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TODAY'S DRUGS
With the help of expert contributors we publish below notes
on a selection of drugs in current use.

Pericyazine
This drug is marketed under the name of Neulactil by May
and Baker Ltd.

Chemistry and Pharmacology

Pericyazine is a phenothiazine with both tranquillizing and
stimulating effects. Its chemical structure is 2-cyano-10-
[3-(4-hydroxypiperidino)propyl I phenothiazine. There is a
piperidine ring carrying a hydroxy group in the 4-position of
the phenothiazine ring, and a cyano group in the 2-position.
Psychopharmacological effects in laboratory animals, in spite
of the chemical differences, are very similar to those produced
by chlorpromazine. However, pericyazine is more potent than
chlorpromazine-four to twenty times more effective in con-
trolling vomiting produced by apomorphine, and pericyazine
also has more atropine-like activity than chlorpromazine. Its
toxic effects resemble those of chlorpromazine, but smaller
quantities of pericyazine are needed in clinical usage. Terato-
genic tests in animals, with very large doses (500 mg./rabbit/
day), showed no ill effects on the litters or on the pregnant
rabbits.
Though adequate clinical trials have yet to be performed

(most of the evidence referred to here was reported at a single
symposium'), the drug is of interest because applications have
been claimed in five clinical areas: (1) personality disorders of
psychopathic type; (2) senile dementia; (3) acute toxic con-
fusional states; (4) acute and subacute psychoses, and chronic
schizophrenia; and (5) anxiety states.

Clinical Application
Psychopathy.-Treating 650 patients with "disorders of

character and behaviour" in an uncontrolled trial, Volmat2
found that dosage did not need to exceed 30 mg. daily before
anger, recrimination, aggression, and sulkiness were reduced;
he reported that pathological jealousy was also reduced. He
was especially impressed that these often unreliable patients
appreciated the medication sufficiently to attend regularly for
follow-up appointments.
Nimb' reported on 35 patients with behaviour disorders who

were given pericyazine, 10 mg. t.d.s., later reduced to 15-20 mg.
per day. He had " no doubt " that the drug had a considerable
inhibitory effect on both psychic and motor restlessness, and
that resentment, unsociability, and lability of mood decreased
to such an extent that the patients became less difficult to

manage. The most remarkable property of the drug was the
subjective well-being it conferred; the drug has been regarded
as euphoriant.4

These claims should now be tested in controlled trials;
psychopaths have not previously been helped by psychotropic
drugs. French workers state that some cases of behaviour dis-
order of epileptic type were also improved. Wallis,5 confirming
on imprecise clinical grounds that the drug is helpful in treat-

ment of psychopathy, points out that this disorder is " surely
one of the biggest and most troublesome problems in psychiatry,
for which any step forward is a major event." Pericyazine has
been regarded as particularly effective in personality disorder
manifesting with impulsive behaviour.8

Organic Cerebral Impairment.-Patients with senile dementia
were given 5-30 mg. of pericyazine a day for 1-18 months3;
sleeplessness, restlessness, and excitement diminished and the
patients became less peevish and irritable. Similar symptomatic

improvement in some cases of senile dementia occurred in
another series.7

Acute Confusional States.-The drug has been used for
delirium tremens and predelirious states3 ; none of the 93
patients had to be transferred to a psychiatric ward, and in all
cases oral medication alone sufficed.

Schizophrenia.-Heller and Mather,8 commenting critically
on the failure of French investigators to define variables or to
measure clinical changes, matched 12 pairs of schizophrenic
patients on a few variables in order to test whether pericyazine
does induce mood elevation as well as tranquillization, and
leads to changes in behaviour. Pericyazine, 5 mg. t.d.s., was

given, and the controls were given thioridazine, 200 mg. t.d.s.
A psychometric finding approaching statistical significance was

that paranoid delusions were favourably modified by pericyazine.
Inactivity and social withdrawal were not affected differently
by pericyazine and the control drug, nor did differences show
up in the subscales of the ward behaviour scale.

