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Faulding Pharmaceutical Co.
Attention: Heike Maaser, Ph.D.
200 Elmora Avenue

Elizabeth, New Jersey 07207

Dear Madam:

This is in reference to your abbreviated new drug application
dated July 22, 1997, submitted pursuant to Section 505(j) of the
Federal Food, Drug, and Cosmetic Act, for Butorphanol Tartrate
Injection USP, (Preservative-Free) 1 mg/mL and 2 mg/mL.

Reference is also made to your amendments dated March 20,
June 18, and July 24, 1998.

We have completed the review of this abbreviated application and
have concluded that the drug is safe and effective for use as
recommended in the submitted labeling. Accordingly, the
application is approved. The Division of Bioequivalence has
determined your Butorphanol Tartrate Injection USP,
(Preservative-Free) 1 mg/mL and 2 mg/mL, to be bioequivalent and,
therefore, therapeutically equivalent to the listed drug (Stadol®
Injection (Preservative Free), 1 mg/mL and 2 mg/mL, of Apothecon,
Inc.).

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

Post-marketing reporting requirements for this abbreviated
application are set forth in 21 CFR 314.80-81 and 314.98. The
Office of Generic Drugs should be advised of any <hange in the
marketing status of this drug.

We request that you submit, in duplicate, any proposed
advertising or promotional copy which you intend to use in your
initial advertising or promotional campaigns. Please submit all
proposed materials in draft or mock-up form, not final print.
Submit both copies 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.
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We call your attention to 21 CFR 314.81(b) (3) which requires that
materials for any subsequent advertising or promotional campaign
be submitted to our Division of Drug Marketing, Advertising, and
Communications (HFD-40) with a completed Form FD-2253 at the time
of their initial use.

Sincerely yours,

& A
,Douglas L. Spdrn f—}f,sf

Director
Office of Generic Drugs
Center for Drug Evaluation and Research
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T
BUTORPHANOL TARTRATE INJECTION, USP I\
DESCRIPTION
Bularphanol tarate 15 a synthetically derived opioxd agons,i-.atagonist anaigesx. of the phenanthrene series The chemical name
(51} 17-{cyclobutyimethylimorphinan-3.14-diol D-{- -lartrated t 1)(sall) The mowcular formuiaisC, N0, CH,0, which
corresponds to a molecutar weight of 4736 ant Ine tolowing structural (ormuia

Butorphanol tartrate 15 a white powder It solutions are shghtly acidic 1 melts between 102 B°C (217°F) and 103.9°C (213°F),
with decomposition. 1t is spaningly sohsie 1 water. shohtty soluble 1 methanal, isoluble @ alcohoi and chioroform. Scluble in
dale acids. The dose s expressed as the tartrate sall One mdigram of the sall 1s equnvalent ta 0 68 mg of the free base The n-
oclanokaqueous bulter partion coetficient of butorphanol is 180:4 at pH 75

Bularphanal tartrate injection is a steqbe, parenieral, aqueous solution of tartrale for or
administration. Each mb of solution contains ¥ or 2 mg of butorphanal tartrate In addiion, each mL contains 3 3 mg cAnc
acid, 6.4 mg soium citvate, and § 4 mg sodium chloride The pH sange 15 301055

CLIMICAL PHARMACOLOGY

General Pharmacology and Mechanism ol Action:

Butorphanal 15 2 mixed agonist-antagonist with low inlrinsic acivity at receptors of the p-opioid type (morphune like) s
als0 an agoarst at x-0Pioid recsptors

Its interactions with these receplars in the central nervous system apparently mediate most of its pharmacclogic eftects,
including anaigesia

In #ddition to analgesia, CNS effecls inchude depression of spontaneous respiratory activity and cough, stimulation of the
emetic center, miosis and sedation Etfects possibly mediated by non-CNS mechanisms include atteralion in cardiovascular
resistance and fone, g secretory and moto( actwity and bladder sphuncter activty
(n an aimal model, the dose of butorphanal tartrate required to anfagomze morphine anagesia by 50% was simitac to Ihat
for nalorphine, tess than that lor pentazocine and more than that for aaloxone

The achivily ot has not been studied in humans; in ammat studies. butorphanot
matabaites have demonsiraled some analgesic activily.

In human stuties of butorphano) (see Chinical Trials), sedation is commoaly noted at doses of 0.5 mg or more Narcosis s
produced by 10 to 12 mq doses of butorphanol admnistered over 10 to 15 minules ntravenously.

Bulorphanol, bike other mixed agonist-antagonists with 2 high affinity for the kappa receptor may produce unpieasant
psychotomimenic effects in some indwviduals.

Nausea and/or vomiting may be produced by doses of 1 mg or more admimsiered by any route

In human studies iavolving indwiduals withoul sigmificant respiratory dysfunction, 2 mg of butorphana) IV and 10 mg of
marphing sulfale |V depressed respuation lo a camparable degree A1 higher doses, the magnitude of respiratory depression
with butorphanol is nol appreciably increased; however, Ihe duration of respiralary depress«on is fongar. Respiratory

! noted atter of to humans by any route is reversed by treatment with naloxone.
spacihic opiaid antagonist (see Treatmenl in OVERDOSAGE)

Butorphanol tartrale demanstrates antitussive efiects in animals at doses less than those required lor anaigesia

Hemodynamic changes noted during cardiac catheterization in palients receiving single 0 025 mg/kg infravenaus doses of
butorphanol have included increases in pulmonary artery pressure. wedge pressure and vascular resistance, increases in left
ventricular end diastolic pressure and in systemic arterial pressure

Pharmacedynamics:

The anakesic etlect of butorphanal is inftuenced by the routa of admunistration Onsel of analgesia is within a few minutes
for mtravenous administeation, withia 15 mrinutes for mtramuscular sajection

Paak analgesic zclivity occurs withia 30 to 60 minutes folkowing and

The duration of anslgesia varies depending on the pain modei as well as the raute ot agministration_ but 1s generaily 3 to 4
hours with 1h 300 IV doses as defined by the bme 50% of patients required remedication In postoperative studies. the

duralion af analgesia with IV of IM butarphanol was similar to morphine. and whea in
the same fashion at equipotent doses (see Clnical Trialst

Pharmacukinatics:

Bulorphanol tartrate is rapidly absorbed after IM ijection and peak piasma levels are reached i 20 lo 40 minutes

Fallowing its itial absorption/distribution phase, the single dose of by the

and intramyscular routes of administralion are semilar (see Figure 1
Figure 1 - Bulorpharal Praxma Levels after L.V, and | M. Adminirication of 2 mg Dose.
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Serum prten binding 1 independent of concentration over the range actveved in clincat practice (up fo 7 ng/mL| with 3 bound
fraction of appraximatety 80% .

