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	Clinical Pharmacology
	
	Fluphenazine decanoate has activity at all levels of the central nervous system (CNS) as well as on multiple organ systems. The mechanism whereby its therapeutic action is exerted is unknown. Fluphenazine differs from other phenothiazine derivatives in several respects: it is more potent on a milligram basis, it has less potentiating effect on CNS depressants and anesthetics than do some of the phenothiazines and appears to be less sedating, and it is less likely than some of the older phenothiazines to produce hypotension (nevertheless, appropriate cautions should be observed, see PRECAUTIONS and ADVERSE REACTIONS).


	Composition
	Each ampoule of 1ml. contains: Fluphenazine decanoate B.P.

25mg. Each 1 ml. of the multi-dosage vial contains: Fluphenazine decanoate B.P. 25 mg. Fludecate is an oily preparation for intramuscular injection, in Sesame oil solution. It contains also 1.2% Benzyl alcohol as preservative.


	Each ampoule of 1ml. contains: Fluphenazine decanoate B.P.

25mg. Each 1 ml. of the multi-dosage vial contains: Fluphenazine decanoate B.P. 25 mg. Fludecate is an oily preparation for intramuscular injection, in Sesame oil solution. It contains also 1.2% Benzyl alcohol as preservative.



	Indications
	Fludecate is a major neuroleptic, indicated for the management of psychotic disorders as manifestations of schizophrenia. Whilst Fluphenazine decanoate has been shown to be effective in acute states, it is particularly useful in the maintenance treatment of chronic patients.


	Fludecate is a long acting parenteral antipsychotic drug intended for use in major neuroleptic, indicated for the management of patients requiring prolonged parenteral neuroleptic therapy (e.g., chronic schizophrenics). Fluphenazine Decanoate Injection has not been shown effective in the management of behavioral complications in patients with mental retardation.psychotic disorders as manifestations of schizophrenia. Whilst Fluphenazine decanoate has been shown to be effective in acute states, it is particularly useful in the maintenance treatment of chronic patients.


	Dosage and directions for use
	For most patients a dose of 12.5 mg. (0.5 ml.) may be given to initiate treatment (For patients of over 60 years of age it is recommended 0.25 ml. to initiate treatment). Clinical response or side effects may be observed within hours, the effect of the drug becomes significant within 48 to 96 hours. Subsequent injections and dosage interval are determined in accordance with the patient's response and severity of condition. The duration of action is lasting usually 2-5 weeks. It is desirable to maintain as much flexibility in the dose as possible to achieve the best therapeutic response with the least side effects, most patient are successfully maintained within the dose range 0.5 ml. every five weeks to 4 ml. every two weeks. Dosage should not exceed 100 mg. (4 ml.). If doses greater than 50 mg. are deemed necessary, the next dose and succeeding doses should be increased cautiously in increments of 12.5 mg. It may be advisable that patients who have had not history of taking phenothiazines should be treated initially with Fluphenazine tablets (Selecten). Fludecate is administered by deep intramuscular injection into the gluteal region A dry syringe and needle of at least 21 gauge should be used. Use of a wet needle or syringe may cause the solution to become cloudy. Fludecate is not intended for use in children under 12 years of age. It is preferable that patients be stabilised on the injection in hospital. Fludecate is a hospital follow up drug.


	For most patients a dose of 12.5 mg. to 25 mg (0.5 ml. to 1 ml.) may be given to initiate treatment (For patients of over 60 years of age it is recommended 0.25 ml. to initiate treatment). Clinical response or side effects may be observed within hours, the effect of the drug becomes significant within 48 to 96 hours.The onset of action generally appears between 24 and 72 hours after injection and the effects of the drug on psychotic symptoms becomes significant within 48 to 96 hours. 
Subsequent injections and dosage interval are determined in accordance with the patient's response and severity of condition. When administered as maintenance therapy, a single injection may be effective in controlling schizophrenic symptoms up to four weeks or longer. The response to a single dose has been found to last as long as six weeks in a few patients on maintenance therapy.The duration of action is lasting usually 2-5 weeks. It is desirable to maintain as much flexibility in the dose as possible to achieve the best therapeutic response with the least side effects, most patient are successfully maintained within the dose range 0.5 ml. every five weeks to 4 ml. every two weeks. 
Elderly:

Elderly patients may be particularly susceptible to extrapyramidal reactions, sedative and hypotensive effects. In order to avoid this, a reduced maintenance dosage may be required and a smaller initial dose (see above).

