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ANDA 40-434
NOV 2 3 200I

Endo Pharmaceuticals, Inc.
Attention: Carol Patterson
500 Endo Blvd.

Garden City, NY 11530

Dear Madam:

This is in reference to your abbreviated new drug application
(ANDA) dated April 6, 2001, submitted pursuant to Section 505(3j)
of the Federal Food, Drug, and Cosmetic Act (Act), for two
additional strengths of Percocet® Tablets; e.g., Percocet
Tablets 7.5 mg/325 mg and Percocet Tablets 10 mg/325 mg
(Oxycodone Hydrochloride and Acetaminophen Tablets USP).

Submission of this ANDA is based upon a Suitability Petition
submitted pursuant to 21 CFR 314.93 and approved by the agency
on September 9, 2000 (Docket No. 00P-1270/CP1).

Reference is also made to your amendment dated September 14,

2001 Sonel G 1, 27/,

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 drug products, Percocet® Tablets
7.5 mg/325 mg and Percocet Tablets 10 mg/325 mg (Oxycodone
Hydrochloride and Acetaminophen Tablets USP), 7.5 mg/325 mg and
10 mg/325 mg, respectively, can be expected to have the same
therapeutic effect as equivalent doses of the listed drug
product upon which the Agency relied as the basis of safety and
effectiveness. Your dissolution testing should be incorporated
into the stability and quality control program using the same
method proposed in your application.

Under Section 506A of the Act, 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 and 314.98. 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 that 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-40). 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-40) with a completed Form
é&ry Buehler

FD-2253 at the time of their initial use.
\ 152;2749(>(?/
Director

/E;ncerelv ours{/7 /
Office of Generic Drugs

}
Center for Drug Evaluation and Research
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PERCOCET® G

(Oxycodone and Acetaminophen Tablets, USP)

R only

DESCRIPTION
Each tablet, for oral administration, contains oxycodone
hydrochloride and acetaminophen in the following strengths:

Oxycodone Hydrochloride 7.5 mg*
Acetaminophen, USP - 325 mg
*7.5 mg oxycodone HCl is equivalent to 6.7228 mg of oxycodone.

Oxycodone Hydrochloride 10 mg*
Acetaminophen, USP 325 mg
*10 mg oxycodone HCl is equivalent to 8.9637 mg of oxycodone.

Both strengths of PERCOCET also contain the following inactive
ingredients: Colloidal silicon dioxide, croscarmellose sodium,
crospovidone, microcrystalline cellulose, povidone, pregelatinized
starch, and stearic acid. In addition, the 7.5 mg/325 mg strength
contains FD&C Yellow No. 6 Aluminum Lake and the 10 mg/325
mg strength contains D&C Yellow No. 10 Aluminum Lake.

Acetaminophen, 4’-hydroxyacetanilide, is a non-opiate, non-
salicylate analgesic and antipyretic which occurs as a white,
odorless, crystalline powder, possessing a slightly bitter taste. The
molecular formula for acetaminophen is CgHoNO, and the
molecular weight is 151.17. It may be represented by the following
structural formula:

CH,CONH ————-—<: :}————OH
a

Oxycodone, 14-hydroxydihydrocodeinone, is a semisynthetic
opioid analgesic which occurs as a white, odorless, crystalline
powder having a saline, bitter taste. The molecular formula for
oxycodone hydrochloride is CygH21NO,*HCI and the molecular
weight 351.83. It is derived from the opium alkaloid thebaine, and
may be represented by the following structural formula:

H N—CHs

e HCI

H3CO

C1 INICAl PHARMACOLOGY
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powder having a saline, bitter taste. The molecular formula for
oxycodone hydrochloride is C;gH,;NO4*HCI and the molecular
weight 351.83. It is derived from the opium alkaloid thebaine, and
may be represented by the following structural formula:

H N—CH,
{ HO l
/ \ e HCI
HsCO . o’:/ o)

CLINICAL PHARMACOLOGY

The principal ingredient, oxycodone, is a semisynthetic opioid
analgesic with multiple actions qualitatively similar to those of
morphine; the most prominent involves the central nervous system
and organs composed of smooth muscle. The principal actions of
therapeutic value of the oxycodone in PERCOCET are analgesia
and sedation.

Oxycodone is similar to codeine and methadone in that it retains
at least one-half of its analgesic activity when administered orally.

Acetaminophen is a non-opiate, non-salicylate analgesic and
antipyretic.

INDICATIONS AND USAGE
PERCOCET is indicated for the relief of moderate to moderately
severe pain.

CONTRAINDICATIONS

PERCOCET should not be administered to patients who are
hypersensitive to oxycodone, acetaminophen, or any other
components of this product.
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WARNINGS

Drug Dependence

Oxycodone can produce drug dependence of the morphine type
and, therefore, has the potential for being abused. Psychic
dependence, physical dependence and tolerance may develop
upon repeated administration of PERCOCET (Oxycodone and
Acetaminophen Tablets, USP), and it should be prescribed and
administered with the same degree of caution appropriate to the
use of other oral opioid-containing medications. Like other opioid-
containing medications, PERCOCET is subject to the Federal
Controlled Substances Act (Schedule II). ‘

PRECAUTIONS

General

Head Injury and Increased Intracranial Pressure: The
respiratory depressant effects of opioids and their capacity to
elevate cerebrospinal fluid pressure may be markedly exaggerated
in the presence of head injury, other intracranial lesions or a pre-
existing increase in intracranial pressure. Furthermore, opioids
produce adverse reactions which may obscure the clinical course
of patients with head injuries.

Acute Abdominal Conditions: The administration of
PERCOCET or other opioids may obscure the diagnosis or clinical
course in patients with acute abdominal conditions.

Special Risk Patients: PERCOCET should be given with caution
to certain patients such as the elderly or debilitated, and those
with severe impairment of hepatic or renal function,
hypothyroidism, Addison's disease, and prostatic hypertrophy or
urethral stricture.

Information for Patients

Oxycodone may impair the mental and/or physical abilities
required for the performance of potentially hazardous tasks such
as driving a car or operating machinery. The patient using
PERCOCET should be cautioned accordingly.

Drug Interactions

Patients receiving other opioid analgesics, general anesthetics,
phenothiazines, other tranquilizers, sedative-hypnotics or other
CNS depressants (including alcohol) concomitantly with
PERCOCET may exhibit an additive CNS depression. When such
combined therapy is contemplated, the dose of one or both agents
should be reduced.

The concurrent use of anticholinergics with opioids may produce
paralytic ileus.

Usage in Pregnancy

Teratogenic Effects; Pregnancy Category C: Animal
reproductive studies have not been conducted with PERCOCET. It
is also not known whether PERCOCET can cause fetal harm

o
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combined therapy is cah'téﬁip;iéféd, the dose of one or both agents
should be reduced.

The concurrent use of anticholinergics with opioids may produce
paralytic ileus.

Usage in Pregnancy

Teratogenic Effects; Pregnancy Category C: Animal
reproductive studies have not been conducted with PERCOCET. It
is also not known whether PERCOCET can cause fetal harm
when administered to a pregnant woman or can affect

~ reproductive capacity. PERCOCET should not be given to a

pregnant woman unless in the judgment of the physician, the
potential benefits outweigh the possible hazards.

Nonteratogenic Effects: Use of opioids during pregnancy may
produce physical dependence in the neonate.

Labor and Delivery: As with all opioids, administration of
PERCOCET to the mother shortly before delivery may result in
some degree of respiratory depression in the newborn and the
mother, especially if higher doses are used.

Nursing Mothers

It is not known whether PERCOCET is excreted in human milk.
Because many drugs are excreted in human milk, caution should
be exercised when PERCOCET is administered to a nursing
woman.

Pediatric Use
Safety and effectiveness in pediatric patients have not been
established.