The volusme of distibubion of butorphanol vanes from 305 to 901 Iers and total body chearance from 52 fo 154 tecshe (see Taie 1)

Tablo1-Mean Pacameters of in Yoeng and Elderty Sobjects’ [o e
Parameters Young Eldarly 8))
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2} Young subjects (n<24} are from 20 to 40 years old and elderly (n=24) are greater than 65 years of age

) Area under piasma concentration-ume curve after a 1 mg dose

¢} Derived from IV data

d)Mean (1S.0)

) {range of observed vaiues}

The drug 5 transported across the blood-bram ang placental barriers and into human milk {see Labor and Dehvery. and
Nisrsing Mathers under PRECAUTIONS)

« extensively n the lever 5 and simular lokowang intravenous of
Qral is only 5 10 17% bacause of extenswve lest pass melabehsm of butorphangl
The magor metabotite of is while 15 produced in small amounts Both
have been detected 1n plasma foltowing ol with present at trace levels al most

time pomts The ebmmnation hall ife of hydroxybutorphana! is about 18 hours aad as a consequence conswderable
accumulation occurs when butorphanol s dosed (0 sleady slate



ENmInation ccues by unne and fecal excretion When *H tabeled butorphancl is agministerea 1o normar subjects, most t/u o
80%) nf the dose 15 recovered in the unine, while approximately 15% rs recovered in the feces

About 5% of the dose 15 recovered in the urme as butorphanci. Forty-nine percent 15 eleminated in Ihe urine as
hydrosybulorphanal Less than S% s excreled in the urine as norhutorphanol (see atso CLINICAL PHARMACOLOGY above)

Butorphanol pharmacokinetics in the elderly ditter from younger patients (see Tabie 1}

In renaily impaired patients wilh creatiine clearances < 38 mL/min the ehmnation hall-ife is approuimalely doubled and
the lotat body clearance is approximataly one-half {10 5 hours [clearance 150 L'h] as compared to 5 8 hours [clearaace 260
L] in normats) Ko effect was observed on Cmax or Tmax after a single dose

For turiher nwmmm;nans refer lo sm:mms an use in Gerualrc Patients, Hepalx Disease. Renal Disease, and statement on
Drug n the PRI and of Dosage. below)

Clinicai Trials:

The eftectreness of opioid analgesics vanes in different pain syndromes. Studies with butarphanol tartrale injection have
been performed m posloperative (primanly abdominal and orthopedic} ain and pain during labos and delivery. as
preoperative and preanesthetic medication, and as a supplement to balanced anesthesa {see below)

Use in the Management of Pain:

Postoperative Pain:

The anaigesic efficacy of butorphanol tarlrate injection in postoperative pain was inveshgaled in several double-biind active-
conoled sludhes avohang 958 bulorphanol-traated pabients. The followang doses were found 1o have approxmately equrvalent
anagesx effect 2 mg butorphancd. 10 mg morptne. 40 mg pentazocine. and 80 mg mependwe

After intravenous agminrstration of butosphanal tartrate, onset and peak analgesic etlect occurred by the hme of the hrst
observalion {30 minutes). After intramuscular adminisication, pai relief onset occurred al 30 minutes of sess. and peak eftect
occurred between 0 mnutes and one hour The duration of action of butorphanol tactrate inpechon was 3 10 4 haurs when
detined as the ime necessary 1or pam intensity to retura to pretreatment level of the time 1o retreatment

Preanesinetic Medication:

Butorphanol tartrate injection {2 mg and 4 mg) and mependiae (80 mQ) were studied for use as preanesthetic medication i
hosgitalized surgical palients. Patients received a single dose of enhec

aporoximately 30 minules prior to anesthesia The anesthes:a regimen included barbiturate mduction. followed by nitrous
oxide and oxygen with halothane or enflurane, with or without a muscle selaxant

Anesthetic was rated as inah 42 patients cegardiess of the type of surgery
Satanced Almmm

rate (mean dose 2 mg) was compared 10 intravenous morphine sulfate (mean
dose 10 mg} as pvtm-dulmn shortly betare [wopental induction. followed by balanced anesthesia m 50 ASA Class 1 and
2 patients Anesthe s then by repeated doses, averaging 4 6 mg butorphanol tartrate and 22 8

mg morphine per wm-l

Anesthetic nduction and maintenance were generalty rated as satisfactary wilh both butorphanol (25 palents) and morphine
(25 patients) regardiess of ihe type of surgery performad Emergence iom anesthesia was comparable with bolh agents

Labor (see PRECAUTIONS ).

The anaigesi efficacy of intravenous butorphanot faclrale injection was studied in pain durng labor in a lotat of 145 patients
butorphanol tartrate (1 mg and 2 mg) was as eHfective as 40 mg and B0 mg of meperiing (144 patients) in the rehel of pain i
Iaboy with no stfect on the duiation or progress of fabor. Both drugs readily crossed the placenta and entered felal Circulation
The condition of the infants in these studies. determined by Apgar scores al | and 5 minutes (8 or above) and time o
sustamed respiation, showed that butarphanol had the same effects on the infants as megeridine

In these studies neurobehavioral testing in mfants exposed to butorphanal tartrate injection at a mean of 18 6 hours after delivery,
showed no sigaificant ditferences between (rsatment groups

Iadividwatizsiisn #! Dosay
Use of butorphanol in geriatric patients. palients with renal impairment, patients with hepabc wmpairment. ang during fabar
Tequires exira caution (see helow and appropriate sections » PRECAUTIONS}

For pain reliet the recommended inilal dosage regimen of butorphanol tartrate inection s 1 mg IV or 2 mg (M with repeated
doses every 3 10 4 hours. as necessary. This dosage regimen s ilkely 1o be effective for the majortly af patients Dosage
adwstments of butorphanol should be based on absrvaiaas of its benehicial a0 adverse eftects The nitial dose n the
elderty and in patients with renal o hepatic impairmant should generally be half the recommendad adult dose (0 5 mg IV
and 1 mq IM) Repeat doses in these patients shoulg be determined by the patient's response caiher than al fixed tervals
bul will generalty be o less than 6 hours {see PRECAUTIONS)

The usual preoperative dose is 2 mg (M iven B0 to 30 minules befare surgery or 2 mg IV sharlly before induction. This is
appraxumately equivaiant in sedative effect lo 10 mg marphe or 80 mg meperiine This single preageralive duse should
be Indrdualized based on age, body weight, physicat slatus. undertying pathological candilion use of ather drugs. type
of anesthesia lo be used and the surgical procedure invalved

During maintenance in batanced anesthesia the usual mcremental dose of butorphanol ladtrate 1s 0.5 mg to 1 mg IV. The
incremental dose may be higher, up to 0 06 mgAg (4 mg/70 kg). depending an previous sedative. analgesic and hypaotic
drugs admimistered The total dose of bulorphanol wik vary: however. pabients seldom require less than 4 mg ar more than

12 5 mg {approximately 0 06 1o 0 18 mg/g)

As wilh other opioxds of this class. butorphanol may not prowde adequate intraoperative analgesia n every palient or under
all condiions A tailure 1o achieve successful analgesia dunng balanced anesihesia is commonly refiected by ncreases in
general sympathetic lone Consequenily. il blcod pressure or heart rate continue to rise cansidetation should be given lo
adding a polent volalile liquid inhalation anesthelic or aaother intravenous medication

tn labor. the recommended mitial dose of butorphanol lantrate 5 1 mg ar 2 mg (K or IV 10 mothers wiih fetuses of 37 weeks
gestation or beyond and without $igns ol fetal distress Dosage adjustments of bulorphanol 0 labor should be based on watial
tesponse with consideration given to concomitant anaigesic o¢ sedative drugs and the expected time of delivery A dose shoukd
ot be repeated n less than faur hours nac administered less than four hours prior to antcpated dekvery (see PRECAUTIONS)
IKDICATIONS AND USAGE

Bulorphanol lartrate injection & ndwcaled for the management of pain when the use of an 0piowd anaigesK. is ppropriate.

