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Wyeth@ ' AHFS. Category 28:10
Naloxone Hci injection, usp

Naloxone Hci njection, usp @41
(Pediatric)

» HCY

Naloxone hydrochloride occurs as a white to slightly off-white powder. it is soluble
in water, in diluted acids, and in strong alkali. It is slightly soluble in alcohol and
practically insoluble in ether and in chloroform,

Each mL of sterile injection contains either 0.02 mg or 0.4 mg of naloxone hydro-
chloride; 8.6 mg of sodium chloride; and 2.0 mg of methylparaben and propyl-
paraben, as preservalives, in a ratio of 9 10 1, pH s adjusted with hydrochloric acid,
Clinical Pharmacology

Naloxone hydrochioride is essentially a pure narcotic antagonist; i, it does not
Ppossess the “agonistic” or morphinelike #ropenies characteristic of other narcotic
antagonists. It prevents or reverses the effe ioids, i i i

depression, sedation, and hyp_otensmn. Also, it can reverse !he_psychotomimeﬁc

it exhibits essentially no pharmacologic activity,

Naloxone hydrochioride has not been shown to produce tolerance or to cause
physical or psychological dependence. -

In the presence of physical dependence on narcotics, naloxone hydrochloride

will produce withdrawal symptoms.

While the mechanism of action of naloxone hydrochloride is not lully understood,
the preponderance of evidence suggesits that it antagonizes the opioid effects by
competing for the same receptor sites.

When given inlravenously. the onset of action of naloxone_ hydrog:hloride is generally

longed effect than the intravenous one. The requirement for additional doses of
naloxone hydrochioride, however, will also be dependent upon the amount, type,
and route of administration of the narcotic being antagonized,

Naloxone hydrochioride, given parenterally, is rapidly distributed in the body. It is
metabolized in the liver, primarily by glucuronide conjugation, and is excreted in
the urine. The serum haff-life in a study in aduits ranged from 30 to 81 minutes
(mean 64 =12 minutes). In a neonatal sludy the mean plasma half-life was
observed to be 3.1 0.5 hours,

analgesics: nafbuphine, pentazocine, and butorphanol, it is also indicated for the
diagnosis of suspected acute opioid overdosage.

Contraindications

Natoxone hydrochloride is contraindicated in patients known to be hypersensitive
toit.

Warnings .
Naloxone hydrochloride should be administered with caution to persons (including
newborns of dependent mothers) who are known or suspected to be physically
dependent on opioids. In such cases abrupt and complete reversal of narcotic
effects may precipitate an acute abstinence syndrome.

Patients who appear to have salisfactority responded to naloxone hydrochloride
should be kept under continuous surveillance, and additional doses of naloxone
hydrochloride should be given, as necessary, since the duration of action of some
narcotics may exceed that of naloxone. s

Naloxone hydrochloride is riot effective against respiratory depression due to
nonopioid drugs.
In addition to naloxone hydrochloride, other resuscilative measures, siich as main-
lenance of a free airway, artificial ventilation, cardiac massage, and vasopressor
agents, should be available and employed, when necessary, to counteract acute
narcotic poisoning, _

Several instances of hypotension, hypertension, ventricular tachycardia and fibrilla-
tion, and pulmonary edema have been reported. These have occurred in post-
operative patients, most of whom had preexisting cardiovascular disorders or
received other drugs which may have similar adverse cardiovascular effects,
Although a direct cause-and-effect relationship has not been eslablished, naloxone
hydrochioride should be used with caution in patients with preexisting cardiac
disease or in patients who have received potentially cardiotoxic drugs.
CARCINOGENESIS, MUTAGENESIS, IMPAIRMENT OF FERTILITY

Carcinogenicity and mutagenicity studies have not been performed with naloxone
hydro«l:hloride. Reproductive studies in rats and mice demonsirated no impairment
of fertility. -

PREGNANCY ot

Teratogenic Effects—Pragnancy Category B

Reproduction studies performed in rals and mice at doses of naloxone hydro-
chloride up'to 1,000 times the human dose revealed no evidence of impaired
fertifity or harm to the fetus. There are, however, no adequate and well-controlled .
studies i pregnant women. Because animal reproduction studies are not atways
predictive of hurhan response, naloxone hydrochloride should be used during
pregnancy only if clearly needed.

NURSING MOTHERS -

ttis not known whether naloxone hydrachloride is excreted in huran milk. Because
many drugs are excreted in human milk, caution should be exercised when nalox-
one hydrochloride is administered to a nursing woman.

Adverse Reactions . . .

Abrupt reversal of narcotic depression may result in nausea, vomiting, sweating,
tachycardia, increased biood pressure, and tremulousness. in postoperative
patients, larger than necessary dosage of naloxone hydrochloride may resuitin

and “Dosage and Adr’ninislr_élioh—Usage in Adults—Postoperative Narcotic Depres-
sion"). Seizures have been reported o occur infrequently after the administrafinn
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T onthenilrogen alom is replaced by an allyl group. Naloxone hydrochloride is
designated chemically as 17-allyl-4,50c-epoxyL3,14-dihydroxymorphinan-6—one
hydrochloride with the following chemical struclure:

* HCI

Naloxone hydrochloride occurs asa white to slightly off-white powder. It is soluble
in water, in diluted acids, and in strong alkali. It is slightly soluble in alcohol and
practically insoluble in ether and in chlorolorm,

Each mL of sterile injection contains either 0.02 mg or 0.4 mg of naloxone hydro-
chicride; 8.6 mg of sodium chloride: and 2.0 mg of methylparaben and propyl-
paraben, as preservatives, in a ratio of 9 1o 1. pH s adjusted with hydrochloric acid,
Clinical Pharmacology

Naloxone hydrochioride is essentially a pure narcotic antagonist; i.e., it does not
possess the “agonistic” or morphinelike properties characteristic of other narcotic
antagonists. it prevents or reverses the effects of opioids, including respiratory
depression, sedation, and hypotension, Also, it can reverse the psychotomimelic
and dysphoric effecls of agonist-antagonists such as pentazocine, Naloxone does
not produce respiratory depression, psychotomimetic effects, or pupillary con-
striction. In the absence of narcotics or agonistic effects of other narcotic antagonists,
it exhibits essentially no pharmacologic activity.

Naloxone hydrochloride has not been shown to produce tolerance or to cause
physical or psychological dependence.

in the presence of physical dependence on narcotics, naloxone hydrochloride

will produce withdrawal symptoms.

While the mechanism of action of naloxone hydrochloride is not fully understood,
the preponderance of evidence suggests thal it antagonizes the opioid effects by
competing for the same receptor sites.

When given intravenously, the onset of action of naloxone hydrochloride is generally
within two minutes; it is slightly less rapid when the drug is administered intramus-
cularly or subcutaneously. The duration of action is dependent upon the dose

and route of administration—intramuscular administration produces a more pro-
longed effect than the intravencus one. The requirement for additional doses of
naloxone hydrochioride, however, will also be dependent upon the amount, type,
and roule of administration of the narcotic being antagonized.

Naloxone hydrochloride, given parenterally, is rapidly distributed in the body. It is
melabolized in the liver, primarily by glucuronide conjugation, and is excreted in
the wrine. The serum half-life in a study in adulis ranged from 30 10 81 minutes
(mean 64 =12 minutes). In a neonatal study the mean plasma half-life was
observed to be 3.1 0.5 hours.

Indication and Usage

Naloxone hydrochloride is indicated for the complete or partial reversal of narcotic
depression, including respiratory depression, induced by opioids, including natural
and synthetic narcotics, propoxyphene, methadone, and the narcolic-antagonist
analgesics: nalbuphine, pentazocine, and butorphanol. It is also indicated for the
diagnosis of suspected acute opioid overdosage.

Contraindications

Naloxone hydrochioride is contraindicated in patients known to be hypersensitive
toit.

Warnings .

Naloxone hydrochioride should be administered with caution lo persons (including
newborns of dependent mothers) who are known or suspected to be physically
dependent on opioids. In such cases abrupt and complete reversal of narcolic
effects may precipitate an acute abstinence syndrome. .

Patients who appear to have salisfactorily responded to naloxone hydrochloride
should be kept under continuous surveillance, and additional doses of naloxone
hydrochloride should be given, as necessary, since:the duration of action of some
narcotics may excéed thiat of naloxone,

Naloxone hydrochloride is not effective against respiratory depression due to
nonopioid drugs. .

In addition to naloxone hydrochloride, other resuscitative measures, such as main-
tenance of a free airway, artificial ventitation, cardiac massage, and vasopressor
agents, should be available and employed, when necessary, to counteract acute
narcolic poisoning.

