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ANDA 74-811
JAN 30 1998

Bedford Laboratories
Attention: Shahid Ahmed
300 Northfield Road
Bedford, Ohio 44146

Dear Sir: .

This is in reference to your abbreviated new drug application
dated December 21, 1995, submitted pursuant to Section 505(j) of
the Federal Food, Drug, and Cosmetic Act, for Haloperidol =~ =«
Decanoate Injection, 50 mg (base)/mL.

Reference is also made to your amendments dated May 14, November
21, and December 15, 1997.

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 Haloperidol Decanoate Injection, 50 mg (base)/mL
to be biocequivalent and, therefore, therapeutically equivalent to
the listed drug (Haldol® Decanocate-50 Injection, 50 mg (base)/mL,
of RW Johnson Pharmaceutical Research Institute).

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

Post-marketing reporting requirements for this abbreviated

" application are set forth in 21 CFR 314.80-81. The Office of
Generic Drugs should be advised of any change in the marketing
status of this drug.

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

Validation of the regulatory methods has not been completed. It
is the policy of the Office not to withhold approval until the -
validation is complete. We acknowledge your commitment to

satisfactorily resolve any deficiencies which may be identified.

-r

7

Director /=30 - 99—
Office of Generic Drugs
Center for Drug Evaluation and Research
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HALOPERIDOL DECANOATE INJECTION
For IM Injection Only .

e ~
DESCRIPTION N JuU oo
Haloperidot decanoate is the decanoate esier of the butyrophenone, hatoperidol. It has a markegly extended duration of
effect. Itis available in sesame oil in sterile form for intramuscular (IM) injection. The structural formula ot haloperido!

decanoate. 4-[4-(p-chic Yi)-4-fygroxypiperiding]-4'-fluorobutyrophenone decanoate. is:
Il —_
O—C—{CH,)y—CH, —
F—O—c—cn,cmcnrn E——
Io' ——
—
Molecular Formula: Cy)HaiCIFNO; cl MW, 530.13 —

Haloperidol decanoate is aimost insoluble in water (0.01 mg/mL). but is soluble in most organic sotvents.

Each mL of Haloperidot Decanoate Injection, 50 mg/mL. contains 50 mg haloperido! (present as halpperidol decanoate 70.52 mg) in a
sesame oil vehicle, with 1.2% (w#v) benzyl aicohol as a preservative.

CLINICAL PHARMACOLOGY
Haloperidol decanoate is the long-acting lorm of haloperidol. The basic effects of haloperidol decancate are no ditterent from those of
haloperidol with the exceplion ot duration of action. Haloperidol biocks the effects of dopamine and increases its turnover rate; however,
the precise mechanism of action is unknown,

Administration of haloperidol decanoate in sesame oil results in slow and ined release of idol. The plasma concentrations of
haloperidol gradually rise, reaching a peak at about 6 days after the injection, and falling thereafter, with an apparent hali-lite of about three
weeks. Steady state plasma concentrations are achieved after the third or fourth dose. The felationship between dose of haloperidol
decanoate and plasma haloperidol concentration is roughly linear for doses below 450 mg. It should be noted, however, that the phar-
macokinetics of haloperidol decanaote foitowing intramuscular injections can be quite variable between subjects.

INDICATIONS AND USAGE
Haloperidot Decanaote Injection, is a long-acting i hotc drugs i for use in the management of patients requiring
prolonged parenteral antipsychotic therapy (e.g.. patients with chronic schizophrenia).
CONTRAINDICATIONS
Since the phaimacologic and clinical actions of | ol D yection, are attributed 10 haloperidol as the active medication,

Contrzindications, Warnings. and additional information are thosa of haloperidol, moditied onlv 1o retlect the protonged action.

Haloperidol is contraindicated in ¢« 1+ centeat netvans, syutonn dopiession or comatose states from any cause and in madividuals
who are hypersensitive 1o this drug of nave rarkinson's disease.
WARNINGS

Tardive Dyskinesia - A syndrome consisting of potentially i 3 y. dyskineti may develop in patients treat-
€d with antipsychotic drugs. Although the prevalence of the syndrome appears 1o be highest among the slderly, especially elderly women.
itis impossible to rely upon prevalence estimates 10 predict, at the inception of antipsychotic treatment. which patients are likely to devel-
op the syndrome. Whether antipsychotic drug products differ in their potential to cause tardive dyskinesia is unknown.