Butorphanol tartrate injection 1S also moicated as preapesative or preanesthetic medication. s 4 supplement to batanced
anesthesia, and tor the rehet of pain duning labor

Butorphanol tartrate wection 1 in patients ] tartrate

WARNINGS

wats Depeadeni on Natcetics

Because of s 0proid antagonist properties, butorphanol 1s Aot recommended (0 use i patients dependent 00 narcolics
Such patients should have an adequate pertod of withdrawal liom opioid drugs prior fo beginning butorphano! therapy in
pahents 1aking oprawd avalgesics chronicatly, butorphanol has precipitated withdrawal symptoms such as anxiety. agitation,
mood changes. hallucinations, dysphoria weakness and darshea

Because of the ditticully 1n assessing oproid talerance in patients who have recently recewved repeated dases of narcolic
analgesic medication cavtion shouid de used in the adminisiration of butorphanal 1o such patients

Crug Abuse

ANl toutes of administiatian of butorphanot have been associated with episodes of abuse, with most reports involving
outpatient (reatment of cheomcally pantul conditions. O the cases receivad thare weare moce reports of abuse with the nasal
spray than with the fly 10 general. patients receming oprond Irealment for an
extended period of time are al 2 higher 115k for abuse

Orug Dependence. Telerance ané Withdrawal

Prolonged use at bulorphanol tartrate for the treatment of chronically painful conditions may also result i dependence
The development of dependence may bie marked by tolerance (a decrease «n response to a Qiven doset which may lead o
fon-medical escatalion and craving, or drug Seeking behavios Abrupt cssation of use by dependent palsents may resolt in
symploms of wilhdrawal

Proper patient selechon, dase and prescribing limmtations, appropriate directions for use. and frequent monitonng are
mporiant to mimmize the (isk of abuse and dependence. (See DRUG ABUSE AND DEPEMDENCE sectian below)

PRECAUTIONS

#Hand Injury and Increased Intracraniat Prassure:

As wilh gther opioids. the use of butorphanal in patients with head wijiiry may be associated with carbon diaide retention
and secondary elevation of cerebrospioal fluid pressure drug-nduced muasis. and alteralians n mental state that wouid
obscure the interpretalion of the chinical course of patients with head injunies In such patents. butorphanal should be used
only il the benelits of use outweigh the potentiai risks

Oisarders of Ruspiralory Funclion or Cantral:

Butorphanol may produc ; respiratory depression, especially in patients receiving other CHS active agents o patients
sultering Irom CNS diseases or resguraiary impaiement

Hepatic and Runa) Disease:

In patients wilh severe hepalic or renal drsease the initial dosage interval for butarphanal shoutd be increased to 6 10 §
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hours untd the sesponse has been well characterized Subsequent doses shouid be determined by patient response rather
than being scheduled a fixed infervals {see CLINICAL PHARMACOLOGY, Individualization ot Dozage)

Cardiovascutas Eftects: .

Because butorphanol may increase the work ol the heart, €especialy lhe pukmonary crrcuit {see CLIMICAL PHARMACOLGY), the
Use of butorphanal in patients with acule myocardial infarction, ventricutar dystuncti~n, or corenary insufficiency should
be Lmited 10 those situations whers the benetits clearly outweigh the risk.  * *

Severe hypertension has been eported rarely during bitorphanol Mheragy. In such cases, Dutorphanol showd be discontinued .
and the hypertension treated wilh antibypertensive drugs. in patients who are not opiost dependent, naloxone has aiso been . -
7eported 10 de effeciive

Use in Ambulaiory Patients: ,

1. Opiowd anaigesics, Including bulosphanol, imparr the mental and physical abilities Tequired for the
pertormance of polenlially dangerous tasks such as driving a cav or operating machinery. Effects such as
drowsiness or dizziness can APPEAL. usualty within the first hour atier dosing. These eflecls may persisi
for varying periods of ime atfer dosing Patients who have teken Dbularphanot should nol drive or operate
dangerous machinery fo1 a1 least 1 hour ang until the eftects of the drug are no fonger presen].

2 Alcohol shauid not be consumed while using b Gy use of h wilh drugs Ihat affect the
central nervous system e Q.. alcohol, b; . . and i ay result in increased central
nervous system depressant elects such as drowsiness. dizziness and impaired mentat function.

3 Tius is one of a ciass of Giugs known 10 be abused and thus should be handied accordingty

Drey Inleractions:

Concurient use of butor, phanol with centrat nervous syslem (0., alcohol, b; 3 . and

antihistamines) may result in increased central nervous system depressant effects When used concurrently with such drugs,

the dose of butorphanol should be the smaliest effective dose and the frequency of dosing reduced as much as possible
when administersd concomitantly with drugs that potentiate the achon of opioids

1115 not known H the eftects of b are afiered by that atfect hepatic metabolism of divgs

(erythromycin, theaphyltne, etc ). but physicians should be alert to the possibity that » smaller initial dose and longet

Inlervals between doses may be needed

No information s avaitable about the use ot bularphanol concurrently with MAO inhibitors

Informatisa for Patieats:
See PRECAUTIONS, Use in Ambaiatory Priients
2 L. " o Fuvtitity:

Two year Carcinogenicity studies were conducted in mice and rats given butorphanol tartsale in Ihe diet up 1o 60 mpkg/day
(180 mg/m*{or mice and 354 mg/m’ for 1ats) There was no evidence of caicinogenicity in either species in these Studies.
Bulorphanal was nol genatoxic in $. typhumurium O £ coliassays ot in unschedoled DNA synihesis ang reparn assays
conducted in coltured human hibroblast cells

Rals treatad orally with 160 mg/ug/day (944 mg/m?) had a reduced pregnancy rate. However, a similar eftect was not observed
wih 2 2 5 mo/kg/day (14.75 my/m?) subcutaneous dose

Pragnancy:
Pregnancy Calegory ¢

Reptoduction shudies in muce. rats and rabbifs during organagenesis did not reveal any teralogenic patential to butorphanot
However. pregnant rats Ireated subcutanously wth butorphanol at 1 mAkg (5.9 mQ/m?) had a higher Irequency of siWbirths than
controis. Butoephanod at 30 me/gioral (S 1 my/m?) and 60 mg/Ag/orsl (10 2 mg/m?) aksn shawed higher incidencas ot poss-
implantation koss m rabbes

There ate no adequate ang weN-contiolled studies of butorphanal in pregnant women before 37 wesks of estation.
Butorphanot tartsate imjection should be used dunng pregnancy only it 1he polentiai benetil justifies the potential risk 1o
the inlant

Laber and Detivery:

There have been race reports of infamt respiratory dy lokawing the o during labor. The
Teporis of respiralory distiess/apnea have been assacisled with administration of a dose withen two howvs of delivery, use of
Mulligie doses. use with additional analgesic or sedative drugs, or use in prelerm pregnancies. (See OVERDOSAGE, Trestmeni)
In 3 study of 119 Ppatents. the of 1 mg by lartrate during labor was. associaled wilh
transient (10 1o 90 Minutes} sinusowdal felat heart rate patierns, bul was not associated with adverse neonalal ovicomes. In
the presence of an abrormal Telal heart rate pattern, butorphanat should be used with caution.

