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DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service 
I 

Food and Drug Administration 
Rockville MD 20857 
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King & Spdding 
Attention: Jess H. Stribling. 
1730 Pennsylvania Ave. N.W. 
Washington, D.C. 20006-4706 

SEP - 9 21k30 

Docket No. OOP-l270/CPl 

Dear Mr. Stribling: 

is in response to your petition filed on Ap 
eviated New Drug Appl 

Hydrochloride and Acetamin 
products to which you refer in your petition 
Acetaminophen) Tablets, 7.5 mg/500 mg an 
Pharmaceuticals Inc. 

Your request invoIves a change in strength forth 
listed drug products (i.e., from Oxycodon 
mg/500 mg to 7.5 mg/325mg, 
10 mg/650mg to 10 mg/325 mg 
authorized under the Act. 

We have reviewed your petition under Section 505Cj) 

Under Section 505(j)(2)(C)(i) of the Act, the Ag 
which differs from the strength of the listed dru 
be conducted to show the safety and effectivenes 

The Agency finds that the change in strength for the s 

Y 

osed labeling should 
for your proposed drug 

OUP- fa 70 



The approval of this petition to 
products does not mean that the 
drug products. etermination of whe 
ANDA itself is 

To permit review of your ANDA submission, you must submit 
Sections 505(i)(2)(A) and ( 
things, be required to meet c 
the Act. We suggest that y 
Bioequivalence for these d 
review of your application ssion of additional information. 

The listed drug products t 
which you based t 
petition docket number cited ab 

A copy of this letter approving 
Management Branch, Room 10 
20852. 

A to the appropriate 

Sincerely yours, 

Gary J. Buehler 
Acting Director 
Office of Generic Drugs 
Center for Drug Evaluation and Research 
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submits this petition unde 505(j)(2)(C) of the Federal Food, 
t (21 U.S.C. 355Cj)(2)(C)), which authority has been delegated to the 

gs under 21 C.F.R. $ 5.10. Petitioner requests the Commissioner 
at abbreviated new drug applications (ANDA) may be submitted 

let products in strengths hereinafter ne hydrochloride/acetaminophe 

A. Action Requested 

King & Spalding requests that the C s may be submitted 
strengths of 7.5 for combination oxycodone hydrochloride/acet 

mg/325 mg and 10 mg/325 mg. 

B. Statement of 

e guidelines, physicians have 
become more aggressive in treating pain. 

ement of both acute and chronic pain 
on with non-opioid analgesics &., 

is to allow appropriate 
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dosage titration ofthe opioid (e.g., oxycodone) while administering a safe and effective dose of 
the non-opioid a, acetaminophen). The dose of the opioid needed is dependent upon the 
severity of the pain being treated, the degree of tolerance that the patient may have developed, as 
well as the individual ch 
medical condition. inophen must not exceed 4000 mg per day to avoid 
the risk of hepatoto 
acetaminophen. 

patient such as weight, age, diagnosis, and general 

and many doctors prefer to prescribe a lower daily dose of 

The reference listed d 
Percocet@ (7.5 m 
hydrochloride/650 mg acetami 

Dosage should be adjusted according to the severity 
of the patient. It may occasionally be necessary to e 

e pain or in those patients who have 
ioids. . . . The usual adult dosage is 
The total daily dose of 

acetaminophen should not exceed 4 grams. 

The additio ed aining 7.5 mg oxycodo 
hydrochloride/325 an drochloride/325 
acetaminophen will respond to the reality of current prescribing practices and make it 
possible for doctors to indiv ycodone while maintai * 
of acetaminophen. The maximal daily dose h proposed products i 

AHCPR emphasizes that in using medication to manage pain, the doctor must 
ize the regimen to the patient. The addition of these formulations will facilitate the 

ng the appropriate dose of oxycodone and ac 
d that patient’s response, reserving the formu 

oxycodone for those patients with more severe pain or those who 
opioids. Patients will be able to 
acetaminophen hepatotoxicity. 

higher doses of oxycodone without the risk of 

Investigations are unnecessary to show the safety and effectiveness of these proposed 
dosage strengths of 7.5 mg oxycodone hydrochloride/325 mg acetaminophen and 10 mg 
oxycodone hydrochlonde/325 mg acetaminophe 
through over twenty years of use. Adverse eve 
are those c 
maximum 
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determined not by the opioid component but rather by the need to limit the dose of 
acetaminophen to 4000 mg/day. 

Oxycodone by itself is currently marketed in approved strengths ranging fiom 5 mg per 
tablet to 20 mg/ml solution (e.g., Percolone@ 5 mg tablet, M-oxy@ 5 mg tablet, Roxicodond 5 
mg tablet and 20 mg/ml oral ution). These products have app 
for adults of 10 mg to 30 mg 
daily dosage being stated. 

