hepatic reactions,
including jaundice and cases of fatal
hepatitis, have been reporied with
naproxea as with other nonsteroidat anii-
inflammatory drugs. Although such reac-
tions are rare, it abnormal liver tests
persist ac worsen, if chinical signs and
symptoms consistent with tiver disease
develop, or if systemic macifestations
occur (e.g.. eosinophiliz, rash, etc.),
naproxen should be discontinued.
Fluid Retention and Edema: Peripheral
edema has been observed in some patients
receiving naproxen.
Infermation fer Patients: Naproxen, like
other drugs of this class, is not free of
side effects. The side effects can casse
discomfort and, rarely, there are more
sefious side effects, such as gastroin-
testinal bleeding, which may result in
hospitalization and even tatal outcomes.
NSA(Ds (Noasteroidal Anti-Inflammatory
Drugs) are often essential agents in the
management of arthritis and have a major
role in the treatment of pain, but they
2lso may be commonly employed for
conditions which are less serious.
Physicians may wish 10 discuss with their
patients the potential risks (see WARN-
INGS, PRECAUTIONS, and ADVERSE
REACTIONS sections) and likely benetits
of naproxen treatment, particularly when
L is used for less serious conditions where
treaiment without NSAIDS may represent
an acceptable alternative 10 both the
patient and physician.
Caution should be exercised by patients
whose aclivities require alertness it they
experience drowsiness, dizziness, vertigo
0 depression during therapy with naproxen.
Tests: Because serious Gf tract
ulceration and bleeding can occur without
" “ming symptoms, physicians should foliow
2 Ltients chronically treated with naproxen
for signs and symptoms of uiceration and
bleeding and should infarm them of the im-
portance of this follow-up ard what they
shiouid do it certain signs and symptoms
do appear (see WARNINGS - Risk of GI
Ulceration, Bleeding and Perforation with
NSAID Therapy).
Brug Isteractisas: The use of NSAIDs in
patients who are receiviag ACE inhiditors
may polentiate renal disease states (see
PRECAUTIONS, Renal Effects).
1R vitro studies have shown that naproxen
anion, because of its aftinity for protein,
may displace from their binding sites
other drugs which are alse albwemin-
86und (see CLINICAL PHARMACOLOGY.
okinetics).

Theoretically, the naproxes amioa Aself

Could kewrse be displaced. Shert-term

controlied stedies failed to show that

taging the dreq significamtly atlects
limes when i

on Ype
faats. Caution is advised nonetheless,
ince interactions have been seen with
other nonsteroidal agents of this class.
Similarty, patients receiving the drug and

a ., of y
shouid be observed for signs of toxicity to
these drugs (see CLINICAL PHARMACOL-
0GY, Ctinical Studies, General Information).
C i istration of sap

and aspirin is not recommended because
naproxen is displaced from its binding
sites duting the concomitant administra-
tion of aspirin, resutting in lower plasma
concentratians and peak plasma levels.
The natriuretic effect of lurosemide has
been reported to be inhibited by some
drugs of this class. Inkibition of renal
Wthivm clearance ieading 10 iscreases in

been reported. Maproxes and other noa-
stédroidal anti-inflammatory drugs can
reduce the antikypertensive effect of
propranoiol and other beta-Mockers.

given y
Raproxen anios plasma levols and extends
its plasma Kalt-ite significantty.
Caution showid be wsed if naproxen is
adaniniciorod coscomitantly with metho-
trexaie. Nagrenen and other monsteroidal
drugs have beon reported
1 roduce the twbwlar socretion of
i 3 anismal model, possibly
the toxicity of 3




i
!
g:

controlied stedies tailed e Show that
taging the drug sigeificantly affects
prethrembin times whee adaioistered to
Individaais en coumaria-type anticoagu-
tants. Castion is advised sonctheless,
since imtscactions have beea seen with
ather neasteroldal agents of this class.
Slaliarly, patients receiving the drug and
2 ydinmteln, suttonamide or ssffonylurea
should be observed for of toxicity

hese drugs (300 CLIKICAL PHARMACOL -
OGY, Clinical ).

il
% -8
il
1

antacid therapy, concomitant administra-
tiom of maproxen delayed-selease tablets
s not recommended.