ADVERSE REACTIONS

The most frequently observed adverse reactions include
lightheadedness, dizziness, sedation, nausea and vomiting. These
effects seem to be more prominent in ambulatory than in
nonambulatory patients, and some of these adverse reactions may
be alleviated if the patient lies down.

Other adverse reactions include euphoria, dysphoria, constipation,
skin rash and pruritus. At higher doses, oxycodone has most of
the disadvantages of morphine including respiratory depression.

DRUG ABUSE AND DEPENDENCE
PERCOCET (Oxycodone and Acetaminophen Tablets, USP) is a
Schedule 1l controlled substance.

Oxycodone can produce drug dependence and has the potential

for being abused (See WARNINGS).

OVERDOSAGE

Acetaminophen

Signs and Symptoms: In acute acetaminophen overdosage,
dose-dependent, potentially fatal hepatic necrosis is the most
serious adverse effect. Renal tubular necrosis, hypoglycemic
coma and thrombocytopenia may also occur.

In adults, hepatic toxicity has rarely been reported with acute
overdoses of less than 10 grams and fatalities with less than 15
grams. Importantly, young children seem to be more resistant than
adults to the hepatotoxic effect of an acetaminophen overdose.
Despite this, the measures outlined below should be initiated in
any adult or child suspected of having ingested an acetaminophen
overdose.

Early symptoms following a potentially hepatotoxic overdose may
include: nausea, vomiting, diaphoresis and general malaise.
Clinical and laboratory evidence of hepatic toxicity may not be
apparent until 48 to 72 hours post-ingestion.

Treatment: The stomach should be emptied promptly by lavage or
by induction of emesis with syrup of ipecac. Patient's estimates of
the quantity of a drug ingested are notoriously unreliable.
Therefore, if an acetaminophen overdose is suspected, a serum
acetaminophen assay should be obtained as early as possible, but
no sooner than four hours following ingestion. Liver function
studies should be obtained initially and repeated at 24-hour
intervals.

The antidote, N-acetylcysteine, should be administered as early as
possible, preferably within 16 hours of the overdose ingestion for
optimal results, but in any case, within 24 hours. Following
recovery, there are no residual, structural, or functional hepatic
abnormalities.

Oxycodone

Signs and Symptoms: Serious overdosage with oxycodone is
characterized by respiratory depression (a decrease in respiratory
rate and/or tidal volume, Cheyne-Stokes respiration, cyanosis),
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the quantity of a drug ingested are notoriously unreliable.
Therefore, if an acetaminophen overdose is suspected, a serum
acetaminophen assay should be obtained as early as possible, but
no sooner than four hours following ingestion. Liver function
studies should be obtained initially and repeated at 24-hour
intervals.

The antidote, N-acetylcysteine, should be administered as early as
possible, preferably within 16 hours of the overdose ingestion for
optimal results, but in any case, within 24 hours. Following
recovery, there are no residual, structural, or functional hepatic
abnormalities. . .

Oxycodone ,
Signs and Symptoms: Serious overdosage with oxycodone is
characterized by respiratory depression (a decrease in respiratory
rate and/or tidal volume, Cheyne-Stokes respiration, cyanosis),
extreme somnolence progressing to stupor or coma, skeletal
muscle flaccidity, cold and clammy skin, and sometimes
bradycardia and hypotension. In severe overdosage, apnea,
circulatory collapse, cardiac arrest and death may occur.

Treatment: Primary attention should be given to the
reestablishment of adequate respiratory exchange through
provision of a patent airway and the institution of assisted or
controlled ventilation. The opioid antagonist naloxone
hydrochloride is a specific antidote against respiratory depression
which may result from overdosage or unusual sensitivity to



opioids, including oxycodone. Therefore, an appropriate dose of
naloxone hydrochloride (usual initial adult dose 0.4 mg to 2 mg)
should be administered preferably by the intravenous route, and
simultaneously with efforts at respiratory resuscitation (see
package insert). Since the duration of action of oxycodone may
exceed that of the antagonist, the patient should be kept under
continued surveillance and repeated doses of the antagonist
should be administered as needed to maintain adequate
respiration.

An antagonist should not be administered in the absence of
clinically significant respiratory or cardiovascular depression.
Oxygen, intravenous fluids, vasopressors and other supportive
measures should be employed as indicated.

Gastric emptying may be useful in removing unabsorbed drug.

DOSAGE AND ADMINISTRATION .
Dosage should be adjusted according to the severity of the pain
and the response of the patient. It may occasionally be necessary
to exceed the usual dosage recommended below in cases of more
severe pain or in those patients who have become tolerant to the
analgesic effect of opioids. PERCOCET (Oxycodone and
Acetaminophen Tablets, USP) is given orally. The usual adult
dosage is one tablet every 6 hours as needed for pain. The total
daily dose of acetaminophen should not exceed 4 grams (maximal
daily dose of PERCOCET 7.5 mg/325 mg and PERCOCET 10
mg/325 mg is 8 tablets and 6 tablets, respectively).

HOW SUPPLIED
PERCOCET (Oxycodone and Acetaminophen Tablets, USP) is
supplied as follows:

7.5 mg/325 mg Bottles of 100 NDC 63481-628-70
Peach oval-shaped Bottles of 500 NDC 63481-628-85
tablet debossed with Unit dose package NDC 63481-628-75
“PERCOCET” on one of 100 tablets

side and “7.5/325” on

the other.
10 mg/325 mg Bottles of 100 NDC 63481-629-70
Yellow capsule-shaped Bottles of 500 NDC 63481-629-85

tablet debossed with Unit dose package NDC 63481-629-75
“PERCOCET” on one of 100 tablets

side and “10/325” on

the other.

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

Dispense in a tight, light-resistant container as defined in the USP,
with a child-resistant closure (as required).

DEA Order Form Required.

Manufactured for: -



'V g 0co 11y Boties or 100 NDC 63481-629-70
Yellow capsule-shaped Bottles of 500 NDC 63481-629-85
tablet debossed with Unit dose package NDC 63481-629-75
“PERCOCET” on one of 100 tablets

side and “10/325” on

the other.

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

Dispense in a tight, light-resistant container as defined in the USP,
with a child-resistant closure (as required).

DEA Order Form Required.

Manufactured for: ®

Endo Pharmaceuticals Inc. &do

Chadds Ford, Pennsylvania 19317

PERCOCET® is a Registered Trademark of Endo Pharmaceuticals Inc.
Copyright © Endo Pharmaceuticals Inc. 2001

Printed in U.S.A. 6556-00/August, 2001
4091-42
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-Each tablet-contains:
Oxycodone Hydrochioride
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*7.5 mg oxycodone HCl i «
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Oxycodone Hydrochloride . . 7.5mg* Z0
Acetaminophen, USP 325mg_ LI
FD&C Yellow Mo: € Aluminum Lake as a
color additive. . ’ Pl
*7.5 mg oxycodone HCI is equivalent to
6.7228 mg of oxycadane.
Usual Dosage: See pazkage: irvert for

# complete prescribing inf ERTTIN

S Dispense in a tight, light-resistant
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ENDO LABORATORIES

PERCOCET®

(Oxycodone and Acetaminophen
Tablets, USP)

7.5 mg/325 mg

R R T RS TR

Each tablet contains:

Oxycodone Hydrochloride

Acetaminophen, USP

FD&C Yellow No. 6 Aluminum Lake as a color additive.

*7.5 mg oxycodone HCl is equivalent to 6.7228 mg of oxycodone.

Usual Dosage: See package insert for complete prescribing information.
This unit-dose package is not child-resistant.

DEA ORDER FORM REQUIRED.