Dosage should not exceed 100 mg. (4 ml.). If doses greater than 50 mg. are deemed necessary, the next dose and succeeding doses should be increased cautiously in increments of 12.5 mg. It may be advisable that patients who have had not history of taking phenothiazines should be treated initially with Fluphenazine tablets (Selecten).The optimal amount of the drug and the frequency of administration must be determined for each patient, since dosage requirements have been found to vary with clinical circumstances as well as with individual response to the drug.
Dosage should not exceed 100 mg. If doses greater than 50 mg are deemed necessary, the next dose and succeeding doses should be increased cautiously in increments of 12.5 mg.

 Fludecate is administered by deep intramuscular injection into the gluteal region A dry syringe and needle of at least 21 gauge should be used. Use of a wet needle or syringe may cause the solution to become cloudy. Fludecate is not intended for use in children under 12 years of age. The optimal amount of the drug and the frequency of administration must be determined for each patient, since dosage requirements have been found to vary with clinical circumstances as well as with individual response to the drug.
It is preferable that patients be stabilised on the injection in hospital. Fludecate is a hospital follow up drug.



	Warnings
	The use of this drug may impair the mental and physical abilities required

for driving a car or operating heavy machinery. Physicians should be alert to the possibility that severe adverse reactions may occur which require immediate medical attention. Potentiation of the effects of alcohol may occur with the use of this drug.

Since there is no adequate experience in children who have received this drug, safety and efficacy in children have not been established. The use of Fludecate during Lactation should be avoided.

Usage in pregnancy: The safety for the use of this drug during pregnancy has not been established, therefore the possible hazards should be weighed against the potential benefits when administering this drug to pregnant patients.

Tardive Dyskinesia…

… The patient should be carefully monitored, since recurrences of NMS have been reported. 
Dental -The peripheral anticholinergic effects of phenothiazines may decrease or inhibit salivary flow, especially in middle-aged or elderly patients, thus contributing to the development of caries; periodontal disease, oral candidiasis, and discomfort. Extrapyramidal reactions induced by phenothiazines will result in increased motor activity of the head, face and neck. Occlusal adjustment, bite registrations, and treatment for bruxism may be made less reliable. The leukopenic and thrombocytopenic effects of phenothiazines may result in an increased incidence of microbial infection,.delayed healing, and gingival bleeding. If leukopenia or thrombocytopoenia occurs, dental work should be deferred until blood counts have returned to normal, and patients should be instructed in proper oral hygiene, including caution in use of regular toothbrushes, dental floss, and toothpicks.
	The use of this drug may impair the mental and physical abilities required

for driving a car or operating heavy machinery. Physicians should be alert to the possibility that severe adverse reactions may occur which require immediate medical attention. Potentiation of the effects of alcohol may occur with the use of this drug.

Since there is no adequate experience in children who have received this drug, safety and efficacy in children have not been established. The use of Fludecate during Lactation should be avoided.