s Test

dagromea may decrease platelel aggre-

and prolong bieeding time. This
should be kept in mind when bleed-

g times are detzrmined
Ih.‘iﬂnﬁonoimmyrm
'-_-:uszdmhmyvmlo'v 17-keto-

Although 17-trydroxy-corticosteroid mea-
serements (Porter-Sitber test) do not
appear to be adtitactually altered, il is

A two-year study was

in rats to evatuate the carcino-

genic polential of naproxen al doses of
8, 16 and 24 mgfkg/day (50, 100 and
150 mg/m2). The maximum dose used
was 0.28 times the systemic exposure
1o humans at the recommended dose.
Na evidence of tumorigenicity was found.
Pregaancy: Teratogenic Effects: Pregnancy
Category B. Reproduction studies have
been josmed in rats at 20 mg/g/day
(125 mg/m?/day, 0.23 times the human
sSystomic exposure), rabbits 3t 20 my/g/day
(220 mo/mi/day, 0.27 times the human sys-

i and mice at 170

comrolied studies in pregrant women.
Becarse animal reproduction studies are
nol always predictive of human resgonse,
aaprooen shoutd not be used during preg-
sancy unless clearly needed.
WNoa-teratogenic Effects: There is some
evidence to suggest that when inhibitors
of prostaglandin synthesis are used to
detay pretecm Labor there is an increased
visk of neonatal complications such as
necrotizing enterocolitis, patent ductus
' and i i ge.
Maproxen treatment given in late preg-
nancy to delay parturition has beea asso-
ciated with persistent puimonary hyper-
tension, renal dysfunction. and abaormal
prostagtandin E levets in peeterm imtants.
Because of the known effect of drugs of
tiis class on the human fetal cacdiovas-
cular system (closure of ductus arierio-
N duting third trimesier should

10 5 mg/ky (as naproxen oral suspension,
see DOSAGE AND ADMINISTRATION
seation), with total daity dose not exceed-
ing 15 mg/kg/day, are well tolerated in
pediatric patients over 2 years of age.
ABVERSE REACTIONS: The foliowing
adverse reaclians are divided into three
parts based on frequency ang whether or
ROt the possibility exists of a causat rela-
tionship between naproxea and these
adverse events. In those reactions ksted
as “Probable Causal Relationship™ there
is at least one case for each adverse reac-
tion where there is evidence 10 suggest
that there is 2 causal retationship between
drug wsage and the reported event.
Adverse reactions reported i controtied
chimical triats in 960 patients treated for
s His o o

are
tisted below. In gemeral, reactions in
i treated o were reporied

tiens %0 bs more frequent and mare severe

in aeematnid 3 AIe nationte fabinn dally

&




Ly, ik touiul w the umﬂ decause ol
the\passible adverse effects otwom—

bave
0 5 mgAQ (as Raproxem oral suspension,
see DOSAGE AND ADMINISTRATION

tionship between naproxen and these
adverse eveats. in those reactions listed

drug usage and the reported event.
Adverse reactions reported in controlied
chinical trials in 960 patients treated for
id arthritis or is are
listed below. ln general, reactions in
patients treated chroaically were reported
2 to 10 times more frequently than they
were in short-term studies in the 962
patients treated for mild to moderate pain
or lor dysmenorrhea. The most frequent
complaiats reported related to the
gastrointestinal tract.
A clinical study found gastroiniestinal reac-
1i00S 10 be more frequent and mare severe
in sheumatond arthritis patienits taking daily
doses of 1500 mg naproxen compared io
those taking 750 mg raproxen (see CLIN-
1CAL PHARMACOLOGY).
1n controlied clinical trials with about 80
children and in well monitored open-label
studies with about 400 children with juve-
nite arthritis, treated wilh napraxen, the
incidence of cash and prolonged bleeding
times were increased, the incidence of
gastrointestinal and ceatral nervous system
reaclions were aboul the same, and the
incidence of other reactions were lower in
children than in adutts.
The lattowing adverse reactions are divided
into three parts based on frequency and
causal relationship.
Incidence Greater Than 1% (Probabie
Crxsal Relativaship)
Gastrointestinal: :onsllpalwn . heart-
burn*, abdominal pain”, nausea”, dyspep-
sia, diarrhea, and stomatitis.
Ce‘lnmemwssmem headache*, dizzi-
ficas”, drowsiness®, Itthemedness and
vertigo.
Dermatologic: itching (prusitus)*, skin efup-
tiohs*. ecchymoses®, sweating. purpura.
Special Senses: tinnitus ", hearing distur-
bances. visual disturbances.
Cardiovascular; edema®, dyspnea”. palpi-
tations.
General: thirst.
“ Iacidence of reparted reaction between
3% and 9%. Those reactions occurring in
less than 3% of the patients are unmarked.
facideace Less Than 1% (Probable
Causal Relationship)
The tollowing adverse reactions were
reported less frequently than 1% during
controlied clinical trials and through volun-
fary reports since marketing. Those reac-
tions observed through voluntary report-
ing since marketing are ialicized.
Gastrointestinal: Abnormal liver function
tests, colitis, gastrointestinat bleeding
and/oc perforation, hematemesis, jaun-
dice, pancreatitis, melena, vomiting.
Renal: Glomerular nephritis, hematuria,
byperkalemia, interstitial  nephritis,
nephrotic syndrome, renal disease, renal
faityre, renai papiilaty necrosis.
Hematologic: Agranuelocytosis, eosing-
phitia, granulocytopenia, feukopenia,
thrombocytopenia.
Ceatral Nervous System: Depression,
dream apeormalsties. wability to concen-
liate, insomnia, malaise, myaigia, and
Myscle weakness.