Leich9 contrasted pericyazine with another phenothiazine,
trifluoperazine, in acute, subacute, and chronic schizophrenia.
All patients began treatment on the standard dose of the drugs
and the dose was progressively increased to achieve maximum
benefit (average maximum dose of pericyazine, 66 mg. per day);
the average duration of treatment was 99 days. The trial was

blind so far as the doctors were concerned, but the nurses knew
which patients had which drug. A weekly assessment was

made. There was no differential response to the two drugs.
Pericyazine is not more effective in the treatment of schizo-
phrenia than the well-tried trifluoperazine, but it does have
fewer side-effects.

Anxiety States.-Pericyazine is said to have a mild euphoriant
effect and to reduce anxiety, and may be expected to have a

place in the treatment of anxious patients. The effects of peri-
cyazine, 10 mg. t.d.s., were compared with those of amylo-
barbitone, 50 mg. t.d.s., in 13 patients whose main symptom was

anxiety.'0 In six cases there was no difference, in six patients
pericyazine appeared more effective, and in only one case was

amylobarbitone superior. Another study" found that peri-
cyazine (in addition to a hospital programme) had a greater
therapeutic effect on anxiety than inert placebo. Canadian
authors'2 also found pericyazine relieved anxiety, but not as

effectively as other tranquillizers like meprobamate and chlor-
diazepoxide.

Side-effects

Investigators are agreed that side-effects are mild. Nimb,8
reporting on the use since 1963 of pericyazine in a mixed group
of patients needing neuroleptics in a municipal welfare home
in Copenhagen, notes that side-effects were rare: they included
orthostatic collapse, initial tiredness, difficulty in speaking
because of dryness of the mouth, and itching of the skin. Grant
and Tonks,'3 investigating chronic schizophrenics, found other
side-effects: drowsiness, nausea and vomiting, mild extra-

pyramidal symptoms, and, in one patient, the unusual reaction
of localized pallor in the face with tension of the skin. Work-
ing with psychopathic patients, Wallis5 encountered in addition
feelings of weakness, dizziness, voracious appetite and weight
gain, pain in the back of the neck, and torsion dystonia of the
trunk and neck; the most remarkable side-effect he reported
was gross abdominal distension occurring in two out of three

patients who were excessively hungry. Drowsiness, often
troublesome, can be avoided by using a single evening dose."'

Conclusions
In summary the evidence indicates that pericyazine is a

promising tranquillizing drug which requires to be tested
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further in a number of different psychiatric conditions. Reliable
evaluation is not possible at present, because of the quality of
previous assessments and the absence of controlled reports in
the medical literature.

Presentation
Pericyazine is available as Neulactil, in tablets of 2.5 mg. and

10 mg., as a syrup, and as a solution for injection.
The basic N.H.S. cost of 50 tablets of 2.5 mg. is Ss. and of

50 tablets of 10 mg. is 13s. 4d.
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ANY QUESTIONS ?
We publish below a selection of questions and answers of general interest.

Calcium Injection for Cardiac Arrest

Q.-In what situations is the intravenous
or intracardiac injection of calcium chloride
likely to be useful in the management of
cardiac arrest, and what concentration and
total dose are recommended for the average
adult patient ?

A.-Calcium chloride has been used in the
treatment of surgical cardiac arrest for over
40 years. Historically the subject is well
reviewed by Kay and Blalock.'

Calcium (with sodium and potassium) is
essential to proper cardiac contraction2: the
perfused isolated heart will stop in diastole
if there is no calcium; excess causes systolic
arrest (calcium rigor). By perfusion experi-
ments in dogs, Hoff and his colleagues'
showed that calcium in low concentration is
a cardiac stimulant, and that in high concen-
tration it is a cardiac depressant. Redding
and Pearson' showed that all stimulant drugs,
including calcium chloride, are more effective
in aiding resuscitation of the arrested dog's
heart when acidosis is absent.

