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ANDA 75-393
) MAY | ] 1989

Gensia Sicor Pharmaceuticals, Inc.
Attention: Rosalie A. Lowe

17 Hughes -

Irvine, CA 92618-1902

Dear Madam:

This is in reference to your abbreviated new drug application
dated May 29, 1998, submitted pursuant to Section 505(3}) cf the
Federal Focod, Drug, and Cosmetic Act, for Haloperidol Decanocate
Injection, 50 mg (base)/mL and 100 mg (base)/mL (Single and
Multiple-Dose Vials).

Reference is also made to your amendments dated December le,
1998; and January 12, January 22, March 2, and April 20, 1999.

,-
We have completed the review of this abbreviated application and . ~
have concluded that the drug is safe and effective for use as 4
recommended in the submitted labeling. Accordingly, the
application is approved. The Division of Bioequivalence has
determined your Haloperidol Decancate Injection, 50 mg (base)/mL
and 100 mg (base)/mL to be bioequivalent and, therefore,
therapeutically equivalent to the listed drug (Haldol® Decanocate-—
50 Injection [50 mg (base)/mL], and Haldol Decanoate-100
Injection [100 mg (base)/mL], respectively, of R. W. 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 and 314.98. The
Office of Generic Drugs should be advised of any change in the
marketing status of this drug.

We request that you submit, in duplicate, any proposed
advertising or promotional copy 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 tre Division of Drug Marketing, Advertising,
and Communications (HFD-40). Please do not use Form FD-2253



(Transmittal of Advertisements and Promctional Labeling for Drugs
for Human Use) for_ this initial submission.

We call your attention to 21 CFR 314.81(b) (3) which requires that
materials for any subsequent advertising or promotional campaign
be submitted tq 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,

S/ /1leg

Douglas L. ospdiu

Director )

Office of Generic Drugs

Center for Drug Evaluation and Research
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Each mL haloperidal
decanoate injection,
NDC 0703-7023-01 | 100 mg/mL, contains
141.04 mg haloperidol
. decanocate, equivalent to
Halopendol 100 mg haloperido, in 2
sesame oil vehicle, with
De('anoate 1.2% {w#v) benzyl alcohol
. o as a preservative.
Iﬂ]&tlon For Intramuscular Use
Only.
B USUAL DOSAGE: See
=l Package Insert. The dose of
L haloperidol decanoate
1 should be expressed in

terms of its haloperidol
content.

Store at controlled room
temperature 15°-30°C

5 mL Multiple

Dose Vial (59°-86°F). Do not
Sterile refrigerate or freeze.
PROTECT FRDM LIGHT,

Retain in carton until
contents are used.

NDC 0703-7023-01

Haloperidol
Dechnoate

5 mL Multiple
Dose Vial
Sterile

T

3 LTI S e,

See bottom panel for lot number and expiration dale.

Gensia Sicor Pharmaceuticals, inc., Irvine, CA 92618 X12-702-301

*+H674702301024*
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2l: Haloperidol
£\ Decanoate Injection
(= E For IM Injection Only

Haloperidol decanoate is the decanoats ester of the butyrophenone, halopandel. It has a
markedly extended duration of effect. It is available in sesame oil in sterile form for
intramuscular  (IM} njection. Halopendol decanoate 15 4-(4-chiorophenyl}-1-[4-(4-
tluorophenyl)-4-oxobutyl -4 piperidinyl decanoate. The structural formuia for haloperidol
decancate is:

Wolecular Formula: Cy HayCIFNG;
Molecular Weight: 530.13

F-@—ﬁ-CH,CH,CHz-N
o]
Cl

Haloperidol decanoate 15 almost insotuble in water (0.01 mg/mL), but i1s soluble in most grganic
- Soivents.

Each ml. ot halopendol decanoate injection, S0 mg/mL. contains 50 mg haloperidol (present as
haloperdol gecanoate 70.52 mg} in a sesame oil vehicle. with 1.2% (w/v) benzyl aicohol as a
preservative.

Each mL of haloperidel decangate injection, 100 mg/mi, contains 100 mg haloperidol (present
as haloperidot gecanoate 141,04 mg) n a sesame ol vehicle. with 1.2% {w/v) benzyi alcohol as
a preservative,

CLINIGAL PHARMACOLOGY

Halopendol decanoate is the long-acting form of haloperitel. The basic effects of haloperidol
decanoate are no different from those of haloperidol with the axception of duration of actren.
Haloperidol becks the eftects of dopamme and increases its turnover rate; however, the precise
mechanism of action is unknown,

Administration of halopendol decanoate in sesame o results in siow and sustained relaase of
nalopendol. The. plzsma concentrations of haloperidol gradualy rise. reaching a peak at about
6 days after the imechon, ant falling thereafter, with an apparent hali-iife of about 3 weeks.
Steady state piasma concentrations are acheeved atter the third or fourth dose. The relationship
between dose of haloperidol decanoate and plasma haloperidol concentration is roughly linear
for doses below 450 mg. It should be noted. however. that the pharmacokinetics of haioperidol
decanoate following intramuscular injeckions can be quite variabie between subjects.

INDICATIONS AND USAGE

Haloperigol decanoate injection 50 mg/mL and haloperidol decanoate injection 100 mg/mL are
long-acting parenteral antpsychotic drugs ntended for use i the management of patients
requining projonged parenteral antipsychotic therapy (e.g., patients with chronic schizophrenia).

CONTRAINDICATIONS

Smce the pharmacologic and clinical actions of haloperidol decanoate injection are attributed to
haloperidol as the active medication, CONTRAINDICATIONS, WARNINGS. and additional
information are thase of haloperidol, modifiad only 1o refiect the proionged action.

Haiopendol 15 contraindicated in severe toxic central nervous system deprassion or comatose
states from any cayse and in individuals who are hypersensitive ta this drug or have Parkinson's
disease

WARNINGS

Tordive Dyskinesia — A syndrome consisting of potentially irreversible, involuntary, dysianetc
T ovements may develop m patients treated with antipsychotic drugs. Although the prevaience
of *he syndrome appears 1o be highest among the elderly, especially eigerly women, it 15
imacssible t0 rely upon prevalence estimates to predict, at the inception of antipsychotic
treatrent. which patients are likaly to devsiop the syndrome. Whether antipsychotic drug
products differ in their potential to tause tardive dyskinesia is unknown.

Batnh the risk of developing tardive dyskinesia and the tikelihood that it will becoms irreversibie
are believed to ncrease as the duration of treatmant and the total cumulative dose of
antipsychotic drugs admemnistered to the patient increase. However, the syndrome can deveiop,
although much less commanly, atter relatively briet treatment penods at low doses.

Thete 1s no known treatment for estabiished cases of tardive dyskinesia, afthough the syndrome
may remit, partally or.compietely, it antipsychotic treatment is withdrawn. Antipsychotic
treatment. iselt. however. may suppress (or partially suppress) the signs and symptoms of the
syndrome and thereby may possibly mask the underiying process. The effect that sympilomatic
suppression has upon the long-term course of the syndrome is unknown.

Given these considerations, antipsychotic drugs should be prescribed in a manner that is most
likely to minimize the occurrence of tardive dyskinesia. Chronic antipsychotic treaiment shouid
generally be reserved for patients who sutter from a chronic iiness that 1) is known to respond
1o antpsychotic drugs. and 2) for whom alternative. equaily etective, but potentially less
harmiul treatments are NOT availabie or appropriate. in patients who do require chronic
treatment. the smallest dose and the shortest duration of treatment producing a satistactory
chmc:l re"spnnse shoutd be sought. The need for continued treatment should be reassessed
periodically.

1
—C=(CHy)g=CH,

/

N signs and symptoms of tardive dyskingsia appear n a patient on antipsvchotics. arug
discontinuation showld be considered. However. SOme patients mav require treatment despite
the presence of the syndrome (for turther intormation about the cescripton of tardwe
dyskines:a and its clinical detection, plaase ratar to ADVERSE REACTIONS).