Nursing Mothars:

Bulorphano! has been detected in milk followsng admanisteation of buto: phanol tartrate Injection to nursing mothers, The
Amaunt an intant would receive is probably ciinicalty insignificant (estimated 4 microgram/lter of milk in a mother receiving
2mg 1M four times 2 day)

Pediatric Use:

Butorphanat is nol recommendes 101 use in pabents below 18 years of age hecause satety and eMficacy have nol been ssiablished ‘
m s pogutation.

Gariairic Ure:

The initiat dose of butosphanol recommended tos elderly patients is half the usual dose at twica tha vsual interval,
Subsequent doses and ntervals shouid be based on the palient response (see CLINICAL PHARMACOLOGY, Individualization
of Dosage)

Due 10 changes in ciearance, Ihe mean hall-ite of butorphanal is increased by 25% in patients oves the e ol 65 Elderty
patients may be more sensitive 10 its side eftects.

ADVERSE REACTIONS

A total of 2,446 patients were studbed in b chnical trials, half eceived b fartrate wyection
with the remainder Feceiving butorphanol fartrate nasal Spray. In nearly al cases Ihe type and incxdence of side effects with
butorphanol by any route were thoss commonly observed with opioid anaigesics,

The atverse experiences described below are based on da1a trom short- and bang-term clinical triads as well 35 postmarketing
experience in pahents receiving butorphanot farteale injection. Thers has bean no attempl ta correct for placebo effect or
subteact the trequencies reporied by placedo trealed patients in controNed trials

The most Irequently reported adverse experiences across all clincal trials with butorphanol lartrate inpection and nasat spray
were somnolence (43%), dizziness (13%). nausea and/or YOmiting {13%). In Jeng-term Inats with the nasal spray only,
n2s3) congestion {13%) and insamnia (1 1%} were trequently reported

The JoNowing agverse EXperiences wers ceported ata Trequency of 1% or greater, and were considered lo be probably
related to the use of butorphanot.

Body 23 3 whale: astheniatethargy*, headache*, sensation of heat

Cardievascutsr: VASODI LATION®, PALPITATIORS

Digestive: ASOREXIA®, CONSTIPATION" dry MOUth”, nausez and/or vomiting {13%). stomach pain,

Nerveus: anxiety, comusion*_ dizriness (18%), evpharia, floating feeling, INSOMNIA (1%}, nervousness, paresihesia,
somnolence (43%}. TREMOR, DRUG DE PENDENCE * or WITHDRAWAL SYNDROME " {see DRUG ABUSE AND DEPEMDENCE)

Respiratery: BRONCHITIS, COUGH. DYSPNEA® -EPISTAXIS*, NASAL CONGESTION (13%), BASAL IRRITATION®,
PHARYNGITIS", HH’NI"S'.SINUSCONGESHON" SINUSITIS, UPPER RESPIRATORY INFECTION"

Skin and appeadages: sweating/clammy *, pruritus, 11

Soackal senser: biued vision, EAR PAIN. TINWITUS . UNPLEASANT TASTE” {aks0 seen in short-lerm trial with Ytorphanol
tartrare nasaispray).

{Reartians occuring with 3 frequency of 3 1o 9% are marked wilh an asterisk £°}. Reactions reported predominantly tiom
long-term triais with bulorphano! tarirate nasa) Spray are CAPITALIZED )

The foliowing adverse EXperiences were reporied hrom postmarketing experience o1 wilh 2 frequancy ol less than 1% in
chnical trials, and were considered to be grobably related to the use of bulosphanot:

Body a5 2 Whole: excessive drug effsct associated with transient difficulty spesking and/or executing pusposetul
movements.

Cacdievaseviar: hypotension, syncope.

Marveus: abnormal d1eams. aguation, dysphotia, -excessive drug ettect assocrated withy Iranswent difficulty speaking and/or
EXeculng purposelyl movements, hallucinations, hoslility, vertigo.

Skin ang appendages: iashives

Yrogenital: impaised urination

(Reactions reported onty from Posl-markeling experience are aicized )

The following imtrequent acdntionst adverse experiences were reported in a frequency of ess than 1% of the patients
sludied in short-term butorphanal tartcate 0asal spray tnials and Irom post- no under

the association between these evems and bulorphano) administration js unknown. They are being listed as dlerting
1nlormation 101 the physician

where




Cartiavaseutar: chesy PaIn, hypertension, tachycardiz
Sody 13 2 whale: pdem,

Castiovascutar: hypertensian

Nervous: convuision, deiusion. depression.

Respiratary: dpreq. shallow breathing

(Reactions reported onty from past-marketing Sxpanience are italicized )

DRUG, ABUSE AND DEPENDENCE

Butorphanol tartrate injection is listed in SCHEDULE v of the Cantrotted Substances Act (Csa)

Clinical Tria) Experience

Some patients in clinical triats conducted in patients who ware largely Opiate-nawve, had xperiences typically associated
wilh opiout abuse or ependence. These included rapid developmant of tolerance to the 9rug in which patients increased
ther dosage 1o higher levets than prescibed and reports of euphoria

Withdrawai symptoms were identified in patiants using butorphanol Gartrate nasa Spray in controbied chnical tnals. Patignts
abruptly discontinuing butorphanol tartrate nasal spray ater ‘extended use g high doses were at Grealest sk Withdrawat
Symptoms included anxely, agitation, Iremulousness, dianrhea, chiils, sweals, insamnia, conlysion, incoardination, drug
Cfavings and halucinalions

Posimarketing Experience
Butorphanal tartrate has Doen associated with £P(S0083 of abuse and dependence Of the cases received, there were more
fep0ets of abuse with the Rasat spray formulation than with the mjectable formutation

Proper patient Selection, doss ang prescriding limitations, ApPropriate directions for use, and trequent Mmonitoring are
{mportant 1o minwmize the rigk of abuse and dependence with butorphanol tatrate Special care shoutd be execcised in
administering butorphanel to patients with 2 Nistory of drug abuse or tg Ppatients raceiviag the drug on a repeateq dasis tor
an extended period of time

OVERDOSAGE

Clinical Manitestations:

The clinical Manifestatans of dutorphanol Overdose are thoss of 0pHNd drugs 1n general Consequences of overdose vary
with the amount of butorphanai ingested and the degree of tolerance of the patient 19 the etfects of opiates. The mast
Serious symptoms are bypoventation, casdiovascylar sutiicincy and/or comg

Other symptoms of overdose may inchude excessive drug effect {¢ g. sedation, izziness, nausea or vOrmIting) Thus may be
associated with iransient dilficulty speaking or execuling purposefy! movements Many of the Teparted cases have involvad
BeOple who are not tolerant To the effects of opiates and who vse larger doses of butorphans 10 inttiate therapy (more than
2 mg butorphanol tartraty injection).