Both the risk of developing tardive dyskinesia and the likelinood that it will become irreversible are believed to increase as the duration of
treatment and the total cumulative dose of antipsychotic drugs zdministered to the patient increase. However, the syndrome can devel-
0p. although much less commonly, after relatively brief treatment periods at low doses.

There is no known treatment for established cases of tardive Oyskinesia, although the syndrome may remit, partiaily or completely, it
antipsychotic treatment is withdrawn. Antip. Y i itseff, b may supp (of partially ) the signs and symp-
toms of the syndrome and thereby may possibly mask the underlying process. The effect that Ssymptomatic suppression has upon the

long-term course of the syndrome is unknown,

Given these considerations, antipsychotic drugs shouid be prescribed in a manner that is most likely to minimize the occurrence of tar-
dive dyskinesia. Chronic antipsychotic should g y be reserved for patients who sufler from a chronic iliness that 1)is
known to respond to antipsychotic orugs, and 2) for whom alternative, equally effective, but potentially less harmfu! treatments ase not
available or appropriate. In patients who do require chronic treatment. the smallest dose and the shortest duration of treatment produc-
ing a satistactory clinical response shouid be sought. The need tor continued treatment should be reassessed periodically.

It signs and sy of tardive dyskinesia appear in a patient on antipsychotics, drug discontinuation should be considered. However,
some patients may require treatment despite the presence of the syndrome. (For further information about the description of tardive dysk-
REACTIONS )

inesia and its clinical detection, please refer 1o ADVERSE

Neurcleptic Maligaant Syadrome (NMS) - A potentiay fatali symptom compiex sometimes referred to as Neuroleptic Malignant
Syndrome (NMS) has been reported in association with antipsychotic drugs. Clinical manifestations ot NMS are hypespyrexia, muscle
rigidity, aitered mental status (including catatonic signs) and evidence of autonomic nstability (irrequiar pulse or blood pressure, tachy-
cardia, daphoresis, and cardiac dysrhythmias). Additional Signs may include elevated Creating phosphokinase, myoglobinuria (rhab-
domyolysis) and acute renal failure.

The diagnostic jon of pats with this sy isC - In arrwng at a diagnosis. i 1s important 1o identity cases where
the clinical presentation inciudes both serious medical iiness (e.0.. pneumonsa. systemic infection, etc.) and untreated or inadequatety
treated extrapyramidal signs and symptoms (EPS). Othes important considerations in the ditferential diagnosis include central anti-
cholinergic toxicity, heat stroke, drug faver and primary central nervous System (CNS) pathology.

The management of NMS should include 1) immediate discontinuation of antipsychotc drugs and other drugs not essential 10 concurrent
therapy, 2) intensive symptomatic treatment and medical monoring, and 3) treatment of 2ny concomitant serious medical problems for which
specitic treatments are available. There is no Qeneral agreement about Specific phas macological treatment regimens for uncomolicated NMS.
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il a patient requires antipsychotic 6rug treatment after recovery from NMS, the potential reintroduction of drug therapy should be care-
fully considered. The patient should be caretully monitored. since recurrences of NMS have been reported.

Hyperpyrexia and heat stroke. not associated with the above symptom complex. have also been reported with haloperidel.

General - A numbes of cases of bronchopneumonia, some tatal. have followed the use of antipsychotic drugs. including haloperidol. it
has been postulated that lethargy and decreased sensation of thirst due to central inhibition may lead to dehydration. hemoconcentration
and reduced pulmonary ventiation. Therefore, it the above signs and symptoms appear, especially in the elderly, the physician should
institute remedial therapy promptty.

Although not reported with halopendol, decreased sefum cholesterol and/or cutaneous and ocular changes have been reported in patients
recesng chemically-retated drugs.

PRECAUTIONS
Haloperidol decanoate should be admunistered cautiously fo patients:
- with severe cardiovascular disorders, because of the passibiity of L Y ion and/or prec of anginai pain. Should
hyp ion occur and a P be reqt epinephirine should not be used since haloperido! may DIOCk its vasopiessor activ-
ity. and paradoxical further lowering of the biood pressure may o0ccur. instead. inol. pheny ine or pinephrine should

be used.

- receaving anticonvulsant medications. with a history of seizures, of with EEG abnormalities. because haloperidol may lower the con-
vuisive threshold. |1 indicated, adequate anticonvuisant therapy should be concomitantly maintained.