Store at controlled room temperature, 15° to 30°C (59° to 86°F) [see USP). ws11-22
100 TABLETS (Four 25-Tablet Blister Packs)
FOR HOSPITAL USE ONLY

Manufactured for: Manufactured by:
Endo Pharmaceuticals Inc. Novartis
Chadds Ford, PA 19317 Lincoln, NE 68501
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PERCOCET®
(Oxycodone and Acetaminophen
Tablets, USP)

10 mg/325 mg J
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PERCOCET®

(Oxycodone and
Acetaminophen Tablets, USP)
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(Oxycodone and Acetaminophen
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:Each tablet contains:

Oxycodone. Hydrochioride

Acetaminophen, USP . . mg
FD&L Yellow No. 6 Aluminuin Like as acolor additive.
*7.5mg ‘oxycodone HCI i ¢ o7 valant to 6.7228 mg

of oxycodone. .

Usual Dosage: See ‘Package insert for compiete
‘prescribing information. : . .
‘Dispense in a Bght, fight-resistant coritaineras defined in the
USP, with a child-resistant closure ‘(as required),

Store e mperature; 15°40 30°C
86°F) [see

DEA

ll

DuPonit Pharma
hgton, DE 19880

= Q R o
—L & & —
= éqg’é ENDO LABORATORIES ] 'c?
=3 PERCOCET> (1 J==
== (Oxycodone and pr— ©

Acetaminophen Tablets, USP)

63481

Each tablet contains:
Oxycodone Hydrochl
Acetaminophen, USP
FD&C Yellow No. & Alu:
color additive. R .
*7:5 mg oxycodone HCl is equivalent to
6.7228 mg of oxycodone, ©

Usual Dosage: See ; g indert for
complete prescribing informauion. -
Dispensein a tight, light-resistant
container.as defined in the USP, with a

3

.7.5mg*
S 325 mg
num.Lake as'a

i N

PA19317

child-resistant clostire (as required).
This'is 2 bl

harmaceuticals Ine, :

'anufacu‘lred‘for:




CENTER FOR DRUG
EVALUATION AND RESEARCH

APPLICATION NUMBER:

40-434

CHEMISTRY REVIEW(S)



1. CHEMISTRY REVIEW NO. 1

2. ANDA # 40-434

3. NAME AND ADDRESS OF APPLICANT
Endo pharmaceuticals Inc.
500 Endo Blvd.
Garden City NY 11530

4. LEGAL BASIS FOR SUBMISSION
Percocet® is the reference listed drug. Endo is the holder
of the approved application. There are no patents or
exclusivities for Percocet tablets.

5. SUPPLEMENT (s) N/A

6. PROPRIETARY NAME 7. NONPROPRIETARY NAME
Percocet Oxycodone HC1l and

Acetaminophen

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

9. AMENDMENTS AND OTHER DATES:
Original Submission April 6, 2001
Ack Ltr April 9, 2001

10. PHARMACOLOGICAL CATEGORY 11. Rx or OTC
Analgesic Rx

12. RELATED IND/NDA/DMF (s)

13. DOSAGE FORM 14. POTENCIES
Tablet 7.5mg/325mg

10mg/325mg
15. CHEMICAL NAME AND STRUCTURE

16. RECORDS AND REPORTS
None

17. COMMENTS
This ANDA has been submitted in order to provide for new
tablet strengths for Percocet. The already approved
strengths are 7.5mg/500mg and 10mg/650mg.



18.

19.

CONCLUSIONS AND RECOMMENDATIONS
Not approvable; Minor.

REVIEWER: DATE COMPLETED:
A.Langowski 07/09/01
PPEARS THIS WRY
" Ul ORIGINAL



Redacted ) q

pages of trade secret and/or
confidential
commercial

information



CHEMISTRY REVIEW NO. 2

ANDA # 40-434

NAME AND ADDRESS OF APPLICANT
Endo pharmaceuticals Inc.
Attention: Carol Patterson
500 Endo Blvd.

Garden City NY 11530

LEGAL BASIS FOR SUBMISSION

Percocet® is the reference listed drug. Endo is the holder
of the approved application. There are no patents or
exclusivities for Percocet tablets.

SUPPLEMENT (s) N/A

PROPRIETARY NAME 7. NONPROPRIETARY NAME
Percocet Oxycodone HC1l and
Acetaminophen

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

AMENDMENTS AND OTHER DATES:

Original Submission April 6, 2001
Ack Ltr April 9, 2001
NC April 4, 2001
DEF Ltr Aug 23, 2001
Amendment Sep 14, 2001
PHARMACOLOGICAL CATEGORY 11. Rx or OTC

Analgesic Rx

12.

13.

15.

16.

17.

RELATED IND/NDA/DMF (s)

DOSAGE FORM 14. POTENCIES
Tablet 7.5mg/325mg
10mg/325mg

"CHEMICAL NAME AND STRUCTURE

RECORDS AND REPORTS
None

COMMENTS

This ANDA has been submitted in order to provide for new
tablet strengths for Percocet. The already approved
strengths are 7.5mg/500mg and 10mg/650mg.



18.

19.

CONCLUSIONS AND RECOMMENDATIONS

Approve

REVIEWER:
A.Langowski

DATE COMPLETED:

10/31/01

APPEARS THIS WAY
ON ORIGINAL



Redacted / %

pages of trade secret and/or
confidential
commercial

information



CENTER FOR DRUG
EVALUATION AND RESEARCH

APPLICATION NUMBER:

40-434

BIOEQUIVALENCE REVIEW



BIOEQUIVALENCY COMMENTS

ANDA5,40—434‘:/ ‘ B APPLICANT Endc Pharmceutlcals

'DRUG PRODUCT: Oxycodone and Acetamlnophen Tablets USP '?;5» i

mg/325 mg and 10 mg/325 mg

"The DlVlSlOﬂ of Bloequlvalence has completedklts‘rev1ew and has_'
no further questlons at thls tlme . s -

1 In future appllcatxons,. please 1nc1ude the ‘address of thel;
?jlaboratorles conducting ikth dlSSOlHthn testlng in the”’z
fbloequlvalence sectlon of the ANDA{ R T o

‘We acknowledge that the dlssolutlen testlng has been '!/ .
n 1ncorporated into your St&blllty and quallty control programs as
specified in usp 24 S Sl

 Please»note that the bloequlvalency comments pxov1ded in this

communication are preliminary. These comments are subject to -

" revision after review of the entire appllcatlon,' upon

consideration of the chemistry, manufacturlng and controls,
microbiology, labeling, wor other scientific or regulatory
issues. Please be advised that these reviews may result in the
need for additional bierﬁivalency”information and/or ‘studies,

or may result in a ccnclu51on that the proposed formulatlon is

not approvable : :

| SinCerely‘yéﬁrs,
: ST :
Dale P. Conner, Pharm. D.
‘Director, Division of Bloequlvalence

Office of Generic Drugs
‘Center for Drug Evaluatlcn and Research



OFFICE OF GENERIC DRUGS
DIVISION OF BIOEQUIVALENCE

ANDA #: 40-434 SPONSOR : Endo Pharmaceuticals
DRUG AND DOSAGE FORM : Oxycodone and Acetaminophen Tablets USP
STRENGTH(S) : 7.5 mg/325 mg and 10 mg/325 mg

TYPES OF STUDIES : N/A

CINICAL STUDY SITE(S) : N/A

ANALYTICAL SITE(S): N/A

STUDY SUMMARY : N/A
DISSOLUTION : Acceptable
WAIVER: Acceptable

DSI INSPECTION STATUS

- Inspection needed: Inspection status: Inspection results:
- NO
First Generic ____ Inspection requested: (date)

New facility _ Inspection completed: (date)

Tor cause —_—

Other o

PRIMARY REVIEWER : Hoainhon Nguyen BRANCH : [

INITIAL : __ ‘C‘.‘, DATE: B/ ¢ /0/

TEAM LEADER ; Yih-Chain Huang BRANCH : I

INITIAL : DATE: &4 /S /hcw /
Y . | 7

}
/ﬁ,\, DIRECTOR, DIVISION OF BIOEQUIVALENCE : DALE P. CONNER, Pharm. D.