AHCPR clinical practice guidelines recommend 
pain, see id., and the 
Treatment of Ac 

starting dose for oxycodone of 5 mg for mild to mo 
American Pain Society, Principles of Analgesic Us 
Pain (4th ed. 1999). 

ing doses of oxycodone of 10 
Pain Society’s guidelines on 

The proposed acetaminophen dose of 325 mg is recognized by FDA as safe and effective 
both as a single entity and as a constituent of opioid combination analgesics. Acetaminophen 
purchased over-the-counte 

The labeling forth 

hydrochloride 7.5 mg/acet 

Draft labeling for the proposed products is inclu 
each product will be named as 
Tablets, USP) [oxycodone hyd 
of the labeling for the reference listed drug and the proposed drug products is included as Exhibit 
B. 

e/acetaminophen strength].” A side-b 
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C. Environment 

As provided in 21 C.F.R. § 25.3 I ,  neither an environmental me 
environmental impact statement is required. 

D. Econom act 

.F.R. 8 10.30@), mono act 
Commissioner following review o 

E. Certification 

Attachments 

1730 Pennsylvania Avenue, NW 

Y ?fL.- 

Washington, DC 20006 
(202) 737-0500 
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(Oxycodone and Acetamlnoph 

(Oxycodone and Ace 

ts, USP) 7.5 mg1325 mg 

ts, USP) I O  mg1325 mg 
VRADENAME] 

CII 

drochloride and acetaminophen in the 

Oxycodone Hydrochloride 7.5 mg* 
Acetaminophen, USP 325 mg 
Oxycodone Hydrochlori 10 mg* 
Acetaminophen, USP 325 mg 

quivalent to 6.7228 mg of oxycodone. 
equivalent to 8.9637 mg of oxycodone. 
ME] also contain the following inactive ingredients: 

, is a non-opiate, non-salicylate analgesic and an 
talline powder, possessing a slightly bitter taste. 

weight is 151.1 7. It may be 

Oxycodone, 14-hydroxydih ioid agonist which occurs as 
a white, odorless, crystallin 
oxycodone hydrochloride from 
the opium alkaloid thebain g structural formula 

CH3 
I 
N 

with multiple actions 
central nervous system 



nsitive to oxycodone, 

therefore, has the pot 
tolerance may develo 

General 

red for the performance of 
achinery. The patient using 

other opioid analgesics, general 
tive-hypnotics or other CNS dep 

P e d i a k  Use 
Safety and effectiveness in pediatric patients have not bee 

2 



d if the patient lies 
down. 

, constipation, skin rash and pruritus. At 
including respiratory 

P) is a Schedule I I  controlled 

tial for being abused (See 

OVERDOSAGE 
Acetaminophen 

e measures 

depression (a decrease 
cyanosis), extreme som 

mg to 2 rng) should be 

3 



- xycodone and Acetarni 

Bottles of xxx NDC xxxxx-xxx-xx 

jJT?ADENAME] (Oxycodone and Acetaminophen Tablets, USP) 10 m 
follows: 

Bottles of xxx NDC xxxxx-xxx-xx 

Store at 25°C (77°F); excursions permitted to 
Temperature. J 
Dispense in a tight, light-resistant container as defined in the USP, with a child-resistant closu 
(as required). 
DEA Order Form Required. 
Manufactured for: 

Manufactured by: 

"C-30"F (59"-86"F). [See USP Controlled Room 
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CI -. 
R, only 

Each tablet, for oral 
DESCRIPTION 

administration, contains 
oxycodone hydrochloride and 
acetaminophen in the followinS 
strengths: 
Oxycodone Hydrochloride 

7.5 rng' 
Acetaminophen, USP 

10 mg* 
Acetaminophen, USP 

650 mg 
7.5 rng oxycodone HCI is 

equivalent to 6.7228 mg of 
oxycodon,e. 

10 mg oxycodone HCI is 
equivalent to 8.9637 rng of 
oxycodone. 
Both strengths of PERCOCET 
also contain the following 
inactive ingredients 
silicon dioxide, croscarmellose 
sodium, crospovidone, 
microcrystalline cellulose, 
povidone, pregelatinized 
starch, and stearic acid. In 
addition, the 
7.5 mg/500 mg strength 
contains FO&C Yellow No. 6 

Aluminum Lake. 

' administration, contains I 
oxycodone hydrochloride and 
acetaminophen in the following 
strengths: 
Oxycodone Hydrochloride 

Acetaminophen, USP 
7.5 mg' 

I Change APAP strength. 
325 mg 

Oxycodone Hydrochloride 
10 rng' 

Acetaminophen, USP 

* 
equivalent to 6.7228 mg of 

325 mg 
7.5 rng oxycodone HCI is 

oxycodone. 
10 rng oxycodone HCI is - .  

equivalent to 8.9637 rng of 
oxycodone. 
Both strengths of 
FRADENfiE]  also contain 
the following inactive 
ingredients: 

Change APAP strength. 

Add inactive ingredients. 

