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ANDA 74-936

FEB 24 1998.

i

Purepac Pharmaceutical Co.
Attention: Joan Janulis, R.A.C.
200 Elmora Avenue
Elizabeth, NJ 07207

Dear Madam:

This is in reference to your abbreviated new drug application
dated July 31, 1996, submitted pursuant to Section 505(j) of the
Federal Food, Drug, and Cosmetic Act, for Naproxen Delayed-
release Tablets, 375 mg and 500 mg.

Reference is also made to your amendments dated December 4, 1997
and January 28, 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. S

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

&




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 yours,

%%ﬂ}ﬁz; Yl

Douglas L. Sporn

Director F-FY-9F
Office of Generic Drugs

Center for Drug Evaluation and Research

LT}
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USUAL DOSAGE: See accompanying full prescribing
information.

Store at controlled room temperature 15°-30°C (59°-86°F).
PHARMACIST: Container closure is not child-resistant.
Manufactured by: '

PUREPAC PHARMACEUTICAL CO.
Elizabeth, NJ 07207 USA

Rev. 1/97
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USUAL DOSAGE: See accompanying full uame‘_m_:o
information.

Store at controlled room temperature 15°-30°C (59°-86°F).
PHARMACIST: Container closure is not child-resistant.
Manufactured by: : o .

PURF 1C PHARMACEUTICAL CO.
Elizabeth, NJ 07207 USA

Rev. 1/67
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USUAL DOSAGE: For dosage recommendations

and other important prescribing information,
read accompanying insert.

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

Manufactured by:

PUREPAC PHARMACEUTICAL CO. :
Elizabeth, NJ 07207 USA k

Rev. 197
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NDC 0228-2617-11

AC
DELAYED-RELEASE
TABLETS

NAPROXEN
375 mg

CAUTION: Federal law

R

USUAL DOSAGE: See accompanying full
prescribing information,

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

Manufactured by:

PUREPAC PHARMACEUTICAL CO.

Elizabeth, NJ 07207 USA

100 TABLETS

Rev. 197
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NDC 0228-2618-96
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DELAYED-RELEASE

NAPROXEN
TABLETS

PUREPAC

USUAL DOSAGE: For dosage recommendations 3
other important prescribing information, ama
accompanying inser.

1000 TABLETS

Store at controlled room temperature 15° wooo aoo.mmoa

PHARMACIST: Container closure is not oz_a-.mm_wsa

Manufactured by: .
PUREPAC PHARMACEUTICAL CO.
Elizabeth, NJ 07207 USA

Rev. 1/97
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USUAL DOSAGE: For dosage recommendations and
other important prescribing information, read -
accompanying insert.

Store at controlled room temperature 15°-30°C Goo-mmoa
PHARMACIST: Container closure is not child-resistant.
Manufactured by:

PUREPAC PHARMACEUTICAL CO.
Elizabeth, NJ 07207 USA
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=== | NAPROXEN DELAYED-RELEASE | =
= =

TABLETS

Reviesd — Jamaary 1997

PTION:
Xen is a member of the ic acid group of anti y drugs.
chemical name for naproxen is (S)-6-methoxy-o-methyl-2-naphthaleneacetic acid. Naproxen has the
following structurat formula;

addition, each tabiet contains pots ok el liose oy

synthetic yellow iron oxide, tic. titanium dioxide, triethyl citrate, and xanthan The dissoletion of this

enteric-Coated tablet is pH with rapid above pH 6. There is a0 dissolution

below pH 4

Maproxen & mwmimma NSAID) with ic 30 anti ies. The
is

mu&-mmmnﬁmmnmum--&m

m:n:umm-mw from the . inal Wract with
an in vivo bicavailabiiity of 95%. The elimination half-fife of naproxan ranges from 12 1o 17 howrs. Steady-state
mhydsmo.l'wm are reached in 4 to $ days and the degree of nap ion is with
-life.

Abserption: Kaproxen Delayed-Release Tablets are designed with a pH-sensitive coating W0 provide a barrier
: Son in the acidic of the stomach and to lose integrity in the more erwvironment
of the smait iMestine. The enteric polymer coating setected for naproxen delayed-releass tablets dissolves
above pH 6. When naproxen detayed-felease tablets were given 1o fasted subjects, peak plasma lovels were
attained about 4 to 6 hours following the Sirst dose (range 2 10 12 hours). An in Wvo study in man using radiola-
detayed-reisase tablets demonstrated that naproxen delayed-relsase tablets dissolves
the MMMNMwmmMNMBMMNMBW.

given in

g
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plasma levels due to an increase in clearance caused by saturation of plasma protein binding at higher doses
(average trough caass.nszmss.tmmsoo. lmwtwm%mumm).um.
the unbound ¥ 10 increase L to 3

% > ] ' ized to 6-0- and both parent and n-stabolites
do not induce metabolizing enzymes.