- with known aliergies, of with a history of aergec reactions 1o drugs.

- receiving anticoagulants. since an isolated nstance of interference occurred with the effects of one anticoagulant (phenindione).
It concomitant antiparkinson megication is required. it may have o be continued after haloperidot gecanoate is discontinued because of
ine projonged action of haloperidol decanoate. If both drugs are discontinued simuMtaneously, extrapyramidal symptoms may occur. The

physician should keep in mind the possible increase in intraccular pressure when anticholinergic drugs, including antiparkinson agents,
are administered concomaantty with haioperidol decanoate.

In patients with thyrotoxicosis who are 2iso receiving antipsychotic medication, including haloperidol decanoate, severe ngurotoxicity
(rigidity, inablity to walk or talk) may occur.

When haloperidol is used o control mania in bipokar disorders, there may be a rapid mood swing to depression.

intormation fot Patients
Haloperidol decanoate may impair the mental and/or physical abilities required for the performance of hazardous tasks such as operating
machinery or driving 2 motor vefucle. The ambulatory patient should be warned accordingly.

The use of alcohol with this drug should be avoided due 10 possible additive etiects and hypolension.

Drug Interactions
An encephalopathic syndrome (characterized by weakness, lethargy. tever, tremulousness and conlusion, extrapyramidal symptoms,
leukocytosis. eievated serum enzymes, BUN. and FBS) vy it ible brain has occufred in a lew patients treated with

lithium plus haloperidol. A causal relationship between these events and the concomitant administration of lithism and haloperidol has
not been established; however, patients receving such combined therapy should be monitored closely fos early evidence of neurological
toxicity and treatment discontinued prompdy if such signs appear.

As with other antipsychotic agents, it shouid be noted that halopericol may be capable of potentiating CNS depressants such as anes-
ihetics, opiates, and aicohol.

Carcinogenesis, Mutagenesis, sad mpairment of Fertitity

No mutagenic potential of nalopesidol decanoata was found in the Ames Salmonelia microsomal activation assay. Negative or inconsis-
tent positive findings have been obtained in in vitro and in vivo stugies ot effects of short-acting haloperidol on chromosome structure
and number. The availabte cytogenetic evidence is considered 100 inconsistent to be conclusive at this time.

Carcinogenicity studies using oral haloperidol were conducted in Wistar rats (dosed at up to 5 mg/kg daily for 24 months) and in Atbino
Swiss mice (dosed at up 10 5 mg/kg daily for 18 months). In the rat study survival was less than optimal in all dose groups, reducing the
number of rats at risk for developing tumors. However, although a retatively greater number of rats survived to the end of the study in
nigh dose male and temale groups. these animals did not have a greates incioence of tumors than control animals. Therelore, although
not optimai, this study does suggest the absence ot 2 haloperidol retated increase in the incidence of Neoplasia in rats at aoses up to 20
times the usual daity human dose for cheome or fesistant patients.

In female mice at 5 and 20 times the Mghest initiat daity dose for chronic of fesistant patients, there was a statistically significant increase
in mammary gland neoplasia and total tumor incidence; at 20 times the same daily dose there was a statistically signiticant increase in pitu-
ftary gland neoplasia. In male mice, no statistically signiticant differences in incidences of total tumors of Specific tumor types were noted.

Antipsychotic drugs elevale prolactin levels: the elevation persists during chronic administration. Tissue culture experiments indicate that
approximatety one-third of human breast cancers are prolactin dependent #7 vitro, 2 tactor of potential importance if the prescription of these
drugs is comemplated in a patent with a previously detected breast cancer. Although disturbances such as galactorrhea, amenorrhea,
gynecomastia, and impotence have been reported, the ctinical significance ol eievated serum prolactin levels is unknown tor most patients.

An increase in mammary neoplasms has beent found in rodents after chronic admunistration of antipsychotic drugs. Neither clinicat stud-
ies nor epidemiologic Studies conducted to date, however, have Shown an association between Chronic administration of these drugs and
mammary tumorigenesis; the available evidence is considered 100 limited o be conciusive at this time.

Pregnancy: Teratogenic Etfects: Pregnancy Category C.
RAodents given up 1o 3 times the vsual maximum human dose ot haioperidol decancate showed an increase in incidence of resorption,
fetal mortality. and pup mortality. No fetal abnormalities were observed.