dermatitis, urticana, skin rashes, phofo-

Tatanes Larda and epidermolysis dublosa.
Special Seases: Heariog impairment.
Cartiovasculae: Conpestive heart failure.

Geseral: Anaphylactoid reactions, angio-
Beurolic edema, mensirual disorders,
pyrexia (chsils and fever).
lacidence Less Thaa 1% (Cassal Rele-
tioaship thaknewsn)
These ol listed to serve
as alerting information to the physician,
Hematologic: Aplastic anemia, hemolytic
anemia.
Central Nervous System: Aseptic menin-
gités, cognitive dys(unclinn,
Dermatologic: Epidermal necrolysis, ery-
tiema muitiforme, Stevens-Johnson
syndrome.
Gastrointestinal: Non-peptic gastroin-
testinal uiceration. uicerative stomatitis.
L.rdwovascular: Vasculitis.
Genenl: Hypcrglyn:emiz, hypoglycemia.
SVERBESAGE: ificant naproxen over-
dosage may be characterized by drowsi-
mess, heartburn, indigestion, nausea or
vomiting. A few patients have experienced
seizures, but it is mot clear whether or
not Lhese were drug related. It is not
known what dose of the drug would be
lm lhrealemng The oral LDg, of the drug
543 mg/kg In rats, 1234 mg/kg in mice,
41 10 mg/kg in hamsters, and greater than
1200 mg/kg In dogs.
Should a patient Ingest a large number
of tablets, accidentally or purposefully,
the stomach may he emptied and usual
supporlive measures employed. in animals
0.5 g/kg of activated charcoal was effec-
tive in reducing plasma levels of naproxen.
is does nol the




tive in reducing plasma levels of naproxen.
Hemodialysis does not decrease the
Coacentration of naproxen becavse
of the high degree of its protein binding.
SOSAGE AKD ABMINISTRATION:
Abesmatald Acthritis, Ostesartbritis and
Askylesiag Span ylitis: The recom-
mended dose of naproxen detayed-refease
IabmsisNSmofSOomolwiuMy.
To maistain the inteqrity of the eateric
coating, the tabiet shouid not be broken,
Crushed. o¢ chewed during ingestion.
During long-term administiation, the dose
mMay be adjsted up or down Gepending on
the clinical response of the patient. A lower
daity dose may suffice for long-term admin-
istration. The morning and evening doses
domhnlobeequalhsiz:andm
administration of the drug more requently
In patients who tolerate fower doses well,
mdosemaybeklcvusedmnaamun
1500 my per day for timiteg pefiods when
a higher level of aui-'mmnmnorylatu‘osic
activity is requiced. When treating such
patients with naproxen 1500 mg/day, the

Pphysician

clinical benefits to offser the potential
increased risk (see CLINICAL PHARMA-
COLOGY and Individuatization of Dosage).
Juvealle Arthritis: The recommended total
daily dose of naproxen is approximately
10 mg/kg given in 2 divided doses (i.e.,
S mglkg given twice a day). Naproxen
tablets are not well suited 10 this dosage
S0 use of naproxen oraf suspension is
recommended for this indication.