Overdase can oegur dua to accidental o Intentional misuss of butorphangl, especially in young chudren who may gamn
ACTESS 10 the drug in he home

Tresiment:

The Management of syspacieg butorphanoy overdosage includes maintenance of adequale ventaation, Peripheral partysion,
normal body temperatuve, and prolection of the dirwzy. Patients shoukd be under continuous observaton with adequate serial
Mmeasures of mentat sigte, TBsponsiveness ang vitat 3igns. Oxygen and vantiatory assistance shouig be available wrth confimya
Moniloring by puise oximetry if indicated In the presance of coma, placement of 0 artificial zirway May be requirad. An
adequats intravenoys portal showid be mainiained to factiitats treziment of hypotension 3ssociated with vasoditation

The use of a specific Ooid anlagonist such ag Naloxone shauld be considered. As the duration of butorphanol action
Usuaily exceeds the duration of action of Naloxone, rapagteq dusing with Raloxone may be required.

In managing cases o suspected butarphanol Overdosage, the Ppossidiity of multiple drug ingestion should always be

active agents
Use for Paia;

Intravenous The Usual recommended single dose tor iV administration is 1 ™Q repeated every three 1o four hours as
Necessary. The eftective dosage range, depending on the seventy of pain, is 0 § mg o 2 mg repeated every 310 4 bours
Inlamoscutar The usual recommended single dose for (M admnistration is 2 M 10 patients wha wilt be abie to remain
recumbent, in the event drowsmess or dizziness occirs T may be repeated every 310 4 hoors as fAecessary. The eftective
dsage range depending on the severity of pain is | mQ 10 4 mg repeateq every 310 4 hours There are insufticient climcat
dala 1o racommend single doses above 4 mg

Use ag h»nnlivmunmcm Medication:
The Preoesative medication 80sage of butorphanol shouid de indindualized (see CLNHCAL 0GY,
Individuaiization of Dosage). The usyal A0ull dose is 2 mg 1M, 4 60 10 90 minutes betoce surgery. This s

ApPproximatety squivalsnt in sedative eftect to 10 mg morphine or 80 mg mependine.

Use in Batanced Amesitie a;

The usual dose of butorphavial tartrate INJECtion is 2 mg Iy shortly belore induction and/or 0.5 mg 1o 1 mg IV in increments

during anesthesia The increment may be higher, up 1o 0 0§ ma/kg (4 mg/70 kg). depending on Previous sedanve, analgesic,

and hypnotic Arugs admimistaceq. The totai dose of bitorphanol tartrate vall vary: however, panbents seidom require tess than 4

™4 0f more than 12 5 mg (approxmatety 0.06 mog 10 0 1 mghgy.

Labor;

In patients at tyy 1erm in early lador g 1 mg 10 2 mg doses of butorphanot tartrate IV or tM may be Admunistered ang fepeated

aftec 4 hours Alternative anaigesia should be used for pain assocrated with dehvery ov (f dehvery is expecteq le occur within
hours

If concomitant use of butorphanol with drugs that may potentiate s ettects is deemed necessary {see Deug lnteracions m
eCtion) the lowast effy od

PRECAUTIONS s ective dose shoyld pe employe
Satety ang Hangling:
Bulorphanet tartrate Ijection is supphied in seaieg Gelivery systems that idental exposure to heaith care

have alow nsk of acci
workers. Ordinacy care shoud be taken [o avoid aecosal generation while preparing 2 Synnge for yse Following skin
CODLACK. 110sing wilh toof wates 1S recommened

Parenteral arug producis $hould be inspecteq visualty tor partcutate matler and discoloration Prior 1o administration,
whenever sotulion and container permat

HOW SuPPLIED
Hutorphanol Tartrate Injection. usp 1 mg/l mL

Cartoe of tea 1 mL singie dose viats {NDC 61703.317-06)

Butorphanot Tartcate Ingection, ysp 2 mp/T mL

Carton of ten 1 L single dose viats {NDC 61703-318-06)

STORAGECONOITIONS

Store at controfied room \emperature. between 15°¢ to 30°C (59°F to 86°F)
anly

Manutaciyreg by

Fu Fauiding & Co Limdted

1-23 Lexia Place

Mulgrave Victora 3170 Ausirata
i

fo

Faviding Pharmacenticar Co
200 Elmora Avenue

Elizabeth NJ 07207 USA

July 1998

493313
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[10x 1 mL single dose vials  NDC 61703-318-06 |
Sterile

Butorphanol Tartrate ‘IV:

Injection, USP \
(2 g [REY ‘
For ILM. or LV. use

x 1 mL single dose vials NDC 61703-318-06 |
Sterile

Butorphano! Tartrate
Injeclll)on use C

For LM.or .V, use
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10 x 2 mL Vials
Size:42.5 x 38.5 x 84.5 mm
Colour: 295C, 271 C
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[ 10 x 1 mL single dose vials NDC 61703-317-06 |
Sterile

Butorphanol Tartrate @
Injection, USP

1 mgRELN

For LM. or LV. use JX: 1038
&onty

[10x 1 mL single dose vials  NDC 61703-317-06 |
Sterile

Butorphanol Tartrate @
Injection, USP

For L. M. or LV. use.

 Faulding

10 x 2 mL Vials
Size:42.5 x 38.5 x 84.5 mm
Colour: 295C, 199 C
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1 mL Single dose
For LM.or LV use

1 mi. Singte dose vial
For [M.or V. use
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75170

CHEMISTRY REVIEW(S)




ANDA APPROVAL SUMMARY

~a¥NDA : 75-170

DRUG PRODUCT: Butorphanol Tartrate Injection USP, 1 mg/mL and 2 mg/mL

FIRM: Faulding Pharmaceutical Co.
DOSAGE FORM: Injection
STRENGTHS : 1 mg/mL and 2 mg/mL

CGMP _STATEMENT/EIR UPDATE STATUS:

Manufacturer-Finished Dosage Form :

The drug product will be manufactured,
tested by:

F.H. Faulding & Co. Limited
1-23 Lexia Place

Mulgrave, Victoria 3170
Australia

(OK on 2-18-98).

Manufacturer-Active Ingredients:

processed,

packaged,

and

Two manufacturers of the drug substance Butorphanol Tartrate are

included in the ANDA:

DMF

DMF

(OK on 2-18-98).



Contract Laboratories:

The following contract firms are listed in the ANDA along with the
functions performed by each:

Performs testing on butorphanol tartrate, citric acid, sodium
chloride and glass vials.

Performs testing on the nitrogen.

Performed testing on the sodium chloride for the exhibit batch only.
Future testing to be done by ’

(OK on 2-18-98 ).

BIO STUDY:

A waiver of in-vivo biocequivalence study requirements was granted:
see review of 10/28/97, Dr. S. Pradhan, HFD-652.

A letter was issued to the applicant 10/29/97 stating that there
were no bio questions at that time.

VALIDATION - (DESCRIPTION OF DOSAGE FORM SAME AS FIRM'S) :

Both the drug substance and drug product are USP 23 item. Methods
validation by an FDA laboratory is not required.

Methods verification performed by FDA’s Philadelphia District Lab
and found satisfactory.



STABILITY - ARE CONTAINERS USED IN STUDY IDENTICAL TO THOSE 1IN
CONTAINER SECTION?:

Stability protocol: Satisfactory
Expiration date:

24 months expiration date with three month accelerated data (40°C +
2°C) and room temperature (25°C + 2°C) data.

The stability data includes the following strength and lots:
Lot # 7011530R 1 mg/mL
Lot # 7011535R 2 mg/mL
Lot # 7021530R 1 mg/mL
Lot # 7021535R 2 mg/mL
LABELING:

Satisfactory per A. Vezza, HFD-613 reviewed on 8/4/98.