Neuroleptic Malignanl Syndrome (NMS) ~ A potentially fatat symptom complex sometimes
reterrad 10 a5 Neuroleptic Malignant Syndrome (NMS) has been reported in assgciation with
antipsychotic drugs. Clinical manifastations of NMS are hyperpyrexa. muscie ngidity. altered
mental status (Including catatonic $1igns) and evidence of autonomic instability preeguiar puise
or biood pressure, tachycargia, diaphoress. and cardiac dysrhythmias). Addiianat signs may
include elevated creatine phosphokinase, myogishinuna [rhabdomyolysist and acute renal
tailure.

The diagnostic evaluation ot patents with this syndrome 15 complicated. In arrwving at a
diagnosts, it 1s important 1o identity cases where the chinical presentation incluges both senous
medical illness (&.g., pneumonia, systemic infection. &1c.) and yntreated or inadequately treated
extrapyrarnidal signs and symptoms (EPS). Other important consigerations an the difterentiai
diagnasis include central antichokinergic toxicrty, heat stroke, drug fever and premary central
nervous systam {CNS} pathology.

" The management of NMS should include 1) immediate discontinuation of antipsychotic drugs

and othar drugs not essantial to concurrent therapy, 2) intensive symptomatic treatment and
medical monitoning, and 3) treatment of any CONcomiMant serious medical problems tor which
specific treatments are available. There 1s no general agreement about speciic pharmacoiogical
treatment regimens tor uncomphcated NMS.

It a patient requires antipsychotic drug treatment after recovery from NMS. the potential
reintroduction of drug therapy should be carstully considered. The patient should be caretuily
moniored, since recurrences of NMS have been reported

Hyperpyrexia and heat stroke, not associated with the above Symplom complex. have alse been
reported with haioperidal.

Genaral - A number of cases of bronchopneumonia. some fatal. have foliowed the use of
antipsychatic drugs, including halopendol. it has begn postulated that Jathargy ang decreased
sensation of thirst cdue to central inhibition may lead to dehydraton. hemoconcentration and
reduced puimonary ventitation. Theretore, it the above signs and Symptoms appear, especially
in the elderly, the physician should institute remedsal therapy promptiy.

Although not reported with halopenidol, degreased serum chotesterol and/or cutaneous and
ocuiar changes have baen reported in patients receiving chemicaliy-related drugs.

PRECAUTIONS
Haloperidol decanoate should be administered cautiousty 10 patients: ’-

» with severe cardiovascular disorders. because of the possibility of transient Aypotension
antfor precipitation of anginal pan. Should hypotension occur and a-vasopressor be
required. epinephrine should not be used since haiopendol may block,ts vasopressor
activity, and paradoxical further lowering of the blood pressure may occur. Instead,
metaramingl, phenylaphring or norepinephrine should be used.

receiving anticonvulsant madications, with a history of seizures, or with EEG abnormalities,
because haioperidol may lower the convuisive threshoid. I indicated. adequate
anticonvulsant therapy should be concomitantly maimtained.

« with known allergies, or with a history of allergic reactions 1o drugs.

« faceiving anticoaguiants, since an isolated instance of interference occurred with the efects
of one anticoaguiant {phemndione).

If concomitant antiparkinson madication is required. t may have 1o be continued atter
haloperidol decangate is discontinued because of the prolonged actien of halopendol
decanoate. If both drugs are discontinued simultanecusty. exirapyramidal symptoms may
occur. The physician $hould keep in mind the possibie increase 1n miraocuiar pressure when
anticholinergic drugs. including antiparkinson agents. are administered concemitanty with
haloperidol dscanoate.

In patients with thyrotoxicosis who are also recewang antipsychotic medication. including
haloperidol decanoate, severe neurotoxicity (ngidity, snability to walk or talk} may occut.

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

information For Patients

Haloperidol decanoate may impair the mental and/or physical abilities required for the
performance of hazardous tasks such as operaing machinery or driving a motar vehucie. The
ambulatory patient should be warneg accordingly.

The use of alcohol with this drug should be avoided due to possible additive ettects and
hypotension.

An encephalopathic syndrome [characterized by weakness. lethargy. fever. tremulousness and
confusion, extrapyramidal symptoms, leukocytosis, elevated serum enzymes. BUN, and FBS)
followed by irreversible bran damage has occurred in 2 few patients trealed with lithium plus
haloperidol. A causat relationship batween thase events and the concomitani admnistration of
lithium and haloperidol has not been established; however, patiems recaiving such combinsd
therapy should be monitored closely for early evidence of neurological toxicity and treatment
discontinued promptly it such signs appear.

As with other antipsychotic agents. i should be noted that 'halopendol may be capable of
potentiating CNS depressants such as anesthetics. opates. and alcohol

Carcincgenasis, Mutagenasis, impairmant of Fertility

No mutagenic potential of haloperidol decanoate was tound in the Ames Saimonella microsgmal
actvation assay. Negative or inconsistent positive findings have peen obtamed in 1 witro and
in vivo studies of effacts of short-acting haloperidol on chromosarne Structure and number. The
available cytogenic evidence 15 considered 100 Inconsistent to be conclusive at this ime.

Carcinopenicty studies using oral haioperidol were conducted in Wistar rats (dosed at up to
5 mg/kg daily for 24 months) and in Albing Swiss mice {dosed at up 0 5 mg/kg daiy for
18 months). In the rat study survival was less than optimal w all dese groups, reducing the
number of rats at risk for developing tumors. However, although a reiatrvely greater number of
rats survived to the end of the study in high dose male and temaie groups, these ammals did
not have a greater incidence of tumors than control animats. Therefore, althcugh not optimal,
this study does suggest the absence of a hatopendol related increase in the incidence of
neoplasia in rats at ooses up to 20 times the usual daly human dose fer chronic or resistant
patients.



N femaie mice 3t § and 20 times the highest initial daity dose for chronic or resistant patients.
thers was 2 statistically significant increase in mammary gland neoplasia and total tumor
\ncigence; at 20 nmes the same daity dose there was a statistically significant increase in
piturtary gland neoplasia. In male mice, no statistically significant difierences tn incidences of
total tumors o SpecHic [mor types were noted.

Anupsychotic drugs eiévate prolactin ievels; the elevation parsists during chronic
administration, Tissue cufture expenments indicate that approximately one-third of human
preast cancers are prolactin dependent w1 wifro, a factor af potental importance if the
“prescription of these drugs is contemplated in 3 patient with a previously detected breast cancer.
ANthough disturbances such as galactorthea. amenorrhea, gynecomastia. and impotence have
been reported, the clinical signiticance of eievated serum prolacun levels 1S unknown for most
patients.

An Increase in mammary neopiasms has been found in rodents atter chronic administration of
antipsychotic drugs. Neher clinicai studies nor epidemiologic $tudes conducted o date.
however. have shown an assoclation between chronic administration ot these drugs and
mammary tumoriganesis. the available evidence is considersd too hmaed to be conclusive at
this time.

Pragnancy. Teratogenic Ettects. Pregnancy Category C.

Fodents given up te 3 times the usual maximum hyman dose of haioperidol decanoate showed
an increase in incidence of resorption, fetal mortaiity. and pup martality. No fatal abnormalities
were abserved.

Cleft palate has bean observed in muce given oral haloperidol at 15 times the usual maximum
human dose. Cleft palate ;m mice appears to be a non-specific response 1o Stress or nutritional
imbalance as well as 10 a variety of drugs. and there is no svidence to relate this phenomenagn
10 predictable human nisk for most of these agents.

There are no agdequate and weli-controlled studies wn pregnant women. There are repars.
nowever. of cases of limb malformations observed foliowing matemal use of haiaperidol along
with other drugs which have suspected teratogenic potential duning the first tnmester of
pregnancy. Causal Telationships were not established with these cases. Since such expenence
does not exclude the possibility of fetal damage due to halopenidol. halopendat decanoate
shouid be used duning pregnancy or in wamen likely to become pregnant only if the benefit
clearly justities a potential risk to the fetus.