Usage in pregnancy: The safety for the use of this drug during pregnancy has not been established, therefore the possible hazards should be weighed against the potential benefits when administering this drug to pregnant patients.
Increased Mortality in Elderly Patients with Dementia-Related Psychosis: 
Elderly patients with dementia-related psychosis treated with antipsychotic drugs are at an increased risk of death. Analyses of seventeen placebo-controlled trials (modal duration of 10 weeks), largely in patients taking atypical antipsychotic drugs, revealed a risk of death in drug-treated patients of between 1.6 to 1.7 times the risk of death in placebo-treated patients. Over the course of a typical 10-week controlled trial, the rate of death in drug-treated patients was about 4.5%, compared to a rate of about 2.6% in the placebo group. Although the causes of death were varied,
most deaths appeared to be either cardiovascular (CV) (eg, heart failure, sudden death) or infectious (eg, pneumonia) in nature. Observational studies suggest that, similar to atypical antipsychotic drugs, treatment with conventional antipsychotic drugs may increase mortality. The extent to which the findings of increased mortality in observational studies may be attributed to the antipsychotic drug as opposed to some characteristic(s) of the patient is not clear.
 Fluphenazine decanoate is not approved for the treatment of patients with dementia-related psychosis.
Tardive Dyskinesia…

… The patient should be carefully monitored, since recurrences of NMS have been reported. 
Dental -The peripheral anticholinergic effects of phenothiazines may decrease or inhibit salivary flow, especially in middle-aged or elderly patients, thus contributing to the development of caries; periodontal disease, oral candidiasis, and discomfort. Extrapyramidal reactions induced by phenothiazines will result in increased motor activity of the head, face and neck. Occlusal adjustment, bite registrations, and treatment for bruxism may be made less reliable. The leukopenic and thrombocytopenic effects of phenothiazines may result in an increased incidence of microbial infection,.delayed healing, and gingival bleeding. If leukopenia or thrombocytopoenia occurs, dental work should be deferred until blood counts have returned to normal, and patients should be instructed in proper oral hygiene, including caution in use of regular toothbrushes, dental floss, and toothpicks.
The use of this drug may impair the mental and physical abilities required for driving a car or operating heavy machinery. 

Physicians should be alert to the possibility that severe adverse reactions may occur which require immediate medical attention. 

Potentiation of the effects of alcohol may occur with the use of this drug.

Since there is no adequate experience in children who have received this drug, safety and efficacy in children have not been established.

Fluphenazine decanoate is not intended for use in children under 12 years of age

The use of Fludecate during Lactation should be avoided.

	Precautions
	Because of the possibility of cross-sensitivity fluphenazine decanoate should be used cautiously in patients who have developed cholestatic, dermatoses, or other allergic reactions to phenothiazine derivatives. Psychotic patients on large doses of a phenothiazine drug who are undergoing surgery should be watched carefully for possible hypotensive phenomena. Moreover, it should be remembered that reduced amounts of anesthetics or central nervous system depressants may be necessary.

Caution over the dosage should be exercised in those patients, particularly the elderly, who have experienced marked extra-pyramidal reactions on oral phenothiazines or similar drugs.

… 
Blood pressure measurements (recommended periodically to detect hypotension). Careful observation for early signs of tardive dyskinesia (recommended at periodic intervals, especially in the elderly and other patients on high or extended maintenance dosage; since there is no known effective treatment if syndrome should develop, the phenothiazine should be discontinued at earliest signs, usually fine: Worm-like movements of the tongue, to stop further development). Ophthalmologic examinations (recommended, if possible,

prior to initiation of phenothiazine therapy as a baseline; initial screening should include measurement of visual acuity with and without refraction, a coior vision test to detect possible central defect, and, if feasible a slit-lamp microscopy study of the fundus and examination of the visual fields. Test may be required at periodic intervals [usually every 6 to 12 months] during high-dose or prolonged therapy, since deposition of particulate matter in the lens and cornea has occurred with some phenothiazines: therapy should be discontinued if cornea defective color vision, and night blindness are early symptoms of pigmentary retinopathy and may be reversible if detected and the phenothiazine discontinued in the early stages). Serum phenothiazine determinations (recommended when toxicity or poor response occurs). As with any phenothiazine, the physician should be alert to the possible development of "silent pneumonias" in patients under treatment with fluphenazine decanoate. 
There is sufficient experimental evidence to conclude that chronic administration of antipsychotic drugs which increase prolactin secretion has the potential to induce mammary neoplasms in rodents under the appropriate conditions. There are recognized differences in the physiological role of prolactin between rodents and humans. Since there are, at present, no adequate epidemiological studies, the relevance to human mammary cancer risk from prolonged exposure to Fluphenazine decanoate and other antipsychotic drugs is not known.