STERILIZATION VALIDATION (IF APPLICABLE) :

Microbiological review satisfactory - 6/25/98
sterilize the product at 121.6°C for 26 minutes.

SIZE OF BIO BATCH (FIRM'S SQURCE OF NDS OK?) :

Lot # 7011530R 1 mg/mL vials

Lot # 7011535R 2 mg/mL vials

Lot # 7021530R 1 mg/mL vials

Lot # 7021535R 2 mg/mL vials

DMF was reviewed and found adequate - D. Shostak, HFD-647,
1/28/98.

DMF was reviewed and found adequate by E. Ramos, HFD-645
4/9/98.

SIZE OF STABILITY BATCHES - (IF DIFFERENT FROM BIO BATCH, WERE THEY
MANUFACTURED VIA THE SAME_ PROCESS?) :

The stability batch size:

Lot # 7011530R 1 mg/mL vials
Lot # 7011535R 2 mg/mL vials
Lot # 7021530R 1 mg/mL vials
Lot # 7021535R 2 mg/mL vials



PROPOSED PRODUCTION BATCH - MANUFACTURING PROCESS THE SAME AS
BIO/STABILITY?:

The production batch sizes are the same as that of the test batches,
i.e., 10L for each strength and have the same manufacturing
process as the test batch.

CHEMIST: Lucia C. Tang /S/ DATE: 8-11-98 7"/7‘/‘%z

SUPERVISOR: Ubrani Venkataram. DATE: 8-13-98 ql 17 M?

/S/

F/T/ by pah/9/16/98
x:\new\firmsam\faulding\ltrs&rev\75170no2.apf
7517OAAP.P/Tang/8—lO-98



ANDA 75-170

10.

12.

13.

CHEMISTRY REVIEW NO. 1

“ANDA # 75-170

NAME AND ADDRESS OF APPLICANT
Faulding Pharmaceutical Co.
Attention: Sharif Ahmed

200 Elmora Avenue

Elizabeth, NJ 07207

LEGAL BA FOR BMISSION
The listed drug is Stadol® (Butorphanol Tartrate Injection USP,
mg/mL and 2 mg/mL) manufactured by Apothecon - NDA 17-857.

The aPplicant certifies that to their knowledge no patents are
currently in effect for the drug product and that the drug
product is not entitled to a period of marketing exclusivity.
SUPPLEMENT (s): N/A

PROPRIETARY NAME: N/A

NONPROPRIETARY NAME: Butorphanol Tartrate Injection USP

SUPPLEMENT (s) PROVIDE FOR: N/A

AMENDMENTS AND OTHER DATES:
Firm:
Submitted: July 22, 1997

FDA:

Acknowledgement: September 2, 1997

Bio review: October 29, 1997
PHARMACOLOGICAL CATEGORY 11. Rx or OTC
Opioid analgesic Rx

RELATED IND/NDA/DMF (s)

DMF
DMF
DOSAGE FORM 14. POTENCIES

Injection 1 mg/mL & 2 mg/mL



ANDA 75-170

15. HEMICAL NAME AND STRUCTURE
Butorphanol Tartrate USP
C,,H,NO,.C,HO;; M.W. = 477.56

(-=)-17-(Cyclobutylmethyl)morphinan-3,14-diol D-(-)-tartrate (1:1)
(salt). CAS [58786-99-5]

16. RECORDS AND REPORTS: N/A

17. MMENT
a. Minor CMC deficiencies remain.
b. Label review is pending as of 2/3/98.
c. Microbiological review is pending as of 2/3/98.
d. Method validation not required - USP 23 items.
e. Bio is satisfactory.
f. EIR is pending.

18. CONCLUST AND RECOMMENDATION
This ANDA is NOT APPROVABLE. The amendment will be MINOR.

19. REVIEWER: DATE COMPLETED:
Donald Shostak February 3, 1998



SAANDA 75-170

CHEMISTRY REVIEW NO. 2

2. ANDA # 75-170
3. NAME AND ADDRESS OF APPLICANT

Faulding Pharmaceutical Co.
Attention: Sharif Ahmed
200 Elmora Avenue
Elizabeth, NJ 07207

4. LEGAL BASIS FOR SUBMISSION

The listed drug is Stadol® (Butorphanol Tartrate Injection USP, 1
mg/mL and 2 mg/mL) manufactured by Apothecon - NDA 17-857.

The applicant certifies that to their knowledge no patents are
currently in effect for the drug product and that the drug

product is not entitled to a period of marketing exclusivity.

5. SUPPLEMENT (s) : N/A

6. PROPRIETARY NAME: N/A
7. NONPROPRIETARY NAME: Butorphanol Tartrate Injection USP
8. SUPPLEMENT (s) PROVIDE FOR: N/A

9. AMENDMENTS AND OTHER DATES:

Firm:
Submitted: July 22, 1997
Amendment (Chemistry & label): March 20, 1998 (Subject of
this review)
Amendment (Label): 7-24-98

FDA:
Acknowledgement: September 2, 1997
Bio review: October 29, 1997
Label Review: March 5, 1998
Chemistry review # 1 & letter: March 10, 1998
Microbiological review: April 1, 1998
Label OK review: 8-4-98
10. PHARMACOLOGICAL CATEGORY 11. Rx or OTC
Opioid analgesic Rx

12. RELATED IND/NDA/DMF (s)

DMF
DMF



ANDA 75-170

13. DOSAGE FORM

14. POTENCIES H J

Injection

1
mg/mL & 2
mg/mL

15. CHEMICAL NAME AND STRUCTURE:

Butorphanol Tartrate USP
C21H29N02-C4H606; M.W. =477.56

(-)-17-(Cyclobutylmethyl)morphinan-3,14-diol D-(-)-tartrate (1:1)
(salt). CAS [58786-99-5]

16 .RECORDS AND REPORTS: N/A
17.COMMENTS

.CMC issues satisfactory.

.Label review satisfactory -8/4/98
.Microbiological review satisfactory - 6/25/98
.Method verification performed - satisfactory
.Bio is satisfactory - waiver granted 10/28/97.
.EIR - overall acceptable 2/18/98.

O QO D

18.CONCLUSIONS AND RECOMMENDATIONS
Approval
19.REVIEWER: DATE COMPLETED:

Lucia C. Tang 8-11-98
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C.

cc:

OFFICE OF GENERIC DRUGS, HFD-640
Microbiologist's Review #1

March 31, 1998

1. ANDA 75-170

APPLICANT Faulding Pharmaceutical Co.
200 Elmora Avenue
Elizabeth New Jersey 07207

2. PRODUCT NAME: Butorphanol Tartrate Injection USP

3. DOSAGE FORM AND ROUTE OF ADMINISTRATION: 1 mg/mL and 2
mg/mL, 1 mL fill in 2 mL Single-Dose Amber Vials,

Intravenous and Intramuscular

4. METHOD(S) OF STERILIZATION:

5. PHARMACOLOGICAL CATEGORY: Narcotic Analgesic

1. DATE OF INITIAL SUBMISSION: July 22, 1997

Subject of this Review (Received July 23, 1997)
2. DATE OF AMENDMENT: None

3. RELATED DOCUMENTS: None
4. ASSIGNED FOR REVIEW: 3/23/98

REMARKS: The subject drug product is filled into 2 mL vials
on Filling Line 2 at the
pharmaceutical facility in

CONCLUSIONS: The submission is not recommended for
approval on the basis of sterility assurance.
Specific comments regarding
are provided

sl _4/r/ac

~“TAndrea S. High, Ph. D.

original ANDA d 5«F 4/3 7¢

Duplicate ANDA

Division Copy

Field Copy

Drafted by A. High, HFD 640 x:wp\microrev\75-170
Initialed by F. Fang or F. Holcombe, Jr.




