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Perphenazine Tablets, USP

OESCRIPTION Perphenazine tablets, USP contain perphenazine. USP (4-[3-{2-chiorophenothiazin-10-vijpropyl|- 1 -piperazineethanal), a piparazinyi phe-
nothiazine having the molecular lormula C, H,CIN,OS. The struciural formula is as foliows
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Each tabiet, for oral istration, contains perph 2mg, 4 mg, 8 mg., and 16 mg. In addition. each tablet coniains the following inactive ingredients:

acetone, black iron oxide, calcium carbonate, carnauba wax, eudragit, isobutyl alcohol, isopropyl alcohol, lactose monohydrate, magnesium stearate, micro-

crystalline cellulose. pharmaceutical glaze shellac. polyethylenegiycol, polyvinylpyrrolidone, povidone. sodium benzoate, sodium starch glycolate, sucrose,

sSucrose syrup, taic, litanium dioxide and water.

CLINICAL PHARMACOLOGY Perphenazine has actions al alf levels of (he cantra) nervous system. particularly the hypothalamus. However, the site and
of action of therapeutic effect are not known,

INDICATIONS AND USAGE Perph ine tablets are indi for use in Ihe g of the 1! of psychotic disorders; and for the control
of severa nausea and vomiting in adults.

Perphenazine has not besn shown effective in the g of beh al lications in patients with mentat retardation.

CONTRAINDICATIONS Perphenazine tablets are contraindicated in comalose or greatly obtunded patients and in patients receiving large doses of central
nervous system depressanis (barbiturates, aicohol, narcotics, g or i in the p of existing blood dyscrasias, bane marrow
depression, or liver damage, and in patienis who have shown hyper ivity to perp ine tablets, their or related ¢

Perphenazine tablets are also contraindicated in patients wilh suspected or established subcoriical brain damage. with or without hypolhalamnc damage,

since a hyperthermic reaction with lemparatures in excess of 104°F may occur in such patients. sometimes not until 14 1o 16 hours after drug admimistration.

Total body ice-packing is recommended for such a reaction; antipyretics may also be usetul.

WARMNGS Tardlve dyskmesla a syndroms gofp y irreversible, Y. . may develop in patienis treated with

D psy ) drugs. A gh the p e ol the syndlome appears to ba the hughest among the elderly aspecially eiderly women, it is

P to rely upon pr to predict, at the ption of P . which patienls are iikely to devetop the syndrome Whether

neuroteptic drug products ditler in their potential to cause lardive dyskinesia is unknown.

Both the risk of d ping the sy and the i that it will become irreversible are balieved 1o increase as the duration of ireatment and the total

cumuiative dose of neuroleptic drugs administered to the patient increase. Howaver, the syndrome can develop, although much less commanly, after refa-

tively brief treatment periods al low doses.

There is no known treatment for eslablished cases of tardive dyskinesia, the syndi may remit. partialty or it

is withdi itselt, however, may suppress {or pamally ppress) (he signs and sy of the syndrome, and thereby may pos-

sibly mask me undorlymg disease process. The effect that symptomalic suppression has upon the long-1erm course of the syndrome is unknown.

Given these considerations, neuroleplics should be prescribed in a manner that is most likely to minimize the occurrence of tardive dyskinesia. Chronic

P should g lly be reserved for patients who sulfer from a chronic iliness that, 1) is known to respond to neuroleptic drugs, and, 2)
for whom al , equally effactive, but p ially less harmfu) are not lable or appropriate. In palients who do nol require chronic
treatment, the smailest dose and the shortest duration of producing a satisf y clinical response should be sought. The need for conlinued
treatment should be reassessed penodicalty.

It signs and symploms of lardive dyskinesia appear in a patient on neuroleptics, drug di ion should be co . However, some patients may

require Ireatment despite the prasence of the syndrome.

(For further information about the description of tardive dyskinesia and its clinical detection. please reter to PRECAUTIONS, intormation for Patlsnts and

ADYERSE REACTIONS.)

Nesuroteptic Mallg Sy (NMS): A p y tatal symptom complex, relerred 10 as Neuroleptic Malignant Syndrome (NMS), has

been reported in associalion with antipsychotic drugs. Clinical manitestalions of NMS are hyperpyrexia, muscle rigidity, allered menial slalus and evidence

of autonomic instability (irregular pulse or blood p . tachycardia, diaphoresis, and cardiac dysrythmias).