Abrupt Withdrawal -In general, phenothiazines do not produce psychic dependence, however gastritis, nausea and vomiting, dizziness, and tremulousness have been reported following abrupt cessation of high dose therapy. Reports suggest that these symptoms can be reduced if concomitant antiparkinsonian agents are continued for several weeks after the phenothiazine is withdrawn.


	Leukopenia, Neutropenia and Agranulocytosis
In clinical trial and postmarketing experience, events of leukopenia/neutropenia and agranulocytosis have been reported temporally related to antipsychotic agents.

 Possible risk factors for leukopenia/neutropenia include preexisting low white blood cell count (WBC) and history of drug induced leukopenia/neutropenia. Patients with a preexisting low WBC or a history of drug induced leukopenia/neutropenia should have their complete blood count (CBC) monitored frequently during the first few months of therapy and should discontinue Fludecate at the first sign of a decline in WBC in the absence of other causative factors.

Patients with neutropenia should be carefully monitored for fever or other symptoms or signs of infection and treated promptly if such symptoms or signs occur. Patients with severe neutropenia (absolute neutrophil count <1000/mm3) should discontinue Fludecate and have their WBC followed until recovery.

General:
Because of the possibility of cross-sensitivity fluphenazine decanoate should be used cautiously in patients who have developed cholestatic, dermatoses, or other allergic reactions to phenothiazine derivatives. Psychotic patients on large doses of a phenothiazine drug who are undergoing surgery should be watched carefully for possible hypotensive phenomena. Moreover, it should be remembered that reduced amounts of anesthetics or central nervous system depressants may be necessary.

Caution over the dosage should be exercised in those patients, particularly the elderly, who have experienced marked extra-pyramidal reactions on oral phenothiazines or similar drugs. 

….
Blood pressure

measurements (recommended periodically to detect hypotension). Careful observation for early signs of tardive dyskinesia (recommended at periodic intervals, especially in the elderly and other patients on high or extended maintenance dosage; since there is no known effective treatment if syndrome should develop, the phenothiazine should be discontinued at earliest signs, usually fine: Worm-like movements of the tongue, to stop further development). Ophthalmologic examinations (recommended, if possible,

prior to initiation of phenothiazine therapy as a baseline; initial screening should include measurement of visual acuity with and without refraction, a coior vision test to detect possible central defect, and, if feasible a slit-lamp microscopy study of the fundus and examination of the visual fields. Test may be required at periodic intervals [usually every 6 to 12 months] during high-dose or prolonged therapy, since deposition of particulate matter in the lens and cornea has occurred with some phenothiazines: therapy should be discontinued if cornea defective color vision, and night blindness are early symptoms of pigmentary retinopathy and may be reversible

if detected and the phenothiazine discontinued in the early stages).

Serum phenothiazine determinations (recommended when toxicity or poor response occurs). 

As with any phenothiazine, the physician should be alert to the possible development of "silent pneumonias" in patients under treatment with fluphenazine decanoate.
Neuroleptic drugs elevate prolactin levels; the elevation persists during chronic administration. Tissue culture experiments indicate that approximately one-third of human breast cancers are prolactin dependent in vitro, a factor of potential importance if the prescription of these drugs is contemplated in a patient with a previously detected breast cancer.  Although disturbances such as galactorrhea, amenorrhea, gynecomastia, and impotence have been reported, the clinical significance of elevated serum prolactin levels is unknown for most patients.  An increase in mammary neoplasms has been found in rodents after chronic administration of neuroleptic drugs.  Neither clinical studies 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 too limited to be conclusive at this time.
Information for Patients

Given the likelihood that a substantial proportion of patients exposed chronically to neuroleptics will develop tardive dyskinesia, it is advised that all patients in whom chronic use is contemplated be given, if possible, full information about this risk. The decision to inform patients and/or their guardians must obviously take into account the clinical circumstances and the competency of the patient to understand the information provided.

