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Clinically the fact that some patient have no signs or
ymptoms for years (Cases 1 and 2) suggest partial

patency of the foramina. We have evidence of ventricular
filling by pneumo-encephalography in 2 ca es. The late
on et of symptoms may be related to ome inflammatory
process, infective or traumatic, cau ing complete foraminal
clo ure, a suggested by Laurence,IO in whose 46 ca es
with some congenital lesion 32 showed evidence of in
flammation of either traumatic or infective origin. How
ever, the inflammatory cellular infiltration observed in our
2 autopsy cases could be ascribed to operative trauma
or mild postoperative infection.

The clinical features with both early and late presenta
tion are illustrated in our cases. The third case showed
occipital enlargement of the head typical in this form of
internal hydrocephalus in infants. The first case illustrated
the lack of cerebellar signs characteristic in older patients
even when the hydrocephalus is causing severe symptoms
of raised intracranial pressure.

X-rays of the skull may be diagnostic when the bulging
and thiiming of the occipital part of the skull, the high
torcula, the obliquity of the transverse sinus, and the
greater separation of the lambdoid than other sutures, are
seenY

Ventriculography13 will show air in the posterior fossa
under the characteristically high tentorium cerebelli, the
large fourth ventricle, huge aqueduct, and symmetrical
dilatation of the lateral and third ventricles. Matsonll

noted projection of the cisterna magna to the level of the
second cervical laminae and Fig. 6 demonstrates this.
He advised views with the brow slightly up or with the
occiput slightly up to show these features. We have
found the 'backward somersault used by Ziedses des
Plantes15 most useful in the elucidation of the site of
ob truction.

Once it is appreciated that in this condition myodil
rapidly passes through the dilated aqueduct of Sylvius
into the large fourth ventricle, as demonstrated in our
first case, myodil ventriculography can be used to clinch
the diagnosis.

Pneumo-encephalographic demonstration of the lesion
may be possible if the foramina of Magendie and Luschka
are sufficiently patent, as we have shown.

The characteristic high torcula may be demonstrated
by dural sinography as Matson ll has shown.

Treatment of the condition should be operative. Satis
factory results with unroofing of the enormously dilated
fourth ventricle have been described. Matson,1l who gives

the largest ingle series, note ca e of \ hich 3 did well
with nothing more than wide exci ion of the cyst wall;
4 required additional hunting procedures, and I died _
month after operation. At operation the caudal and
lateral parts of the membrane mu t be removed. the
abnormal ituation of the choroid plexu in thi region
should be remembered to prevent haemorrhage. entri
culo-atrio tomy hould be preferred when the patient'
condition doe not warrant the more exten ive operation
for removal of the membrane or when the latter i
followed by recurrence of symptoms.

We believe that further investigations of hydrocephalu
will reveal a much higher incidence of this condition.

UMMARY

Three cases of Dandy-Walker syndrome are presented. A
review of the literature with a critical account of the
theories of origin is given. It is concluded that mal
development of the foramina of Lu chka and Magendie i
the crucial pathogenic lesion. The pathological, clinical,
diagnostic, and therapeutic aspects are discussed. An
assessment of the incidence of this cause of hydrocephalu
is given.
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A CO TROLLED CLINICAL TRIAL OF 'PERSA TI
I ANGI A PECTORIS*

(R A 8)

M. M. ZION, MoO. (RAND), M.R.C.P. and B. A. BRADLOW. M.D. (RAND), M.R.C.P., M.R.C.P.E.

'Persantin' (R A ) is the trade name for 2,6-bis·diethanol
amino)-4,8 - dipiperidino - pyrimido - (5, 4 - d) pyrimidine.

It is a synthetic substance whose basic structure i a
double ring consisting of 2 condensed pyrimidine rings.

* Based on a paper presented at the Second Scientific Meet·
ing of the Association of Physicians of South Africa
( 1.A.S.A.). Johannesburg, July 1960.

The compound has been reported to increa e coronary
blood flow in dogs and to be twice a potent in thi
re peet a papaverine.H

The drug was tried clinically in i chaemic heart di ease,
and everal reports from Germany mentioned 'good
re ults' in 50 - 75~~ of ca e .5.7

We have conducted a controlled clinical trial of
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Improved on persantin alone
Improved on placebo alone

persantin** in 15 patients with chronic angina pectoris
seen in private practice in Johannesburg.

CLl ICAL TRIAL

Methods
The investigation was conducted as a 'double-blind'

trial. The· patients received persantin and placebo
tablets (of indentical appearance and taste) for periods
of 2 weeks alternately, and it was hoped that
each patient would have at least 2 periods on each form
of tablet. The tablets were issued by the receptionist and
the patients were not informed that a placebo was to be
used. The first course was either placebo or persantin,
and the author were unaware which tablet the patient
was receiving, until analysis at the end of the study.

Of the 15 patients entering the study, only 5 com
pleted at least 2 courses of each tablet, while 9 others
completed at least 1 course of each tablet. One patient
failed to complete 1 course of each tablet and he has been
excluded from the results.

The patients were given forms on which they were asked
to document, each day, the number of anginal attacks
they experienced, the number of trinitrin tablets used, and
their general remarks on the efficacy of the drug.