INITIAL: _ l% ' pate: b]1af200f




4 "'4i"‘?{ntroductmn ‘

g ;:;The dmg pmduct is rated AA in the Drange Bwk

. Formulatmn(Not to be released under POI) Propused Strengths

. ’rlndicaﬁon For the rehef of moderate to modex ateiy severe pain
~ Contents of Submission: Dissolution data and wmvermquasts v o
RLD: Percocet, 75 mg/500 mg and 10 mg/650 mg ox -aﬂgme and acetaﬁnnophen tabie

] ‘Baekgmund

~ OXYCODONE AND ACETAMINOPHEN  Endo Pharmaceuticals Inc.

- TABLETS USP N s Garden City, NY
”75mg/325mg&30mg’325mg Sl e
ANDA 40434 e L -
Reviewer: Hoainhon Nguyen . . Submzssmn lﬂrate. Mfﬂtiﬂ}l: S

W #40434dw 401
. Revmw of D;ssolutmn Data amfl Wawer Rgguests

gElectmmc Submxssmn[

by
Endo Pharmaceuticals. Other available strengths of the‘r arence product are 5.0 mgi325 mg and
2.5 mg/325 mg oxycodone and acctannnophen tablets. ~

~ Recommended Dose: The usual adult dosage is one tablet e*very 6 houm as needed fﬂl‘ pam “The
tatal dau}y dosc of acctannnophen should not exceed 4 gmmc: ’

- The firm has mquested a bmwa:wer for. the propcxscd new strcn gths, o 5 mg/%”S mg; and 10
e mg/B’?ﬁ mg oxycodone and acetaminophen. The two new strengths were found suitable fﬂr
~ submission as an ANDA via approval of the firm’s Suitability Petition (Petition Docket No. 00P-

1270/CP1). A copy of the suitability petition approva} letter is &nclosed m Sectmn II “Basw .
for ANDA Submzsszon of the current subnnssmn ‘ : L ,

Ingredient ... . .. S Strengih. C Stmngth -
. COLLOAL SILICON DIOXIDE NE — Al —
T~ D&C YELLOW #10 L
~ ALUMINUMLAKE

. usp e

’ ‘(j'cxos.cmMELLoss S()DIUM NF
’MICRQCRYSTALLINE CELLULOSE

o {BXYCGDONE HYDRGCHLORIDE P
- UsP .

- STEARICACID N

. ——_  FD&C YELLOW #6

- | ALUMINUMLAKE

— (ACE rmmo’ EN g




 FomakiaNei b releascd under FOD): RLD Pmduen Endo’s Percocet (ANDA #40-
341) | L e
~ Ingredient . e Strength o St!‘ength

 COLLOIDAL SILICON méxmﬁ NE L -
- D&C YELLOW #10

. ALUMINUMLAKE
 ACETAMINOPHEN USP

~ CROSCARMELLOSE SODIUM, NF

- MICROCRYSTALLINE CELLULOSE, |

) UD{BNB Hmmcawamﬁ?{g )

- STEARIC ACID NF S ——
o JFDEC YELL(}W#ﬁ ‘
' ,?:;:,«,ALUMﬂmM LAKE

~ Formulation Comments: 7 _

.  The vexa:p;ents as pmp{;sed are wﬁhm Lhc Iirm s 0f thg I’{G (1996}

T D:ssuluﬂon(}\lm m m reieased undcr FOI)

re: USP Metimd e

u Moiuimn Parameteﬁf: : e o .
frigsi o S Apparatu V,_Ji)rpm -
900 mL of 0.IN HCI at 3’7"(3 (:t: 0 5"(3}

. ‘:'T,Sampimg txme pamls 15, 30, 45, and 60 minutes (for unit :sam;al
- ,,:,Specxﬁcatmns ‘Oxycodone Hydmchlnnde,‘USf’ Q= — at45 minutes
| e Acctammophan usbe Q = a 45 minutes




Dissolution Profile of PERCOCET@* Tdblets 7 51500 mg: Ref;‘:rence pmduct
(Oxyc;)done Hydroc:hiandemcetammophen ’I‘ablets, 7. 51‘500 mg) Lot # NCIQO

- % Ox

codone i-iydmch}onde stss}ved

— }‘

% Acetmnmophen st;ﬂeived o

45

- Time

lS 30

45

60

K Txme 1 I

. (mm’)

5

o

30

989

~ (min)

Mean

”97».6 97.7 -

978

97.3

.‘ i

969 I

983

988

——

r e e—— ————

e,

PR

Range

P

| _Range

13 |

2

‘%RSD |

3

1 ;155{} ]

14 1

T

[ %RSD |

]

1.3

W 1 .3‘,}5 l -

: (3165(} fmg Refe nce produi:i

stsaiutmn meile cf PERCOCET@ Tabic
(Oxycodone: HydrochlondefAcetmmmphcn Ta

ts,

biexs, 101650 mg) Lm # NClQE

: % O’xyccdone Hy&rochlande Discolved

% Acetmnmophen Dzssolved

60

': ~ Mean

 [%RrsD |

Time

15

30 |

45

Time b

5.

- 98.‘9 g :

98.9

(mm)

98_4

989

985

979

Mean

977

985

R .

( Range |

—

Range

16

o ,/:.3 f

%RSD

34 i

16 | 13 |

44 | -

Dmsnluhan meiie of EN3’225 tablets 7 51“%25 mg; Test ’pmduc:t AT

‘ Oxycodone HydmchinridalAcemr

mmphen Tablets, 7. Sf3”5 mg Lat # 31 1‘}60

stsolved '

T % Ox co&one Hydmchlonde Dmso“ive:d

: %

Ace

tammaphen

30 . 45

' Tlme
(min)

15 | 30

{min)

S

'7 (nnn)

45

?I’imf;
(mizi‘)f

6(}
(mm)

«

A5
mm)

 (min)

{mi

(i)

98.7

Mean

97.7

973

96.4 Mean

98.8

987

Range

i p—

~ [=RrRsD] 10_ l'

Range

1 %RSD |

10 | 1L

Bl g

%RSD

[ 13 l"

1.3

25 tabiets 7. 51325 mg 'I’est pmduct

e Dlssolutmn Pmﬁlc of EN;SZ
‘ 0xycodene Hydmchlonde!;&cemn

naphﬂn Tablets 7

:!325 mg L(}t # R0049

Dz‘;solved'

’  [ % 0):ycodone Hydrochionéc Dlssaivcd

f’{% Acatammophen

60

15
1 (min)

30

A3

(min) | (min) |

60 ,Ttime:, i

15

(min)

(min)

30
(min) (mm)

45 l

(min)
98.4

| (min)

98.6

984

98.5

98.5 | ‘Mean

- 98.1

982 T_981

..