Several instances of hypolension, hyperiension, ventricular tachycardia and fibrilla-
lion, and pulmonary edema have been reporied. These have occurred in post-
operalive patients, most of whom had preexisting cardiovascular disorders or
received other drugs which may have similar adverse cardiovascular effects,
Although a direct cause-and-effect relationship has not been established, naloxone
hydrachloride should be used with caution in patients with preexisting cardiac
disease or in palients who have received potentially cardiotoxic drugs.

CARCINOGENESIS, MUTAGENESIS, IMPAIRMENT OF FERTILITY
Carcinogenicity and mutagenicity studies have not been performed with naloxone
h{?roql:hloride. Reproductive studies in rals and mice demonstrated no impairment
of fertility. -~
PREGNANCY -
Teratogenic Effects—Pregnancy Category B
Reproduction studies performed in rats and mice at doses of naloxone hydro-
chioride up'to 1,000 times the human dose revealed no evidence of impaired
fertility or harm lo the fetus. There are, however, no adequate and well-controlled .
studies in pregnant women, Because animal reproduction studies are not always
N predictive of hurhan response, naloxone hydrochloride should be used during
pregnancy only if clearly needed.
NURSING MOTHERS '
Itis not known whether naloxone hydrochioride is excreted in human milk. Because
many drugs are excreted in human milk, caution should be exercised when nalox-
one hydrochloride is administered to a nursing woman.
Adverse Reactions o
. Abrupt reversal of narcotic depression may resultin nausea, vomiling, sweating,
. tachycardia, increased blood pressure, and tremulousness. In postoperative
patients, larger thian necessary dosage of naloxone hydrochloride may result in - .

significant reversal of analgesia and in excitement. Hypotension, hypertension,
venlricular lachycardia and fibillation, and pulmonary edema have been asso-
: B ciated with the use of naloxone hydrochioride postoperalively.(see “Precautions” i
. and “Dosage and Administration—Usage in Adults—Fostoperalive Narcotic Depres- . ) ) . .
sion"). Seizures have been reported to occur infrequently after the administration X T .
of naloxone; however, a causal relationship has not been established. ,
There is no'clinical experience with naloxone hydrochloride overdosage in humans,
In the mouse and the rat, the intravenous LDsqis 150 +5 mg/kg and 109 +4 mag/kg
respectively. In actite subculanequs toxicity studies in newborn rats, the LD,
(95% CL) is 260 (228 to 296) mig/kg. Subculaneous injection of 100 mg/kg/day in
rats for three weeks produced only transient safivation and partial ptosis, No toxic
effects were seen at 10 mg/kg/day for three weeks.
Dosage and Administration o .
Naloxone hydrochloride may be administered infravenously, intramuscutarly, or . . .
. subcutaneously, The most rapid onset of action is achieved with the infravenous - . o
- : route; this route is recommended in emergency situations, : ’ .




Since the duration of action of some narc:

chioride, patients should be kept under col

of naloxone hydrochloride should be adi
INTRAVENOUS INFUSION

olics may exceed that of naloxone hydro-
ntinued surveillance, and additiona! doses
ministered as necessary.

For administration via intravenous infusion, naloxone hydrochlaride may be dituted
in normai saline or 5% dextrose solutions. The addition of 2 mg of naloxone hydro-
chloride to 500 mL of solution provides a concentration of 0.004 mg/mL A mixture
of either solution should be used within 24 hours, After 24 hoyrs; fhe remaining

unused solution must be discarded. The rat

accordance with the patient’s response.

e of adtinistration'should betitrated in

Naioxone hydrochioride should not be mixed with preparations containing bisulfite,
metabisulfite, long-chain or high molecular weight anions, or any solution having
an alkaline pH. No drug or chemical agent should be added to naloxone hydro-
chloride unless its effect on the chemical and physical stability of the solution has

first been established.

Parenteral drug products should be inspected visually for particulate malter and
discoloration prior to administration whenever solution and container permit.

USAGE IN ADULTS

Narcotic Qverdose—Known or Suspected

An inilial dose of 0.4 mg to 2.0 mg of naloxone hydrochloride may be given intra-
venously. lf the desired degree of counteraction and improvement in respiratory
functions is not obtained, the dose may be repeated at two- to three-minute
intervals. If no response is observed after 10 mg of naloxone hydrochloride, the
diagnosis of narcotic-induced or partial-narcotic-induced toxicity should be ques-
tioned. Inframuscular or subculaneous administration may be necessary if the

infravenous route is not available.
Fostoperative Narcotic Depression

For the partial reversal of narcotic depression following the use of narcotics during
surgery, smaller doses of naloxone hydrochloride are usually sufficient, The dose
of naloxone should be titrated according to the patient's response. For the initial
reversal of respiratory depression, naloxone hydrochloride should be injected in
increments of 0.1 to 0.2 mg intravenously at two- to three-minute intervals to the
desired degree of reversal, i.., adequate ventilation and alertness without significant

pain or discomfort. Larger than necessa

ry dosage of naloxone hydrochloride may

result in significant reversal of analgesia and increase in blood pressure. Simitarly,
too-rapid reversal may induce nausea, vomiting, sweating, or circulalory stress.
Additional doses of naloxone hydrochloride may be required within one- to two-
hour intervals depending upon the amount, type (i.e., short- or long-acting nar-
cofic), and time interval since its last administration. Supplemental intramuscular
doses of naloxone have been shown to produce a longer-lasting effect.

USAGE IN CHILDREN

Narcotic Overdose—Known or Suspected

The usual initial dose in children is 0.01 mg/kg body weight given intravenously.
Ifthis dose does not result in the desired degree of clinical improvement, a sub-
sequent dose of 0.1 mg/kg body weight may be administered. if an intravenous
route of administration is not available, naloxone hydrochloride may be admin-
istered intramuscularly or subcutaneously in divided doses. If necessary, naloxone
hydrochioride can be diluted with sterile water for injection.

Postoperative Narcotic Depression

Follow the recommendations and cautions under “Adult Postoperative Narcotic
Depression.” For the initial reversal of respiratory depression, naloxone hydro-
chloride should be injected in increments of 0.005 mg to 0.01 mg intravenously
attwo- to three-minute intervals lo desired degree of reversal.

USAGE IN NEONATES
Narcotic-Induced Depression

The usual initial dose is 0.01 mg/kg body weight administered intravenously, intra-
muscularly, or subcutaneously. This dose may be repeated in accordance with aduit
administration guidelines for the initial reversal of respiratory depression, as pro-
vided in the section on “Postoperative Narcotic Depression.”

How Supplied -

Naloxone HCl injection, USP, Wyeth®, is available in vials and in TUBEX® Sterile
Cartridge-Needle Units in the following dosage strengths:

0.02 mg per mL (Pediatric)

NDC 0008-0688-01, 2 mL vial, in packages of 10 vials.
NOC 0008-0688-02, 2 mL TUBEX (25 gauge x 5/8 inch needle}, in packages of

10 TUBEX.
0.4 mg permL

NDC 0008-0689-01, 1 mi vial, in packages of 10 vials,
l]\lg% %0&8—0689-02, 1 mb TUBEX (26 gauge x 5/8 inch needle), in packages of

NDC 0008-0689-03, 10 mL vial, individually boxed.
NDC 0008-0689-04, 1 mL TUBEX (22 gauge x 1% inch needle), in packages of

10 TUBEX,
Protect from light
Keep at C.

Room Temp

Directions for use of TUBEX®
SYRINGE QUICK-LOADING

1 AND 2 ML SIZE

To load the TUBEX Hypodermic
Syringe .

\ A »
1. Grasp barrel of syringe in one hand,
With the other hand, pull back firmly on
plunger and swing the entire handle-
section downward so that it lacks at right
angte to the barrel.

2. Insert TUBEX Slerile Cartridge-Needle
Unit, needle end first, into the barrel.
Engage needle ferrule by rotating it clock-
wise in the threads at front end of syringe.

3. Swing plunger back into place and at-
tach end to the threaded shaft of the pis-
lon. Hold the syringe barrel with one hand
and rotate plunger until both ends of
TUBEX Sterite Cartridge-Needle tinit are
fully, but lightly, intai

, 15°-30° C (59°-86° F).

To femove the empty TUBEX

e

~ Replace sheath with a twisting molion fo

prevent needle from snagging. Disengage
plunger from piston by rolating counter-
clockwise, and open syringe as in step
No. 1. Do not pull plunger back before

. %ijsengaging or syringe witl jam. Rotate

EX Cartridge-Need!e Unit counterclock-
wise lo disengage at front end of syringe,
remove from syringe and discard.