Nursing Mothers

Since haloperidol is excreted in human breast milk. intants should not be nursed during drug
treatment with halopendel decanoate.

Padistric Use
Satety and atfectiveness of haloperidol decanoate in children have not been estabiished.

ADVERSE REACTIONS

Adverse reactions toliowing the administration of haioperidol decanoate injection are those 0}
haiopenidol. Since vast expenence has accumulated with haloperidol, the adverse reactions are
reported tor that compound as wel as for haloperidol decanoate. As with all injectable
medications, local tissue reactions have bean reponed with haloperidol decangate.

CNS Eftects

Extrapyramidal Symptoms (EPS) - £PS during the administration of haloperidol have been
reported frequently, often durng the first tew days of treatment. EPS can be categonzed
generally as Parkinson-hke symptoms, akathusia. or dystonsa (including opisthotonos ang
oculogyric cnsis). While all can occur at relatrvely low doses. they occur more frequently and
with greater severity at higher doses. The symptoms may be contratied with dose reductions or
admirustration ot antiparkinson drugs such as benziroping mesylate USP or inhexyphenidyl
hydrochlonde USP. It should be noted that persistent EPS have been reported; the drug may
have 1o be discontinued in SUch cases.

Withdrawal Emergent Neurological Signs ~ Generally, patients receiving short term therapy
experience na problems with abrupt discontinuation of antipsychotic drugs. However. some
patients on maintenance ireatment expenence Iransient dyskinetic signs atter abrup!
withdrawal. In certain of these cases the dyskinetic movements are indistnguishable trom the
syndrome described beiow under “Tardive Dyskinesia™ except for duration. Although the iong
acting properties of haloperidot decanoate provide gradual withdrawal, it is not known whether
gradual withdrawal of antipsychotic drugs will reduce the rate of occurrence of withdrawal
emergent neurolagical signs.

Tardive Dyskines:a — As with all antipsycnotic agents haloperidol has been associated with
persistent dysinesias. Tardive dyskinesia, a syndrome consisbng of potentially irraversible.
involuntary, dyskinetic movemeants, may appear m some patents on long-term therapy with
haiopanidol decanaate or may occur after drug therapy has been discontinued. The risk appears
to be greater m elderty patients on high-dose therapy, especially temaies. The symptoms are
persistent and in some patients appear ireversible. The syndrome is charactenzed by
rhythmical mnvoiuntary movements of tongue. face. mouth. or jaw (e.g.. protrusion of tongue,
puffing of chesks. puckerng of mouth. chewing movements). Sometmes these may be
accompanied by involuntary movements of extremities and the trunk.

There is no known effective treatment for tardive dyskinesia; antiparkinson agents usually 0o
not alleviate the symptoms of this syndrome. It 1s suggested that all antipsychotic agents be
discontinued if these symptoms appear. Should it be necessary to rainstitute treatment. or
increase the dosage of tha agent, or switch to a difterent antipsychotic agent, this syndrome
may be masked. [t has been reported that fine vermicular movement of the tongue may be an
garly sign of tardive dyskinesia and if the medication is stopped at that time the full syndrome
may not develop.

Tardive Dystonia - Targive dystonia. not associated with the above syndrome, has aiso been
reported. Tardive dystonia 1S characterized by deiayed onset of choreic or dystonic movements,
1s oftan persistent, and has the potential of becoming irrevarsible.

Dther CNS effects - Insomma, restlessness, anxiety, euphora. agitation. drowsiness.
depression. lethargy. headache. confusion, venligo, grand mal seizures, exacerbahion of
psychotic symptoms ncluding hallucinations, and catatonic-like behaworal states which may be
responsive to drug withdrawal and/or treatment with antichalinergic drugs.

Body as a Whale: Neuroteptic malignant syndrome (NMS), hyperpyrexia ang heat stroke have
tbeen reporied with halopendol (see WARNINGS for turther information concerning NMS).
Cardiovascular Eftacts: Tachycardia. hypotension, hypertension and ECG changes including

prolangation ot the 0-T interval and ECG pattern changes compatible with the polymorphous
configuration of torsades ge panies. .

}



Hematoiogic Etftects: Reports have appeared citing the occurrence of mild and usually transient
leukgpema and ieukocytosis, minimal decreases in red biood call counts, anemia, or 2 tendency
toward lymphomonocylosis. Agranuiocytos:s has rarely been reported to have occurred with
the use of haiopendol, and then only in association with other medication.

Liver Eftects: impaired iiver tunction and/or aundice have besn raported,

Darmasiologic Reactions: Maculopapular and acneiform skin reactions and isolated cases of
photosensitivity and ioss of hair. . -

Endocrine Digorders: Lactation, breast engorgement, mastaigia, menstrual irreguiariies,
gynecomastia. impotance, increased libido, hyperglycemia, hypogiycemia and hyponatremia.

Gastrointestinal EMects: Anorexia, constipation, diarthea, hypersaiivation, dyspepsia, nausea
and vomiting,

Autanomic Reactions: Dry mouth, biurred vision, urinary retention, diaphoresrs and pnapism.
Respiratory Effects: Laryngospasm, broncfiospasm and ncraased depth of respiration.
Spacial Senses: Cataracts, retnopathy and visual gisturbances.

Other: Cases of sudden and unexpected death have been reported in association with the
administration of halgperidol. The nature okthe evidence makes # impossibie to determine
detinitivety what role. 1t any, hatopendol played in the outcome of the reported cases. The
passibility that haloperidol caused death cannet, of course, be excluded, but it 1s to be kept in
mind that sudden and unexpected death may occur in psycholic patients when they go
untreated or whan they are treated with ather antipsychotic drugs.

Postmarketing Events: Hyperammonemia has been reported in a 5' year ofd child with
crirulinemia, an inherited disorder of ammonia excretion, fellowing treatment with haigperidol.

OVERDOSAGE

White gverdosage s less likely to occur with a parenteral than with an oral medication,
mformation pertaiving to haloperidot is presented, moditied only to reflact the axtanded duration
of action of hatopendol decanoate.

Manifestatians - |n general, the symptoms of overdosage would ba an exaggeration of known
pharmacologic eftects and adverse reactions, the most prominent of which would be: 1) savere
extrapyramidat reactions, 2) hypotension, or 3) sedation. The patisnt would appear comatose
with respiratory depression and hypatension which could be severe enrgugh to produce a Shock-
Irke state. The extrapyramidal reactions would be manitested by muscular weakness or rigidity
and a generahized of localized tremor, as demonsirated oy the akinetic or agitans types,
respectively. With accidentai overdosage. hypertension rather than hypotension occurred in 3
two-year old child. The nsk of ECG changes associated with torsades de pontes shoutd be
considered. For turther information regarding torsades de pointes, piease refer to ADVERSE
REACTIONS.

Treatment — Since there 1S no specific antidote, treatment is primarily supportive. A patent
airway must be estabhshed by use of an oropharyngeal airway or endotracheal tube or, in
pralonged cases of coma, by tracheostomy. Respiratory depression may be counteracted by
arthicial respiration ant mechanical respiratofs. Hypotension and circutatory collapse may be
counteracted by use of intravenous tHuids, plasma, or concentrated albumin, and vasopressor
agents such as metaraminol, phenyiephrine and norepinephrine. Epinephrine should not be
used. In case of severe extrapyramida! reactions, antiparkinson medication should be
admimstered, and should be continued for several weeks, and then withgrawn gradually as
extrapyramidal symptoms may emerge.

ECG and wital signs shouid be monttored especially for signs of Q-T prolongation or
dysrhythmias and monitoning should continue until the ECG is normal. Severe arrhythmias
should be treated with appropriate anti-arrhythmic measures.

DOSAGE AND ADMIKISTRATION

Halopenigel decanoate imjection should be admenistered by deep intramuscular injection. A
21 gauge needie s recommended. The maxmum volume per injection sie should not exceed
3 mL. DO NOT ADMIKISTER INYRAVENOUSLY.