Patients were considered improved if there was a note
able reduction both - in the average number of anginal
attacks a~d the average consumption of trinitrin, while
those in whom angina became no longer evident were
considered to be markedly improved.

The patients received 12·5 mg. of persantin 3 times
daily.

Material
There were 10 males and 5 females. Their ages ranged

from 50 to 77 years, with an average of 59. Eleven patients
had had previous myocardial infarctions (2 infarctions
in each of 2 patients), while of the remaining 4 patients,
3 showed ischaemic changes on the electrocardiogram
taken after effort and, in 1, the resting electrocardiogram
revealed ischaemia. All the patients experienced frequent
angina of effort, and all had been accustomed to use
trinitrin for the relief of pain. In no case had there been
any significant variation in the severity of the angina over
the preceding few months.

Results
Of the 5 patients who completed 2 courses of both

persantin and placebo, 3 experienced no change in their
angina during any period of therapy. Two patients ~ere

improved on both persantin and placebo, 1 of the 2 being
markedly improved (Table 1). It is of interest that this

TABLE I. RESULTS IN 5 PATIENTS WHO COMPLETED AT LEAST
2 COURSES EACH OF PERSANTIN AND PLACEBO

Result Patients
o change 3

Improved on persantin and placebo 2
(l slight)

(l marked)
o
o

Toml 5
** Supplied by C. H. Boehringer Sohn, through Pfizer

Laboratories South Africa (Pty.) Ltd.

patient has now taken 4 courses of each tablet, and his
improvement is maintained.

Of the 14 patients who completed at least I course of
persantin and I course of placebo, 7 experienced no
change in their angina during therapy. Three patients were
improved on both forms of medication (1 patient
markedly improved). Two patients improved on persantin
but not on placebo (l markedly improved), while 2
patients improved on placebo, but not on persantin
(Table II).
TABLE H. RESULTS I 14 PATIENT WHO COMPLETED AT LEAST

1 COURSE EACH OF PERSANTIN AND PLACEBO

Result Patients
o~an~ 7

Improved on persantin and placebo 3
(1 marked)

Improved on persantin 2
(l marked)

Improved on placebo 2

Toml 14
Side-effects

Nausea was reported by 1 patient while on persantin,
but this did not reappear with the second course of per
santin. No other side-effects were noted.

DISCUSSION

It is well known that the severity of angina varies con
siderably from time to time in an individual patient.

Placebo reactors among anginal subjects are' not un
common and many reports of one or asother medication
being efficacious do not allow for 'spontaneous' variation
or placebo response. We have not been able to trace
a previously reported controlled clinical trial of persantin,
and we embarked on the present trial as a pilot study.

The results in this small group have sl10wn no sig
nificant difference between persantin and the placebo
used. It is conceded that a trial in a considerably larger
number of patients may reveal differences between per
santin and placebo, but it is felt that if the differences
were to be really significant, some pattern would already
have shown itself in our 14 patients. It is further conceded
that larger doses may have shown an effect. However,
in view of the negative results in our series, and the
difficulties of conducting a controlled trial in private
practice, we did not feel justified in continuing the trial
further. Two patients who failed to respond were sub
sequently given 25 mg. of persantin 3 times daily, but
again there was no improvement.

When we embarked on this study it was hoped that
each patient would receive at least 2 courses each of
persantin and placebo, so that we could determine if any
effect shown was reproducible. As mentioned previously,
only 5 patients (33%) completed the full trial. Of the
10 patients who stopped the trial before the full period,
4 discontinued the tablets because they felt they were
not helping; 1 patient 'noticed a difference' when changed
from persantin to placebo, and was therefore given
persantin again for continuous therapy. The remaining
5 patients did not complete the trial or return to report
their reasons for stopping.

We believe that patients who would accept a full
trial at hospital are rather more suspicious of such a
trial conducted' in private practice and that the high



7 Januarie 1961 S.A. TYDSKRIF VIR GENEESKUNDE 13

incidence of failure to complete the trial may be a result
of these suspicions. We have had past experience of
controlled therapeutic trial in hospital practice,S where
far greater cooperation from the patients was obtained.
As a result of our experience in this study, we shall not
embark on a controlled clinical trial in private practice
again and would not recommend such a trial to other
private practitioner .

S MMARY

A new vasodilator (persantin) was administered to 15
patients with angina pectoris. Placebo control periods were
used and the trial was conducted as a 'double-blind'- study.
In the dosage used (12,5 mg. t.i.d.), no difference was

found between the effect of per ant in and pia ebo.
The difficulties of conducting such a tri I in private

practice are mentioned.
We thank Messrs. Pfizer Laboratories South Africa (pty.) Ltd.
for generous upplie of persantin and the placebo, and for
their intere t in this study.
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MODERN THERAPY IN DEPRESSIO

The rapid development in psychiatry, especially in the field
of drug treatment, has give.n rise to nume~ous problem~ and
questions. In order to proVIde an opporturuty for the diSCUS
sion of various facets of the complex problem of treatment
in depressive conditions, three symposia were held recently.
The first symposium was held in Cape Town on 9. ~ugust
1%0 under the auspices of the Department of Medlcme of
the _University of Cape Town; the second was held in
Johannesburg on 26 August 1960, under the auspices of the
Department of Psychiatry and Mental Hygiene of the Univer
sity of the Witwatersrand; and the third was held in Durban
on 4 October 1960, under the patronage of the Faculty of
Neurology and Psychiatry of the College of Physicians, Sur
geons and Gynaecologists of South Africa.