To adapt 2 mL syringe to 1 mL
TUBEX

The 2 mL syringe can be used fora 1 mL

"TUBEX. Engage both ends of TUBEX and

push the slide through so the number 1"
appears. Afer use, the syringe autoratl-
cally rasets itself for 2 mi. TUBEX,

NOTE: Any graduated markings on TUBEX
Sterfle Cartridge-Needle Units are to be
used as a gulde in aspirating or adminis-
tering measured doses.. - - LT
Usege TUBEX Cartridge-Needie Units should
not nployed for 3ssive injecti

or suc: Ul
or as multipie-dose containers. They are -

gaged. T
sterility, leave the rubber sheath in place

ded to be used only once and dis-
carded {Rafara dicegidina tha ahaasn

i




tioned. Intramuscular or subcutaneous administration may be necessary if the
infravenous route is not available.

Postoperative Narcolic Depression

For the partial reversal of narcotic depression following the use of narcotics during
surgery, smaller doses of naloxone hydrochloride are usually sufficient. The dose
of naloxone should be tilrated according to the patient’s response. For the initial
reversal of respiratory depression, naloxone hydrochloride should be injected in
increments of 0.1 to 0.2 mg intravenously at two- to three-minute intervals to the
desired degree of reversal, i.e., adequate ventilation and alertness without significant
pain or discomfort. Larger than necessary dosage of naloxone hydrochloride may
result in significant reversal of analgesia and increase in blood pressure. Similarly,

too-rapid reversal may induce nausea, vomiting, sweating, or circulatory stress.
Additionat doses of naloxone hydrochtoride may be required within one- 10 two-
hour intervals depending upon the amount, type {i.e, short- or long-acting nar-
cofic}, and time interval since its last administration. Supplemental intramuscular
doses of naloxone have been shown to produce a longer-lasting effect.

USAGE IN CHILDREN
Narcotic Overdose—Known or Suspected

The usual initial dose in children is 0.01 mg/kg body weight given intravenousty.

If this dose does not result in the desired degree of clinical improvement, a sub-
sequent dose of 0.1 mg/kg body weight may be administered. If an intravenous
route of administration is not available, natoxone hydrochloride may be admin-
istered intramuscularly or subcutaneously in divided doses. If necessary, naloxone
hydrochtoride can be diluted with sterile water for injection.

Postoperative Narcotic Depression

Follow the recommendations and cautions under “Adult Postoperative Narcotic
Depression.” For the initial reversal of respiratory depression, naloxone hydro-
chloride should be injected in increments of 0.005 mg to 0.01 mg intravenously
attwo- fo three-minute intervals to desired degree of reversal.

USAGE IN NEONATES
Narcotic-nduced Depression

The usual initial dose is 0.01 mg/kg body weight administered intravenousty, intra-
muscularly, or subcutaneously. This dose may be repeated in accordance with adult
administration guidelines for the initial reversal of respiratory depression, as pro-
vided in the section on “Postoperative Narcotic Depression.”

How Supplied

Naloxone HCI Injection, USP, Wyeth®, is available in vials and in TUBEX® Sterile
Cartridge-Needle Units in the following dosage strengths:

0.02 mg per mL (Pediatric)

NDC 0008-0688-01, 2 mL vial, in packages of 10 vials,
NDC 0008-0688-02, 2 mL TUBEX (25 gauge x 5/8 inch needle), in packages of

10 TUBEX.

04 mg per mL
NDC

008-0689-01, 1 mL vial, in packages of 10 vials.

NDC 0008-0689-02, 1 mL TUBEX (25 gauge x 5/8 inch needle), in packages of
10 TUBEX,

NDC 0008-0689-03, 10 mL vial, individually boxed,
NDC 0008-0689-04, 1 mL TUBEX (22 gauge x 1% inch needle), in packages of

10 TUBEX.

Protect from light
Keep at Co fled Room Temp

Directions for use of TUBEX®
SYRINGE QUICK-LOADING

1 AND 2 ML SIZE

To load the TUBEX Hypodermic
Syringe

1. Grasp barrel of syringe in one hand.
With the other hand, pull back firmly on
plunger and swing the entire handle-
section downward so that it locks at right
angle fo the barrel.

2. Insert TUBEX Slerile Cartridge-Needle
Unit, needle end first, into the barrel.
Engage needie ferrule by rotating it clock-
.wise in the threads at front end of syringe.

3. Swing plunger back into place and at-
tach end 10 the threaded shafi of the pis-
ton. Hold the syringe barrel with one hand
and rotate plunger until both ends ot
TUBEX Sterile Cartridge-Needle Unit are
fully, but lightly, engaged. To maintain
sterility, leave the rubber sheath in place
until just before use. To aspirate before in-
jecting, pull back stightly on the plunger.

To Administer

Method of administration is ihe same as
with conventional syringe. Remiove rubber
sheath, introduce needie inlo patient,
aspirale and inject. -

e, 15°-30° C (59°-86° F).

To remove the empty TUBEX

- Replace sheath with a twisting motlon to

prevent needle from snagging. Disengage
plunger from piston by rolating counter-
clockwise, and open syringe as in siep
No. 1. Do not pull piunger back before

. disengaging or syringe wili jam. Rotate

TUBEX Cartridge-Needle Unif counterclock-
wise lo disengage at front end of syringe,
remove from syringe and discard.

To adapt 2 mL syringe to 1 mL
TUBEX

: \A—"f :
( G T\\ ~
The 2 mi syringe can be used fora 1 mL
TUBEX. Engage both ends of TUBEX and
push the slide through so the number 1"
appears. After use, the syringe automati-
cally resets itself for 2 mt TUBEX,

NOTE: Any graduated markings on TUBEX
Sterile Cartridge-Needle Units are to be

used as a guide in aspirating or adminis-
tering measured doses. - L

Used TUBEX Cartridge-Needle Unils should
not be employed for successive Injections
or as mulliple-dose containers. They are
intended to be used orily once and dis-
carded. (Before discarding, the sheath-
covered needle should be bent to seal the
lumen in order to discourage pilferage or
reuse.)

Wyeth does not recommend and
will not accept responsibillity for
the use of any cartridge-needle
unit other than TUBEX?® in the
TUBEX® Syringe.

Wyeth Laboratorles Inc., Philadelphia, PA 19101

Cl13463-1

issued July 18, 1985
Printed in USA




imL 1-1/2mL 2mL
Wyeth®
PHILA.

FOR IV, IM,
OR SC USE
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FIRST PROOF

REDUCES ONE HALF
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TUBEX
NDC 0008-0688-02

25 .gauge
5/8 inch needle

BEFORE INJECTING,
SEE PACKAGE INSERT
FOR ADMINISTRATION
INSTRUCTIONS.

S
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for IV, IM, or SC use

Each mL contains, in sterile water for in-
jection, 0.02 mg naloxone hydrochioride;
8.6 mg sodium chloride; and 2.0 mg
methylparaben and propylparaben, as
preservatives, in'a ratioof 9to 1. pH is
adjusted with hydrochloric acid.

Usual Dosage: See enclosed information.
Caution: Federal law prohibits dispensing
without prescription.

Do not use if solution is discolored or
contains a precipitate

Keep at Controlled Room Tempera-
ture, 15°-30° C (59°-86° F)

Protect from light
Use this carton to protect contents from
light. o

Each TUBEX® Sterile Cartridge-Needle
Unit includes one sterile TUBEX hypo-
dermic needle (25 gauge, 5/8 inch)
WYETH LABORATORIES INC.
Philadelphia, PA 19101

ppich

per TUBEX or
2 mg per mL
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AR I Injection, USp . 25 gauge
(Pediatric) 5/8 inch needle

LOT EXP




CENTER FOR DRUG
EVALUATION AND
RESEARCH

APPLICATION NUMBER:

70-189

CSO LABELING REVIEW(S)



REVIEW OF PROFESSINMAL LABELING
ANDA-DRAFT
DATE OF REVIEW: March 27, 1985
ANDA#:  70-189 - NAME OF FIRM: yeth
NAME OF DRUG: Generic: WNaloxone Hydrochloride Injection, uUsp
DATE OF SUBMISSIDN: January 3, 1985
COMMENTS:
Carton: MNot Satisfactory

1. Add, "For I.V., I.M. or S.C. Use", directly under "0.02 mg per
ml® '

2. “D.04 mg rather than "0.02 mg per mi").
Container: MNot Satisfactory

1. Add "For I.V., I.M. or S.C. Use", directly under "0.04 mg
~ per Tubex or 0.02 mg per ml"

Insert: Hot Satisfactory
1. HOW SUPPLIED
1. Add "Protect From Light" and “Store at Controlled
Room Tempature, 150-300C (590-860F )"
[21 CFR 201.57(k)(4)]
RECOMMEHNDATIONS:

1. Inform firm of these comments.

2.  Request that they revise their carton and container labels and
package insert labeling, then prepare and submit FPL.

R. Brown
cc: DUp ‘
RBROWN/jt/4-8-85
1000A




REVIEW OF PROFESSIONAL LABELING

Original Amendment - FPL

DATE OF REVIEM: August 16, 1985

ANDA/NDA #: 70-188 (0.02 mg/mbL vial) NAME OF FIRM: MWyeth
70-189 (0.02 mg/mL TubexR)
70-190 (0.4 mg/mL vials)
70-191. (0.4 ma/mL, Tubex™)

NAME OF DRUG: Generic: Naloxone Hydrochlporide Injection, USP

DATE OF SUBMISSION: August 16, 1985

COMMENTS:
Carton: Satisfactory
Container: Satisfactory
Insert: We advise you to review the exclusivity information on this
: product as noted in the 10th supplement of Approved
Prescription Drug Products. This recent new information
may influence your labeling and/or effective date of any
future approval. The exclusivity issue is currently under
review by the Agency.
RECOMMEMNDATIONS:

1. Inform firm of the above camments.

2. PApproval of this application cannot be given until the exclusivity issues
in regard to labeling have been resolved.

Ron E. Brown

RBrown/sx/8/20/85
02204
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CHEMIST'S REVIEW

(11 -neceoseary,
Kev continuation to {tem by number.)

continue any item on 8°° x 10%4'* paper.