#OW SYPPLIED:

Naproxen delayed-release tablets 375 mg
are white, Capsute-shaped, fitm-coated,
unscored, imprinted with INV 289 in req
cOlor on one side are supplied as fotiows:
NOC 52189-289-24 in botites of 100 tabiets
‘pcsm»manmoomsmmuhm
Naproxen detayed-retease tablets 500 mg
arg white, capsule-shaped, film-coated,
unscorad, imprinted with INV 290 in rad
color 0a one side are supplied as follows:
NOC 52189-290-24 in botties of 100 tablets
NDC 52189-290-30 in botties of 1000 tablets
Store at controlled room temperatyre
15° 1o 36°C (59° to 86°F).

Dispense in a well-closed, light-resistant
container, as detined in the USP.
CaNTIOn

federal w prokidits dispensing without
prescriplion.

Date of Revision: September 1997
L-1252; MFP 11494
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CHEMISTRY REVIEW NO, 2
ANDA # 75-061
NAME AND ADDRESS OF APPLICANT

-Invamed Inc.

Attention: Mahendra Patel
2400 Route 130
Dayton, NJ 08810

LEGAL BASIS FOR SUBMISSION
Approved Product EC-Naprosyn Tablets of Syntex Puerto Rico Inc.

SUPPLEMENT(s) N/A 6. PROPRIETARY NAME N/A
NONPROPRIETARY NAME 8. SUPPLEMENT(s) PROVIDE(s) FOR:
Naproxen N/A

AMENDMENTS AND OTHER DATES:

Original Application Submission Date January 27, 1997
"Refuse To File"™ Letter Issue Date April 22, 1997
Amendment Date April 29, 1997

Acceptable For Filing Date April 30, 1997

Amendment Date October 8, 1997

Telephonic Amendment Date December 16, 1997

Telephone Amendment Date January 14, 1998

PHARMACOLOGICAL CATEGORY 11. Rx or OTC
Rx

Anti-inflammatory
RELATED IND/NDA/DMF(s)

DOSAGE_FORM 14. POTENCY
Delayed Release Tablet 375 mg and 500 mg

CHEMICAL NAME AND STRUCTURE
Naproxen USP
Cy,H,,05; M.W. = 230.26

CH

R " 3
co,n
LI
o

(+) -6-Methoxy-a-methyl-2-naphthaleneacetic acid.
CAS [22204-53-1]

N/A
COMMENTS ,
See Individual Review Sections; Comments from deficiency letter

are followed by firm's response.

CONC 8] Q
CMC & Labeling Approvable, Bio Pending

REVIEWER: DATE COMPLETED:
U.S. Atwal December 30, 1997
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Naproxen Delayed-Release Tablets, USP Invamed, Inc.

375 mg and 500 mg Tablets Dayton, NJ

ANDA #75-061 Submission Date:
Reviewer: A.P.Patel Jan. 1, 1997
File:x\wpfile\biofinal\75061la.197 July 30, 1997

Nov. 25, 1997

Review of an Amendment

The firm has submitted an amendment for review of dissolution
data.

Deficiencies/comments reported to the firm:

1. The firm should tabulate lag and Tmax-adjusted (Tmax - lag)
time for test and reference formulation.

Response: Tabulation of Lag and adjusted Tmax is provided.

2. The firm should tabulate integrity of test and reference
tablets during the acid phase of dissolution testing.

Response: The integrity of tablets in the acid stage of the
dissolution test is reported with dissolution data
tables.

3. The firm has conducted dissolution test for test and
reference tablets under differing volume and buffer
conditions. The firm was requested to conduct dissolution
test as described in USP 23, on July 18, 1997. The
dissolution data submitted were unacceptable.

The firm has conducted dissolution test under following
conditions:

Acid stage for Test and Reference tablets was conducted in
900 ml of 0.1 N HCL

For 375 mg tablets: Test with 900 ml of 0.1 M potassium
phosphate, pH 6.8

Reference with 900 ml of 0.5 M
potassium phosphate, pH 6.8

For 500 mg tablets: .~ Test with 900 ml of 0.1 M sodium
v phosphate buffer, pH 7.4.

Reference with 900 ml of 0.1 M
potassium phosphate buffer, pH 6.8




The volume of the acid or the buffer does not correspond to
USP 23 methods described on pages 1795 - 96.