The diagnostic evaluation of patients with this syndrome is compllcaled n amvmg at a diagnosis it is important to identity cases where the clinical presen-

tation includes both serious medical illness (e.g. p . etc.} and or inad y treated extrapyramidal signs and
symploms (EPS). Other important considerations un-me anﬂarennal diagnosis mcluda central anticholinergic toxicity, hoat stroke. drug lever and primary

central nervous system {CNS) pathology.

The management of NMS should include 1) i i i i of antipsychatic drugs and other drugs not essential to concurrent therapy, 2) inten-

sive symptomalic treatment and medical ing, and 3) of any serious medical problems for which specific treatments are

available. There is no general agreement about specmc pharmacological treatment regimes for uncomplicated NMS.

if a palient requires antipsychatic drug treatment aler recovery from NMS, the palential reintroduction of drug therapy should be carefully considered. The

patient should be caralully monitored, since recurrences of NMS have been reported.

ith d pinephnne should not be adminisiered since its action is biocked and partially reversed by perphenazine. If a vasopressor is

needed noreplnephnne may be used. Severe, acute hypotension has occurred with the use of phenothiazines and is particularly likely to occur in patients

with mitral insufticiency or pheochromocytoma. Rebound hypertension may occur in phecchromocytoma patients.

Perphenazine tablets can (ower the ¢ threshotd in ble individuals: they should be used with caution in alcohol withdrawal and in palients

with convulsive disorders. !f the patienl is being trealed wilh an anticonvuisant agent, increased dosage of that agent may be required when perphenazine

tablets are used concomitanily.

Perphenazine tablets should be usad with caution in patienis with psychic depression.

Perphenazine may impair the mental and/or physical abililies required for the performance of hazardous tasks such as driving a car of operating machinery,

theretore, the palient should be warned accoidingly.

Perphenazine lablets are not recommended for children under 12 years ol age.

Usage in Pregnancy Sale use of perphenazine during pregnancy and lact; has not been , in admi ing the drug lo preg

patients, nursing mothers, or women who may become pregnant, the possibie benetits must be weighed against the possnbls hazarus io mulher and cmld




PRECAUTIONS The possibility of suicide n depressed patients remains AuNng IEIMment and Untit SIYHNCANL FEMISSION OTCUES 1 AIS typw ot pavem snowu

not have access lo large quantbies of this drug

As with all phenothiazine compounds, perphenazine should not be used indiscrimnatety Caution should be observed in giving it 10 patients who have

previously exhibited severe adverse reactions 1o other phencthiazines Some of the untoward acuions of perphenazine \end to appear more frequently when

high doses are used. However, as wilh other phencthiazine compounds, palienls receiving perphenazine tablets in any dosage should be kept under close

supervision

Neuroleptic drugs elevate prolactin levels, the elevation persists during chronic administration. Tissue culture experiments indicate that approximalely one-

third of human breast cancers are profactin dependentn vitro, a tactor of potential importance if the prescription of these drugs is contemplatedin a patient

wilh a previously detecled breas! cancer. Alhough disturbances such as galactorrhea, amenorrhea. gynecomastia, and impotence have teen reported. the

clinical significance ol elevated serum prolactin levals is unknown lor most palients. An increase in mammary neoplasms has been found in rodents after

chronte adminisiration of neuroleptic drugs. Neither clinical studies nor epidemiclogic studies canducted to date, however have shown an association

belween chronic agministration of these drugs and mammary tumongenesis. The available evidence s cansidered 100 limited 1o be conclusive at this time

The antiemelic effact of perphenazine may obscure signs of toxicity due to overdosage of other drugs, of render more ditficult the diagnosis ol oisorders

such as brain tumors of intestinal obstruction

A signiticant, not otherwise exp d, nse in body 'emp may suggest individual intolerance to perphenazine, in which case il should be discontinued.

Patients on large doses of a phenothiazine drug who are undergoing surgery should be watched carelully for possible hypotensive phenomena. Moreover,

reduced amounts of anesthetics or central nervous system depressants may be necessary.

Since phenolhiazines and central nervous system depressants {opiates. analgesics, anuhistamines. barbiturates) can polenliate each other. iess than the

usual dosage of the added drug 1s recommended and caution 1s advised when they are admimistered concomitantly

Use with caution in palients who are raceiving atropine or related drugs because of the additive anticholinergic effects and also in patients who will be

exposed lo extreme heat or phosphorus inseclicides.