1« ORGANIZATION

eNGei e 0RY

2. N-.;A]DNl:ZBE%?

4. AF NUMBER !

WNE LNoRpCon gy | THC.

3. NAME AND ADDRESS OF APPLICANT (Clty and State)

__Reo.80% %QA\WQ%\WQ,Q@& \de\

S. SUPPLEMENT (S}

NUMBER{S) DATE(S)

6. NAME OF DRUG™

Nrloxene - ML

7. NONPROPRIETARY NAME

8. SUPPLEMENT(S) PROVIDES FOR:

NA -

9« AMENOMENTS AND OTHER
(Reports, etc) DATES

10. PHARMACOLOGICAL CATEGORY

NadLolie Ao \"fr

11. HOW DISPENSED

v

3 oTc

uz. RELATED IND/NDA/OMF(S)

Jo—(8¥
190

- —

13. DOSAGE FORM (S)

TR eeTieoN

14,POTENCY (les)

O OZM&‘M y, ZAM\ (\(\AX),Q%

(91

16, RECORDS AND REPORTS

1S. CHEMICAL NAME AND STRUCTURE

CURRENT

Gl o

. i ::" Jyes e
' CJves CwNo
17. COMMENTS v
RPPEARS THIS WAY
ON ORIGINAL
18. CONCLUSIONS AND RECOMMENDATIONS
Q(}( &K\&\(QQ(P\O&L

19, R:Vlswgzh

[£&

e P .

iz

IiIS'I’RIBU'I'ION

D ORIGINAL JACKET

- [JREVIEWER

[j DIVISION FILE

FORM FDH 2265 (7/75)

M P
PREVIOUS EDITION MAY BE USED UNTIL SUPPLY IS EXHAUSTED.



. CHEMIST'S REVIEW, Poge 2 NDA NUMBER
Enter onh-u-l or conwments for sech ftem. I noeuurr €ontinue on l * 2 20'A°" paper. 0,__ L
Key aontinustion te item by number. Entsr **NC*’ (I no changie or **NA’® If not applicable. 7

20, coum:nu AND COMPOSITION (5, 7) [}

52@ k’(\&&\g& .

h 1N FACILI'H!‘ AND PERSONNEL (sa,b)

Q_g&%\( ‘o Q(\\'% N (@\OM&\ &u,u Q\\m Q‘{‘w M G @Wlﬁ\(&m\ia“ 4‘\‘\\\ %u&b‘v}

ke =

122, SYNTHESIS (sc) 7 M o \(),OAQM W& AM‘&
ACkae wehiink < m’\\w ‘Q“M&\&\,\s uﬁ q(e\l\M ‘703\ J{xﬁw&

8. NEW DRUC .UOITANC

W mfedie = uw&m% Ao O ,m ond, m&w\f\“ b7 Ma 50205 A il

5. OTHER INGREDIRNTS wn ]
NE = W&, avidoimg , > WA\,@M& OQQ[\\Y(//wwmgmd\& MO Gy Mo
e L S etk oo o 28 it G

© 23 RAW MATERIAL CONTROLS (8d,0) y

[24. OTHER FiRM(e) (sl)

28, MANUFACTURING AND PROCESSING (88.h.4.k)

W% Qsduts aNaskk ‘7«5&%&@&““&(?“9&”“)

26, CONTAINER (34)

@llasy Wk = %Q—ﬁ—/‘ | ( QNS }é\\/a&v\zek ‘F‘;\y ]
R ' P\ g&;%.m e Wn

27. PACKAGING AND LABELING (slm) _ T

28. LABORATORY cm:lox.s (ln-Pueou and Finiehed Dosage Form) urz

AR MR = QR &y Koem oL WL ko
kaow. MRRRymalone A = L o = O e ﬁ?

el
29, STADILITY (gp)

~ Gulsm Q\»& m\ 5\ Mg W\ mem¥,, Gome ’,,mm.xk Q)mekh

Rt At Qi (o sq,\m\\w

30, CONTROL RUMBERS (gc)

No W W, cudpuntied

3. SAMPLES AND RESJLTS ($/]

& vALIDATION | — TS AR Basdy QA\\&‘S\‘& . MARKEY PacKkacE

32, LABELING (4)

‘(NM &w}( R CA M‘(a&s@ J\_

> \%wg‘% o e L Sy M»S/\“\“‘

L

u RECALLS ~




November 29, 1984

02«

ARTICLES USED AS COMPONENTS OF

Naloxone Hydrochloride Injection, USP
0.02 mg Naloxone Hydrochloride per niL
(Form FD-356, paragraph 6)

*Naloxone Hydrochloride, USP,
Sodium Chlorlde, UspP
Methylparaben, NF
Propylparaben, NF
Hydrochloric Acid, NF
Water for Injection, USP

Note: I_{eger to Drug Master Fil_e No., " eicsmeem—e.  foOr

L

APPEARS THIS WAY
ON ORIGINAL

AAA IR MO IR AR — 1 W

T )




November 29, 1984
026

COMPOSITION OF
Naloxone Hydrochloride Injection, USP
0.02 mg Naloxone Hydrochloride per mL

(Form FD-356, paragraph 7)

Per Per 4)
0.02 mg Naloxone Hydrochloride, UsP, (1) (2) (3) N
- Methylparaben, NF -
— Propylparaben, NF ; —
g.s. to pi —— Hydrochlorlc Acid, NF g.S. to g ——

solution prepared using Water
for Injection, USP)
g.s. ad 1.0 md Water for Injection, USP g.s. ad

e

(2) —— mg of Naloxbne Hydrochloride USP, ™ may be
used. '

(3)The amount of Naloxone Hydrochloride, USP used per batch is corrected to
100% based on purity when below 100%.

(4)'1‘hls is the maximum batch size; smaller batches will be prepared using
proport:.onal quantities.

AvPEARS THIS WAY
OGN ORIGINAL




10.

12.

13.

18.

19.

CHEMIST'S REVIEW NDA 70-189

NAME AND ADDRESS OF APPLICANT
Wyeth Laboratories, Inc.

P.0. Box 8299

Philadelphia, Penn. 191071 .

NAME OF DRUG
Naloxone HCT

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

PHARMACOLOGICAL CATEGORY 11. HOW DISPENSED
Narcotic Antagonist Rx

RELATED IND/NDA/DMF(s)

70-188
70-190
70-191

DOSAGE FORM(s) 14, POTENCY -
Injection — 0.Z mg/m1, 2 m1 Tubex

CONCLUSIONS AND RECOMMENDATIONS
Not ApprovabTe

REVIEWER: DATE COMPLETED:
Bart Ho e
4-12-85

APPEARS THIS WAY

ON ORIGINAL



Redacted A
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CHEMIST REVIEW 70-189

NAME AND ADDRESS OF APPLICANT
Wyeth Laboratories

P.0. Box 8299

Philidelphia, Penn 19101

PURPOSE OF AMENDMENT
1. Labeling
2. Answering to my questions in letter of April 26, 1985

NAME OF DRUG HOW DISPENSED
Naloxone HCI Rx
DOSAGE FORM POTENCY
Injection 0.02 mg/ml

RELATED IND/DMF/NDA
/0-188, 189, 190, 191

LABELING
Not Satisfactory R Brown June 27, 1985

ESTABLISHMENT INSPECTION
Called to Inspection Branch to verify the status of manufacturing
facility at —

COMPONENTS, COMPOSITION, MANUFACTURING, CONTROLS
Specs of Finished dosage form submitted, Satisfactory

PACKAGING
Tests on rubber components submitted, FD&C statement submitted,
Satisfactory

REMARKS AND CONCLUSIONS
Not Approvable

REVIEWER DATE
Bart Ho, Ph.D.