Cleft paiate has been observed in mice given oral haloperidol at 15 times the usual maximum human dose. Cleft palate in mice appears
10 be a nON-SPECitic response 10 Sress of Nutritional imbalance as well as 10 a variety of drugs, and there is no evidence to relate this phe-
nomenon 1o predictable human risk for Most of these agens.

There are 1o adequate and weli-controlled studies in pregnant women. There are reports, however, of cases of limb malformations
observed following maternal use Of haloperidol 2long with pther drugs which have suspected teratogenic potential during the first




trimester of pregnancy. Causal relaionships were not established with these cases. Since such experience does not exclude the possi-
bility of fetal damage due to haloperidoi, haloperidol decanoate should be used during pregnancy or in women likefy to become pregnant
only if the benefit clearly justilies a potential risk o the fetus.

Nursing Mothers
Since haloperidol is excreted in human breast muik, ntants shoukd dot be Aursed during drug treatment with haloperidol decanoate.

Padiatric Use
Safety and effectiveness of halopendol decanoate in Chedren have not been established.

ADVERSE REACTIONS
Adverse reactions ing the inistration of + idol Decanoate ion. 50 mg/mL are those of haloperidol. Since vast expe-
rience has accumulated with haloperidol, the adverse reactions are reported for that compound as welt as for naloperidol decanoate. As
with all injectable medications, local tissue reactions have been reported with haloperidol decanoate.
CNS Effects:
Extrapyramidal Symptoms (EPS) - EPS during the administration of haloperidol have been reported frequently, often during the first few
days of treatment. EPS can be categorized generally as Parkinson-hke symptoms, akathisia, of dystonia {including opisthotonos and acu-
logyric crisis). While ail can occur at relativety low doses, they occur more frequently and with greater severity at higher doses. The symp-
toms may be controiled with dose reductions or administration of antiparkinson drugs such as benztropine mesylate USP or trihexyphenidyl
hydrochloride USP. It should be noted hat persistent EPS have been reported; the drug may have to be discontinued in such cases.
Withdrawal Emergent ocal Signs - G y, patients receiving short term therapy experience no problems with abrupt discon-
tinuation of antipsychotc drugs. However, some pabents on maintenance treatment experience transient dyskinetic signs after abrupt
withdrawal. In certain of these cases the dyskinetic movements are indistinguishable trom the syndrome described below under “Tardive
Dyskinesia- except for duration. Although the long acting properties of haioperiol decancate provide gradual withdrawal, it is not known
whether gradua) withdrawal of antipsychotic drugs wil reduce the rate of occurrence of withdrawal emergent neurological signs.
Tardive Dyskinesia - As with alt antipsychotic agents haioperdol has been associaled with persistent dyskines Targive dyskinesia. a
syndrome consisting of potentally irmeversibie, i Y, dy may appear in some patients on long-term therapy or
may occur after drug therapy has been discontinued. The risk appears to be greater in elderly patients on high-dose therapy, especially
females. The symptoms are persistent and in Some patients appear irreversibie. The syndrome is characterized by rhythmical involun-
tary movements of tongue, face, mouth, or jaw (¢.g.. protrusion of tongue, putting of cheeks, puckering of mouth, chewing movements).
Sometimes these may be accompanied by mvolun@ry movements of extremities and the trunk.
There is no known eftective tor tardive Oy antipa agents usually do not alleviate the symptoms of this syngrome.
It is suggested that ah antipsychotic agents be dscontinued if these symptoms appear. Should it be necessary to reinstitute treatment.
of increase the dosage of the agent. of Switch Lo a different antipsychotic agent, this syndrome may be masked.
1t has been reported that tine vermicular movement of the tongue may be an early sign of tardive Oyskinesia and it the medication is
stopped at that time the fuli Syndrome may not deveiop.

Tardive i3 - Tardive Oy ia, not i with the above syndrome. has aiso been reported. Tardive dystonia is characterized
by delayed onset of choreic or dystomc movements, is often persistent. and has the potential of becoming irreversible.
Other CNS Effects - If i anoety, eup! agitation, i pressi gy. headache, conlusion, vertigo.

grand mal seizures, exacerbation of psychotic Symploms including haRucinations, and catatonic-like behavioral states which may be
responsive 1o drug withdrawal ancvor treatment with anticholinergic drugs.