The use of alcoho! should be avoided, since additive effects and hypotension may occur. Patients should be cautioned that their response ta aiconot may

be increased while they are being treated with perphenazine \ablels. The risk of suicide and the danger of overdose may be ncreased in patients who use

alcohol fy due to its pot of the drug’s eflect.

Blood counts and hepatic and renal functions should be checked periodically. The appearance of signs ol bload dyscrasias requires the discontinuance ol

the drug and institution of appropriate therapy. !f abnormalities 10 hepalic tests occur, phenothiazine treatmenl with the drug should be discontinued Renal

function 1n palients on long-term therapy shouid be monilored; it biood urea nilragen {BUN) becomes abnormal, treatment should be discontinued

The use of phenothiazine denvatives in patients with diminished renal function should be undertaken with caulion

Use with caulion in patients suffenng from respiralory impairmenl due to acute pulmonary intections, or in chronic resgiratary disarders such as severe

asthma or emphysema.

In general, phanathiazines, including perphenazine. do not produce psychic dependence. Gaslriis, nausea and vomiting, dizziness, and lriemulousness

have been reporied following abrupt cessation of high-dose therapy. Reports suggest that these symptoms can e reduced by continuing concomitant

antiparkinson agents lor several weeks after the phenothiazine is withdrawn.

The possibility ot liver damage, corneal and | \ar deposits, and if ible dy should be kept in mind when patients are on long-term therapy
p livily has been reported, undue exp! 10 the sun should be avoided during phenathiazine treatment.

Information tor Patlents: This inlormatien s intended 1o aid in the safe and eflsctive use of this medication. 1t 1s not a disclosure of all possible adverse

or intended effects.

Given the liketihood that a substantial proportion of patients exposed to neuroleptics will develop tardive dyskinesia, Itis advised that all pahents in whom

chronic use 1s contemplated be given, il possible, full inlormation about this risk. The decision 1o inform patients and/or their guardians must obviously lake

o account the clinical ci and the petency of the patient to understand the information provided. .

ADVERSE REACTIONS Not all of the lollowing adverse reactions have been reported with this specific drug. however, pharmacotogical similanties among

various phenothiazine derivatives require that each be considered. With the piperazine group {ol which perphenazine is an evample), the extrapyramidal

symptoms are more common, and others (e.g., sedative effects, jaundice, and blood dyscrasias) are less Irequently seen

CNS Etfects: Extrapyramidal tions: op! trismus, llis, aching and numbness ol the limbs, mator restlessness, oculogync




-

¢risis, hyperretlexia, dystonia, ncluding protrusion, discoloration, aching and rounding of the longue, lomc spasm of the masticatory muscles, light feeling
in the throal, slurred speech, dysphagia, akathisia, dyskinesia, parkinsonism, and alaxia. Their incidence and severity usually increase with an increase in
dosage. but there is considerable individual variation in the tendency to develop such symptoms. Extrapyramidal symptoms can usually be controlled by the
[ 1t use ol etf antip drugs, such as benztropina mesylate, and/or by reduction in dosage. In some instances. however, these
extrapyramidal reactions may persist atter disconlinualion of treatment with perphenazine.

Persistive lardive dyskinesia: As wilh ail antipsychotic agents, tardive dyskinesia may appear in some patianls on long-term therapy or may appear after
drug therapy has been discontinued. Although the risk appears lo be greater in elderly patients on high-dose therapy, especially females, it may occur 1
eilher sex and in children. The symptoms are persistent and in some palients appear to be irreversible. The syndrome is characterized by rhythmical,
invotuntary movements of the tongue, lace, mouth of jaw (e.g.. protrusion of the tongue, puffing of the cheeks, puckering of mouth, chewing movements}.

d b

Somelimes these may be p ¥ y ol the There is no known eff lor tardive dysk
antiparkinsonism agenls usually do not alleviate the symptoms of this synd . It is suggested Ihat all antipsychotic agents be inued if these
symptoms appear. Should il be y 10 e or the dosage of the agent, or switch te a ditferent antipsychotic agent, the

syndrome may be masked. It has been reported that fina, vermicular movements of the longue may be an early sign ol the syndrome, and if the medication
is stopped al that time the syndrome may not develop.

Other CNS effects includa cerebral sdema; abnormality of cerebrospinal fluid proteins; convulsive seizures, particularly in palients with EEG abnormalities
or a history of such disorders: and headaches.