(Qyu o 7/"/&3/

APPEARS THIS WAY
ON ORIGINAL



CHEMIST REVIEW 70-189

NAME AND ADDRESS OF APPLICANT
Wyeth Laboratories

P.0. box 8299

Philedelphia, PA 19101

HOW DISPENSED

RX
PHARMACOLOGICAL CATEGORY NAME OF DRUG
Narcotic Antagonist Naloxone HCL

RELATED IND/NDA/DMF
/0-188, 189, 190, 191

DOSAGE FORM POTENCY
Injection 0.02 mg/ml 2m1 Tubex
SAMPLES

Found acceptable by NY District for drug substance from —_——
Results included, September 11, 1985

LABELING
Satisfactory, R. Brown August 16, 1985
Results included, September 11, 1985.

BIOLOGIC AVAILABILITY
Waiver

ESTABLISHMENT INSPECTION

Approved January 16, 1985 "

Also, confirmed by Tel. Conversation with .————" on
September 13, 1985. Manufacture Review Branch. Inspection results
included.

COMPONENTS, COMPOSITION, MANUFACTURING, CONTROL

PACKAGING
Satisfactory, R. Brown, August 16, 1985.



" CHEMIST REVIEW PAGE 2

STABILITY
Protocol: Satisfactory
Exp. Date: 18 months

REMARKS AND CONCLUSIONS
Both chemistry and Tabeling review satisfactory
Bio waiver
Approve conditionally, pending on the review of exclusivity issue

REVIEWER DATE
Bart Ho, Ph.D.

APPEARS THIS WAy
ON ORIGINAL



November 29, 1984

| COMPOSITION OF
- Naloxone Hydroehlo:ide ‘Injection, USP
- 0.02'mg Naloxone Hydrochloride per L

lv (Form FD-356, paragraph 7)

| 0.02m3  °  Naloxone Hydrochloride, Usp, (1) (2) 3 —
8.6 my - Sodium Chloride, USP '
N : Methylparaben, NEF' -
o Propylparaben, NF — . . :
"g.S. to g — Hydrochlonc Acxd, T d.S. to pH ——
' : ~—solution prepared using Water ' -
' : for Injection, USP) ,
g.s. ad 1.0 niL Water for InJectJ.on, Usp - Q.S. ad

(2) of NaloxOne Hydrechloride Usp,
used.

may be
(3)The amount of Naloxone Hydrochloride, UsP used per batch 1s corrected to
100% based on purity when below 100%.

(4)mis is the maximm batch size; smaller batches w:.ll be prepared usmg .
proportional quantxt;es. , _




ARTICLES USED AS°COMPONENTS OF

. Naloxone .Hydfochlorid_e _Injection, usp

0.02 mg Naloxone Hydrochloride perth

(Form FD-356, paragraph 6)

November 29, 1984

_*Naloxone Hydrochloride, USP, —
‘Sodium Chloride, USP - .
Methylparaben, NF '
Propylparaben, NF
Hydrochloric Acid, NF
Water for Injection, USP

Ry
5

A

" Note: Refer to Drug Master File No.

SN
Iz

i
H
¥
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H
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CENTER FOR DRUG
EVALUATION AND
RESEARCH

APPLICATION NUMBER:

70-189

BIOEQUIVALENCE
REVIEW(S)



Naloxone Hydrochloride Injection
U.S.P. (Pediatric)
ANDA # 70-188
0.02 mg/ml in 2 ml vials
ANDA # 70-189
0.02 mg/ml in 2 ml tubex
ANDA #70-190
0.4 mg/ml in 1 ml and 10 ml vials
ANDA #70-191
0.4 mg/ml in 1 ml tubex
Reviewer: Sikta Pradhan, Ph.D.
Wang #4702e

2,19/85

Wyeth Laboratories, Inc.
Philadelphia, PA 19101
Submission Date:
January 3, 1985

REVIEW OF A REQUEST FOR WAIVER

The firm has requested a waiver of the in-vivo bioavailability study
requirements for its Naloxone Hydrochloride Injection, USP (Pediatric), 0.02
mg/m) in 2 ml vials 0.02 mg/ml in 2 ml tubex, 0.4 mg/ml in 1 ml and 10 nl
vials and 0.4 mg/ml in 1 ml tubex under CFR 320.22.

Comments:

1. The formulation of the test product and the innovator product, NarcanR
Neonatal injection, 0.02 mg/ml - HAA #16-636 are presented in Tahle I.
The formulation, dosage form, route of administration of this product are
essentially identical to NARCANR (Du Pont Pharmaceuticals product).

2. The test product should be labeled for intravenous, subcutaneous or

intramuscular administration.

Recommendation:

The Division of Bioequivalence finds that the information submitted by Wyeth
Laboratories, Inc. demonstrates that its Naloxone Hydrochloride, 0.02 mg/ml in
2 ml vial injection falls under Section 320.22 (b) of the
bicavailability/bioequivalence regulations published in the CFR. The Division
of Bioequivalence recommends that waiver of in-vivo bioavailability be
granted. Accordingly, a biocavailability study need not be undertaken.

4D PR b

Sikta Pradhan
Division of Bioequivalence



RD INITIALED BY CISE (\ 77
FT INITIALED BY cIsE Y. / /1<t

SPradhan/cc/Wang #4702e/1-31-85

cc: ANDA 70-188, 70-189, 70-190, 70-191 orig., HFN-230 (4), HFN-227 (Pradhan,
Ise-2), HFN-200 (Hare), HFN-223 (Shah-FOI), drug file

APPEARS THIS WAY
ON ORIGINAL



Table I
Comparative Formulation

Test Product Formulation

Ingredient

(a) Drug Concentration, 0.02 mg/ml

Naloxone Hydrochloride Injection U.S.P. (Pediatric) 0.02 mg/ml

Sodium Chleride, U.S.P. 8.6 mg/ml
Methylparaben, NF ——
Propylparaben, NF R

HC1, NF q.s. to pH — HCl solution prepared using water, USP)
Water for Injection, USP g.s. ad 1.0 nl
Fach vial or tubex contains 2 ml of Naloxone Hydrochloride solution for
injection.

(b) Drug Concentration, 0.4 mg/ml

Naloxone Hydrochloride Injection U.S.P. 0.4 mg/ml
Sodium Chloride, U.S.P. 8.6 ng/ml
Methylparaben, NF 7

Propylparaben, NF N

HCl, NF g.s. to pH ——=-~ HCl solution prepared using water, U.S.P.)
Water for Injection, U.S.P. g.s. ad 1.0 ml

Each vial contains 1 ml or 10 ml, and each tubex contains 1 ml of Naloxone
Hydrochloride solution for injection.

APPEARS THIS WAY
~ ON ORIGINAL



Innovator Product Formulation

Ingredient
NarcanR (Du Pont Pharmaceuticals)

Availabile as a sterile solution for intravenous, intramuscular and
subcutaneous administration in two concentrations.

(a) Drug Concentration, 0.02 mg/ml

Naloxone - HCl 0.02 mg/ml
Sodium Chloride 8.6 mg/ml
Methylparuben —_—
Propylparaben : —_—

pH adjusted to "~ with hydrochloric acid.

(b) Drug Concentration, 0.4 mg/ml

Naloxone - HCl 0.4 mg/ml
Sodium Chloride 8.6 mg/ml
Methylparaben .
Propylparaben Comm——

pH adjusted to ~——— with hydrochloric acid

APPEARS THIS WAY
ON ORIGINAL
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Di-gdarrow

HFC-131

DEPARTMENT OF HEALTH & HUMAN SERVICES

TO

FROM :Division of Generic Drugs

SUBJECT:

tManufacturing Review Branch (HFN-322)

Division of Drug Quality Compliance

DATE:

Memorandum

1/16/85

Requester's Name David L. Rosen

‘(DbW)

PHONE: 443-4080

ESTABLISHMENT EVALUATION REQUEST

NDA, ANDA, AND SUPPLEMENT NUMBER: 70-188(; 70-189; 70-190; 70-191

DRUG TRADE MARK (if any)
.Dnug'NoNPROPRIETARY NAHE: Naloxone Hydrochloride Injection USP, 0.02 mg/ml § 0.4 mg/ml.

DOSAGE FORM AND STRENGTH(S):_ ___ SVP

DRUG CLASSIFICATION:
(Priority) v Aor B 1C

Other

PROFILE CLASS CODE:

APPLICANT'S NAME: Wyeth Laboratorles

ADDRESS~ Wasp § Biddle Streets, Marletta,

PA

FACILITIES TO BE EVALUATED: (Name, Full Address, DMF# (if any), and Responsibility)

- 1. appllcant - mfr flnlshed dosage form, dmf o

2.

dmf  eemen

" Reason:

Comments: ( ) See Attached.