Body as a Whole: Neuroleptic matignant syndrome (NMS), hyperpyrexia and heat stroke have been reported with haioperidot. (See
WARNINGS for further information concerning NMS.)

Cardiovascular Effects: Tachycardia, hypotension, hypertension and ECG changes including prolongation of Q-7 interva and ECG patern
changes compatibie with the poty configuration of de pointes.

Hematologic Effects: Repoits have appeared citing the occurrence ol mikd and usually transient leukopenia and leukocytosis, minimal
decreases in red Diood cell counts, anemia, of a iendency toward lymphomonocytosis. Agranulocytosis has rarely been reported to have
occurred with the use of haloperidol. and then onty in association with other medication.

Liver Effects: Impaired liver function and/os jaundice have been reported.
Dermatologie Reactions: Macuwiopaputar and acnetform sion reactions and isolated cases of photosensitivity and loss of hair.

Endocrise Disorders: Lactation. breast engorgement, mastalgia, menstrual irregularities, gynecomastia, impotence, increased libido.
hyperglycemia, hypogiycemia and hypx .

Gastrointestinal Eftects: Anorexia, constipation, diarrhea, hypersalivation, dyspepsia, nausea and vomiting.
Autonomic Reactions: Dry mouth. blurred vision, ufinary retention, diaphoresis and priapism.

Respiratory Efects: Laryngospasm, bronchospasm and sncreased depth of respiration.

Special Seases: Cataracts, retinopatty and visual disturbances.

Other: Cases of sudden and unexpected death have been reported in association with the agminstration of haloperidol. The nature of
the evidence makes it impossible to determine definitively what role. in any. haloperidol played in the outcome of the reported cases. The
possibitity that haloperidol caused death cannot. of course, be excluded, but it is 10 be kept in ming that sudden and unexpected death
may OCCur in psychotic patients when they go untreatsd or when they are treated with other antipSychotic drugs.

Postmarketing Events: Hyperammonemia has been reported in a 5%/ year ok chikd with citrullinemia, an inherited disorder 0f ammonia
excretion, toliowing treatment with haloperidol.

OVERDOSAGE
While overdosage s less likely 10 occur with a parenteral than with an oral medication. information pertaining 10 haloperidol is presented.
modified only to reliect the extended duration of action of halopendol decanoate.

Manitestations - in general, the Symptoms of overdosage would be an exaggeration of known phar ic effects and ach reac-

tions, the most prominent of which would be: 1) sevese extrapyramidal reactions. 2) fypotension, or 3) sedation. The patient would
appear comatoss with respiratory depression and hypotension which could be severe enough to produce a shock-like state. The
extrapyramidal reactions would be manifested by muscutar weakness or rigidity and a generalized or focalized tremor, as demonstrated




by the akinetic or agitans types, respectively. With accidental overdosage, Nhypertension rather than hypotension occurred in a wo-year
old child. The risk of ECG changes associated with torsades de pointes should be considered. (For further mformation regarding torsades
de pointes, please refer to ADVERSE REACTIONS.)

Treatment - Since there is A0 Speciftic anbdote, reatment is pnmarity supportive. A patent airway must be estabiished by use of an
oropharyngeal airway or endotracheal fude or, in prolonged cases of €oma, by tracheastomy. Respiratory depression may be counter-
acted by artilicial respiration ang Mmechanical respirators. Hypotension and Circutatory collapse may be counteracteqd by use ol intravenous
ttuids, piasma, or concentrated lbumn, and vasopressor agents such as metaraminol. phenylephrine ang Norepinephrine. Epineptirine
should not be used. (n case 0f severe extrapyramidal 7e3Cbons, antiparkinson medication Should be administered, and should be contin-
ued for severai weeks, and then wi y as extrapy Symotoms may emerge.

ECG and vital signs should be momtored especiaty for signs of Q-T protongation or dysrhythmas and monitoring should continue untit
he ECG is normal. Severe arrhythmias should be treated with appropriate anti-arrhythmic measures.

DOSAGE AND ADMINISTRATION
Haioperidol Decanoate Injection. 50 mg/mL should be administered by deep intramuscular injection. A 21 Qauge needie is recommeng-
ed. The maximum volyme per imection site should not exceed 3 mL. DO NOT ADMINISTER INTRAVENOQUSLY.

Parenteral drug products should be mspected visuaity for partcutate matter and discoloration priof to adminisiration, whenever solution
and container permit.