Mean

P

+

—

Range

R

VammmeS

| Range

1.0 | %RSD |

0.7

08 ~!~

08 E 7

el

08 “! v

Ll

e



DIS‘;{)h]tl(m me h: of EN 3’?25 tabktts, 10!325 mg: Test prodtzct

; Oxycodone Hydrochloride/Acetaminophen Tablets, 10/325 mgLot#311159
% Oxycodone Hydrochloride Dissolved %o Acetammophen Dissolved
Time | 15 30 | 45 60 | Time Is | 30 | 45 | 60
(min) | (min) | (min) | (min) (min) | (min) | (min) | (min) | (min) | (min)
Mean | 958 | 959 | 962 | 969 | Mean | 967 | 970 | 973 | 977
_Range ; —— ~—  —  Ramge| — . = —
_%RSD | 1.1 a5 | 13 ]%RSD L2 e 1o b 10
‘ Dissolumm Proﬁle of EN.&; 25 %ab]ete 10}‘ !25 mg Te\t product
Oxycodone H_zc}rochlonde/Acetannnophen Tablets, 10/325 mgj,,et # RO050
% Oxycodone Hydr{)chlgrxde Dissolved e % Acetaminophen Dissolved - :
Time | 15 | 30 | 45 60 | Time [ 15 | 30 | 45 [ 60
| (min) | (min) | (min) (min) | (min) | (min) | (min) | (min) (min) | (min)
| Mean | 97.1 98.5 | 98.0 | 982 Mean | 954 | 967 96.3 96.8 |
| Range o — — — | Range | —  —_ PR —
%Rsn | 24 | 12 | 10 | 09 | %RSD. ;,.9 }1! 0.8 {}8 { 0.8

~ Dissolution Comments* ‘The dxssolutwn data ﬁ}r the test and reference produczs are. acccptable' .
Thc test and reference product*i meet zhe usp .syemficatmns aad are fast dxssalvmg =

RecommendananS' The DlVlSlOi‘t 0f Bioeqmva}mce agrees that the
uticals d&manstrates that the proposed strfmgths of its

~ Endo Pharmace

mfonnamn subxmtied by
Percocet Tablets, 7.5

- mg/325 mg and 10 mg/325 mg ‘oxycodone and acetaminophen, f‘al} uncier 21 CFR 320.22 (c) of o
the Bioavailability/Bioequivalence Regulations. The waiver of in vivo bmequwalcnc& study

‘ requxmiE? for the propmed stren gths of the test pmdnct is gmnted

/ Hoairfhon Nguyen

Division of mequwalcnce

Re*vmw Branch I

A

- Conmr .

RD INITIALED YHUANG
FT INITIALED, YHUANG _

/3/

' ,,j{r*f]Dale P. Conner, Pharm.D.
i ‘i‘*z.lerestor, Dmswn of Bwequx

cc: ANDA #40434 (ongmal duphcate) HFE%SSQ(Huang, Nguyen), Dmg Fﬁe Dwmon Fﬁe ol
Hngayemfﬁs 18-()1M#40434£iw 4{}1 , - - e ' ;




CENTER FOR DRUG
EVALUATION AND
RESEARCH

APPLICATION NUMBER:

40-434

ADMINISTRATIVE
DOCUMENTS



REVIEW OF PROFESSIONAL LABELING
 DIVISION OF LABELING AND PROGRAM SUPPORT
'LABELING REVIEWBRANCH

. recommend the use of’

o We acknawiedge your new correspondence date"May 24,2001, in Wthh you have - :

proposed a proprietary name for these two new strengths of your drug product. -
~“Your proposed proprietary name '
- of Post-marketing Drug Risk Assessment (OPDRA) for their review and comment.
 OPDRA objects to using any modifier for this product, hence they do not
s the proprietary name. We have received

“the following comments:

- has been forwarded to the Ofﬁme .



~We acknowtecige the pians io ‘provid nteducatson pnor to ava:lab;hty
- of this product to famili rize health care pracfmoners with this new
’ ‘product as confusio ay occur between the existing products
~and a new product. Previous expenence  withmedicaton
~ errors has demonstrated that a lack. of famﬂ:arxty with a product added to 1 :
~an existing product line. such as this can result in confuston when a prescnptzon .
o *j;for the new produc:t isre wed and possibiy dxspensed _ i

| F—

expiain s mscrepancy

©  Revsethe Stofage femperature statement to read “Store at controlied room L s
temperature 15 to 30° C (59° to 86° F) {see USP}

CONTANER 100s & 5065

a. See comments above i

b. ' Please assure that the expressson of the strength is c!ear!y dxstmguzshed from
- other strengths. ‘

UNIT DOSE BLISTER

Satisfaétoryvin ciraﬁ :
‘BLISTER CARD

g lncrease the prom inence of the text ‘Two new.. stated

- BL;STER PACK CARTON y B
‘a. See r;omments under CONTA!NER
b, Please assure that the text on the prmted sticker regardmg two new styengths

~ appears sufficiently prominent. We note that the black lettering of the — Oackground ‘
- does not render a sufficient contrast Please remse andlor comment

BLISTER 'ST!CKER FOR THE BOTTLE

See comment 5(b} above.




7. INSERT 4
iai}f GENERAL

; VSee genera! comments above SHaalo

[ DESCRiPTION

inc!ude the pharmacologucal or therapeutic class for oxycodone

g hydmchlonde We refer you io 21CFR 201 57(3)(v)

i ‘ ‘-_Add an asteﬂsk (*) to react as foﬂows ¢S

o Oxycodone Hydrochionde ‘;:7.’5 mg .
TS mg oxycodone HC!” =y

o Oxycodorze Hydmchtonde 10 mg
. Momg oxycodone HCL. _

: "i'si. o 'Revise the molecular we;ght of oxycodone to read ‘351 83

e | ‘;DOSAGE AND ADMINISTRAT&ON

: Please ncte that your proposed cfmg product must have ihe same *therapeutec
- effect as the drug that you are referencing in order to comply with 21 CFR ;
- 314.93(d)(2). We believe it is possible that your drug product with the proposed
- dosing recommendations may have a dufferent therapeunc effect than the
,reference ltsted drug. S t

Please revise the fast sentence to read “ exr:eed 4 grams {maxsmai daﬁy dose of =
T T e e T i 1s 8 tablets and
: ]6 tab«tets respectivel y) or comment, (=

4 HOW SUPPLIED

o We rote that your.drug products are debossed with “PERCOCET" on one side.
. Are you planning to change this debossing to read * ————————.. ifthe
; proposed propnetary name is found acceptable’? Please comment

Please revise your labels and labeling, as instructed above, and submit in draft. We will not
~_request fi final prmt pendzng the ﬁndmgs of the OPDRA regardmg your proposed propnetary name.

i Pﬂor to approva! it may be necessary to further revise your labeting subsequent to approved

o ‘j‘changes for the reference listed drug. We suggest that you routmaly momtor the foltowmg website
- for any approved changes- - i s
j}p !Wﬁm&”&av!cder!oqdmd&agg ing_review_branch.htm ,.,i




 To iacsl:tate review of your next submtssron and in accordance with 21 CFR 314. 94(3)(8)(w)
~ please provide a side-by-si ymparison of ypur proposed fabelipg.with your last subm:ssron wrth
~all differences annotated an exp!amed fn S N v :

Acting Dtrector ; L
Division of Labelmg and Pfogra Suppart SR
Office of Generic Drugs .~ o
kCemer forDrug Ev'a!uatto and Research' '

APPEARS THIS wmv
 ONORIGINAL




DIVISION REVIEW SUMMARY

ANDA: 40-434

FIRM: Endo pharmaceuticals Inc.
500 Endo Blvd.
Garden City NY 11530

DOSAGE FORM: Tablet STRENGTH: 7.5 mg/325 mg;
10 mg/325 mg

DRUG: Oxycodone Hydrochloride and Acetaminophen
CGMP STATEMENT/EIR UPDATE STATUS: AC 10/25/01

BIO STUDY INFORMATION: The Division of Bioequivalence agrees
that the information submitted by Endo Pharmaceuticals
demonstrates that the proposed strengths of its Percocet
Tablets, 7.5 mg/325 mg and 10 mg/325 mg oxycodone and
acetaminophen, fall under 21 CFR 320.22 (c) of the
Bioavailability/Bioequivalence Regulations. The waiver of in
- vivo bioequivalence study requirements for the proposed
strengths of the test product is granted.

Dissolution waiver acceptable per review by Nguyen dated
05/18/01.