There is sufficient experimental evidence to conclude that chronic administration of antipsychotic drugs which increase prolactin secretion has the potential to induce mammary neoplasms in rodents under the appropriate conditions. There are recognized differences in the physiological role of prolactin between rodents and humans. Since there are, at present, no adequate epidemiological studies, the relevance to human mammary cancer risk from prolonged exposure to Fluphenazine decanoate and other antipsychotic drugs is not known.
Pregnancy Non-teratogenic Effects
Neonates exposed to antipsychotic drugs, during the third trimester of pregnancy are at risk for extrapyramidal and/or withdrawal symptoms following delivery. There have been reports of agitation, hypertonia, hypotonia, tremor, somnolence, respiratory distress and feeding disorder in these neonates. These complications have varied in severity; while in some cases symptoms have been self limited, in other cases neonates have required intensive care unit support and prolonged hospitalization.

 Fludecate should be used during pregnancy only if the potential benefit justifies the potential risk to the fetus.
Abrupt Withdrawal -In general, phenothiazines do not produce psychic dependence, however gastritis, nausea and vomiting, dizziness, and tremulousness have been reported following abrupt cessation of high dose therapy. Reports suggest that these symptoms can be reduced if concomitant antiparkinsonian agents are continued for several weeks after the phenothiazine is withdrawn.


	Side effects
	…This maneuver is critical, since neuroleptic drugs may mask the signs of the syndrome. Extra-pyramidal-Acute dystonic reactions occur infrequently but nearly always within the first 24-48 hours, and include such dramatic manifestations as oculogyric crises and opisthotonos. Muscle rigidity sometimes accompanied by hyperthermia has been reported. They are rapidly relieved by intravenous administration of an antiparkinsonian agent such as procyclidine. Parkinsonian-like states may occur particularly between the second and fifth days after each injection, but often decrease with subsequent injections. These reactions may be reduced by using smaller doses more frequently, or by the concomitant use of antiparkinsonian drugs such as benzhexol, benztropine or procyclidine. With careful monitoring of the dose as few as 10% of patients may require antiparkinsonian drugs. Tardive dyskinesia„ similar to that associated with longterm oral neuroleptic therapy, has been reported in patients receiving Fludecate injections. Bearing in mind that the movements may go unnoticed by the patient or be suppressed at the time of interview, period enquiry and observation are advised. Occurrences of neuroleptic malignant syndrome (NMS) have been reported in patients on neuroleptic therapy (see Warnings, Neuroleptic Malignant syndrome). Leukocylosis, elevated CPK, liver function abnormalities and acute renal failure may also occur with NMS. ….
… Levarterenol Bitartrate Injection is the most suitable drug for this purpose, epinephrine should not be used since phenothiazine derivatives have been found to reverse its action, resulting in a further lowering of blood pressure. As with other phenothiazines, drowsiness, lethargy, blurred vision, nausea, loss of appetite, salivation, polyuria,  dryness of mouth, constipation, mild hypotension, impairment of judgement and mental skills, epileptiform attacks, abnormal lactation or menstruation and granulocytopenia are occasionally seen. In some patients, phenothiazine derivatives have caused blurred vision, glaucoma, bladder paralysis, fecal impaction, paralytic ileus, tachycardia, or nasal congestion. 