N ) Actual on-site inspection requested.

FOR HFN-322 USE ONLY:

Request

Firm(s)
Basis f
_Rev1ewi

Rec'd: B . Inspection Reduested:
_ (if applicable)

.l!lillill!ll.ll‘llll*l!ll*llil’lﬂl!!li!!l!'lﬁii!!liI!l!Il!ll‘llIlil!lli!lllﬁillil!l

are in Compliance With GMPs:
or Decision: o

ng CSO:

ce: HFN-

HFN-

HF

N-322

FORM EDA 3274 (1/83)

Concurrance:
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MINUTES OF MEETING
SEPTEMBER 5, 1985

Attendees: T. Scarlety Esq. G. Knapp J. Morrison

D. Beers, Esq. D. Hare T. Poux
- E. Dutra, Esq. M. Watson

A meeting was held with representatives of General Counsel and the Office of
Drug Standards and Division of Generic Drugs to attempt to reach a decision
concerning an exclusivity claim by Dupont, Inc. and their product NARCANR
(Naloxone HC1 Injection).

At issue were the following exclusivity claims which appeared in the Approved
Prescription Drug Products Cumulative Supplement #9:

A)

B)

NEW DOSING SCHEDULE:

D-9 Narcotic Overdose in Adults - 0.4 to 2 mg initially to a total
of 10 mg (rather than ———wrme I

D-10 Narcotic Overdose in children - 0.01>mg initially repeat dose of
0.1 mg (rather than S o

<

I

D-11 Post-operative Narcotit Depression in Children - 0.005 mg to
0.01T mg (no previous dosage schedule])

NEW INDICATION:

Since this new dosing schedule involved a sizeable increase in recommended
dosages, it was felt that a generic product using the old labeling would
recommend a possibly ineffective dose and considering the nature of this
particular product, an ineffective dose could be fatal.

A lengthy discussion ensued and three possible options emerged:

1)

2)

3)

Deny the exclusivity request and allow the generic firms to use the
currently approved labeling.

Delete the items covered by exclusivity from the labeling which would
essentially revert back to the old labeling.

Allow the exclusivity request to stand and grant approvals but with
an effective date of 9/24/86.



After discussing and evaluating each option, it was decided that the Agency ‘
1 would allow the exclusivity request to stand, proceed with the approval
process and make any final approvals effective 9/24/86.

This decision will be incorporated in any future letters to all pending
applications for Naloxone Hydrochloride Injection.

e RO2 2

Thomas B. Poux

Concur: ,¢/Qz:ﬁ§2;1,\___L}

Attendees:

T. Scarlett, Esq.

. Beers, Esq.

. Knapp - HFN-205

. Hare - HFN-203
Morrison - HFN-201
Dutra, Esq. - HFN-364
Watson - HFN-360

I MGOOO
. L] L]

M. Seife - HFN-230

K. Johnson - HFN-231

D. Rosen - HFN-232
_—J. Meyer - HFN-233

TPoux/mk/9/10/85/0552m
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NDA NUMBER

L/<
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O APPLICANT/
SPONSOR

O rFoA

7C -19¢
- ¢
70-191
TELECON/MEETING
INITIATED BY MAD

O sY TELE-
PHONE

O N PERSON -

PRODUCT NAME

O:of 0§ /IL(_
Clmdd 7’1-C~>/

~ — -
pNALor e HCG TrG USy
.02 m5 /’":' L PR LA LU

/[\-b( f/( wl LS

4

FIRM NAME

UL ff/v

yépeu\ BN ?Ll"]/t(.—_;

TELEPHONE NO.

NAME AND TITLE OF PERSON WITH
WHOM CONVERSATION WAS HELD

SIGN URE J FFL‘
Q (i Cu\O{(uv/\-/ Z(LC(}

DIVISION

DED

FORM FD 2587 (11/77)
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ORIGINAL IND/NDA



AR al bk Simas 0 e e St

NDA NUMBER

NOTICE OF APPROVAL . /0-189
NEW DRUG- APPLICATION OR SUPPLEMENT . DATE APPROVAL LETmuugp
: ' T 2
T0: FRDM: ]
. _ . )
’ Press Relations Staff (HF1-40) ) ﬁ(”“ of Drugs
) _‘_Qamn of Veterinary Medicine
) : ATTENTION
Forward original of this form for publication only after spproval letter has been issued and the date of
approval has been entered above.
WOEE OF APPLICATION X% A CA;I’&GORY
SUPPLEMENT SBREVIATED suseL N
-D_omc.ms_u woa Dlsowoa D omeinaL woa TO ANDA ™ MUMAN —_— rTERINA

e other §esignated name) AND ESTABLISHED OR NONPROPRIETARY NAME ¢/f any) OF DRUG,
Naloxone Hydrochloride
DOSAGE FORM HOw DISPENSED
Injections ’ Xnx 1 oTc
ACTHVE INGREDIENTIS) (as doclared an label. Liet by established er nenproprietary name(s) arnd inclixde ameunt(s), i/ ameun’ e
doclared an label.) )

Naloxone Hydrochloride, 0.02 mg/ml in 2 ml Fubéx -

NAME OF APPLICANT (Inciude Ciry and State)

. Wyeth Laboratories
: Philadelphia,  Pennsylyania 1910}

PRINCIP‘L INDICATION OR PHARMACOLOGICAL CATEGORY

Narcotic Antagonist

COMPLETE FOR VETERINARY ONLY

ANIMAL SPECIES FOR WHICH APPROVED

COMPLETE FOR SUPPLEMENT ONLY

CHANGE APPROVED TO PROVIDE FOR

_FORM BREPARED BY

NaME i o DATE
' Bart Ho, Ph.D

FORM APPROVED DY {

e Jack Meyer | CS\UUW&[ e m&\/\c(g

FORM FD 1642 (2/75) - _ PREVIOUS EDITION MAY BE USED UNTIL SUPPLY 15 EXNAUSTEE.
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Wyeth

WYETH LABORATORIES INC. ‘ ‘ P.0. Box 8299, Philadelphia, Pennsylvania 19101
(215) 688-4400

REGULATORY AFFAIRS

December 28, 1984

ORIGINAL

Marvin Seife, M. D., Director
Division of Generic Drugs
Of fice of Drug Standards
Food and Drug Administration
Center for Drugs and Biologics
HFN 230, Room 16-70

- 5600 Fishers Lane

Rockville, Maryland 20857

Dear Dr. Seife:

We are submitting herewith an Abbreviated New Drug App11cat10n for Naloxone
Hydrochloride Injection, usp (Ped1atr1c) 0.02 mg/m1 in 2 m1 Tubex®. Our new
generic version is identical to the pioneer drug (DuPont's Narcan® Neonata]
Injection, 0.02 mg/ml - NDA No. 16-636) with respect to active and inactive
ingredient formulation, route of administration, dosage form, dosage ‘strength,

and g9ﬂQlLlQﬂ_Qf_uSe_resg_ﬂmnuku1—1n—the_labe11ng: A separate a_ETTEEfTﬁﬁ”“‘
covering the same product and strength packaged in 2 ml vials is be1ng Awmxﬁﬁﬂﬂ”ﬁ
submitted concurrently under separate cover, L&ﬁﬂju“a ﬂ4@40*4

In accordance with the requirement of Section 505(j)(2)(A)(vii) of the Federal
Food, Drug, and Cosmetic Act, the applicant hereby certifies in its opinion
and to the best of its knowledge that no patent information has been filed
pursuant to Section 505(b) or (c) concerning naloxone hydrochloride injection
or its use. Should the listing when published include patent information,
this application will be amended.

As provided for in 21 CFR Part 320.22 (C) (2), we request a waiver of the in
vivo bioavailability requirements for Naloxone Hydrochloride Injection 0. 02
mg/ml. This waiver is requested on the basis that the drug product covered by
this ANDA is identical in both active and inactive ingredient formulation to.
that drug as currently approved in a full new drug application (DuPont S
Narcan® Neonatal Injection, 0.02 mg/m1 - NDA No. 16- 636)

In support of this ANDA we will test the stab111ty of production batches of .
‘the product at reasonable intervals, submit the results of these studies with
our periodic reports for the App11cat1on, and promptly withdraw from the
market any lots that are found to be subpotent

We trust that you will find this application sat1sfactory and that 1t may be
approved at your earliest conven1ence

Eﬂw Sincere'ly, |
Rm . Em WYETH LABORATORIES INC.
| 3 1985 M
L oseph N. Bathlsh

, Director, Regulatory Affairs
GENERIC DRUGS | R
JNB/ad
20020
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Wyeth
WYETH LABORATORIES 'INC. P.0. Box 8299, Philadelphia, Pennsylvania 19101
| (215) 341-4291

REGULATORY AFFAIRS (215) 341-4292

NDA No. 70-189

Marvin Seife, M.D., Director km QE‘E éﬁfm{m #*‘;Eygg
R ekl Sl ¢ TV Bm

Division of Generic Drugs
Office of Drug Standards

Food and Drug Administration
Center for Drugs and Biologics
HFN 230, Room 16-70

5600 Fishers Lane

Rockville, MD 20857

Dear Dr. Seife:

Reference is made to our pending Abbreviated New Drug Application
for Naloxone Hydrochloride Injection, USP 0.02 mg/ml in 2 ml Tubex®
(NDA No. 70-189) and to a September 6, 1985 informal meeting between
Mr. Meyer and Dr. Ho of your Division and Ms. Lepri of Wyeth.