Parenteral drug products should be mspected visually for particulate matter and discoloration
oner 10 administration, whenever solution and container pamit,

Halpperidol decanpate injection 15 intended for use in chronic psychotic patients who require
pralonged parenteral amtipsychotic therapy. These patients should be previousty stabilized on
antipsychetic medication before considering a conversion to haloperigel decanoate.
Furthermore. It 15 recommended that patents being considered for haloperidol decanoate
therapy have been treated with. and toierate well, short-acting haloperidol in order to reduce the
possibaty of an unexpected adverse sensiivity to haloperidol.

Close clnical supervision is required during the initial period of dose adjustment in order to
minimize the nsk of overdosage or reappearance of psychotic sympltoms betore the next
njection. Duning dose adjustment or episodes of exacerbation of psychotic symptoms,
halopeniéoi decancate therapy can be supplemented with short-acting forms of hatoperigal.

The dose of haiopendol decanoate injection should be exprassad in tamms of its haloperidol
content. The starting dose ot haloperidol decanoate should be based on the patient's age,
chmcal Mstory, physicat condition, and response 10 pravious antipsychotic tharapy. The
preferred approach to determining the minimum etisctive dose is to begin with lower initial
dases and to adjust the dose upward as neesded. For patients praviously maintained on low
doses of antipsychotics (£.. up to the equivalent of 10 mg/day oral haloperidol), it is
recommended that the initial dose of haloperido! decanoate be 10-15 times the previous daily
dose in oral haleperidol equivaients: hmited clinical axpenience suggests that lower initial doses
may be adequate.

Initial Therapy

Conversion from oral haloperidal 1o haloperidol decanoate can be achisved by using an initial
dose of halaperdol decangate that 1s 10 to 20 times the previous daily dose in ofal halapsridol
equivalents.

In patients who are elderly, detulitated. or stable on low doses of oral haloparidol (£.5. up to the
equivaient of 10 mg/day oral haiopendod), a range of 10 10 15 times the previous daily dose in
oral halopendal equivalents 15 appropriate for Intial conversion.

In patients previousty maintained on higher doses of antipsychotics for whom a low dose
approach risks recurrence of psychizing decompensation and in patients whose long term use
of halopendal has resuited in g tolerance 1o the drug, 20 nmes the previous daily dose in oral
halopendol equivalents should be considered for mitial conversion, with downward titration on
SUCCEE0ING INjECLions.

S

The initial dose of haloperidol decanoate should not excesd 100 mg regardiess of previous
antipsychotic dose requirements. [, therefore, conversion requires more than 100 mg of
haioperidiol decanoate as an initial dose. that dose shouid be admimstered in two Injections. 1.e
a maximum of 100 mg initiglly foliowed by the baiance in 3 to 7 days.

Maintenance Therapy

The maintenance dosage of haloperidol decanoate must be individualized with trtration upward
or downward based on therapeutic response. The usual maintenance range s 10 to 15 times
the previous daily dose in oral haioperidol equivalents gepandant on the clinicai response of the
patient.

HALOPERIDOL DECANOATE DOSING RECOMMENDATIONS

Monthly
Patients 15t Month Mzintanance
Stabilized on low daily oral 10-15 x Daily Oral Dose  10-15 x Previous Daily Oral Dose
doses (up to 10 mg/day)}
Elgerty or Debilitated
High dose 20 x Daty Oral Dose  10-15 x Previous Daily Oral Dose

- Risk of refapse

Tolerant to oral halopendol

Close clinical supervision 1s required during initiation and stabitizaton of halopendol decanoate
therapy.

Haloperidol decanoate is usually administered monthly or every 4 weeks. However, vanation in
patient response may dictate a need tor adjustment of the dosing nterval as wei as the dose
(5¢# CLINICAL PHARMACOLOGY).

Clinical expenence with haloperidol decanoate at doses greater than 450 mg per month has
besan limited.

HOW SUPPLIED

NDC Hsloperidol Decanoate Injection.

Number squivaient o haloperidol Volume

0703-7611-03 50 mg/ml 1 mt filtina 2 mi. vial
0703-7021-03 100 mo/mL 1 mL fill in a 2 mL vial
0703-7013-01 50 mg/mL 5 mL muoltiple dose wial
0703-7023-M 100 mg/mL 5 mL multiple dose vial

2 mL vials are packaged 10 vials per shelf pack.

5 mL muitiple dose vials are packaged in single unit cartons. .-

Store at controlled room temperature 15°-30* C (59°-85° F). Do not refrigerate or fraeze,
Protect from light. Aetain in carion until contents sre used. -

Ryoniy ’

Issued: November 1998
Gensia Sicor Pharmaceuticals, inc.
Irvine, CA 92618




Gensia Sicor Pharmaceuticals, Inc.
Haloperidol Decanoate Injection, USP

ANDA 75-393
Telephone Amendment - Final Printed Labeling

VIAL LABEL

100 mg/mL, 5 mL fill ‘

Part # Y29-702-301

Hygd-90e2-301

I
[ &
[«

January 12, 1999
H:ADATAVRG\HaI7539\AMEN DS\Amend2.doc\11 000011
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NDC 0703-7013-01
Haloperidol
Decanoate
Injection
50 mg /mL

a5 halopandol

IM Use Only

decanoate injection,
50 mg/mL, contains

haloperidol decanoate
should be expressed in
terms of its haloperidal

5 mL Multiple
Dose Vial
Sterile

GensiaSicor~ |

Praumar 1

Each mL haloperidol

70.5 mg haloperidol

decanoate, equivalent to

50 mg hatoperidol, in a
sesame il vehicle, with
1.2% (wiv) benzyl alcoho!

as a preservative.

For intramuscular Use
Only.

USUAL DOSAGE; See
Package Insert. The dose of

—

NDC 0703-7013-01
Haloperidol
Dagneglate
Injection

50 m

/mlL

IM Use Only

content.

Store at controlied room
remperature 15°-30°C

+139°-86°F). Do not

refrigerate or freeze.
PROTECT FROM LIGHT.
Retain in carton until

contents are used.

5 mL Multiple
Dose Vial
Sterile

*+H674701301023*

See bottorn panel for lot number and expiration date.
Gensia Sicor Pharmaceuticals, Inc., Irvine, CA 92618 X12-701-301




Gensia Sicor Pharmaceuticals, Inc.
Haloperidol Decanoate Injection, USP

' ANDA 75-393

Telephone Amendment - Final Printed Labeling

VIAL LABEL
50 mg/mL, 5 mL fill

Part # Y29-701-301

@
w
'Sy
al -
|t
.
[CI

> |¥29-701-301

January 12, 1999
HADATARG\HaI7539MNAMENDS\Amend2.doc\9
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Gensla Sicor Pharmaceuticals, Inc.
Haloperidol Decanoate Injection, USP

ANDA 75-393
Telephone Amendment - Final Printed Labeling

SHELF PACK LABELS

100 mg/mL, 1 mL fill

Part # Y29-102-801

£
Hil
;. §i=
T3

1
AEM%}

GenslaSicor”

i
i
il
pL

vea-Lo2-
\

lHUﬂlhﬂ am-mg:%a:ﬁz;igr —
o 1 mL Vial mmm.nmw

P

Part # 1-7021-01

NDC 8703-7821=-03 1@ x 1mL VIALS LOT PYCTVEN ?
HQLOPERIDOL DECANOATE lNJECTlON 2

‘ a 1-91 199 m /mL GENS SCOI

MWNWMWWWWMMWWMWH

*+HE?470210335%

January 12, 1999
HADATAURG\Hal75383\AMENDS\Amend?2.doc\8
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Gensla Sicor Pharmaceuticals, inc.
Haloperidol Decanoate Injection, USP