The firm should specify whether Method A or B was used for
dissolution and appropriate interpretation of the results
based on method of choice.

Response:
The firm has conducted dissolution testing as per
USP23, ppl795-6, methods A and B.
The firm is implementing use of USP23 method B as a
method of choice based on ‘F,' analysis of method A and
B data.

Comments:

1. Dissolution data are acceptable as per USP23 method B (see

attachment) .

In general, in a non USP method, percent of naproxen
dissolved in 900 ml of sodium phosphate media of pH 7.4 is
greater than that dissolved in buffered media of pH 6.8,
except for 375mg test naproxen tablet (see attached graphs).

The integrity of tablets in the acid stage of the
dissolution test is reported with dissolution data tables
(see attachment).

Firm has submitted Lag and adjusted Tmax data (see
attachment) .

Recommendation:

1.

The single-dose bioequivalence study #P96-366 conducted
under fasting conditions by Invamed Pharmaceuticals, on its
Naproxen 375 mg Tablets (Lot# D960901) comparing it to EC-
Naprosyn® 375 mg Tablets (Lot# 05118) manufactured by
Syntex, is found to be acceptable by the Division of
Biocoequivalence. The study demonstrates that Invamed's
Naproxen Tablet, 375 mg is deemed biocequivalent to the
reference product, EC- Naprosyn Tablets, 375 mg,
manufactured by Syntex

The single-dose bloequlvalence studies #P96-296 conducted
under fasting conditions and #P96-343 conducted under non
fasting conditions by Invamed Pharmaceuticals, on its
Naproxen 500 mg Tablets (Lot# D960802) comparing it to EC-

2



Naprosyn ® 500 mg Tablets (Lot# B0893) manufactured by
Syntex, are found to be acceptable by the Division of
"Bioequivalence. The studies demonstrate that Invamed's
Naproxen 500 mg Tablet, is deemed biocequivalent to the
reference product EC-Naprosyn® 500 mg Tablet, manufactured
by Syntex.

3. The dissolution testing conducted by Invamed
Pharmaceuticals, on its Naproxen 375 mg tablets (Lot#
D960901) and 500 mg tablets (Lot# D960802), is acceptable.
The formulation for the 375 mg strength is proportionally
similar to the 500 mg strength of the test product which
underwent acceptable bioequivalence testing. Waiver of in
vivo non-fasting biocequivalence study requirements for the
test 375 mg tablet is granted. The Division of
Bioequivalence deems Naproxen Tablet, 375 mg, manufactured.
by Invamed Pharmaceuticals to be biocequivalent to EC- '
Naprosyn® Tablet, 375 mg, manufactured by Syntex.

4. The dissolution testing should be incorporated into the
firm's manufacturing controls and stability program. The
dissolution testing should be conducted in 1000 mL of acid
and buffer phases (USP<724> Method B) at 37°C using USP 23
apparatus 2 (paddle) at 50 RPM. The test drug should meet
the following specifications:

I. Not more than of the labeled amount of the drug in
the dosage form is dissolved in 120 minutes under 0.1 N
HCL acid phase.

IT. Not less than (Q) of the labeled amount of the drug
in the dosage form is dissolved in 45 minutes under
buffer phase, pH 6.8.

5. From the biocequivalence point of view, the firm has met the

requirements of in vivo biocequivalence and in vitro
dissolution testing.

The firm should be informed of the recommendation.

A.P.Patel’
Division of Bioequivalence
Review Branch I1II
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ANDA 75-061 APPROVAIL SUMMARY

DRUG PRODUCT: Naproxen Delayed-release Tablets, 375 mg and 500 mg
FIRM: Ihvémed Inc.

DOSAGE FORM: Delayed-release Tablet

STRENGTH: 375 mg and 500 mg

CGMP STATEMENT/EIR UPDATE STATUS: EER Acceptable Date July 15, 1997

BIO STUDY: PENDING

VALIDATION: DS is compendial; DP is not compendial (Validation PENDING)

STABILITY :Three months accelerated, 40°C (75% RH), and three months
ambient condition, 25°C-30°C, data in the market package size, 100's and
1000's, provided. The container/closure system used for the stability
study is equivalent to the system proposed for commercial use. All
reported data are within specifications as listed. Thus, a 24 month
expiration date is justified.