CAPE TOWN SYMPOSIUM

A film entitled 'Faces of depression' showing a cross-section of
depressive cases was projected, after which Prof. J. F. Brock,
of Cape Town, opened as first speaker of the evening. He
stated that depression was a problem of everyday practice.
Every general practitioner and specialist had to be prepared
to recognize and differentiate a depression from other con
ditions. The 'main purpose of this symposium was to stress
the universality of serious depression, its frequency, and its
appearance in every field of me{iicine. The present generation
of medical students has a better opportunity of studying this
field, . although teaching is still inadequate, and Professor
Brock expressed the hope that the symposium would contri
bute towards bringing this problem into its proper perspective.

Dr. H. A. Walton, of Cape Town, discussed the psychiatric
aspects of depression and outlined briefly the history of
mental illness. He pointed out that not every depressive
patient had clear target-symptoms; and to miss a depression
was probably. the most common mistake made in medicine
today - a mistake which very often led to suicide or attempted
suicide by the depressive patient. The physician, therefore,
could not fail to be intere ted in this problem.

Dr. Walton discussed reactive depression, where definite pre
cipitating factors are present, and endogenous depression (a
major form of depression) in which hereditary factors are
predominant.

Statistical information given by Dr. Walton disclosed that
of every 100 persons hospitalized, 50 spent less than 4 months
continuously on therapy. Out of 100, 9 were hospitalized
continuou ly for 4t years. The aveJ;age expected stay in
hospital was just under 1 year. However, Larsen, of Sweden,
estimated that only 14% of all the patients suffering from
manic depressive p ychosis were hospitalized.

After discussing the po ible causes of endogenous depres-
ion - mentioning evidence of organic and hereditary factors

- Dr. Walton concluded by describing the complex range
and form of diagnoses made in the depressions which finally
rested with ilie patient's description of his mood and feeling.

Dr. S. Wolff, of Cape Town, spoke on the p ychotherapy
of depression and pointed out that whatever the diagoo is and
plan of medical treatment wa - outpatient treatment, drug

treatment, or ECT - psychotherapy was essential in order to
understand the emotional needs of the patient and the pecu
liarities of his response to other people.

With reference to Freud's paper 'Mourning and melancholia'
Dr. Wolff explained that mourning and bereavement was the
result of ilie loss of a loved object and the person could not
be expected suddenly to adjust himself to this loss. Hi
thoughts tend to dwell on the lost person, but in time he
would make new relationships and readjust himself. The
depressed case, however, is a pathological case and the
patient cannot make an adjustment on his own. It is here that
the psychotherapist makes a valuable contribution. The
patient considers the doctor to be very important and a person
with whom he can discuss his problems. As the doctor is
seen in a very special light he must be aware of the patient's
feelings, his needs, and his frustrations. Modification on the
part of the doctor is necessary in order that he may,
irrespective of the various aetiologies and treatments, enable
the patient to go out into the world free from his emotions
and frustrations.

Dr. J. M. MacGregor, of Cape Town, discussed the
physical methods of treatment and mentioned that in 1949
Gordon collected 50 theories of the mechanism of electro
convulsive therapy. Half of these were psychological and
psychoanalytic theories, but from a physical point of view he
described 6 possible mechanisms of electro-convulsive therapy,
namely:

I. Structural. Changes may occur in diseased cells of the
brain, but not much is known in this connection.

2. Endocrinal. Steroid formation is increased.
3. Anoxia. The addition of oxygen gives a better response.
4. Autonomic factors. There is not much to support iliis.
5. Histamine reactions within the brain.
6. Changes in the permeability of membranes. This seems

to be the most attractive theory.
Dr. MacGregor discussed biochemical change and elec

tro-encephalographic changes which resulted from the u e of
various psychotropic drugs and electroconvulsive ilierapy.
Firstly, 2 groups of psychotropic drugs were tested in com
bination with ECT. The first group accelerated the E.EG
and increased the voltage and frequencies of waves. Thi
group contained some of the MAO inhibitors and 'ritalin'.
The second group depressed the voltage but produced large
slow waves. This group contained among others 'lOfraoil'.·
TofraniI' seelDS to have a blocking effect on the reticular
activating sy tern. It would also eem that many of the
psychotropic drugs have an anticholinergic action.

The chairman of the 3 symposia, Prot. L. A. Hurst, of
Johannesburg, then spoke about drug treatment. He re tricted
his lecture to the potent modern antidepre ant drug, notably
imipramine or 'tofranil' and the mono-amine-oxidose inhibi
tors. He differentiated between the chemical compositions and
actions of the various psychotropic drugs and then gave an
account of pathological studie undertaken in Switzerland and
England on imipramine.