ANDA 75-393

Telephone Amendment - Final Printed Labeling

VIAL LABEL
100 mg/mL, 1 mL fill

Part # Y29-702-101

January 12, 1999
HADATAVURG\HaI75393AMENDS\Amend2. dog\7
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Gensia Sicor Phannaceuficéls, Inc.
Haloperidol Decanoate Infection, USP

ANDA 75-393
Telephone Amendment - Final Printed Labehlrg

Lo s

L

VIAL LABEL
50 mg/mL, 1 mL fill

Part # Y29-701-101

h 1 ]
NDC 0703-7811.01

( Haloperi X
gl

T mL Via
Y2%-2n1-101

January 12, 1999
H:\DATA\IFIG\Hal?5393\AMENDS\Amend2.doc\5
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. Gensia Sicor Pharmaceuticals, |
Haloperidoi Decanoate ir{:rﬁn, usp >

Telephone Amendment - Final Prin Labeli_ng

) SHELF PACK LABELS

50 mg/mL, 1 mL fill

Part # Y29-105-101

NOC 0703-7011.63 Eﬂﬁmmwm )
; Haloperidol santy sumien o 2m”mmm°°" w"’“ wa ,-
2 Decanoute :

—

GensiaSicor-

for
50 mg/mL  usuaL DOSABE: Ses Packas imsert. the
*24 hakopendol dosn of hakipericol decanoate should be
Wmldmmmmmmumm
1M Use Only  S1ore 2t controsed room tempenature
15 maﬁ-«nounmmmmw
m: 1 mt Vial FROM LIGHT. Ratain 0
cANNI CAA0N LN Contents 4ty sed.
e Sterie ., . L - ot
L. . R VR M B i

Y29-105-10)

-

Part # 1-7011-01

--------

NOC 0703-7@11-03 1@ x 1mwi VIALS L::

HALOPER I DOL recunoaTE INJECT 10N

tz7@11-e1 58 mg /mL pENRIA SicOR

X+HE74TR11QI4N | 1 w

January 12, 1999
HADATAVAGIHaI7539NAMENDS\AmendZ. doc\6
000006

Injection llcomlalmrvlm .



CENTER FOR DRUG EVALUATION AND RESEARCH

Application Number 75.-393 ’

CHEMISTRY REVIEW(S)



10.

12.

13.

CHEMISTRY REVIEW NO. 2

ANDA# 75-393

NAME AND ADDRESS OF APPLICANT
Gensia Sicor Pharmaceuticals, Inc.

17 Hughes

Irvine, CA 92618

LEGAL BASIS FOR SUBMISSION

The firm certifies that, in their opinion and to the best of their knowledge there
are no patents that claim the listed drug referred to in this application or that
claim a use of the listed drug referred to in this application.

And there are no unexpired exclusivities exist for RW Johnson's Haldol
Decanoate.

SUPPLEMENT(s) 6. PROPRIETARY NAME

Original 5/29/98 N/A

NONPROPRIETARY NAME

Haloperido! Decanoate

SUPPLEMENT(s) PROVIDE(s) FOR:

N/A

AMENDMENTS AND OTHER DATES;

Amendment 12/16/98 Micro Amendment: 3/3/99
Telephone amendment: 4/20/99 Labeling amendment: 1/22/99
PHARMACOLOGICAL CATEGORY 11. Rx or OTC
Antipsychotic Rx

RELATED IND/NDA/DME(s)

DMF's 12530, 1546

DOSAGE FORM 14. POTENCY

Liquid Injection 50 mg Base/ mL and 100 mg Base/ mL



15. CHEMICAL NAME AND STRUCTURE

Haloperidol Decanoate. Decanoic acid, 4-(4-chlorophenyl)-1-[4-(4-flucrophenyl)-
4-oxobutyl]-4-piperidinyl ester. C,,H,,CIFNO,. MW 530.12. Chemical Abstract
number 74050-87-8. Antipsychotic. USAN 1993, page 309.

16. RECORDS AND REPORTS
17.  COMMENTS

The Microbiology Review is satisfactory on 3/16/99.
18. CONCLUSIONS AND RECOMMENDATIONS

The application is approvable.

19. REVIEWER: DATE COMPLETED:
Nashed E. Nashed, Ph.D. 4/22/99 ~
Supervisor: Paul Schwartz, Ph.D. 4/22/99

Y



Page(s) | S

Contain Trade Secret,

Commercial/Confidential
Information and are not

releasable.
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CENTER FOR DRUG EVALUATION AND RESEARCH

Application Number 75-393

BIOEQUIVALENCE REVIEW(S)



BIOEQUIVALENCY COMMENTS TO BE PROVIDED TO THE APPLICANT

ANDA : 75—395 APPLICANT: Gensia Scior Pharmaceuticals

DRUG PRODUCT : Haloperidol Decancate Injection
- ‘" 50 mg/mL in 1 mL & 5 mL vials
100 mg/mL in I mL & 5 mL vials

-

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

Please note that the bioequivalency comments provided in
this communication are preliminary. These comments are
subject to revision after review of the entire application,
upon consideration of the chemistry, manufacturing and
controls, microbiclogy, labeling, or other scientific or
regulatory issues. Please be advised that these reviews may
result in the need for additional biocequivalency information
and/or studies, or may result in a conclusion that the
proposed formulation is not approvable.

Sincerely yours,

%<
rd

Dale P. Conner, Pharm. D.

Director

Division of Biocequivalence

Office of Generic Drugs

Center for Drug Evaluation and Research



OFFICE OF GENERIC DRUGS

DIVISION OF BIOEQUIVALENCE

AADA # 75-393 - SPONSOR : Gensia Sicor Pharmaceuticals
DRUG & DOSAGE: FORM : Halcocperidol Decancate Injection
STRENGTH (s8) : 50 mg/mL in 1 mL and 5 mL vials

100 mg/mL in 1 mL and 5 mL vials
TYPE OF STUDY: SD SDF MULT X OTHER
STUDY SITE: N/A

STUDY SUMMARY : N/A

Formulation: Acceptable
Waiver is granted.

PRIMARY REVIEWER: Jahgavi S. Kharidia, Ph.D. BRANCH : 3
INITIAL - J? DATE : 1<\ A%
‘./
TEAM LEADER: Barhbara M. Davit; Ph,D. BR?N?F 3, 3
INITIAL : __ o DATE : olslqs
-
| S
' DIRECTOR
DIVISION OF BIOEOUIVALENCE
INITIAL :_ e, DATE : ?40/9(
. . 4
LA

DIRECTOR
OFFICE OF GENEBRIC DRUGS
INITIAL : DATE :




BIOEQUIVALENCY COMMENTS TO BE PROVIDED TO THE APPLICANT

-

ANDA: 75-393 APPLICANT: Gensia Scior Pharmaceuticals

DRUG PRODUCT: Haloperidol Decancate Injection
-~ 7 50 mg/mL in 1 mL & 5 mL vials
100 mg/mL in 1 mL & 5 mL vials

™

The Division of Biocequivalence has completed its review and
has no further guestions at this time.

Please note that the bicequivalency comments provided in
this communication are preliminary. These comments are
subject to revision after review of the entire application,
upon consideration of the chemistry, manufacturing and
controls, microbiology, labeling, or other scientific or
regulatory issues. Please be advised that these reviews may
result in the need for additional bioequivalency information
and/or studies, or may result in a conclusion that the
proposed formulation is not approvable.

Sincerely yours,

s/

Dale P. Conner, Pharm. ﬁ.

Director

Division of Bicequivalence

Office of Generic Drugs

Center for Drug Evaluation and Research



CC:

XANEWIFIRMSAM\GENSIA\WLTRS&REW75383W.598. DOC
Printed in final on 9/4/98

BIQOEQUIVALENCY - ACCEPTABLE submission date: 29 May, 1998

6. WAIVER {(WAI} Strengths: 50 mg/mL and 100 mg/mL
Outcome: AC

Qutcome Decisions: AC - Acceptable
WinBio Comments: Waiver is granted



Haloperidol Decanoéte Injection Gensia Sicor Pharmaceuticals, Inc.