Haloperidol Decanoate Imection, 50 mg/md. is intended tor USE in chionic psychotic patients who require prolonged parenteral antipsy-
chotic therapy. These patients should be previously stabdized on anti ychotic medication before considering a conversion to haloperi-
dol decancate. Furthermore, it is fecommended that patients being considered tor haloperidol decanoate therapy have been treated with,
and lolerate web, short-acting haloperidol in order to feduce the possibity of an unexpecied adverse sensitivity to haloperidol.

Close clinical supervision s tequired during the initial period of dose agj in order to mini the risk of overdosage or feap-
pearance of psychotic symptoms before the next injection. Dwring dose adjustment or episodes of exacerbation ot psychotic symptoms,
haloperidol decanoate therapy can be supplemented with short-acting torms ot haloperidol.

The dose of haioperidol decanoate should be expressed in Rerms of its haloperidol contery, The starting dose of haloperidol decanoate
Shoukd de based on the patient’s age. clinical history, phwsicat condrtion, ang TESponse 10 previous antipsychotic therapy. The preferreg
appioach 1o determining the minimum effective gose is 1o begin with lower initiat goses and 10 acjust the dose upward as needed. For
patients previousty maintained on low doses ot antipsychobcs (e.9.. up to the equivalent of 10 mg/day oral haloperidol), it is rer

that the initial dose of haloperidol decanoate be 10 to 15 times the previous Gaily dose in oral haloperidol equivalents: timited clinical expe-
rience suggests that lower mitial doses may be adequate.

Initial Therapy

Conversion from orai h peridol to nak ol o €an be achieved by using an initial dose of haloperidol decancate that is 1010
20 times the previoys Gaily dose in oral haloperidol equivalents.

In patients who are elderly. deditated, or stable on low doses of oral haloperidol (e.g.. up to the equivalent of 10 mg/day oral haloperi-
dol). a range of 10 1o 15 times the Sievicus cally dose w oral huloperido; equivalents 1s appropriate tor initial conversion.

i: patients Dieviousty mamtamed on higher doses of antipsychotics for whom a low dose approach rigks recuirence of psychiatric decom-
pensation and in patrents whose long term use of haloperidol has resuited in 2 tolerance to the drug, 20 times the previous daity dase in
oral h C should be considered for initial Conversion. with downward titration on succeeding injections.

Maintenance Therapy

The maintenance 00sage of hatoperidoi decanoate myst be mndividuatized with litration upward or downward based on therapeutic
response. The usuat maintenance range is 10 10 15 times the previous daily dose in oral i i L s d on the clini-
cal response of the patient

HALOPERIDOL DECANOATE DOSING RECOMMENDATIONS

MONTHLY
PATIENTS 1ST MONTH MAINTENANCE
Stabiwed on iow daity oral 10 - 15x Daily Oral Dose 10-15x Previous Daily Oral Dose
doses (up 10 10 mg/day)
Elderly or Oebiltated
High dose 20x Daily Oral Dose 10-15x Previous Daily Oral Dose
Risk of retapse

Toierant to oral haloperidol
Close clinical superwision is required during initiahon and stabsization of haloperidol decanoate therapy.

Haloperidol decancate is usually admenistered monthly or every 4 weeks. However. variation in patient response may dictate a need for
adiustment of the dosing interval as well 3s the dose (See CLINICAL PHARMACOLOGY).

Clinical experience with haloperido! decancate at 00ses greater that 450 Mg per month has been limited.
HOW SUPPLIED
Haloperido! Decanoate Injection. 50 mg/mL for iM injection. 50 mg haloperidol as 70.5 mg per mL halopendol decangale -
NDC 55390-412-01, 10 x 1 mL vials NDC 55398-412-85, 5 my_ Mulbiple dose vials
Store at controlled room temperature 15° o 30°C (59 to 86°F). Do not refrigerate or treeze. Protect from tight.

Manufactured For: Bedtorg Laboratories™ Manutactured By: Ben Venye Laboratories, Inc
Bedtora, Ohio 44146 Bedtord, Ohio 44145
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USUAL DOSAGE: See package insert,

*Each mL contains 50 mg haloperidol as 70.5 mg haloperidol decanoate in a
sesame oil vahicle, with 1.2%; (wh) benzy! alcohol as a praservative.

The dose of Haloperido! Decanoate should be expressed in terms of s
haloperidol content.

Store at fled room temp
Do not refrigerata or treeze.
Protect from lght.