OFFICE OF GENERIC DRUGS, HFD-640
Microbiologist's Review #2

June 25, 1998

A. 1. ANDA 75-170

APPLICANT Faulding Pharmaceutical Co.
200 Elmora Avenue
Elizabeth New Jersey 07207

2. PRODUCT NAME: Butorphanol Tartrate Injection USP
3. DOSAGE FORM AND ROUTE OF ADMINISTRATION: 1 mg/mL and 2

mg/mL, 1 mL £ill in 2 mL Single-Dose Amber Vials,
Intravenous and Intramuscular

4. METHOD(S) OF STERILIZATION:

5. PHARMACOLOGICAL CATEGORY: Narcotic Analgesic
B. 1. DATE OF INITIAL SUBMISSION: July 22, 1997
(Received July 23, 1997)
2. DATE OF FAX AMENDMENT: June 19, 1998

Subject of this Review (Received, June 22, 1998)

3. RELATED DOCUMENTS: None
4. ASSIGNED FOR REVIEW: 6/24/98
cC. REMARKS: The subject amendment is in response to the

Microbiology Deficiencies in the FAX Amendment
dated May 20, 1998.

D. CONCLUSIONS: The submission is recommended for approval on
the basis of sterility assurance. T

( 15!  ts/e

Andrea S. High, Ph. D.

cc: Original ANDA dé\'\( Q{af

1¢

Duplicate ANDA

Division Copy

Field Copy

Drafted by A. High, HFD 640 x:wp\microrev\75-170a
Initialed by F. Fang or F. Holcombe, Jr.
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0CT 2 8 1997

Butorphanol Tartrate Faulding Pharmaceutical Co.
1 mg/mL and 2 mg/mL Injection, USP Elizabeth, New Jersey
ANDA #75-170 Submission Date:
Reviewer: Sikta Pradhan, Ph.D. July 22, 1997
WP #75170W.797

Revi { 2 Waiver R

The sponsor has requested a waiver of the in vivo bioequivalence study requirements for its test
product, Butorphanol Tartrate Injection USP, 1 mg/mL and 2 mg/mL in 1 mL vials, in accordance
with 21 CFR 320.22(b){1). The reference listed drug (RLD) is Stadol® Injection (preservative free,
NDA #17-857 of Apothecon).

Butorphanol tartrate is used in the management of pain when the use of an opioid analgesic is
appropriate. It is also used in preoperative or preanesthetic medication, as a supplement to balanced

anaesthesia and for the relief of pain during labor.

The drug product is an injectable intended solely for intravenous(IV) or intramuscular(IM)

administration. (~ /Dnreni'emr Soludion )%"H
Table 1
Comparative Formulations
Ingredients Test Product Reference Product
(mg/mL) (mg/mL)

“Butorphanol tartrate, USP 1.0 or 2.0 - 1.00r20
¢ Citric Acid, USP 733 33
v Sodium Citrate, USP Y 6.4 6.4

Sodium Chloride, USP v6.4 6.4

Water for Injection gsto 1 mL gsto 1l mL

Comments:

1. Comparative formulations of the test product and RLD presented in Table 1 indicate their

identical compositions.

2. The test product and RLD are identical with regard to conditions of use, dosage form, active
ingredient, routes of administration, and strengths.



Recommendation:

The Division of Bioequivalence agrees that the information submitted by Faulding Pharmaceuticals
that its Butorphanol Tartrate Injection, 1mg/mL and 2mg/mL, in 1 mL single-dose vials, falls under
21 CFR 320.22(b)(1) of the Bioavailability /Bioequivalence Regulations. The Division of
Bioequivalence recommends that the waiver of in vivo bioequivalence study be granted. From the
bioequivalence point of view, the test product, Butorphanol Tartrate Injection, Img/mL and 2mg/mL
in ImL single-dose vials is deemed bioequivalent to the currently approved Stadol®, 1mg/mL and 2

mg/mL, respectively, manufactured by Apothecon.

The firm should be informed of the recommendation.

/S/
T
Sikta Pradhan, Ph. D.

Division of Bioequivalence
Review Branch I

RD INITIALED YCHUANG ‘%‘ 1o, /a4 /17
FT INITIALED YCHUANG -----—f-# £
A

S|
Concur:

Rabindra Patnaik, Ph. D.
Acting Director, Division of Bioequivalence

Date:--lg-l-g'g.!-?.}'

cc:  ANDA # 75-170 (original, duplicate), HFD-652 (Huang, Pradhan), HFD-650
Drug File, Division File.

SP/10-15-97//X:\wpfile\Pradhan\75170W.797

Orrectar),
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REVIEW OF PROFESSIONAL LABELING
DIVISION OF LABELING AND PROGRAM SUPPORT
LABELING REVIEW BRANCH

ANDA Number: 75-170 Date of Submission: July 22, 1997
Applicant's Name: Faulding Pharmaceutical Co.
Established Name: Butorphanol Tartrate Injection USP, 1 mg/mL,

and 2 mg/mL

Labeling Deficiencies:
1. GENERAL COMMENTS

a. Replace the statement
with the symbol “Rx only” or “RB only” throughout
your labels and labeling. We refer you to the
Guidance For Industry, “Implementation of Section
126, Elimination of Certain Labeling

Requirements...”, at the internet site:
http://www.fda.gov/cder/guidance/index.htm for
guidance.

b. The Federal Register notice dated October 1, 1997
(Volume 62, Number 190) placed butorphanol
tartrate into schedule IV of the Controlled
Substances Act. As a result the labels and
labeling must be revised to comply with 21 CFR
1302.04. We note that the FDA Modernization Act
of 1997 has deleted the requirement for the
presence of the statement “WARNING: May be habit-
forming.” throughout the labels and labeling of
scheduled drugs.

c. Please revise your temperature storage
recommendations throughout your labels and
labeling to read:

Store at controlled room temperature, between 15°C
to 30°C (59°F to 86°F).

1. CONTAINER 1 mL vial (1 mg/mL and 2 mg/mL)

a. See GENERAL COMMENTS above.



b. Replace the
statement with the following statements:

i. Usual Dosage: See package insert.
ii. Discard unused portion.
iii. PROTECT FROM LIGHT.

c. If space is a concern, the street address is not
required and may be deleted.

d. Please improve the print quality and resolution of
the print on the side panel. It is difficult to
read.

e. What color are the flip-off 1lids?
CARTON 10 x 1 mg/mL and 10 x 2 mg/mL

a. Please see GENERAL COMMENTS and comments (a) and
(b) and (c) under CONTAINER.

b. Usual Dosage: (capital D).