In modern coronary care units cardiac
arrest in ventricular fibrillation may often be
counteracted by a promptly applied direct-
current shock of 400 watt-seconds without
the aid of drugs. If external cardiac com-
pression has to be continued for more than
a minute or two before the electric shock is
given, then sodium bicarbonate infusion to
counteract acidosis and oxygen by intubation,
and artificial inflation of the lungs to ensure
myocardial oxygenation, will be required
before the heart can be defibrillated.
Adrenaline may be injected to improve myo-
cardial tone if external cardiac massage is
barely effective.
Kay and Blalock' showed that calcium has

a direct effect on the myocardium during
standstill, thereby increasing excitability and
conductivity of the ventricular muscle, rather
similar to the effect of adrenaline and
digitalis. In surgical cardiac arrest, especially
in asystole, they found that calcium chloride
was sometimes even more useful than
adrenaline.
The place of calcium chloride in human

medical cardiac arrest is less definite, being

frequently used as a last resort. It is recom-
mended, if the heart beat is weak following
resuscitation,' that 5-10 ml. of a 10% solu-
tion (0.5-1 g.) be injected intravenously or
into a heart chamber.
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Contact Dermatitis to Leather

Q.-Is the substitution of a metal or nylon
wrist-watch strap effective in preventing the
recurrence of contact dermatitis to leather?

A.-The usual cause of dermatitis from
leather is sensitivity to chrome. A chromium-
plated wrist-watch strap must obviously be
avoided, and many silver-coloured metal ob-
jects are plated with chrome. Other metals
such as gold or real silver would be quite
safe, as would nylon. It would, however,
be wise to make sure the dermatitis has com-
pletely cleared before wearing the wrist
watch again ; otherwise the dermatitis might
be perpetuated by non-specific irritation from
the friction of any kind of strap.

Ringworm and Hot Climates

Q.-Can griseofulvin be taken prophylac-
tically-for example, for a holiday in a warm
climate (which otherwise would be spoilt by
the development of a florid fungal infection
between the toes) ?

A.-In many patients it' is impossible to
eradicate completely a ringworm fungus, and
persistent infection may be left in sites such
as the toenails and toe webs. In these cases
the condition can suddenly spread from time

to time, and such attacks can usually be con-
trolled by griseofulvin by mouth given over
a period of four to eight weeks. The causes of
such a spread are often difficult to determine,
but certainly a period in a warm climate
might play a part. If a patient with persist-
ent ringworm infection had previously had a
severe flare in these circumstances it would be
quite reasonable to take griseofulvin prophy-
lactically. Though griseofulvin is likely to
clear any spread on to the toes and feet, it
it has less effect on ringworm confined to the
toe clefts, and its use in such cases is dis-
appointing.

It must be assumed from the question that
the condition is a ringworm fungus infection
proved by mycological examination of
scrapings. The cracking, scaling, and
macerated skin between the toes in at least
half of the patients is not due to ringworm.
In some this is caused by an intertriginous
eczematous change, which is also likely to
become worse in warm climates. In such a
case a preparation such as clioquinol-hydro-
cortisone ointment (Vioform-hydrocortisone)
applied gently twice per day would help.

Contaminated Water Supply
Q.-A main public water supply source

has become contaminated by diesel oil
seepage from the surface to the extent of
causing the water from domestic taps to smell
of paraffin. Is there any hazard to health in
(a) drinking such water, and (b) washing
in it, if contamination lasts one week or
longer ?

A.-It Is not possible to give a positive
answer to this question unless the precise
degree of contamination by diesel oil is
known. The human palate can normally
detect 1-2 parts per million of refined pro-
ducts and 0.1-0.5 p.p.m. of crude products.
These low levels of contamination, though
detectable by taste, are not considered pre-
judicial to health. Pollution of drinking-
water at the rate of 30 p.p.m. would be un-
palatable, and probably undrinkable, and
might well show an oil film, but it is doubted
whether even at this level it would be
dangerous unless there was something parti-
cularly toxic in the contaminating oil. If the
level of contamination is below 30 p.p m.
there should be little danger in using such a
water supply for washing purposes.
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