METHODS VALIDATION: N/A

STABILITY:

The containers used in the stability study are of the same
size and material as those described in the container
section. The firm submitted accelerated stability data for
the product packaged in all container sizes.

The stability tests and specifications are indicated in the
following table:



TEST SPECIFICATION METHOD

Description 7.5/325 mg tablets: Peach oval-shaped, Visual
debossed with PERCOCET on one side and
7.5/325 on the other

10/325 mg tablets:

Yellow, capsule-shaped tablet, debossed
with PEWRCOCET on one side and 10/325
on the other

Dissolution:
- -_
Oxycodone Hydrochloride Q= -—— at 45 minutes [
Acetaminophen Q - — in 45 minutes
Assay Oxycodone HC1l R — —_
Acetaminophen —— ———
Oxycodone HC1 —_—

Degradation Products: e

ha NMT —
. . _ NMT —
Individual unknown NMT —
Total knowns+unknowns NMT ——
Acetaminophen

Degradation Products:

—_— NMT = —
Individual unknown NMT ——
Total knowns+unknowns NMT —

Note: The applicant indicates that the proposed degradant limits
are the same as those already approved in Percocet ANDAs 40-330
and 40-341; 2.5/325mg, 5/525 mg, 7.5/500 mg and 10/650 mg
strengths.

A total of = batches were placed in stability. = batches
manufactured at each site representing both tablet strengths. A
list of the batch numbers, tablet strengths and storage
conditions can be found on p. 1856.

The proposed expiration dating is 24 months based on the data
submitted. Accelerated and room temperature stability data are
provided on pp. 1853-1895. All data are with the stated
specifications.




LABELING: Satisfactory 09/25/01.
STERILIZATION VALIDATION: N/A

SIZE OF BIO BATCH: Waiver was granted based on information
submitted for the executed batches. See below.

SIZE OF STABILITY BATCHES:

The batch record for lot #R0O049 (7.5mg/325 mg) manufactured by
DuPont begins on p. 483. The yield was ——

The actual tableting yield was - The overall yield
reflected a —————— The packaging accountability yield can
be found on p. 524. — tablets were packaged into bottles
of 100’'s and tablets were packaged into bottles of 500
tablets. The packaging yield reflected a =——— which is
within the stated specification.
was within stated limits for each package size.

The executed batch record for lot #311160 (7.5mg/325 mg)
manufactured by Novartis begins on p. 603. The ~—mm———""""
yield is ~—— The actual tableting yield was The

overall accountable yield reflected a — —— Data from _
sampling begins on p. 643. The packaging
reconciliation summary begins on p. 655. — tablets were
packaged into bottles of 100’s and tablets were packaged
into bottles of 500 tablets. —— ctablets were packaged into
blister packs. The packaging yield reflected a —— which
is within the stated specification.
was within stated limits for each package size.

The batch record for lot #RO050 (10mg/325 mg) manufactured by
DuPont begins on p. 683. The = yield was — The actual

tableting yield was ——— . The overall yield reflected a ——
loss. The packaging summary begins on p. 751. The packaging
accountability summary can be found on p. 751. ~——— tablets

were packaged into bottles of 100’s and tablets were
packaged into bottles of 500 tablets. The packaging yield
reflected a — — which is within the stated specification.

. : was within stated limits for each
package size.

The executed batch record for lot #311159 (10mg/325 mg)
tablets) Novartis begins on p. 830. The

yield is




The actual tableting yield was ——— The overall accountable
yield reflected a ‘w7 Data from _ ) N ~
begins on p. 643. The packaging reconciliation summary begins on
p. 881. = —— tablets were packaged into bottles of 100"s and

___ tablets were packaged into bottles of 500 tablets.
tablets were packaged into blister packs. The packaging yield
reflected a ———— which is within the stated specification.
—— T e e | WAS within stated limits for each
package size.

Reprocessing statement can pe found on p.478. The applicant will
submit a prior-approval supplement in accordance with PPG 23-90.

PROPOSED PRODUCTION BATCH:

Copies of the blank batch records for each facility begin on p.
337.

Strength Manufacturer Batch Size
7.5mg/325mg Dupont..Pharmaceuticals ———  tablets
—-- kg)
7.5mg/325mg Novartis Consumer Health ——  tablets
— kg
10mg/325mg DuPont .Pharmaceuticals, ———— tablets
10mg/325mg Novartis Consumer Health — tablets

RECOMMENDATION: Approve.

e )
,&,\
SIGNATURE: 7 :/'-‘ DATE:

~ ////}//ﬁ/

/e 7o ¢




COMPONENTS AND COMPOSITION
7.5/325 mg
Ingredient Tablet NCH? DPC? NCH?
Composition | Exhibit Exhibit and Proposed
(mg/tablet) Batch Proposed Commercial Batch
commercial;
— batches —
tablets ) ————_ Tablets

Oxycodone HC1 7.5 b | — —_—
_USP |

e, e i ——— ———
(Acetaminophen) (325.00) b — —
Microcrystalline ' .. - e — —
Cellulose NF
| —— "FD&C Y6 — — - o
Lake

Croscarmellose —_— — —_— —
Sodium NF

Colloidal — —_— — —
Silicon Dioxide

NEF

Stearic Acid NF M — — —
Total e —e P b

e

value based on —, Acetaminophen USP. The other components in the

composition are pregelatinized starch NF, Povidone USP, Crospovidone NF and

Stearic Acid NF.

’NCH=Novartis Consumer health

*DPC=DuPont Pharmaceutical Company

10mg/325mg
Ingredient Tablet NCH? DPC? NCH?
Composition | Exhibit Exhibit and Proposed
(mg/tablet) Batch Proposed Commercial Batch
commercial;
. batches ——
tablets - Tablets | '
Oxycodone HC1 10.00 —_— — P—_—
USP 1 R
. R — b b
(Acetaminophen) (325.00) | — I —~—— ! o
| |
Microcrystalline — o '»~r~’w‘ o




Cellulose NF

- —— FD&C Y6 — —_— T N
Lake

Croscarmellose — T — T — S
Sodium NF

Colloidal — — " — ——
Silicon Dioxide i

NF

Stearic Acid NF —_— a— T J——
Total — '_’~M' | J— T -

S value based on «— Acetaminophen USP. The other components in the
composition are pregelatinized starch NF, Povidone USP, Crospovidone NF and
Stearic Acid NF.

NCH=Novartis Consumer health

’DPC=DuPont Pharmaceutical Company

LABORATORY CONTROLS (IN-PROCESS AND FINISHED DOSAGE FORM)

TEST SPECIFICATION METHOD

Description 7.5/325 mg tablets: Peach oval-shaped, Visual
debossed with PERCOCET on one side and
7.5/325 on the other

10/325 mg tablets:

Yellow, capsule-shaped tablet, debossed
with PERCOCET on one side and 10/325 on
the other

Identification: ——
A: The Rf values obtained form the pTT——

A: T




B: The retention times of the major
peaks in the sample —_—
correspond to those in the standard
from assay preparation
Dissolution:
Oxycodone Hydrochloride Q=""" at 45 minutes " e—
Acetaminophen Q = — in 45 minutes
Uniformity of Dosage Meets the USP requirements for content ' s
Units uniformity and respect to Oxycodone —
Hydrochloride |
Assay Oxycodone HCl ‘ —
Acetaminophen e L ——
~———e. - |
R —— |
e NMT —
—— NMT —
Individual unknown NMT —
Total knowns+unknowns NMT ——
Acetaminophen
Degradation Products:
— NMT
Individual unknown NMT _ -
Total knowns+unknowns NMT ~—
The COAs along with for the executed

batches can be found on pp. 1182-1226.

Note: The applicant indicates that the proposed degradant limits
are the same as those already approved in Percocet ANDAs 40-330
and 40-341; 2.5/325mg, 5/525 mg, 7.5/500 mg and 10/650 mg
strengths.