50 mg/mL in 1 mL & 5 mL vials 17 Hughes

100 mg/mL in 1 mL & 5 mL vials irvine CA 92618

ANDA #75-393 Submission Date;

Reviewer: Jahnavi $. Kharidia 29 May, 1998

XANEWAFIRMSAM\GENSIA\LTRS&REWV\76393W.598.00C

- Review of a Waiver Request

Haloperidol decanoate is a long-acting parenteral antipsychotic drug intended for
use in the management of patients requiring prolonged parenteral antipsychotic
therapy. Innovator products are Haldol® Decanocate 50 and Haldol® Decanoate
100 manufactured by R.W. Johnson Company.

The firm has submitted the application for haloperidol decanoate injection 50
mg/mL and 100 mg/mL and is requesting a waiver of in vivo bioavaifability
requirements based on 21 CFR 320.22 (b)(1).

Formulation:
Ingredient Haloperidol Decancate Injection
(mg/mL) 50 mg/mL 100 mg/mL
Gensia Sicor R.W. Johnson Gensia Sicor R.W. Johnson
Haloperidol Decanoate 70.52! 70.52 1412 1417
Benzyl Alcohol, 12.0 12.0 T
Sesame Oil, gs. to1.0mL gs.to1.0mL
Nitrogen, as required as required e _

! equivalent to 50 mg Haloperidol
2 equivalent to 100 mg Haloperidol
Comments:

1. The test product is in a vehicle intended solely for intramuscular
administration.

2. The active ingredients, route of administration, dosage form and strengths of
the test drug products are the same as those of the reference listed drug.

3. All ingredients in test and reference products are qualitatively and
quantitatively the same.



Recommendations:

The Division of Bioequivalence agrees that the information submitted by Gensia
Sicor Pharmaceuticals, Inc. demonstrates that haloperidol decanoate injections,
50 mg/mL-and 100 mg/mL, fall under 21 CFR 320.22(b)(1) of the Bioavailability/
Bioequivalence Regulations. The waivers of the in vivo bicequivalence study
requirements for 50 mg/mL and 100 mg/mL haloperidol decanoate injections are
granted. From the bioequivalence point of view, the Division of Bioequivalence
deems the test products to be bioequivaient to Haldol® decanoate 50 and Haldol®
decanoate 100 manufactured by R. W. Johnson Company, respectively.

' /o e Telo—
) -
Jahnavi S. Khandﬁ, Ph.D.

Review Branch Il
Division of Biceguivatence

O\\SMZR

b‘\\% —n
RD INITIALED BDAVIT o,
, - 51
FT INITIALED BOAVIT _! pate_9(3{9qd
T - - ,
Concur: ~n . Date fég(és -
Dale P. ConnerMPiarm. D.
Director

Division of Bioequivalence

cc: ANDA # 75-393 (original, dupticate), Kharidia, HFD-658, Drug File, Division File



CENTER FOR DRUG EVALUATION AND RESEARCH

Application Number

MICROBIOLOGY REVIEW(S)



cc:

OFFICE OF GENERIC DRUGS, HFD-620
Microbiology Review #3
March 16, 1999

1. ANDA 75-393

APPLICANT Gensia Sicor Pharmaceuticals, Inc
. 17 Hughes
Irvine California 92718-1902

2. PRODUCT NAMES: Haloperidol Decanoate Injection

3. DOSAGE FORM AND ROUTE OF ADMINISTRATION: 50 mg Base/mL
in a 1 mL Single Dose 2 mL Vial, 50 mg Base/mL in a 5
mlL Multiple Dose, 100 mg Base/mL in a 1 mL Single Dose
2 mL Vial and 100 mL Base/mL in a 5 ml, Multiple Dose,
Intramuscular

4. METHOD(S) OF STERILIZATION:
5.  PHARMACOLQGICAL CATEGORY: Anti-psychotic
1. DATE OF INITIAL SUBMISSION: May 29, 1998

(Received June 1,1998) 'f_
2. DATE OF FAX AMENDMENT: March 2, 1999 -

Subject of this Review (Received, March 3, 1999) ¢
3. RELATED DQCUMENTS: None
4. ASSIGNED FQR REVIEW: 3/16/99

REMARKS: The subject amendment is in response to the
microbiology deficiencies in the FAX amendment
dated February 16, 1999.

CONCLUSIONS: The submission is recommended for approval on
the basis-of sterility assurance. Specific
comments are provided in "E. Review Notes".

S//c:/‘?ﬂ

Andrea S7_%!gh Ph. D. N

av\75-393a2

i
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ANDA 75-393 Microbiologist's Review #2

Microbiology Comments to be Provided to the Applicant
ANDA: 75-393 . APPLICANT: Gensia Sicor

DRUG PRODYCT: Haloperidol Decancate Injection USP

Microbiology Deficiency:



ccC:

OFFICE OF GENERIC DRUGS, HFD-620

Microbiology Review #2
February 9, 1999

1. BHDB.75-393

APPLICANT

Gensia Sicor Pharmaceuticals, Inc

17 Hughes
Irvine California 92718-1902

2. ERODUCT NAMES: Haloperidol Decanoate Injection

50 mg Base/mL

Intramuscular

5. PHARMACOLOGICAL CATEGORY: Anti-psychotic
1. DATE OF INITIAI, SUBMISSION: May 29, 1998

(Received June 1,1998)
¢ December 16, 1998

: None

RELATED DOCUMENTS
4. ASSIGNED FQOR REVIEW: 2/9/99

in 2 1 mL Single Dose 2 mL Vial, 50 mg Base/mL in a 5
mL Multiple Dose, 100 mg Base/mL in a 1 mL Single Dose
2 mL Vial and 100 mL Base/mL in a 5 mL Multiple Dose,

DATE OF FrAX AMENDMENT
Subject of this Review (Received, December 17, 1998)

REMARKS: The subject amendment is in response to the

microbioclogy deficiencies in the FAX amendment

dated December 7, 1998.

CONCLUSTONS:

- s . ~ Wmavmwm

The submission is not recommended for

approval on the basis of sterility assurance.
Specific comments are provided in "E. Review

Notes" and "Microbiology Comments to be

Provided, to the Applicant”, '
/Sy

Andrea S. High, Ph. D. V

-~

3

4
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Microbiology Comments to be Provided to the Applicant
ANDA: 75-393 APPLICANT: Gensia Sicor Pharmaceuticals

DRUG PRODUCT: Haloperidol Decanoate Injection,
50 mg Base/mL and 100 mg Base/mL

A. Microbiology Deficiencies:

1. Regarding personnel monitoring, the glove count appears
td be excessive.

2. Regarding filtration:

a. Please specify the minimum acceptable bubble point
- for the subject drug product(s) as it was not
provided in the batch record or stated elsewhere
in the ANDA.

b. Please state the duration for the filtration of
the subject drug product(s) during production
(maximum batch size).

3. You should include sterility and endotoxin testing at _
time "0" in your stability protocol. -
B. In addition to responding to the deficiencies presented ¢

above, please note and acknowledge the following comments in
your response:

The manufacturing facility address, 19 Hughes, appears

on the diagrams and in the text; however, it was stated
in Vol. 1.1, p. 100114 that the subject drug product (s)
were made at 17 Hughes. The facility address should be
clarified.

Please clearly identify your amendment to this facsimile as
“RESPONSE TO MICROBIOLOGY DEFICIENCIES”. The “RESPONSE TO
MICROBIOLOGY DEFICIENCIES” should also be noted in your cover
page/letter.

Sigcerely yours,

Mary ganning, M.D., PR.D.

