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Summar, : A double blind comparative study was conducted to evaluate the efficacy and safety

of penfluridol and trifluoperazine in patients of chronic schizophrenia. Penfluridol was adminis

tered once weekly while trifluoperazine was administered twice daily by preparing identical
capsules.

The data revealed that both the compounds were similarly effective in maintaining
control of symptoms of chronic schizophrenia. However, penfiuridol has a definite advantage

over trifluoperazine since it is administered once a week instead of twice a day.
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Maintenance therapy of chronic schizophrenia in the community is now available and
possible with the introduction of newer antipsychotic drugs. However, the potential effective
ness of maintenance therapy was only partly achieved due to poor patient compliance.

The development of long-acting antipsychotics viz. fluphenazine enanthate and
fluphenazine decanoate to be administered parenterally by the nursing/health care personnel
on a weekly or bimonthly basis offers the advantage of ensured intake of the medicaticn (3).
Subsequently, the introduction of penfluridol, a new oral, long-acting neuroleptic administer
ed once a week has reduced this problem of patient compliance and enabled better mainte
nance therapy for chronic schizophrenic patients.

Clinical studies in Europe and North America have demonstrated that penfluridol
administered orally once a week has been effective and safe in controlling the symptoms of
schizophrenia (1,2,8). Penfluridol, a diphenylbutylpiperidine (Fig. 1), has high lipid
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solubility and hence, a long duration of action. It is readily absorbed after oral administra
tion and is selectively concentrated and slowly reltased from the brain. It is metabolized by
the liver.
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The present study was conducted in the Department of Psychiatry, S. S. G. Hospital.
Baroda, to evaluate the efficacy and safety of this new orally long acting neuroleptic

compound, in comparison with that of trifluoperazine.

MATERIAL AND METHODS

Out of the 50 patients included in the trial 32 chronic schizophrenic patients completed
the 12 week trial. The consent of the parents/guardian of all the patients were obtained
prior to the initiation of the trial. Eighteen patients discontinued/dropped out for several
reasons, the main being difficulty in transJ:ortation On randcm allocation, 15 patients were
in the penffuridol group and 17 in the trifluoperazine group.

The age and sex distribution are ~hl wn in Table I. There is no significant difference
(P>0.05) in relation to mean age and sex distribution between the two treatment grcur;s.

TABLE I : Age (in years) and sex distribution.

Description

Mean Age

S. D.
S. E.

Sex

Male

Female

Penf/uridol

27.4000
8.8058
2.2736

I I pts. (73.33%)
4 PIS. /26.67%)

Trifluoperazine

31.1875
10.3423

2.5856

10 pts. (58.83%)

7 pts. (14.17%)
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The patients were randomly assigned to one of the two groups. The first group
continued on penfluridol administered on Munday morning and had placebo in capsules
identical to penfluridol administered on Monday afternoon and during the rest of the week
twice daily (morning and afternoon). The second group was treated with trifluoperazine
administered in the form of capsules identical to those in the first group, given twice daily.

The dose of penfluridol was 20 mg/week and that of trifluoperazine was 70 mglweek
i.e. 10 mglday. No other medications were administered during the study except trihex
phenidyl hydrochloride or procyclidine for the control of extrapyramidal symptoms.

Patients were given weekly packets (I4 capsules per packet) as prepared above with
randomisation and assessed every week.

The psychometric measurements llsed for evaluation (Table II) employed a modified
rating scale which was derived from BPRS (5), Hamilton (4), Wing (7) and Venables and
O'Connor Scales (6).

RESULTS

Table II demonstrates the initial and final mean scores of individual variables which
were significantly improved in both the treatment groups. Within group comparisons showed

TABLE II : Initial and final mean scores.

P,njluridol TrijluoplTazin,

Initial Final Chang, Initial Final Chang,

U nco-operativeness 1.7500 0.6667 1.000** 2.300 0.600 I.700* *

Emotional withdrawal 2.4000 1.8000 1.6666** 2.4285 0.5714 1.7857**
Mannerisms and Posturing 2.6000 1.4000 1.2000" 2.4667 0.2667 2.2000**
Motor retardation 1.8889 0.6667 1.2222* 1.8571 0 1.8571**
Conceptional disorganisation 2.5833 0.7500 1.1667** 1.1667 0.6000 1.0667**

Hallucinatory behaviours 2.000 0.8182 1.1818** 2.0000 0.3846 1.6154**

SUjpiciousness 1.6667 0.7775 0.8888** 1.5555 0.3333 1.2222**
Anxiety 2.2500 0.7500 1.5000* 1.4000 0.2000 1.2000**
Blunted affect 2.1428 0.8571 1.4285** 2.6000 0.6000 1.9000**

Speech 1.8000 0.4000 1.4000** 1.5555 0.4444 1.1111**
Cleanliness 1.4000 0.6667 0.7333* 1.6154 0.3076 1.3077**
Social withdrawal 1.4285 0.2857 1.1428** 1.3571 0.1428 1.2143**
Laisurc activities 1.7143 0.6429 1.01144* 1.667 0.4667 1.2000"
Work attitude 2.7143 0.8571 1.8571** 2.2667 0.6825 1.5625**

Test : t· test *Significant P<0.05
Within group = paired t • test **Highly significant P<O.OI
Between group = t - test
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a significant reduction in the mean scores of these parameters with penfluridol and trifluopera
zine therapy. Between group comparisons of the final scores revealed no significant
difference thus indicating that both the drugs were equally effective in controlling these
symptoms of schizophrenia.