During this meeting, two comments were presented relative to our
proposed —— assay for Naloxone Hydrochloride Injection. They
concerned the solubility of the reference standard in the Standard
Preparation and the concentrations of the components in the System
Suitability Test (see attached). In a telephone conversation of
September 13, 1985 between Dr. DeAngelis (Wyeth), Ms. Lepri and
Dr. Ho, the reviewer's comments were discussed and the following
agreements were reached:

(1) The Standard Preparation will be modified to assure solubility
of the reference standard. To accomplish this, the method
will direct that the reference standard be _

. S - s sers. LATTHET
than * w.emeossss2e This is actually how Wyeth performs the
assay, but an error was made in the method write-up.

(2)

L J

main on scale and the necessary calculations can be conveniently
made.



Page

Attached are revisions in the naloxone hydrochloride: assay
methods that incorporate the above discussed modifications.

We trust that you will find this information satisfactory.
Sincerely,
WYETH LABORATORIES INC.

i £

/// /" Joseph N. Bathish
i Director, Regulatory Affairs

JNB:d1lj
Attachment

RECEIVED
SEP 19 1985
GENERIC DRUGS

L =

b L .



Wyeth
WYETH LABORATORIFES INC. P.0. Box 8299, Philadelphia, Pennsylvania 19101
i " (215) 341-4291
REGULATORY AFFAIRS (215) 341-4292

August 12, 1985

NDA No. 70-189

Marvin Seife, M. D., Director
Division of Generic Drugs
Office of Drug Standards -

Gencer or Deuge and Biologics RE%%%%@%%%%S&&
3600 Fishers Lane NDA ORIG AMENDMENT

Rockville, MD 20857

Dear Dr. Seife:

Reference is made to our pending Abbreviated New Drug Application for
Naloxone Hydrochloride Injection, USP 0.02 mg/ml in 2 ml Tubex®

(NDA No. 70-189) and to your letter of July 15, 1985 in which
labeling deficiencies were listed.

We are pleased to provide herewith twelve specimens of each

of the following final printed labeling components, -revised in
accordance with the labeling comments addressed in your letter

of July 15, 1985. s

1. Package Insert

2. Tubex® Label (proof copies in lieu of printed on
glass specimens) ’

3. Carton

Other than the changes requested in your July 15, 1985 letter,
the labeling format and content employed in each of the above
components is consistent with the draft copies we previously
submitted to your Administration.

We trust that this provides the balance of the information
that is needed for final approval of this ANIA,

Sincerely,

WYETH LABORATORIES INC.

RECEIVED

AUG 13 1985 % e M/

GENERIC DRUGS d Joseph N. Bathish

7 o Director, Drug Regulatory Affairs

L ;
JNB:d1j
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. ,
Wyeth Laboratories, Inc. JUL 15 1985
Attention: Joseph W, Bazﬁisn

P.0. Box 299

Philadeiphia, Peansyivanta 19101

_Dear e, Bathish:

Please refer to your asbbrevisted new drag application deted June 24,
1985, submitted pursuant to Sectiom 505(3) of the Faderal Faod, ﬁrﬁg, and
Cesmeﬁ?z Eﬁt fsr %%e‘gr@parati@ﬁ ﬁaiﬁxﬁﬁe Hydrochioride Injection,

: ;iﬁe'agpiieatiﬁa ia &aﬁia?a&t and t&arsf&r& aot a@p?ava%?e under Sectisn
%6%{33%3} of the ﬁgt as faliaws* ,

Labeling has been reviaw@ﬁ in this ?a@arﬁ. '
Carton: .- Hot Satisfagiory _ . ,
1} Delete the phrese, © et G
' precedes “2.0 mg ﬁ@y&?iﬂﬁ?&&&ﬁ and L
3¥9ﬁ?3?afﬂk&ﬂ, . s e

Eontalner: Satisfactory

© lmserti Mot Satisfactory

" Revfse the chemical mame in &gesré;witﬁ
tﬁ@ éné name 1isted for §a¥ﬁx e

, g} :

ﬁ@%ix@ %a rgaé, v
séaﬁiig bax&ﬁ (ratﬁe# than, *

our ngga aad.pgﬁkaga {nsert %abeizag, then. ??&?@?ﬁ and
nal priated ia%e%fﬁg,



HOA 70-189

f

The Tile 1s mow clesed. IT you wish to reopen 1%, the submission shomld
be in the Torm of an swendwent to this spplication, adenuately erganized,
which reprasents the iafermation necessary to vewove all deficiemcies we
have sutlimed. : : ‘

If you do.net agree with our conclusions, you may meke & written reguest

-6 file the applicaticn ever protest, as authorized by 21 CFR

Q

The

_ 'HFN-230 o o ¥F>
Qqé{RBrawn/JMéyer/BHO’;;‘* '

314,720{¢). 1f you do so, the application shall be re-evaluaied and
within 90 days of the date of receipt of such request (or additional
perfed as we muy agree upon), the application shall be approved or you
shall be glven & writien notice of spportunity for a hearing an the

- question of whether the gpplication 1§ approvabie.

" Sincarely yours,

-Hareian Selfe, B0,

. Biregtor
ivision of Generic Drugs
8ffice of Brug Standards
Lenter for Brugs and Rislegics

PHI-DO
- HFN-83

R/D INITIALED BY: JMeyer/MSeife
D-Utz: 7-9-85 (O520R)

ot S Aledss”




WYETH LABORATORIES INC

REGULATORY AFFAIRS

NDA 70-189

Marvin Seife, M.D., Director
Division of Generic Drugs
Office of Drug Standards

Food and Drug Administration
Center for Drugs and Biologics
HFN 230, Room 16-70

5600 Fishers Lane

Rockville, MD 20857

Dear Dr. Seife:

Wyeth
. ‘ ‘ P.O. Box 8299, Philadelphia, Pennsylvania 19101
i (215) 341-4291

(215) 341-4292
June 24, 1985
RESUBMISSION

 H3A ORIS PICHOVERT
DRAFT LABELING

ok

Reference is made to our pending Abbreviated New Drug Application for Naloxone
Hydrochloride Injection, USP 0.02 mg/ml in 2 mL Tubex® (NDA No. 70-189) and to
your letter of April 26, 1985 in which the mamufacturing, controls, and labeling

deficiencies were listed.

~ As requested in this correspondence, we are pleased to provide herewith, in
triplicate, the following information:

1. Revised draft carton and container labeling.

2. Revised direction circular.

3. With regard to the
results. '

4, A statement from the ~

, USP XXI Physicochemical Test

"adicati

that the rubber compositions are in conformity with current Food

Additive Regulations.

5. Explanation of the relationship between experiment numbers and bulk

batch numbers.

6. Actual test and specifications performed according to USP XXI on the

finished dosage form.

7. Designation of the testing method used for assay of the stability

samples.

8. A current GMP status statement.

9. 1In response to Item 2(e),

page 104 corrects a typographical error.

ng



Marvin Seife, M.D., Director -2- June 24, 19
NDA 70-189

Also, in a meeting held on May 8, 1985 between Mr. Meyer and Dr. Ho of your’
Division and Ms. Lepri of Wyeth it was agreed that various items in the afore-
mentioned letter have been adequately answered by previous submissions, and
Wyeth would respond to those items by referencing the appropriate amendment
and/or original ANDA. 1In this regard, we wish to advise that for Items 2(a)
and 3(b) please refer to our April 1, 1985 and April 26, 1985 amendments.
Concerning Items 2(b) and (c), reference is made to our original submission
dated December 28, 1984, pages 34-45 and page 33, respectively.

We trust that this provides the balance of the information requested from

Wyeth relative to this pending ANDA and that the applicat1on may now be
considered approvable.

Sincerely,
WYETH LABORATORIES INC.