LABELING: APPROVE, Review Date October 16, 1997

STERILIZATION VALIDATION: (IF APPLICABLE): N/A

SIZE OF BIO BATCH:The bio batches, 375 mg (#D960901, tablets) and
500 mg (#D960802, _ tablets) are also test batches (drug substance
source.

SIZE OF STABILITY BATCHES: Stability batches are the same as test batches
‘(bio batches), ie #D960901 (375 mg) and #D960802 (500 mg).

PROPOSED PRODUCTION BATCHES: The proposed production batch size for each

tablet strength is The manufacturing process . for
production batches is the same as that for test batches.

3 12/ 5777

CHEMIST: DATE:

SUPERVISOR:
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BIOEQUIVALENCY COMMENTS TO BE PROVIDED TO THE APPLICANT
ANDA:75-061 APPLICANT: Invamed Inc.
DRUG PRODUCT:Naproxen Delayed Release 375mg and 500mg Tablets USP

The Division of Bioequivalence has completed its review and has no
further questions at this time.

The dissolution testing will need to be incorporated into your
stability and quality control programs as specified in USP 23. ‘

Please note that the biocequivalency comments provided in this
communication are preliminary. These comments are subject to
revision after review of the entire application, upon consideration
of the chemistry, manufacturing and controls, microbiology,
labeling, or other scientific or regulatory issues. Please be
advised that these reviews may result in the need for additional
bioequivalency information and/or studies, or may result in a
conclusion that the proposed formulation is not approvable.

Sincerely yours,
P | 3 -

- \

Dale P. Conner, Pharm. D.

Director, Division of Bioequivalence
Office of Generic Drugs

Center for Drug Evaluation and Research



ln vam ednc. 732-274-2400 Fax: 732-274-8989
oA

2400 Rt. 130 North, Dayton, New Jersey 08810
January 14, 1998

Office of Generic Drugs

Center for Drug Evaluation and Research
Food and Drug Administration
Document Control Room

AT o el
Metro Park North II | el
7500 Standish Place, Room 150 ) o
Rockville, MD 20855 y
/ WM

Re: NAPROXEN DELAYED-RELEASE TABLETS,
375 mg and 500 mg
ANDA # 75-061
TELEPHONIC AMENDMENT

Dear Sirs

As per Dr. Dave’s telephonic conversation with Mr. James Wilson, Project Manager, OGD
dated January 14, 1998 and as instructed by Mr. Wilson, I have herewith enclosed a
"TELEPHONIC AMENDMENT" document to our pending application for NAPROXEN
DELAYED-RELEASE TABLETS, 375 mg and 500 mg (ANDA # 75-061) as required under
21 CFR 314.120 (submitted in duplicate).

As recommended, the firm has incorporated following control for dissolution testing during
initial release of the drug product as well as monitoring of on-going stability studies:

Method: USP 23 [724], Method B; Apparatus 2, 50 rpm
Media: Stage I : 1000 mL of 0.1 N Hydrochloric Acid
Stage II: 1000 mL of 0.20 M Sodium Phosphate Buffer: 0.1 N HCl (1:3),
pH 6.8 + 0.05
Specifications: Stage I : NMT dissolved in 120 minutes

Stage II: NLT = Q) dissolved in 45 minutes

A copy each of Product Specifications and Release Report as well as amended stability protocols”
depicting the implementation of this control are attached herewith for ease of review.

The firm has submitted an additional copy of this Telephonic Amendment to the U.S. Food and
Drug Administration, New Jersey ‘District Office. We hereby certify that this additional copy
(field copy) is a true copy of the Archival and Review copies of the Telephonic.Amendment.

RECEIVED ™
v.- 1151993
e Patel, Ph.D.

Vice President GENERIO DRUGS




mvamed...

732-274-2400 Fax: 732-274-8989

2400 Rt. 130 North, Dayton, New Jersey 08810

December 16, 1997

Office of Generic Drugs A / /‘}( ,ﬁi/f

Center for Drug Evaluation and Research
Food and Drug Administration
Document Control Room

Metro Park North II

7500 Standish Place, Room 150
Rockville, MD 20855

Re: NAPROXEN DELAYED-RELEASE TABLETS,
375 mg and 500 mg
ANDA # 75-061
TELEPHONIC AMENDMENT

Dear Sirs

As per Dr. Dave’s telephonic conversation with Mr. James Wilson, Project Manager, OGD
dated December 16, 1997 and as instructed by Mr. Wilson, I have herewith enclosed a
"TELEPHONIC AMENDMENT" document to our pending application for NAPROXEN
DELAYED-RELEASE TABLETS, 375 mg and 500 mg (ANDA # 75-061) as required under
21 CFR 314.120 (submitted in duplicate).