All the BPRS factors shown in Table III showed significant improvement for both the

groups. The difference between the two groups was not significant, which reveals that
penflIuridol is an equalJy effective neuroleptic when compared to trifluoperazine.

TABLE III : Mean BPRS factor scores.

Penjluridol
BPRS factors

Initial Final Change

Anxiety depreseion 2.8182 1.3636 1.4545'"
Anergia 5.7333 2.2000 3.5333....

Thought disturbance 5.5333 2.2667 3.5000....

Hostile suspiciousness 2.8000 1.0667 1.9230'"

Test: t - test
Within group = paired t-test
Between group = t - test

Trijluop,rtV:.in,

Initial Final Chang,

2.7692 0.3846 2.3846....
4.2941 0.8824 3.6250··

5.3750 1.3125 4.0620··
2.8667 0.9333 2.0714....

"'Significant P<0.05
......Highly significant P<O.OI

As shown in Table IV, the incidence of side effects was almost equal ill both the
groups, commonest were insomnia, fatigue and a few extrapyramidal symptoms which

appeared from the first week of treatment.

TABLE IV : Side effects.

I. Insomnia

II. Fatigue
III. Extra pyramidal reactions

I. Akathisia

2. Tremors
3. Rigidity
4. Acute dystonia
5. Lack of facial expression

Penfluridol

9
5

5
13

4

I
7

Trijluoperazine

8
6

5
11
5
I

6
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DISCUSSIO~

The results of this study confirm earlier investigations indicating that a once a weekly
oral dosage of penfiuridol provides adequate and relatively safe control of chronic schizo
phrenia and it can maintain the level of improvement previously achieved by short acting
neuroleptic agents. The .data reveals that both the compounds i.e. penfluridol and trifluope
razine were similarly effective in maintenance treatment of schizophrenia. However, it should
be understood that penfluridol has an advantage over trifluoperazine since it has a long
duration of action and is to be administered once a week orally, thus increasing patient
acceptance and.impr.oving compliance.

Although this study tested and confirmed the therapeutic efficacy of penfluridol,
because of the dOUble blind conditions penfluridoi patients were required to take capsules
twice a day (I capsule of penfluridoJ+ 13 capsules of placebo as against 14 capsules of
trifluoperzine for i week). But in actual clini~al usage th~ maximum advantages of once a
week oral administration of penfturidol could be realized i~ the following manner. For
patients with adequate education and insight, or with reliable and informed family members, a
regimen of patient-administered weekly doses and follow-up should provide effective main
tenance treatment. For the less reliable patient, we-:kly administration of medications by
health care professionals should produce maximum benefits. Not only is the burden of
disp nsing medication relieved but more importantly, the patient is not constantly reminded
of his disease and feels less disabled. However the development (If extra pyramidal effects jf
present may necessitate appropriate daily medications to cor.lrol them. In the present study
5 patients of penfluridol group and 6 patients of trifluoperazine were given trihexphenidyl
2 mg b.d. initially, but since the extrapyramidal symptoms disappeared after few days of
neuroleptic treatment. A. P. drug was discontinued.

Since penfluridol is the only long-acting (once a week) drug for oral administration so
far available it has the clear practical advantage of being easier to administer, especially for
the maintenance treatment of those patients who refuse injections or where the use of injecta
ble depot neuroleptic5 is not possible for practical reasons.

ACKNOWLEDGEMENTS

We thank Janssen Pharmaceutica, a Division of Ethnor Limited for supply of drugs
used in this trial.



29B Khorana and Patel

REFERENCES

October-December 19M
Ind. ]. Physio!. Pharmac.

I. Baro, F.,]. Brugmans, R. Dom and R. Van Lommel. Maintainance therapy of chronic psychotic patients
with a weekly oral dose ofR 16341. A controlled double blind study. J. Clin. Pharmacol., 10: 330-341,
1970.

2. Gallant, D. M., D. H. Mielke, M. A. Spirtes, W. C. Swanson and R. Bost. Penfluridol : An effaceous
long-acting oral antipsychotic compound. Amer. J. Psychiat., 6 : 699-702, 1974.

3. Groves,]. E. ana M. R. Mandel. The long-acting phenothiazines. Arch. J. Psychiatry, 32: 893-900,1975.

4. Hamilton, M., A. L. G. Smith, H. E. Lapidus and E. P. Cadogan. A controlled trial of thiopropazate
dihyc!rochloride (Darlatan), chlorpromazine and occupational therapy in chronic schizophrenics. J. Ment.
Sci., 106 : 40, 1960.

5. Overall,]. E. and D. R. Gorham. The Brief Psychiatric Rating Scale. Psychol. Rep., 10 : 799, 1962.

6. Venables, P. H. and N. O'Connor. A short scales for rating paranoid schizophrenia. J. Menl. Sci., 105 :
815,1959.

7. Wing,]. K. A simple and reliable subclassification of chronic schizophrenia. J. Ment. Sci., 107: 862,
1960.

8. Zwanikken, G.]. Penfluridol (R 16341), a long acting oral neuroleptic as maintainance therapy for
schizophrenic and mentally retarded patients. Psychiatrica, NeuroloEia, Neurochirurgia, 76 : 83-92, 1973.