V:\Firmsam\Endo\LTRS&REV\40434div.sum.docF
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ANDA 40-434

Endo’

Endo Pharmaceuticals jnc. November 6, 2001

Gary Buehler

Director

Office of Generic Drugs, HFD-600

Center for Drug Evaluation & Research N

Food and Drug Administration _ EW‘ESO??ESP

Metro Park North i, Room 150
7500 Standish Place
Rockville, MD 20855

Re: General Correspondence - Manufacturing Site Company Name Change

Dear Mr. Buehler:

Reference is made to the attached list of all approved generic products owned by
Endo Pharmaceuticals Inc. These products are manufactured by DuPont
Pharmaceuticals Company in Garden City, New York and/or Manati, Puerto Rico.

Recently, DuPont Pharmaceuticals Company was purchased by Bristol-Myers
Squibb Pharma Company (BMS). We are therefore, submitting this correspondence to
inform the Agency of a change in the manufacturer's name from DuPont
Pharmaceuticals Company to Bristol-Myers Squibb Pharma Company.

All manufacturing and control documents which reference DuPont Pharmaceuticals
Company will eventually be revised to reflect the new name and the appropriate
submission will be made to each application.

Field Certification

A "true copy" of this correspondence has been forward to the New York District
Office, Jamaica, New York.

If there are any questions, please contact me at (516) 522-3305.

Sincerely,

attachments

500 ENDO BOULEVARD - GARDEN CITY, NEW YORK 11530 - Tel: 516.522.3300 - Fax: 516.832.2148



&do@ Minor Amendment

Endo Pharmaceuticals |ne.
September 14, 2001

Gary Buehler

Director

Office of Generic Drugs, HFD-600
Center for Drug Evaluation & Research

SEP 1 7 2001

Food and Drug Administration . )
C19) 5/

Metro Park North I, Room 150 0 Q%s‘/”"

7500 Standish Place &F

Rockville, MD 20855 ORIG AMENDRCAT

Re: ANDA 40-434; Oxycodone Hydrochloride and Acetaminophen Tablets, USP
(Percocet®) 7.5 mg/325 mg and 10 mg/325 mg
Response to Minor Deficiency Letter of August 23, 2001

Dear Mr. Buehler:

Reference is made to the original ANDA dated April 6, 2001 for the subject
drug product. Reference is also made to the enclosed minor deficiency letter for
Chemistry, Manufacturing, Controls and Labeling dated August 23, 2001.

Enclosed in this amendment are the following:

1) CMC: responses and corresponding attachments for the seven (7)
comments

2) Labeling: copies of final printed labeling

3) Bioequivalence: acknowledgement statements and future commitment
as specified by the Division of Bioequivalence

These respons‘es complete all the documentation as requested by the
Agency. Also enclosed is a completed FDA 356h Form.

If there are any further questions with regards to this application, please
contact me at (516) 522-3305 or fax (516) 832-2291.

Sincerely,

——aNA

Carol A. Patterson
Director, Regulatory Affairs

500 ENDO BOULEVARD « GARDEN CITY, NEW YORK 11530 - Tel: 516.522.3300



April 20, 2001
2 Endo Pharmaceuticals fne.

Gary Buehler
Acting Director
Office of Generic Drugs, HFD-600

Center for Drug Evaluation & Research NEW CORRESP
Food and Drug Administration -
Metro Park North II, Room 150 NC

7500 Standish Place
Rockville, MD 20855

Re: ANDA 40-434; Oxycodone Hydrochloride and Acetammophen Tablets,
UsP (Percocet% 7.5 mg/325 mg and 10 mg/325 mg
Gratuitous Amendment

Dear Mr. Buehler:

Reference is made to the original ANDA dated April 6, 2001 for the above-
referenced product.

i

We are amending this ANDA with the following information:
- revised Field Certification
- USP moisture permeatlon test report for the bhster package

Please note that a true copy of the ANDA was submitted to both the Kansas
District and the New York District field offices, since manufacturing was done at
both sites; however, the Field Copy Certification which was included in the
original ANDA only referenced the New York District. We are, therefore,
amending this application with a new certification which references both the New
York and the Kansas District offices.

A copy of the cover letter from the original application is enclosed as

reference.
If there are anyegrstiens, please contact me at (516) 522-3305.
{,f” Smcerely,
kgh«,ﬁ«g C._._._.. aea) s«w
¥ Carol Patterson, MS
Director, Regulatory Affairs
attachments

L

500 ENDO BOULEVARD « GARDEN CITY, NEW YORK 11530 - Tel: 516.522.3300



ANDA 40-434

Endo Pharmaceuticals Inc. _ ‘MAY 11 200
Attention: Carol Patterson ‘ Wl
500 Endo Blvd.

Garden City, NY 11530

|III”Ill”llllllilIl“lll"lll'

Dear Madam:

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

NAME OF DRUG: Acetaminophen and Oxycodone Tablets USP,
325 mg/7.5 mg and 325 mg/10 mg

DATE OF APPLICATION: April 6, 2001
DATE (RECEIVED) ACCEPTABLE FOR FILING: April 9, 2001

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 guestions concerning this application, contact:

Jeen Min
Project Manager
(301) 827-5849

Slnc;{rely yours,
)
/3/ A

Wm Peter Rickman

Acting Director

Division of Labeling and Program Support
Office of Generic Drugs

Center for Drug Evaluation and Research



<ndo

h &do Pharmaceuticals Jnc.

April 6, 2001 \)\ l %;l

Gary Buehler

Acting Director

Office of Generic Drugs, HFD-600
Center for Drug Evaluation & Research
Food and Drug Administration

Metro Park North II, Room 150

7500 Standish Place

Rockville, MD 20855

Re: Original Abbreviated New Drug Application
Oxycodone Hydrochloride and Acetaminophen Tab!ets USP
(Percocet ) 7.5 mg/325 mg and 10 my/325 mg

Dear Mr. Buehler

Pursuant to 21 CFR 314.94 and Section 505(j) of the Federal Food, Drug
and Cosmetic Act, Endo Pharmaceuticals Inc. (Endo) hereby submits this original
Abbreviated New Drug Application (ANDA) for the above-referenced drug
product, Oxycodone and Acetaminophen Tablets, USP, 7.5 mg/325 mg and
10 mg/325mg.

These are two new strengths of Oxycodone and Acetaminophen Tablets
which were found suitable for submission as an ANDA via approval of our
Suitability Petition (Petition Docket No. 00P-1270/CP1). A copy of the suitability
petition approval letter is enclosed in Section Il — “Basis for ANDA Submission”.

Reference Listed Product

The reference listed drug product for this ANDA is Endo’s Percocet®
(Oxycodone and Acetaminophen Tablets), 7.5 mg/500 mg and 10 mg/650 mg.
These products are AA rated in the “Orange Book” (Approved Drug Products with
Therapeutic Equivalence Evaluation), and have no patent or exclusivity
associated with them.

500 ENDO BOULEVARD + GARDEN CITY, NEW YORK 11530 - Tel: 516.522.3300



Bioequivalence Study

Based on the AA rating for the reference listed drug products, Percocet®
(Oxycodone and Acetaminophen Tablets), 7.5 mg/500 mg and 10 mg/650 mg,
we are requesting a bioequivalence waiver for the proposed new strengths,
oxycodone and acetaminophen, 7.5 mg/325 mg and 10 mg/325 mg. To support
this waiver, we have enclosed in Volume 1.5, analytical results for the proposed
new strengths and comparative analytical and dissolution data between these
and the reference listed drug, in conformance with OGD requirements.