The firm has submitted an additional copy of this Telephonic Amendment to the U.S. Food and
Drug Administration, New Jersey District Office. We hereby certify that this additional copy
(field copy) is a true copy of the Archival and Review copies of the Telephonic Amendment.

Sincerely
N
- RECEIVED N\
ahendfa Patel, Ph.D. e VED \'§
Vice President M' 7 1997 vﬂ\\{(\"
i Y
NN

GENERIC DRUGS



ln vam EJHC- 732-274-2400 Fax: 732-274-8989

2400 Rt. 130 North, Dayton, New Jersey 08810

"."?j
R
7

'NDA ORIG AMENDMENT

October 8, 1997

Office of Generic Drugs

Center for Drug Evaluation and Research
Food and Drug Administration
Document Control Room

Metro Park North II

7500 Standish Place, Room 150
Rockville, MD 20855

Re: NAPROXEN DELAYED-RELEASE TABLETS,
375 mg and 500 mg
ANDA # 75-061
MINOR AMENDMENT

Dear Sirs

I have herewith enclosed a "MINOR AMENDMENT™ document to our pending application for
NAPROXEN DELAYED-RELEASE TABLETS, 375 mg and 500 mg (ANDA # 75-061) as
required under 21 CFR 314.120 (submitted in duplicate).

The firm has submitted an additional copy of this Minor Amendment to the U.S. Food and Drug
Administration, New Jersey District Office. We hereby certify that this additional copy (field
copy) is a true copy of the Archival and Review copies of the Minor Amendment.

Sincerely

" -a.ral-7 "
Veersaon - RECEIVED 1
et 0 9199A
GENERIC DRUGS

e

77 456;: ,{_’/




ANDA 75-061

Invamed Inc.

Attention: Mahendra Patel, Ph.D.
2400 Route 130

Dayton, NJ 08810

(1| 1999 19 194 0 PP 0 £ [ PR £ - JUN 2 997

Dear Sir:

We acknowledge the receipt of your abbreviated new drug
application submitted pursuant to Section 505(j) of the Federal
Food, Drug and Cosmetic Act.

Reference is also made to our "Refuse to File" letter dated Apffl
22, 1995 and your amendment dated April 29, 1997. In addition we
refer to your correspondence dated May 19, 1997

NAME OF DRUG: Naproxen Delayed-release Tablets,
375 mg and 500 mg

DATE OF APPLICATION: January 27, 1997
DATE OF RECEIPT: January 28, 1997
DATE ACCEPTABLE FOR FILING: April 30, 1997

We will correspond with you further after we have had the
opportunity to review the application.

Please identify any communications concerning this application
with the ANDA number shown above.
Should you have questions concerning this application, contact:

James Wilson

Project Manager
(301) 827-5849

Sincerely yours,
A

;

‘Jerry Phillip
Director zz/ 94/;;’
Division of L&beling and Program Support

Office of Generic Drugs
Center for Drug Evaluation and Research



In vam ednc. 908-274-2400 Fax: 908-274-8989

2400 At. 130 North, Dayton, New Jersey 08810

April 29, 1997

Ms. Cecelia Parise

Project Manager

Office of Generic Drugs (HFD-600)
Center for Drug Evaluation and Research
Food and Drug Administration

Metro Park North II

7 i o [ s W S S e
P00 Standish Place A ORIG AMERDGMIS
Rockville, MD 20855 Le

Re:  ANDA # 75-061
NAPROXEN DELAYED-RELEASE TABLETS
(375 mg and 500 mg strengths)

Dear Ms. Parise

We refer to a letter received dated April 22, 1997, indicating your decision for refusal to file
this ANDA in accordance with 21 CFR 314.101(d) (3) and 314.127(8) (i).