Eli The s 0.13 mU/minvkg. i 95% of the from any dose
is excreted in the urine, primarily as naproxen (iess than 1%), 6-0-desmethyl naproxen (less than 1%) or their
conjugates (66% S0 92%). The piasma half-life of the naproxen anion in humans ranges from 12 to 17 hours.
The corresponding hatf-ives of both naproxsn's metabolides and conjugates are shorter than 12 hours and their
rates of excretion have been found to coincide closely with the rate of naproxen disappearance. from the
plasma. in patients with renai failure metabolites may accumutats.
w-cngmun:mm:mmmotsmsmoi with arthritis, naproxen leveis
following a e dose of w(mnosifsmomm TION) were found to
be similar to those in normas aduits following 3 500 mg dose. The terminal haif-life appears to be simitar
in children and adults. Pharmacokinetic studies of naproxen were not in children of less than 5 years
of age. Naproxen Detayed-Releass Tablets have not been studied in subjects under the age of 18.
nmﬂlmaﬁwmmmmm.rmmwwnmnmmwm
Given are

hmmm@w%uammnmmﬂ‘mhmdm

M;Mnd;?sm:mmmmm%mmmwm

0 be dependent on age, sex, severity of duration meunmmlm

In patients with ostecarthritis, the ic action of naproxen has been shown by a reduction in joint pain

Or ndemess, an increase in range of motion in knee joints. increasad mobility 2s demonstrated by a reduction

in walking time, and improvement in nmwmmdmmgwnwmm.
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actty. but the frequency and severity of the misder gastromiestinal adverse eitects (Aeusea, dyspepsia, heart-
burn) and nervos system adverse (Snnitus, dzziness, Sohiheadedness) wore less in ARDRORSN-treated
patients than in those reatod wilth aSPINN OF NGOMeTMCN.

In patients with ankylosing spondylitis, Raproxen has been shown 10 decrease Right paim, ing stfiness
in double-biing stuties the drup was shown 10 be a3 sflective 23 SSPivin, but with sids

i
i
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INDIVIDUALIZATION OF DOGAGE:

ARhough maprosse delzyod-relesss tablets and other ing (such a3
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action. in patients taking Mm
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Gastrointestinal: f

wmmm-.mz * wrtign.
Hching (pruritus) *, skin eruptions*, ecchymoses*, sweating, perpura.

Cardiovascular: edema®, dyspnea’

Generat: thirst

“incidence of rported seaction between 3% and 9%. Those Ractions eccursing in lees Ban 3% of S putients
are unmerind.

utng stvon )mmmmmmudumm

The following sdverse mmwl&

through vol feports since i 0 since
marketing %
Gastrointestinal: abnormal liver tunction tests, colitis, gastrointestinal biseding and/or perforation,
mmmm

interstitisl renal dissass,

Wm i i
c-ums,-n- draam lites, inabllity 10 maleise. anaigia,

mwmmmmmmm-m
Incidence iess than 1% (Causal Relationship Uninown):
mmmmnmnmmnnm
anemia

ifl

During administration, the dose of naproxen may be adicsied up of down O the ciinica!
responss of the patient. A lower dose wfﬁenmhr—.mmm and evening
do t-vuhhuqmlhm ﬂmﬁm the drog more trequently than twice dally is not

mmmmmm-ﬂnm be increased to naproxen 1500 for lmited
periods when a higher levet of MM nmwnm':'ﬁ"q

such
naproxen 1500 , the ian should sufficiont incrazsed ciinical benefits 10 oftset the potential
WM(WOQVMIWMMWMWM. ]

Mmmwmunmhmm

mﬁm MNW %m (s0e cl.mm mnmv m‘m AND
rhmp e

wmmum.m
TS mg— mmmmm mmm Oon one side and 617 on

side with black ink contains 375 gln-n
1@(!0!:0210—2517 -11), soo(uocmuw ), and IM 0228-2617-98).
500 mg — mm“ MM coated tablet Quu-dh.“ﬂ-h

side with ﬂ
100 (NDC 0228-2618-11), soomucm’%uﬂ"\mmm
Store at controlied room Semperature 15°-30°C (S9°-86°F)
ommmwmwm-mnmw
CAUTION: Federal law prohibits dispensing wiliout prescripiion.
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1. CHEMISTRY REVIEW NO. 4
2. ANDA #74-936
3. NAME AND ADDRESS OF APPLICANT
Purepac Pharmaceutical Co.
Attention: Joan Janulis, R.A.C.
200 Elmora Avenue
Elizabeth, NJ 07207
4. LEGAL BASIS FOR SUBMISSION
Listed Drug: EC-Naprosyn Delayed-Release Tablets 375 mg and
500 mg of Syntex, Puerto Rico, Inc.
No patent infringement.
Exclusivity date: until October 14, 1997
5. SUPPLEMENT(s) : N/A 6. PROPRIETARY NAME: N/A
7. NONPROPRIETARY NAME 8. SUPPLEMENT (s) PROVIDE(s) FOR: N/A
Naproxen
9. AMENDMENTS AND OTHER DATES:
July 31, 1996: Submission of application
December 4, 1997: Amendment
10. COoLO 0] 11. RX or OTC
NSAID Rx
12. RELATED IND/NDA/DMF(s)
13. DOSAGE FORM 14. POTENCY
Delayed-Release Tablets 375 mg, 500 mg
15. CHEMICAL NAME AND STRUCTURE
CH3
Naproxen USP
C.;H,:0:; M.W. = 230.26 N A
CAS [22204-53-1] { | €0,H
(+) -6-Methoxy-a-methyl-2- H.C. ‘/A\\;;i\\;;;
Naphthaleneacetic acid. o
16. RECORDS AND REPORTS: N/A
18. CONCLUSIONS AND RECOMMENDATIONS: Approvable
19. REVIEWER: DATE COMPLETED:
Dave Gill January 7, 1998
cc: ANDA 74-936
Dup\Division File
Field Copy
HFD~-600/Reading File
Endorsements:

HFD-623/D.Gill/ \~Atbﬁﬁ
HFD-623/V.Sayee o T
X:\new\firmsnz\Purepac\itrs&rev\74936ap.dg
F/t by: bec/

APPROVABLE