Nauroleptic Malignant Syndrome (MNS) has been reported in patients treated with neuroleptic drugs {see WARNINGS section for turther information).
Drowsiness may occur, particularly during Ihe first or second week, after which it g lly disappears. If \ lower the dosage. Hypnolic elfects
appear to be mimimal, especially in patients who are permitted to remain active.

Adverse bahavioral eftects include parad 1 of psychoti it like states, p: id i lethargy, par | axcite-

y ymp

ment, 1 yperaclivily | canfusion, bizarre dreams, and insomnia.

Hyperreflexia has been reported in the newborn when a phenothiazine was used during pregnancy.

Autonomic Eftects: dry maulh or sali nausea, g, diarrhea, i palion, fecal impaction, urinary f freq y

or incontinence, bladder paralysis, polyuria, nasal congestion, pallor, myosis, mydriasis, blurred vision, glaucoma, perspiration, hypertension, hypotension,
and change in pulse rate occasionally may occur. Signitican! aulonomic ellects have been infrequent in patients receiving less than 24 mg perphenazine
daily.

Ad)
Y

ileus ly occurs with p iazine therapy and if severe can resull in complications and death. it is of particular concern in psychialric
patienls, who may fail to seek lreaiment for the candition.
Allerglc Effects: urticaria, erythema, eczema, axtoliative dermalitis, pruritus, photosensitivity, asthma, tever, anaphylactoid reactions, laryngeal edema,

and angioneurotic edema; contact in nursing pi g the drug; and in ly rare ¥ y of hyper-
sensitivity to phenothiazines has resulled in cerebral edema, circulatory collapse, and death.

ine Effacts: galactorrhea, mod breast g in females and gynecomastia in maies on large doses, disturbances in the men-
strual cycle, amenorrhea, changes in libido, i ion of ejacul synd! of inappropriate ADH (antidiureti ion, faise positive preg-
nancy tests, hyperglycemia, hypoglycemia, glycosuria.
Cardlovascular Effects: postural hypot ycardia {especiafly with sudden marked i in dosage), ycardia, cardiac arrest, faintness and
dizziness. Occasionaily the hypotensive effect may produce a shock-like condition. ECG chang pecilic {quinidine-like effect) usually reversible,

have been observed in some palients receiving phenothiazine tranquilizers.
Sudden dealh has occasionally been reported in patients who have received phenathiazines. In some cases the death was apparently dus o cardiac arrest;
n others, the cause appeared to be asphyxia due to lailure of the cough reftex. In some patienis, the cause could not be determined nor could it be
established that the death was due to the phenothiazine.
| Eftects: agranulocytosis, sosinophili kopeni Iytic anemia, thrombocytop purpura and pancytopenia. Most cases of agranu-
have accurred the fourth and tenih weeks of therapy. Patients should be walched closely, especially during that period, for the sudden
appearance of sore throal or signs of infection, If the white biood cell and differential cell counts show fi cellular depressi i the drug
and start appropriate therapy. However, a slightly lowered white count is not in ilsell an indicalion to discontinue the drug.
Other Effacts: Special considerations in long-term therapy include pigmentation of the skin, occurring chislly in the exposed areas; ocular changes consist-
ing of deposition of fine particutate matter in Ihe cornea and lens, progressing in more severe cases o star-shaped P  epithelial k pathi
and pigmeniary retinopathy. Also noted: peripheral edema, reversed epinephrine effect, increase in PBI not attributable to an increase in thyroxine, parotid
swelling (rare), hyperpyrexia, systemic tupus erythematosus-like syndrome, increases in appetite and weight, patyphagia, photophobia, and muscle weak-
ness.
Liver damage (biliary stasis) may occur. Jaundice may occur, usually between the sacond and fourth weeks of lreatment, and is regarded as a hypersensi-
tivity reaction. Incidance is low. The clinical picture resembles infectious hepalitis but with labaratory features ol obstructive jaundice. It is usually revers-
ible, however, chronic jaundice has been reported.
OVERDOSAGE In the event of overdosage, emergency treatment should be started i diately. Al palients
be hospitalized as soon as possibl
1 | Overd of perp P ly involves the extrapyramidal mechanism and produces lhe same side efiacts described under AD-
VERSE REACTIONS, but 10 a more marked degree. It is usually evidenced by stupor or coma, children may have convulsive seizuras.
Trestment: Traatment is symplomatic and supportive. There is no specific antidote. Tha patient should be induced to vomit even il emesis has occurred
spontaneously. Pharmacologic vomiting by \he administration of ipacac syrup is a preferred method. It should be nated Ihat ipecac has a central moda of
action in addition to its locat gastric irmiant properties, and the central mode of action may be biocked by the anti ic effect of perph tablets.
Vomiting should not be induced in patiants with impaired conscicusness. The action of ipecac is lacilitaled by physical activity and by the adminisiration of
8 10 12 lluid ounces of water. ! emesis does not occur within 15 minules, the dose of ipecac should be rep d. P tions against aspiration must be
taken, especially in infants and children. Following emesis, any drug remaining in the stomach may be absorbed by activated charcoal administered as a
slurry with water. Il iting is tul or dicated, gastric tavage should be pertormed. Isotonic and one-half isotonic saline are the lavage
solutions of choice. Saline cathartics, such as milk ol magnesia, draw water into the bowel by osmosis and, therefore, may be valuable for Lheir action in
rapid dilution of bowel content.
Standard measures (oxygen, fluids, corti ids) should be used to manage circulatory shock and metabolic acidosis. An open airway and
adequate fiuid intake should be ined. Body lemp should be regulated. Hypothermia is 8xps d, but severe hyperthermia may occur and must
be traated vigorously. (See CONTRAINDICATIONS.)
An slectrocardiogram should be taken and close monitoring of cardiac tunction instituted it thers is any sign of