We disagree with this decision and request an informal conference on May 16, 1997. Through
this letter, we are also authorizing the following to represent Invamed Inc. on the issues
referenced in your letter:

GENERIC DRUGS




We request you to resolve this issue in an expedited fashion. If the subject matter is resolved
based on the provided information, we request you to honor the filing date as the date of
acceptance and not April 22, 1997. -

Sincerely,

e nBdy

Mahendra Patel, Ph.D.
Vice President



ANDA 75-061

Invamed Inc. :
Attention: Mahendra Patel, Ph.D.
2400 Route 130

Dayton, NJ - 09910

119 1 PO 8 O [ APR 22 997

Dear Sir:

Please refer to your abbreviated new drug application (ANDA)
dated January 27, 1997, submitted under Section 505(j) of the
Federal Food, Drug and Cosmetic Act for Naproxen Delayed- Release
Tablets, 375 mg and 500 mg. .

We have given your application a preliminary review, and we find
that it is not sufficiently complete to merit a critical
technical review.

We are refusing to file this ANDA under 21 CFR 314.101(d) (3) for
the following reasons:

Your formulation includes the inactive 1ngred1ent

in a quantity higher than has been previously approved
by the agency. FDA will consider the inactive ingredients
or composition of a drug product unsafe and refuse to
approve an abbreviated new drug application under 21 CFR
paragraph (a) (8) (I) if, on the basis of information
available to the agency, there is a reasonable basis to
conclude that one or more of the inactive ingredients of the
proposed drug or its composition raises serious questions of
safety. Examples of the changes that may raise serious
questions of safety include, but are not limited to the
following: A change in the composition to include a
significantly greater content of an inactive ingredient than
previously approved by the agency [21 CFR 314.127(8) (i)1].
Therefore, your proposed product cannot be approved as an
ANDA.

Please provide additional justification to demonstrate the

safety of the inactive ingredient uch as )

examples of approved drug products administered by the same

route of administration which contain this inactive

ingredient in the same concentration range. Please either

provide this documentation or reformulate your drug product.
Thus, it will not be filed as an abbreviated new drug application
within the meaning of Section 505(j) of the Act.

=

Within 30 days of the date of this letter you may amend your
application to include the above information or request in



writing an informal conference about our refusal to file the
application. To file this application over FDA's protest, you
must avail yourself of this informal conference.

If after the informal conference, you still do not agree with our
conclusion, you may make a written request to file the
application over protest, as authorized by 21 CFR 314. 101(a)(3)If
you do so, the application shall be filed over protest under 21
CFR 314.101(a)(2). The filing date will be 60 days after the
date you requested the informal conference. If you have any -
questions please call: LT

Cecelia Parise

Project Manager
(301) 594-0315

Sincerely yours,

Jerry Phillips ’ /;
Director 712 77

Division of Labeling and Program Support
Office of Generic Drugs
Center for Drug Evaluation and Research
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_ In vam ednc. 908-274-2400 Fax: 908-274-8989

2400 Rt 130 North, Dayton, New Jersey 08810

January 27, 1997

Office of Generic Drugs (HFD-600)
Center for Drug Evaluation and Research
Food and Drug Administration

Metro Park North II

7500 Standish Place

Room 150

Rockville, MD 20855

Re:  Original ANDA Submission for
NAPROXEN DELAYED-RELEASE TABLETS
(375 mg and 500 mg strengths)

Dear Sirs

I have herewith enclosed the original Abbreviated New Drug Application (ANDA) document for
NAPROXEN DELAYED-RELEASE TABLETS (375 mg and 500 mg strengths). The ANDA
application contains the following documents:

1. Archival Copy 12 volumes

2. Review Copy
Chemistry, Manufacturing and Controls 4 volumes

3. Review Copy
Bioavailability/Bioequivalence 8 volumes
(Hard copy of Raw Data with a copy
of raw data on 3% " disk, attached to
the inner cover)

4. Two additional separately bound copies of Section XV (Controls for the
Finished Dosage Form) and Section XVI (Analytical Methods); Page(s) 4749
through 5659 as the drug product is not a compendial article.

The firm has submitted an additional copy of the Technical Section [as required under 314.50

(d) (1)] to the U.S. Food & Drug Administration, New Jersey District Office. We hereby

certify that this additional copy (field copy) is a true copy of the Technical Section as described

in § 314.94 (a) (9) contained in the Archival and Review copies of the abbrevi lication.
P o R ERERER

Sincerely,

VL;A/%{ . JAN 20 1097
Mahendra Patel, Ph.D.
Vice PresideI:t GENERIC DRUGS