Lot

éjm Joseph N. Bathish /

Director, [Regulato

JNB:tja
Enclosures

JECTIVER
JUN 25 1885
GENERIC DRUGS
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Wyeth Laberatories, Ine. WAY | 4 1985
Attenticm: Joseph 17, Bathish

P.0. Box

Philadelphia, Pemmsylvenia 12101

Gentlemens

Feference is made to your commmication dated April 26, 1985, regarding
your sbbreviated new drug spplication submitted pursuant to Ssction
505(3) of the Fedewral Pood, Drwg, and Cosmetic Act for Ralomene
Hydrochloride Injection, 0.02 mg/ml in 2 ml Tubex, ‘

i. Safety and toxiclity data with respect to  —— — e
2. Aletter from ~_______ .. that - conforms ugp

The material s

 Your application,

Eiﬁisim. of Gmie

Center for Drugs and Bioclogics

PHI-DO
HFN-83

HFN-230

JMeyer /BHo

R/D INITIALED BY: JdMeyer /MSei fe
D Utz: 5-13-85 {(0116R) ’

%%}/Sw/l ef S (51?5 .



Wyeth

WYETH LABORATORIES INC. P. 0. Box szgg“';hiladelphia,}*'e{;-lfnsylvania 19101

April 26, 1985

NDA NO. 70-189

Marvin Seife, M.D., Director

Division of Generic Drugs

Office of Drug Standards . v Dt |
Food and Drug Administration WA OR‘G AME ND'M“EN'L
Center for Drugs and Biologics S

HFN 230, Room 16-70

5600 Fishers Lane

Rockville, MD 20857

Dear Dr. Seife:

Reference is made to our pendihg Abbreviated New Drug Application for Naloxone
Hydrochloride Injection, USP (Pediatric), 0.02 mg/ml in 2 ml Tubex® (NDA No. 70-189).

We wish to amend this application to provide herewith, in triplicate, the follow-
ing information:

1. With respect to the oo & description of the safety
evaluation conducted by the B o data for each
2. A letter from ‘== ' indicating that the  wmswmwese

conforms to USP XXI standards.

We trust that you will find this information satisfactory and that the applica-
tion may now be considered approvable.

Sincerely,

WYETH LABORATORIES INC.

Ly

Director, Regulatory Affairs

JNB:tja
Enclosures

FUTRIYY

iPB 29 1985
GENER!C DRUGS



AR 26 1985
DA 70-189

Hyeth Laboratories, Inac,
Attention: Joseph M. Bathish
P.0, Box 8293

Philadeliphia, Pennsylvania 19161

Gentlemen:

Please refer to your abbreviated new drug application dated Daecember 8,
1584, submitted pursusnt to Sectien 505(J) of the Federal Food, Brug, and
Cosmetic Act for the preparation Maloxone Hydrochloride Injection,

0.02 mg/ml in 2 1 Tubex. :

Reference {s made to your communication dated Aprfl 1, 1985,

The a§gi fcation is deficient and therefore not approvable under Section
505(3}(3) of the Act as follows: -

1. Labeling hias been reviewed. In this regard:

Carton: Hot Satisfactery , ,
1. Add, "For L.V., LM, or S.C. Use", dirpctly
gader ‘002, per mi*
2. "0.08 mg T———<"" ruther than “0.02 mg
per mL* »

Container: Hot Satisfactory
i.  Add "For I.¥., LK. or 5.C. Use®, directly
under "0.04 mg per Tubex or .02 mg per mL,"

Ingert: Rot Satisfactory ; .
- 1. Add "Protect From Light® and “Store at

Controllied Room Temperature, 150-3000
{599.860F 1" [21 CFR 201.57 {k)(4)].

"2 Assurence that the drug dosage form and components will comply
- with the specifications and tests described in an official
~ .compendium, if such article is recognized therein, or 1f not
Tisted, or if the article differs form the compendium drug, that
the specifications and tests applied to the drug and its
components are adequate to assure their {dentity, strength,
gquality and purity, In this regard: -

a. BFF — s §8113 to include 2 tests and
. specifications sheet accerding to USP XXI. )
b, It fails to submit an actus) batch productien sheet as
part of this application,




KDA 70-189

~Page 2-

c. It fails to submit the actual tests and specifications
parformed according to USP XXI on the active
ingredient and other — -

d. It falls te submit the actval test and specificatiens
performed according to USP XXI on finished dosage form.

. On page 104, it stated "Yerapamil Hydrochloride )
Injecton, USP". Please clarify.

3. It fails to {nclude a description of containers end materials
used for packaging and adequate information with respect to the
characteristics of, and test methods employed for, the
centainer, closure, or other component parts of the drug package
to assure thefr suitability for the intended use, In this

L L ——— .
' s -fail to provide:
a. An updated tests and specifications of the . .

~— they suppiied.
b, Biclogical evaluations of the stoppers and container.
¢. A statepent that components are is conformity with
current Food Additive Regulations.

4. Ue note the alternate assay procedure for the finished dosage
form. Ip this regard, 1t must be understood that the official
cenpendium procedure will be coploved by compliance for
regulatory purpnse. '

&. In your stability studies:

a. ;'Exﬁ?afa the Exp., He. fn relaing to the batch He.
b. 3pecify the testing method used,

6. Clarify your current GNP status.

The file is now closed. If you wish to reopen 1, the submission should
be in the form of an amendment to this application, adequately erganized,
which represents the information necessary te repove all deficiencies we

APPEARS THIS WAY
ON PRIGINAL



HoA 70-189
-Page 3-

If vou do net agres with our conclusions, you may make & written request
to #ile the appiication over protest, as authorized by 21 CFR
314.110{d}, If you do so the application shall be re-evaluated and
within 90 days of the date of receipt of such request (or additional
period as we may agree upon}, the application shall be approved or you
shall be given 2 writien netice of epportunity for a hearing on the
guastien of whether the application is approvable, )

Affice of Drug Standards
Center for Drugs and Biolegics

PHI-DO
HFN-83
HFN-230 o
TSN JMeyer/BHo .
é% R/D INITIALED BY: JMeyer/MSeife
@qﬁ'u D Utz: - 4-16-85 (0855B)
;‘X\ﬁ\%s’ MOT APPROVABLE

ites = (il
g
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Wyeth
WYETH LABORATORIFES INC. P.0O. Box 8299, Philadelphia, Pennsy,lvania‘19101
: | (215) 341-2191
REGULATORY AFFAIRS (215) 341-2192

NDA No. 70-189

CEL 1HH
HOITIRB IS LAt s L 4 g i
O EY A Vict, |
Marvin Seife, M.D., Director m% gJB 3.%3 %:?:ﬁgwgiggﬁ

Division of Generic Drugs
Office of Drug Standards

Food and Drug Administration
Center for Drugs and Biologics
HFN 230, Room 16-70

5600 Fishers Lane

Rockville, MD 20857

Dear Dr. Seife:

Reference is made to our pending Abbreviated New Drug Application for Naloxone
_Hydrochloride Injection, USP (Pediatric), 0.02 mg/ml in 2 ml Tubex® (NDA No. 70-189).

We wish to amend this application to provide herewith, in triplicate, the follow-
ing information:

1. A brief description of Wyeth Laboratories manufactufing facility
located in Marietta, PA.

2. A statement indicating that our Naloxone Hydrochloride Injection,
USP conforms to USP XXI.

3. Segregated stability section containing only data relative to the
above strength and closure system.

4. With respect to the a description of the
safety evaluation conducted by e -

5. Date of manufacture for each of the drug products covered in the
stability data section.

6. Revised packaging section containing only packaging component
information for the above specific container/closure system.

7. A statement from - : e ‘indicating that

the s i B} et




5 .

Wyeth ‘Marvin Seife, M.D., Director -2- April 1, 1985
‘A NDA No. 70-189 ’

] ™

We trust that you will find this information satisfactory and that the applica-
tion may now be considered approvable.

Sincerely,

WYETH LABORATORIES INC.

Y

Joseph N.- Bathish
Director, Regulatory Affairs

JNB:tja
Enclosures

pECEIVEY)

APR 21585
GENERIC DRUGS



MDA 70-189

Hyeth Laboratories Inc,

Attentfon: .Joseph ¥. Bathish

P.0, Box 82939

Phitadeiphia, PA 19101

Gentlemen:

We acknowledge the receipt of your abbreviated new drug application submitted
pa§Sﬁa?t to Section 505(j) of the Federal Food, Drug, and Cosmetic Act for the
following: .

NAME OF DRUG: Naloxone Hydrochloride Injection ysP, (Pediatric)
0,02 mg/al in 2 »l tubex

DATE OF APPLICATION: ODecember 28, 1984
DATE OF RECEIPT: January 3, 1988

de will correspond with you further after we have had the opportunity to
review the application,

Hith future submissions please have the tabs on the back cover af the
application on the top - mot the bottonm,

anplication with the MDA

Please identify any communications concerning this
number shown above,

~ Division of Generic Drugh
office of Drug Standards
Center for Drugs and Biologics

PHI-DO DUP HFN-230
JLMeyer/m1b/] -17-85

B 3&( Jiles