Assosiate Director for Medical Affairs
Office of Generic Drugs
Center for Drug Evaluation and Research

Page 10




cc:

OFFICE OF GENERIC DRUGS, HFD-620
Microbiology Review #1
November 20, 1998

1. ANDA 75-393

- APPLIC Gensia Sicor Pharmaceuticals, Inc
17 Hughes
- Irvine California 92718-1902
2. PRODUCT NAMES: Haloperidol Decanoate Injection
3. OSAG ORM AN o ) : 50 mg Base/mL

in a 1 nmL Single Dose 2 mL Vial, 50 mg Base/mL in a 5
mL Multiple Dose, 100 mg Base/mL in a 1 mL Single Dose
2 mL Vial and 100 nL Base/mlL in a 5 mL Multiple Dose,
Intramuscular

4. METHOD(S) OF STERILIZATION: R
5. PHARMACOLOGICAL CATEGORY: Anti-psychotic

1. DATE OF INITIAL SUBMISSION: May 29, 1998
Subject of this Review (Received June 1,1998)

2. DATE OF AMENDMENT: None

3. RELATED DOCUMENTS: None

4. ASSIGNED FOR REVIEW: 11/18/98

REMARKS: The subject drug product is filled in Room

Filling Line at the Irvine California
pharmaceutical facility.

CONCLUSIONS: The submission is not recommended for

approval on the basis of sterility assurance.
Specific comments regarding the

filling process are provided in "“E. Rev1ew
Notes" and "Microbiology Comments to be
Provided to the Applicant” .

% f20l2%

Andrea s. High, Ph. D.

-393
I""r

E A
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CENTER FOR DRUG EVALUATION AND RESEARCH

Application Number 75-393

ADMINISTRATIVE DOCUMENTS
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QFYICE OF GENERIC DRUGE
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CENTER FOR DRUG EVALUATION AND RESEARCH

Application Number 75-393

CORRESPONDENCE



GensiaSicor-

PHARMACEUTICALS

January 22,1999 = . e e

Mr. Dougtas Sporn . .

Office of Generic Drugs B si s rmi cre e e
Center for Drug Evaluation and Research
Food and Drug_Administration F 4

Metro Park North |l, HFD-800

Attention: Documentation and Control Room 150
7500 Standish Piace

Rockville, MD 20855-2773

RE: Haloperidol Decanoate Injection
50 mg Base/mL and 100 mg Base/mL
ANDA 75-393

TELEPHONE AMENDMENT

Dear Mr. Sporn: ,-

Reference is made to Gensia Sicor's ANDA 75-393 for Haloperidol Decanoate !njection, ,
S0 mg Base/mL and 100 mg Base/mL, which was submitted to the Agency on May 29,
1998. Reference is also made to our amendment dated January 12, 1999. Further
reference is made to the telephone conversation today between Ms. Lilia Golson,
Labeling Reviewer, OGD, and myself. Ms. Goison requested clarification with regard to
the packaging of the 1 mL fill in the 2 mL vial.

In accordance with the provisions of Section 314.96 of the Code of Federal Regulations,
Title 21, we hereby amend our application to provide a description of the packaging
configuration, plus a sample of the shelf pack carton as requested.

The sheif pack carton intended for packaging the 10-pack configuration of both the

50 mg/mL and 100 mg/mL products (1 mL filf) is an unprinted, fold and tuck style carton.
The carton encloses the product and is designed to protect the product from light. The
shelf pack label A (Part # Y29-105-101 [50 mg/mL] or Y29-102-801 [100 mg/mL]) is
placed on the front panel of the carton. The shelf pack label B (Part # 1-7011-01

[S0 mg/mL] or 1-7021-01 [100 mg/mL]) is placed on the back pane! of the carton.

Please note, a sample of the shelf pack carton proposed for this product is currently
under revision. The revision, being sought for the sample carton provided in this
submission to prepare the carton intended for packaging the Haloperido! product, is that
the preprinted Gensia Laboratories logo on the end paneis will be eliminated.

T RECAVED
JAN 2 51999

Gensia Sicor Pharmaceuticals, Ing, ¢ 12 esup Jrvine Gy » 92618-1502 « USA
Phone (949} 455-4700, (800) 729-9991-_0'Fax ﬂj 835-8210 » Alpyfwww.gensiasicor.com




. Mr. Douglas Sporn
January 22, 1999
Page 2

We trust you will find the information in this amendment satistactory for your review and
approval. ifthere are any questions concerning this amendment, ptease do not hesitate
in contacting me at (949) 457-2808 or Mr. Dwain K. Allen, Regulatory Affairs Project
Specialist, at (949) 457-2861. We may also be contacted by facsimile at (949) 583-
7351.

Sincerely,

Rosalie A. Lowe
Associate Director, Regulatory Affairs

cc: Ms. Elaine Messa
District Director
U.S. Food and Drug Administration
Los Angeles District
19900 MacArthur Blvd., Suite 300
Irvine, CA 92715

WGS01\DOS\DATAYRG\HaI75 39 AMEND S\ meand2. doc
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PHAHMACEUTICALS
A GormaaSacor Conmpame

..; per 16, 1998

pouglas Sporn . \
¥ of Generic Drugs L bk

. for Drug Evaluation and Research LR

® 4 and Drug Administration L _
%~ Park North li, HFD-600 A AN PR SR T,
tion: Documentation and Control Room 150 ' ~ A
b Standish Place o
ille, MD 20855-2773

RE: Haloperidol Decanote Injection
50 mg Base/mL and 100 mg Base/mL

ANDA 75-393

AMENDMENT

: _: Mr. Sporn:

Reterence is made to Gensia Sicor's ANDA 75-393 for Haloperidol Decanoate Injection, 50 mg
Bee/mL and 100 mg Base/mL, which was submitted to the Agency on May 20, 1998. Reference it

o made to the Agency's facsimiles dated November 17 and December 7, 1998.

of Section 314.96 of the Code of Federal Reguiations, Title 21, w

o accordance with the provisions
ditional information as requested.

ereby amend our application to provide the ad

he information in this amendment satisfactory for your review and approval.
dment, please dc not hesitate in contacting me at

ke trust you will find t
-2861. We may also be contacted by facsimile ¢

Slere are any questions concerning this amen
RB49) 457-2808 or Mr. Dwain K. Allen at (949) 457

BMs) 583-7351.
.'rely,

) " O i

el U P RECEIVED
b A.Lowe "~

Resociate Director, Regulatory Affairs DEC 17 ¢

& Ms. Elaine Messa ,
. District Director G!“EH‘@ gﬂﬂ& B
U.S. Food and Drug Administration -
*  Los Angeles District

F;, 19900 MacArthur Bivd., Suite 300
-3 Irvine, CA 92715 \\.Gsm\DOS\DATA\IRG\H-!TSSQS\AMENDSM“‘-ﬂ°"-

B Gensia Sicor Pharmaceuticals, Inc. ¢ 19 Tughes * Irvine CA ¢ 92618-1902 * USA
Phone (949} 455-4700, {800) 729-9991 * Fax (949) 855-8210 * http:lfwww.gensiasicor.com
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GensiaSicor-

PHARMACEUTICALS

A Gansasicor Company
December 16, 1998 -
Mr. Douglas Sporn \
Office of Generic" Drugs i ek
Center for Drug Evaluation and Research 9L
Food and Drug Administration o o
Metro Park North Il, HFD-600 P R I
Attention: Documentation and Control Room 150 ' -

T 7500 Standish Place
Rockville, MD 20855-2773

RE: Haloperidol Decanote Injection
50 mg Base/ml. and 100 mg Base/mL
ANDA 75-393

AMENDMENT v

r

Dear Mr. Sporn:

Reference is made to Gensia Sicor's ANDA 75-393 for Haloperidol Decanoate Injection, 50 mg
Base/mL and 100 mg Base/mL., which was submitted to the Agency on May 29, 1998. Reference is
also made to the Agency’s facsimiles dated November 17 and December 7, 1998.

In accordance with the provisions of Section 314.96 of the Code of Federal Regulations, Title 21, we
hereby amend our application to provide the additional information as requested.

We trust you will find the information in this amendment satisfactory for your review and approval. If
there are any questions concerning this amendment, please dc not hesitate in contacting me at
(949) 457-2808 or Mr. Dwain K. Allen at (942) 457-2861. We may also be contacted by facsimile at
(949) 583-7351.