d of having taken an overdose should

Cardiac arrhythmias may be

treated with i pY gmine, or propranolol. Digitafis should be considered for cardiac failure. Close monitoring of cardiac function is advisable
for not less than five days. Yasopressors such as norepinephrine may be used to treat hypotension, but epinephrine shouid NOT be used.

Anti tsants {an inhal helic, diazepam, of p hyde} are ded for control of Isicns. since perp ine i the central
nervous System depressant action, but not the isant action of barbi

If acute parkinson-like symptoms result from perpl i ylate or dip ¥ ine may be ini d.

Central nervous sysiem depression may be Irealed with nonconvuisant doses of CNS stimulants. Avoid stimulants that may cause convuisions (.9., picrotoxin
and pentylenetetrazol).

Signs of arousal may not occur for 48 hours.

Dialysis is of no value because of low plasma concentrations of the drug.

Since overdosage is ofien deliberata, patients may attempt suicide by other means during the recovery phase. Deaths by deliberate o accidental overdos-
age have occurred with this class of drugs.



DOSAGE AND ADMINISTRATION Dosage must be individualized and adjusted according to the severity of the condition and the response oblained. As
wilh ail potenl drugs, the best dose is the lowest dose thal will produce the desired clinical effecl. Since exlrapyramidai symploms increase in frequency and

sevanty with increased dosage, il is important to employ Ihe lowest effective dose. These symp! have di d upon ion of dosage, with-
drawal of the drug or inistration of an ian agent.
p 9@ ion of doses ding 24 mg daily shouid be reserved for hospnahzed patients or patients under continued observation for early

detection and management of adverse leac(mns An antiparkinsonian agent, such as Irhexyphenidyl hydrochloride or benztropine mesylate, is valuable in
controlling drug-induced exirapyramidal symptoms.
Suggesled dosages for various conditions follow:

M ly disturbad psychotic patients: Tablets 4 to 8 mq t.i.d initially; reduce as soon as possible to minimum effective dosage.
Hospitaiized psychotic patients: Tablets 8 lo 16 mg b.1.d. to q.i.d.; avoid dosages in excess ol 64 mq daily.
Sevare nausea and vomiting in aduits: Tablets 8 to 16 mg daily in divided doses; 24 mg ionally may be y. early dosage ion is

HOW SUPPLIED Perphenazine tabiels, USP; gray, sugar-coated, unscored lablets branded in black with the following markings: 2 mg “4340 V
4 mg *4941 V", 8 mg *4942 V", 16 mg "4943 V". Available in bottles of 100, 500 and 1000. Store at controfled room temperature 15°C-30°C {59°F-86°F).

D in a tight, light

CAUTION: Federal law prohibits dispensing without a prescription.

Manulactured By:
Vinlage Pharmaceuticals, Inc.
Charlotte, NC 28206
IN-134
Rev 7/97
A2
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