INSERT

a. GENERAL COMMENT
Please revise so that the number and corresponding
unit appear on the same line of text (e.g., see
CLINICAL PHARMACOLOGY - Pharmacokinetics - %7
ng/mL” and Postoperative Analgesia - “10 mg
morphine”, and “30 minutes”).

b. DESCRIPTION

i. Revise the molecular weight to read %“477.56"
as per USP 23.

ii. We encourage you to include the pH range for
your drug product.

c. CLINICAL PHARMACOLOGY
Clinical Trials
i. “Use in the Management of Pain” is a

subsection and this heading (bold and
italics) should be placed immediately above



“Postoperative Analgesia”.

ii. “Postoperative Analgesia”, “Migraine Headache
Pain”, “Preanesthetic Medication”, “Balanced
Anesthesia”, and “Labor” are all subsections
of “Use in the Management of Pain” and should
all appear in italics.

d. ADVERSE REACTIONS

Please increase the prominence of the asterisks
throughout this section.

e. DRUG USE AND DEPENDENCE

Insert the following text as the first paragraph
(see GENERAIL COMMENT b above):

Butorphanol tartrate injection is classified by
the Drug Enforcement Administration as a Schedule
IV controlled substance.

f. DOSAGE AND ADMINISTRATION

Use for Pain - “Intravenous” and “Intramuscular”
are subsection headings and should appear in
italics.

g. HOW SUPPLIED
i. See GENERAIL COMMENTS (a) and (c) above.
ii. Carton of ten 1 mL...
Please revise your container labels and carton and insert
labeling, as instructed above, and submit in final print.
Please note that we reserve the right to request further
changes in your labels and/or labeling based upon changes in

the approved labeling of the listed drug or upon further
review of the application prior to approval.



To facilitate review of your next submission, and in
accordance with 21 CFR 314.94(a) (8) (iv), please provide a
side-by-side comparison of your proposed labeling with your
last submission with all differences annotated and

explained. . /‘
Jerry Phillips “i

Y

Division of Labeling and Program Support
Office of Generic Drugs
Center for Drug Evaluation and Research
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ANDA 75-170

0cT 29 1997

Faulding Pharmaceutical Co.
Attention: Sharif Ahmed
200 Elmora Avenue
Elizabeth, NJ 07207
Whdhusaladililialinedilaall

Dear Sir;

Reference is made to your abbreviated new drug application submitted pursuant to Section 505 ()
of the Federal Food, Drug and Cosmetic Act for Butorphanol Tartrate Injection USP, 1 mg/mL,
and 2 mg/mL. ‘

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

Please note that the bioequivalency comments expressed in this letter are preliminary. The above
bioequivalency comments may be revised after review of the entire application, upon consideration
of the chemistry, manufacturing and controls, microbiology, labeling or other scientific or regulatory
issues. A revised determination may require additional information and/or studies, or may conclude
that the proposed formulation is not approvable.

Sincerely yours,

/\ S/\ / -
sl
Rabindra N. Patnaik, Ph.D.
Acting Director,
Division of Bioequivalence

Office of Generic Drugs )
Center for Drug Evaluation and Research



ANDA 75-170

Faulding Pharmaceutical Co. SEP 2 1997

Attention: Sharif Ahmed
200 Elmora Avenue
Elizabeth, NJ 07207

Dear Sir:

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

NAME OF DRUG: Butorphanol Tartrate Injection USP, 1 mg/mL,
and 2 mg/mL

DATE OF APPLICATION: July 22, 1997
DATE OF RECEIPT: July 23, 1997

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

Please identify any communications concerning this application
with the ANDA number shown above.

Should you have questions concerning this application, contact:
Tim Ames

Project Manager
(301) 827-5849

Sincerely yours,

”~y
Sl ;
v- R ' -
Jerry Phillips S/ 73/4
Director '

Division of Lab¢ling and Program Support
Office of Genkric Drugs
Center for Drug Evaluation and Research




Faulding Pharmaceutical Co.
A subsidiary of Faulding Inc

200 Elmora Avenue
Elizabeth, New Jersey 07207

UPS OVERNIGHT COURIER A World of Health Telephone (908) 527 9100
Facsimile (908) 527 0649

July 24, 1998

Mr. Douglas Sporn, Director T
Office of Generic Drugs 3

Center for Drug Eval§ation & Research xMENDMENI__
Food & Drug Administration N an
Document Control Room, MPN II ’

7500 Standish Place, Room 150

Rockville, MD 20855-2773

RE: ANDA 75-170, Butorphanol Tartrate Injection USP,
(lmg/mL and 2mg/mL)

Dear Mr. Sporn:

This response is to your letter dated July 13, 1998, requesting additional labeling
revisions. Faulding Hospital Pharmaceutical Co. is hereby submitting for your
review the additions included in the revised Package Insert.

Enclosed are twelve (12) copies of the revised Package Insert for your review. Also
enclosed is a side-by-side comparison with all differences defined by the use of a
different color. If this meets with your approval, please consider this as final
printed labeling.

Faulding Pharmaceutical Co. looks forward to your review.

Iris Feliciano
Regulatory Coordinator
Tel: 908-659-2568
Fax: 908-659-2440

cc: H. Maaser, Ph.D., Director of Regulatory Affairs

ene- RECEIVED
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Faulding Pharmaceutical Co.
A subsidiary of Faulding Inc.

200 Elmora Avenue
Elizabeth, New Jersey 07207

A World of Health Telephone (908} 527 9100
July 22, 1997 Facsimile (908) 527 0649

Mr. Douglas Sporn, Director

Office of Generic Drugs

Center for Drug Evaluation and Research
Food and Drug Administration

Metro Park North Il

7500 Standish Place, Room 150
Rockville, MD 20855-2773

Re: Abbreviated New Drug Application
Butorphanol Tartrate Injection, USP
1 mg/mL, 1ml; 2 mg/mL, 1ml vials
Original Application

Dear Mr. Sporn,

In accordance with the regulations as promulgated under Section 505(j) of the
Federal Food, Drug and Cosmetic Act, as amended, Faulding Pharmaceutical
Co. is submitting this Abbreviated New Drug Application for Butorphanol
Tartrate Injection, USP, 1 mg/mL, 1 mL and 2 mg/ml, 1 ml vials.

The Archival, Review and Field copies of the Abbreviated New Drug Application have
been prepared in accordance with the Guidance for Industry on Organization of an
Abbreviated New Drug Application and an Abbreviated Antibiotic Application, published
in April 1997. This application is contained in two volumes and contains sterility
assurance data.

Faulding is providing the Field Copy of this application to the Office of Generic Drugs in
accordance with 21 CFR 314.94. Please note that the required Field Copy certification
is contained in Section XXI of the ANDA.

In addition, a debarrement certification in accordance with Section 306(k) of the Federal
Food, Drug and Cosmetic Act, as amended by the Generic Drug Enforcement Act, is
contained in Section XXI of this submission.

A request for waiver of the bioavailability/bioequivalence requirements is contained in
Section VI. Butorphanol Tartrate Injection, USP is a ready-to-use solution intended for
intravenous or intramuscular administration, contains the same active and inactive

ingredients, and contains the same total drug content per container as the listed drug
product. R=AENEN
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The reference listed drug is Apothecon’s Stadol® (Butorphanol Tartrate Injection, USP),
which is also a ready-to-use solution product.

If you have any questions concerning this submission, please contact me directly at
(908) 659-2433.

Yours sincerely,

Faulding Pharmaceutical Co.

e
Y. Lwtd
Sharif Ahmed

Regulatory Affairs Associate

Attachments