Manufacturing

Included in this ANDA are two contract manufacturing facilities, DuPont
Pharmaceuticals, Garden City, New York and Novartis Consumer Health, Inc.,
Lincoln, Nebraska. One exhibit batch of each strength was manufactured at both
sites and analytical data is provided for all batches. The manufacturing process
and testing procedures are similar at both sites and a comparison is included
throughout the submission.

Organization of the ANDA

This ANDA was compiled in accordance with the February 1999 Guidance.
The ANDA consists of five volumes submitted in duplicate as archival and review
copies as indicated in the table on the following page. The archival copies
consist of 5 volumes in blue jackets designated as Volumes 1.1 to0 1.5. The
review copies consist of Volumes 1.1 to 1.4 in red jackets (CMC) and Volumes
1.5 in orange jackets (Bioequivalence — Product Information). In addition, the
Methods Validation Package (Section XV) has been submitted, in duplicate, in
separate black binders.

Technical Information Volume

Chemistry, Manufacturing and Controls, and Labeling 11-14

Bioequivalence - Product Information 1.5

Please note that throughout this application the development name,
EN3225, for this product has been used in several places. To assist in your
review, preceding each volume is the cover letter, table of contents and a signed
Form FDA 356h.



Electronic Submission Document (ESD)

An electronic submission of the information contained in this ANDA will be
filed within 30 days of the filing of the paper ANDA in accordance with the
guidelines issued by the Office of Generic Drugs. Endo Pharmaceuticals Inc.
hereby declares to the best of our knowledge, the data contained in the
electronic submission will be the same as in this paper submission unless
otherwise noted.

Field Copy Certification

We have included a field copy certification in Section XXI which indicates
that a copy of the chemistry, manufacturing and controls section of the ANDA
(Volumes 1.1 to 1.4) have concurrently been sent to the New York District Office.

Please be advised that the materials and data contained in this submission
are confidential. The legal protection of such confidential material is hereby
claimed under the application provision 18U.S.C. Section 331(j).

-Any questions regarding this application may be directed to me at (516)
522-3305. Any written communications may be faxed to me at (516) 832-2291.

Sincerely,

— N\

Carol Patterson, MS
Director, Regulatory Affairs

attachments



April 20, 2001

Gary Buehler
Acting Director
Office of Generic Drugs, HFD-600

Center for Drug Evaluation & Research - NEW CORRESP
Food and Drug Administration s I -
Metro Park North II, Room 150 NC

7500 Standish Place
Rockville, MD 20855

Re: ANDA 40-434; Oxycodone Hydrochloride and Acetaminophen Tablets,
USP (Percocet®) 7.5 mg/325 mg and 10 mg/325 mg
Gratuitous Amendment

Dear Mr. Buehler:

Reference is made to the original ANDA dated April 6, 2001 for the above-
referenced product.

We are amending this ANDA with the following information:
- revised Field Certification
- USP moisture permeation test report for the blister package

Please note that a true copy of the ANDA was submitted to both the Kansas
District and the New York District field offices, since manufacturing was done at
both sites; however, the Field Copy Certification which was included in the
original ANDA only referenced the New York District. We are, therefore,
amending this application with a new certification which references both the New
York and the Kansas District offices.

A copy of the cover letter from the original application is enclosed as
reference.

Sincerely,

C WM o) b\»f -

Carol Patterson, MS
Director, Regulatory Affairs

attachments

500 ENDO BOULEVARD < GARDEN CITY, NEW YORK 11530 - Tel: 516.522.3300



B &Jo Pharmaceuticals Jne.

April 6, 2001

Gary Buehler
Acting Director
Office of Generic Drugs, HFD-600 A
Center for Drug Evaluation & Research

Food and Drug Administration APR 09 2001
Metro Park North |l, Room 150
7500 Standish Place
Rockville, MD 20855

Re: Original Abbreviated New Drug Application
Oxycodone Hydrochloride and Acetammophen Tab!ets usP
(Percocet®) 7.5 mg/325 mg and 10 my/325 mg

Dear Mr. Buehler

Pursuant to 21 CFR 314.94 and Section 505(j) of the Federal Food, Drug
and Cosmetic Act, Endo Pharmaceuticals Inc. (Endo) hereby submits this original
Abbreviated New Drug Application (ANDA) for the above-referenced drug
product, Oxycodone and Acetaminophen Tablets, USP, 7.5 mg/325 mg and
10 mg/325mg.

These are two new strengths of Oxycodone and Acetaminophen Tablets
which were found suitable for submission as an ANDA via approval of our
Suitability Petition (Petition Docket No. 00P-1270/CP1). A copy of the suitability
petition approval letter is enclosed in Section |l — “Basis for ANDA Submission”.

Reference Listed Product

The reference listed drug product for this ANDA is Endo’s Percocet®
(Oxycodone and Acetaminophen Tablets), 7.5 mg/500 mg and 10 mg/650 mg.
These products are AA rated in the “Orange Book” (Approved Drug Products with
Therapeutic Equivalence Evaluation), and have no patent or exclusivity
associated with them.

500 ENDO BOULEVARD « GARDEN CITY, NEW YORK 11530 - Tel: 516.522.3300




Bioequivalence Study

Based on the AA rating for the reference listed drug products, Percocet®
(Oxycodone and Acetaminophen Tablets), 7.5 mg/500 mg and 10 mg/650 mg,
we are requesting a bioequivalence waiver for the proposed new strengths,
oxycodone and acetaminophen, 7.5 mg/325 mg and 10 mg/325 mg. To support
this waiver, we have enclosed in Volume 1.5, analytical results for the proposed
new strengths and comparative analytical and dissolution data between these
and the reference listed drug, in conformance with OGD requirements.

Manufacturing

Included in this ANDA are two contract manufacturing facilities, DuPont
Pharmaceuticals, Garden City, New York and Novartis Consumer Health, Inc.,
Lincoln, Nebraska. - One exhibit batch of each strength was manufactured at both
sites and analytical data is provided for all batches. The manufacturing process

and testing procedures are similar at both sites and a comparison is included
throughout the submission.

Organization of the ANDA

This ANDA was compiled in accordance with the February 1999 Guidance.
The ANDA consists of five volumes submitted in duplicate as archival and review
copies as indicated in the table on the following page. The archival copies
consist of 5 volumes in blue jackets designated as Volumes 1.1to 1.5. The
review copies consist of Volumes 1.1 to 1.4 in red jackets (CMC) and Volumes
1.5 in orange jackets (Bioequivalence — Product Information). In addition, the
Methods Validation Package (Section XV) has been submitted, in duplicate, in
separate black binders.

Technical Information Volume

Chemistry, Manufacturing and Controls, and Labeling 11-14

Bioequivalence - Product Information 1.5

Please note that throughout this application the development name,
EN3225, for this product has been used in several places. To assist in your
review, preceding each volume is the cover letter, table of contents and a signed
Form FDA 356h.




Electronic Submission Document (ESD)

An electronic submission of the information contained in this ANDA will be
filed within 30 days of the filing of the paper ANDA in accordance with the
guidelines issued by the Office of Generic Drugs. Endo Pharmaceuticals Inc.
hereby declares to the best of our knowledge, the data contained in the
electronic submission will be the same as in this paper submission unless
otherwise noted.

Field Copy Certification

We have included a field copy certification in Section XXI which indicates
that a copy of the chemistry, manufacturing and controls section of the ANDA
(Volumes 1.1 to 1.4) have concurrently been sent to the New York District Office.

Please be advised that the materials and data contained in this submission
are confidential. The legal protection of such confidential material is hereby
claimed under the application provision 18U.S.C. Section 331(j).

.Any questions regarding this application may be directed to me at (516)
522-3305. Any written communications may be faxed to me at (516) 832-2291.

Sincerely,

Z&&;\qﬂ/

Carol Patterson, MS
Director, Regulatory Affairs

attachments