Colors TED 

Colors TBD 



opiate, non-salicylate 
analgesic and antipyretic 
which occurs as a white, 

Oxycodone, 14- 

semisynthetic pure opioid 
agonist which occurs as a 

powder having a saline, bitter 
taste. The molecular formula 
for oxycodone hydroc 
C18H21 N04*HCI and t 
molecular weight 351.83. It is 
derived from the opium 
alkaloid thebaine, and may be 
represented by the following 

, hydroxydihydrocodeinone, is a 
Oxycodone, 14- 
hydroxydihydrocodeinone, is a 
semisynthetic pure opioid 
agonist which occurs as a 
white, odorless, crystalline 
powder having a saline, bitter 
taste. The molecular for 
for oxycodone hydrochl 
C I ~ H ~ ~ N O ~ * H C I  and the 
molecular weight 351 -83. It is 

represented by the following 
structural formula: 

CH3 I 
I N I I I 
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analgesic and antipyretic. 
INDICATIONS AND USAGE 
PERCOCET (Oxycodone and 

I it retains at least one-half of its 
analgesic activity when 

it retains at least one-half of its I analgesic activity when 

analgesic and antipyretic. 
INDICATIONS AND USAGE 
VRADENAME] (Oxycodone 

administered orally. I administered orally. 
Acetaminophen is a non- I Acetaminophen is a non- 

J opiate, non-salicylate I opiate, non-salicylate I I 

-- 

dependence of the morphine 
type and, therefore, has the 
potential for being abused. 

3 



Head Injury and Increased 
Intracranial Pressure: The 
respiratory depressant effects 
of opioids and their capacity to 
elevate cerebrospinal fluid 
pressure may be mark 
exaggerated in the pre 
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. 
4cute Abdominal Conditions: 
The administration of 
'ERCOCET or other opioids 
nay obscure the diagnosis or 
:linical course in patients with 
acute abdominal conditions. 

with caution to certain patients 
,uch as the elderly or 
lebilitated, and those with 
evere impairment of hepatic 
lr renal function, 
I ypo t h yroid ism, Add ison's 
isease, and prostatic 

)xycodone may impair the 
rental andlor physical abilities 
3quired for the performance 
f potentially hazardous tasks 
uch as driving a car or 

Substances Act (Schedule 11). 
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: I 
The administration of 
[TRADENAMEJ or other 
Dploids may obscure the 
liagnosis or clinical course in 
>atients with acute abdominal 
:onditions. I 
Special Risk Patients: 
TRADENAMEJ should be 
liven with caution to certain 
batients such as the elderly or 
lebilitated, and those with 
;evere impairment of hepatic 
)r renal function, 
iypothyroidism, Addison's 
lisease, and prostatic 
iypertrophy or urethral 
tricture. 
nformation for Patients 
)xycodone may impair the 
7ental andlor physical abilities 
wuired for the performance 
f potentially hazardous tasks 
uch as drivina a car or 

4 
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all opioids, administration of 
PERCOCET to the mo 
shortly before delivery may 
result in some degree of 
respiratory depression in the 
newborn and the mother, 
especially if higher doses are 

deDrt?SSantS (including 

used. 
Nursing Mothers 

alcohol) concomitantly with 
PERCOCET may exhibit an 
additive CNS depression. 

Y 

one or both agents should be 

It is notknown 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 

may produce paralytic ileus. 
Usage in Pregnancy 
Teratogenic fffects;- 
Pregnancy Categoty C: 
4nimai reproductive studies 
lave not been conducted 
JERCOCET. It is also not 
inown whether PERCOCET 
a n  cause fetal harm when 
adminlstered to a pregnant 
voman or can affect 
eproductive capacity. 
'ERCOCET should not be 
liven to a pregnant woman 
inless in the judgment of the 
bhysician, the potential 
benefits outweigh the possible 
wards. 
Jonterafienic Effects: Use 
If opioids during pregnancy 
lay produce physical 
ependence in the neonate. 
abor and Delivery: As wifh 

[TRADENAME] may exhibit an 
additive CNS depression. 
When such combined therapy 

i 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 
[TRADENAME]. It is also not 
known whether 
VRADENAMEI can cause 
fetal harm when administered 
to a pregnant woman or can 
affect reproductive capacity. 
[TRADENAME] should not be 
given to a pregnant woman 
unless in the judgment of the 
physician, the potential 
benefits outweigh the possible 
hazards. 
Nonteratogenic €fleck: Use 
of opioids during pregnancy 
may produce physical 

shortly before delivery may 
result in some degree of 
respiratory depression in the 
newborn and 
especially if h are 
used. 
Nursing Mothers 

human milk. Because many 
drugs are excreted in human 
milk, caution should be 
exercised when 
[TRADENAME] is 
administered to a nursing 
Mornan. 
Pediatric Use 



adverse reactions include adverse reactions include 

to be more prominent in 
ambulatory than in 

necrosis is the most serious 
adverse effect. Renal tubular 

10 grams and fatalities 
less than 15 grams. 

6 



Patient's estimates of the Patient's estimates of the 

administered as early as administered as early as 

hours of the overdose 

but in any case, within 24 
hours. Following recovery, 
there are no residual, 

hours. Following recovery, 
there are no residual, 

extreme somno extreme somnolence 

7 



and the instiiution 
or controlled venti 

should be administered 

action of oxycodone may 



become tolerant to the become tolerant to the 
analgesic effect of o 

Change APAP strength and 

is supplied as follows: 

Package sizes and NDC TBD 

NDC XXXXX-XXX-xx 

9 
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