Sincerely,

Rosalie A. Lowe

(;w/ (jw 0. %LLOﬁJwN RECEIVED

Associate Director, Regulatory Affairs DEC 17 1999
cc:  Ms. Elaine Messa
District Director _@QNER!Q aﬂﬂ& -

U.S. Food and Drug Administration
Los Angeles District
- 19900 MacArthur Blvd., Suite 300
Irvineg, CA 92715 WGS01DOS\DATAURGIHAI7SI8AMENDS\Amend 1 doc

Gensia Sicor Pharmaceuticals, Inc. * 19 Hughes » Irvine CA » 92618-1902 » USA
Phone (949) 455-4700, (800) 729-9991 + Fax (949) 855-8210 « http://www.gensiasicor.com
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GensiaSicor-

PHARMACEUTICALS

March 2, 1999  GommicorComoury

Mr. Douglas Sporn
Office of Generic Drugs
Center for Drug Evaluation and Research

Food and Drug Admiinistration NDA OR'G AMENDMENT
Metro Park North Il, HFD-600 F A_

Attention: Documentation and Control Room 150 N /

7500 Standish Place

Rockville, MD 20855-2773

RE: Haloperidol Decanoate Injection
ANDA 75-393

AMENDMENT
RESPONSE TO MICROBIOLOGY DEFICIENCIES

Cear Mr. Sporn:

Reference is made to Gensia Sicor’'s ANDA 75-393 for Haloperidol Decanoate Injection, , -
50 mg Base/mL and 100 mg Base/mL, which was submitted to the Agency on May 29,
1998. Reference is also made to the Agency's facsimile dated February 16, 1999. ¢

In accordance with the provisions of Section 314.96 of the Code of Federal Regulations,
Title 21, we hereby amend our application to provide the additional information
requested.

We trust you will find the information in this amendment satisfactory for your review and
approval. If there are any questions concerning this amendment, please do not hesitate
in contacting me at (949) 457-2808 or Mr. Dwain K. Allen, Regulatory Affairs Project
Specialist, at (949) 457-2861. We may also be contacted by facsimile at (949) 583-
7351.

Sincerely,
Lraok C . i _

Rosalie A. Lowe
Associate Director, Regulatory Affairs

HADATANRGHITSISTAMENDS U mend4. doc

cc:  Ms. Elaine Messa r ’ re
District Director n EECE!V :..D i

U.S. Food and Drug Administration
Los Angeles District A0 0 3 1659
et rd

19900 MacArthur Blvd., Suite 300
SENERIC CRUGS

Irvine, CA 92715
Gensia Sicor Pharmaceuticals, Inc. » 19 Hughes » Irvine CA * 92618-1902 » USA
Phone (949) 455-4700, (800) 729.999] « Fax (949} 855-8210 » http/’www.gensiasicor.com
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Gensia Sicor Pharmaceuticals, Inc.
HALOPERIDOL DECANOATE INJECTION

_ ANDA 75-393
_Response to Microbiology Deficiencies Dated February 16, 1999

Microbiology Deficiency:

LR



GensiaSicor-

PHARMACEUTICALS
A GensuaSecar Company

Aprii 20, 1999

Mr. Douglas Sporn‘ NDA 0R|G AMENDMENT

Office of Generic Drugs , —
Center for Drug Evaluation and Research N //A
Food and Drug Administration

Metro Park North [l, HFD-600

Attention: Documentation and Control Room 150

7500 Standish Place

Rockvilte, MD 20855-2773

RE: Haloperiddl Decanoate injection
ANDA 75-393

[t o Bl JIETSP S
L O

TELEPHONE AMENDMENT il Lo DL

Dear Mr. Sporn: 2219 ey o
Reference is made to Gensia Sicor's ANDA 75-393 for Haloperido} caroate [njectiomy
50 mg Base/mL and 100 mg Base/mL, which was submitted to the erel orl May29;
1998. Reference is also made to the tele-conference with the Chemistry Reviewer at
the Agency dated April 8, 1999.

In accordance with the provisions of Section 314.96 of the Code of Federal Regulations,
Title 21, we hereby amend our application to provide the additional information
requested.

Per our conversation, we haye revised the impurity specifications to monitor the specific
impurity at RRT =0.8. Below is a summary table of our proposed impurity specifications:

Test Release Shelf-Life
Specification Specification

Impurity at RRT =0.8, % NMT NMT

Other Single Largest impurity, % NMT NMT

Total Impurities, % NMT NMT
Based upon 12 months of stability data for our product and data on various lots of
innovator product, we propose a stability specification of NMT- for the impurity at
RRT =0.8, with a release specification of NMT - . In addition, as a result of our
impurity analyses for our product and the innovator's product, we had increased the
specification for Total Impurities to NMT . This increase in the Total Impurity

specification is necessary to allow for degradation attributed to the impurity at RRT =0.8.

Gensia Sicor Pharmaceuticals, Inc. *+ 19 Hughes ¢ Irvine CA » 92618-1902 « USA
Phone (949) 455-4700, (800) 729-9991 » Fax (94%) 855-8210 + http/Avww.gensiasicor.com
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Mr. Douglas Sporn
April 20, 1999
Page 2

The table below surhmarizes the data we reference in support of our proposed
specifications:_

50 mg/mL
1 mL fill 5 mL fill
GSPI Innovator GSPI Innovator
Test 12-month Exp. 9/00 12-month Two Lots Exp. 10/99
Impurity at RRT =0.8, % _
Cther Single Largest Impurity, % ree e o '
Total iImpurities, % , ] - e
100 mg/mL
1 mi fill 5 mL fill
GSPl | Innovator | GSPI Innovator
12-month Exp. 6/00 12-month One Lot Exp. 10/99
Test ’ Three Lots Exp. 5/99
Impurity at RRT ~0.8, % AR ~" R T
Cther Single Largest Impurity, % . | ] O,
Total Impurities, %

The observed trend for our products are confirmed as being appropriate as
demonstrated by the comparative impurity levels cbserved for the innovator products.

In addition to discussing the impurity specifications, you requested clarification
regarding the oxygen headspace monitoring of the exhibit lots during stability.
Specifically, you requested clarification as to why we have not listed a specification for
oxygen headspace in our stability data tables. We contend that this product is similar to
Fluphenazine Decanoate Injection, an approved Gensia Sicor product, which is aiso
formulated in an . Due to our experience with this type of formulation, we
expect the oxygen headspace to decrease: over time as we have seen with
Fluphenazine Decanoate Injection.

To confirm our expectations, we have monitored the oxygen headspace of our proposed
products during stability and collected the data as “information only." As demonstrated
thus far, the oxygen headspace has decreased as expected. We intend to continue
monitoring oxygen headspace over the remainder of the stability study for the exhibit
lots. However, as noted in our original application and the commercial stabiity protocol,
we intend to monitor oxygen headspace only at release for the commercial products
and do not intend to monitor oxygen headspace as part of our commercial stability
program for these products.

The current stability data sheets are enclosed and include resuits of the al! stability

studies completed to date for the proposed products. Additionally, as requested these
data sheets have been revised to include our specification for oxygen headspace.

000004




Mr. Douglas Sporn . .
April 20, 1999
Page 3

»

We trust you will find the information in this amendment satisfactory for your review and
approval. If there are any guestions concerning this amendment, please do not hesitate
in contacting me at (949) 457-2808 or Mr. Dwain K. Allen, Regulatory Affairs Project
Specialist, at (949) 457-2861. We may also be contacted by facsimile at (349) 583-
7351.

Sincerely,

Rosalie A. Lowe

Associate Director, Regulatory Affairs
VGSE1DOS\DATAVRAGHAITS 39 NAMENDS\AmendS.doe

cc.  Ms, Eiaine Messa
District Director
U.S. Food and Drug Administration
Los Angeles District .
19800 MacArthur Bivd., Suite 300
Irvine, CA 92715
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