Dispanse in a light-resistant container as defined in the official compendium
CAUTION: Federal law prohibits dispensing without prescription

ture 15" to 30"C (59" to 86°F)

Manutactured by:
Bsn Venue Laboralores. Inc,
Bedford, OH 44148

Manuteciured lor.

Bedford. OH 44146

Bedford Laboratoris™
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10 X 1 mL VIALS

HALOPERIDOL
DECANOATE INJECTION
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CENTER FOR DRUG EVALUATION AND RESEARCH

APPLICATION NUMBER 074811




10.

12.

13.

18.

CHEMISTRY REVIEW NO. 3
ANDA # 74-811

NAME AND ADDRESS OF APPLICANT
Bedford Laboratories

300 Northfield Rd
Bedford OH 44146

LEGAL BASIS FOR SUBMISSION

The firm has indicated that to the best of their knowledge, there is no patent in
effect for McNeil, by the US patent and Trademark Office for the referenca listed
drug, and there is no exclusivity in effect.

SUPPLEMENT(s) 6. PROPRIETARY NAME
N/A N/A

NONPROPRIETARY NAME 8. SUPPLEMENT(s) PROVIDE(s) FOR:

Haloperidol Decanoate . N/A

AMENDMENTS AND OTHER DATES:

Original 12/21/95 ¥
Amendment 5/14/97 -

Amendment 11/21/97 v
PHARMACOLOGICAL CATEGORY 11. Rxor OTC
Antipsychotic Rx

RELATED IND/NDA/DMF(s)
(b)4 - Confidential

DOSAGE FORM 14. POTENCY
Sterile injectable ) 50 mg/mL; 1 mL/vial, 5 m/ivial
CHEMICAL NAME AND STRUCTURE

4-[4-(p-chlorophenyl)-4-hydroxypiperidino]4'-fluorobutyrophenone  decanoate
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19.

RECORDS AND REPORTS
COMMENTS

micro is acceptable 6/20/97.

CONCLUSIONS AND RECOMMENDATIONS
The application is approvable - pending method validation.

REVIEWER: DATE:

Nashed E. Nashed, Ph.D. 12/4/97

Supervisor: Paul Schwartz, Ph.D.

ANDA 74-811
Division File
Field Copy

Endorsements:

HFD-627/N.Nashed, Ph.D./12-4-97 |(b)4 ! i

HFD.627/P.Schwartz, PhD./124.9infiden. 2047
X:ANEW\FIRMSAM\BEDFORD\LTRS&REW\74-811.3
FIT by= bc/12-17-97
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Haloperidol Decanoate Injection Bedford Laboratories
50 mg/ml in 1 ml & 5 ml vials A Division of Ben
NDA #74-811 '~ Venue Laboratories
Reviewer: J. Lee Submission date:
74811W.D95 December 21, 1995

0 fi iver

The company has submitted an application for haloperidol decanoate injection 50 mg/ml-and is
requesting a waiver for in-vivo studies based on 21 CFR 320.22 (b)(1). The drug product is an
oil solution intended for IM use that the company claims contain active and inactive ingredients
in the same concentration as the brand product, Haldol Decanoate® 50 (McNeil Ph_amgceutical).

A formulation comparison is presented below:

Bedford  Haldol
per ml per ml
Haloperidol decanoate 50 mg 50 mg
(base equivalent)
Benzyl alcohol 1.2% 1.2%
Sesame oil q.s. q.s.
Recommendation

1. The Division of Bicequivalence agrees that the information submitted by Bedford
Laboratories demonstrates that haloperidol decanoate 50 mg/ml injection falls under 21
CFR 320.22 (b)(1) of Bioavailability/Bioequivalence Regulations. The Division of
Bioequivalence recommends that the waiver of an in-vivo bioavailability study be

granted. Bedford's test product is deemed bioequivalent to Haldol Decanoate® 50,
manufactured by McNeil Laboratories.

J. Lee
Division of Bioequivalence
Review Branch I

RD INITIALED SNERURKAR
FT INITIALED SNERURKAR



s:.ngle dose glass vial and 5 mL f:.ll in* 'a' 5 cc mul"
dose glass vial for 1ntramuscular 1njection only
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; “to determine that the applicant: is: taking the- nede
“gteps: to. ensure the sterlllty of- the subject drug“product
“(Haloperldol Decanoate Injection) :

y assurance.
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