Persistent oral dyskinesias, abnormal skin pigmentation and lens opacities while sometimes seen following long-term administration of phenothiazines, have not been reported following the use of Fluphenazine decanoate alone. However, their possible occurrence should be considered. While the injections produce some discomfort at the site of the injection they seldom cause marked pain, and infections and abscesses are rare. Metabolic and Endocrine - weight changes, peripheral edema, gynecomastia, false results on pregnancy tests…
...The following adverse reactions have also occurred with phenothiazine derivatives: systemic lupus erythematosus like syndrome, hypotension severe enough to cause fatal cardiac arrest, altered electrocardiographic and electroencephaiographic tracings, altered cerebrospinalfluid proteins, cerebral edema, asthma, laryngeal edema and angioneurotic edema.
	…. This maneuver is critical, since neuroleptic drugs may mask the signs of the syndrome. Extra-pyramidal-Acute dystonic reactions occur infrequently but nearly always within the first 24-48 hours, and include such dramatic manifestations as oculogyric crises and opisthotonos. Muscle rigidity sometimes accompanied by hyperthermia has been reported. They are rapidly relieved by intravenous administration of an antiparkinsonian agent such as procyclidine. Parkinsonian-like states may occur particularly between the second and fifth days after each injection, but often decrease with subsequent injections. These reactions may be reduced by using smaller doses more frequently, or by the concomitant use of antiparkinsonian drugs such as benzhexol, benztropine or procyclidine. With careful monitoring of the
dose as few as 10% of patients may require antiparkinsonian drugs. Tardive

dyskinesia„ similar to that associated with longterm oral neuroleptic therapy, has been reported in patients receiving Fludecate injections. Bearing in mind that the movements may go unnoticed by the patient or be suppressed at the time of interview, period enquiry and observation are advised.
Other CNS effects
Occurrences of neuroleptic malignant syndrome (NMS) have been reported in patients on neuroleptic therapy (see Warnings, Neuroleptic Malignant syndrome). Leukocylosis, elevated CPK, liver function abnormalities and acute renal failure may also occur with NMS. Drowsiness or lethargy, if they occur, may necessitate a reduction in dosage; the induction of a catatonic-like state has been known to occur with dosages of fluphenazine far in excess of the recommended amounts. As with other phenothiazine compounds, reactivation or aggravation of psychotic processes may be encountered. …

…Norepinephrine  Levarterenol Bitartrate Injection is the most suitable drug for this purpose, epinephrine should not be used since phenothiazine derivatives have been found to reverse its action, resulting in a further lowering of blood pressure. Autonomic reactions including As with other phenothiazines, drowsiness, lethargy, blurred vision, nausea, and loss of appetite, salivation, polyuria, perspiration, dryness of mouth, headache, and constipation, mild hypotension, impairment of judgement and mental skills, epileptiform attacks, abnormal lactation or menstruation and granulocytopenia are occasionally seen. may occur. Autonomic effects can usually be controlled by reducing or temporarily discontinuing dosage. In some patients, phenothiazine derivatives have caused blurred vision, glaucoma, bladder paralysis, fecal impaction, paralytic ileus, tachycardia, or nasal congestion. 

Persistent oral dyskinesias, abnormal skin pigmentation and lens opacities while sometimes seen following long-term administration of phenothiazines, have not been reported following the use of Fluphenazine decanoate alone. However, their possible occurrence should be considered. While the injections produce some discomfort at the site of the injection they seldom cause marked pain, and infections and abscesses are rare. Metabolic and Endocrine - weight changes, peripheral edema, gynecomastia, menstrual irregularities,  false results on pregnancy tests…
... Although this is not a general feature of fluphenazine, potentiation of central nervous system depressants (opiates, analgesics, antihistamines, barbiturates, alcohol) may occur.The following adverse reactions have also occurred with phenothiazine derivatives: systemic lupus erythematosus like syndrome, hypotension severe enough to cause fatal cardiac arrest, altered electrocardiographic and electroencephaiographic tracings, altered cerebrospinalfluid proteins, cerebral edema, asthma, laryngeal edema and angioneurotic edema; with long-term use — skin pigmentation, and lenticular and corneal opacities. Injections of fluphenazine decanoate are extremely well tolerated, local tissue reactions occurring only rarely.

	Storage
	Store at a cool room temperature, protect from direct sunlight….
	Store below 250C and at a cool room temperature, protect from direct sunlight….

















