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symptom. Photophobia and coryza also were transient and mild.
No side-effects of the drug were reported during the trial.

While the above results are not conclusive, there is a very strong
indication that methdilazine did not beneficially affect the course of
16 cases of measles as compared with 14 cases treated with an inert
placebo. It was, therefore, decided not to continue the experiment
any further as previous workers’ experiences were not substantiated.

S
In a pilot trial involving 30 cases of measles, methdilazine was
shown to have no beneficial effect upon the course of the illness.
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PRE-DELIVERY ATARALGESIA
A Comparative Clinical Study of Promazine Hydrochloride in Labour

B. W. MCcGUINNESS* M.D., D.Obst.R.C.O.G.
Bridgnorth, Shropshire

LABOUR IN MOST WOMEN Is attended by pain and fear. The severity
and effect of this upon the delivery process varies widely from patient
to patient and even in the same patient during different labours.
Apart from the various complicating factors which are known to
produce distress, such as disordered uterine action and posterior
position of the occiput, the emotional make-up of the patient, her
understanding of delivery and her upbringing all contribute in

$Formerly house-surgeon, Duchess of Kent Maternity Wing, Hillingdon
Hospital, Middlesex.
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different measure to determine the degree of severity and effect pro-
duced by pain and fright during childbirth.

Although energetic efforts have been made to relieve the pain of
labour since the infant art of anaesthesia was applied to the practice
of obstetrics in the reign of Queen Victoria, it has been only recently
that the importance of fear and its malevolent action on the physical
factors of labour has received full recognition.

The first serious attempts to prepare pregnant women for delivery
by persuading them to overcome fear and ‘ tension * were made by
Dick Read (1933). His methods of applied psychotherapy are still
widely practised at so-called ‘ relaxation classes ’ but probably in the
hope rather than the conviction that they will influence the outcome
of an inherently painful and frightening process. The incidence of
caesarian section for disordered uterine action has remained un-
affected by the cult of relaxation and many women still speak of
distress and disappointment with the method. Thus, although ante-
natal instruction and sympathetic understanding are of importance
in the management of women nearing delivery, something more is
usually needed. :

After the introduction of pethidine in 1939, obstetric therapeutics
remained almost in stagnation for about 15 years, at least as far as
drugs affecting the central nervous system were concerned. The
introduction of trilene between 1949 and 1954 was virtually the only
significant advance during this period.

However, discovery of the tranquillizers in the mid-nineteen fifties
and the development of psychopharmacology that followed gave
new impetus to the search for an ideal way of calming the frightened
woman in the ordeal of labour. The success of the phenothiazine
tranquillizers in the management of mental disorder focused atten-
tion on these drugs in particular and ‘ something more * has become
a reality rather than a pious hope.

Present study

Of the many tranquillizers that might be used in obstetrics,
chlorpromazine has probably achieved the widest acceptance (Anz
and Smith, 1956; Hughes, 1956; Lindley e? al., 1957) but the related
phenothiazine promazine would seem more suitable for routine use
in labour because of its wider safety margin. Apart from producing
a deeper degree of sedation than is usually needed, chlorpromazine
has a greater tendency to cause hypotension (Lemere and Lasater,
1957; Janssen et al., 1959). Purely from a practical point of view,
promazine is much less irritant on injection (Mitchell, 1956;
Graffagnino et al., 1957).

Although the use of promazine in labour has been widely reported
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in the American literature (Sprague, 1957; Kuntze and Sison, 1957;
Wegryn and Marks, 1958; Pollock et al., 1960; Fitzpatrick et al.,
1960) there is a paucity of British references to it (Donald, 1959;
MacVicar and Murray, 1960; O’Donoghue, 1960). This discrepancy
is important since the practice of obstetrics differs in several major
respects on the two sides of the Atlantic, not least in the more liberal
employment of general anaesthesia for delivery, the routine use of
episiotomy and the frequent use of forceps which is common in the
United States of America but not in Britain. Thus, a clinical trial of
promazine in labour was considered worth while. The trial had a
specific object of assessing the value of the drug as a pre-delivery
tranquillizer and of discovering any disadvantages in an orthodox
British unit such as the one at Hillingdon Hospital. Potentiating
effects on pethidine were sought, tranquillization assessed and the
action of promazine on perineal tone and memory were examined.
Undesirable actions such as inhibition of uterine power, neonatal
respiratory depression and maternal hypotension were also looked
for. ‘

Pilot study

A pilot study was carried out on ten consecutive primigravidae
and ten consecutive multigravidae. Each patient in labour was
given 50 mg. of promazine intramuscularly with whatever dose of
pethilorfan was thought to be necessary at the time of initial medica-
tion. Subsequent to this first injection the combination was repeated
or pethilorfan given alone according to need. A total of 14 ‘ com-
bined ’ injections of promazine plus pethilorfan was given to each
group. The degree of improvement as far as relief of pain and mental
agitation were concerned, was assessed half an hour after each
injection. This was noted on a standard record sheet. The results
of the pilot study are given in table I.

In the opinion of the obstetric staff, these results were significantly
better than those expected from pethilorfan alone in the same cir-
cumstances. The pilot study confirmed that 50 mg. of promazine is
safe and effective and that it was worth while to conduct a more
detailed study of the effects of this drug in parturient women.

Detailed trial

The intention in this detailed trial was to look more closely into
the effects, beneficial or otherwise, of using promazine as an adjunct
to the usual analgesic routine in labour.

There were clearly many ways in which this could be attempted.
The most common method of conducting such an investigation
involves the filling-up of standard questionnaires. Thus data from
a large series of cases is collected for statistical analysis. This method
has the disadvantage of ‘ losing * important observations not allowed
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for on the pro forma and of ¢ swamping’ isolated but important
findings in a mass of figures. Another, usually complementary
method of assessment utilizes the technique of ¢ double-blind °’. This
method unfortunately can only supply the answer to one specific
question about the drug being studied and again tends to miss many
important attributes of the drug.

It was felt, therefore, that because labour was such an ‘ individual ’
event, differing widely from patient to patient, that the type of assess-
ment most likely to provide useful information, with a relatively
small series was careful, constant observation by one observer of all
patients in a group of * typical * cases. In this way all facets of the
action of a drug could be noted and compared qualitatively, rather
than quantitatively. An attempt to control this study was made by
observing a similar group of patients receiving pethilorfan alone.

Methods. Consecutive patients in uncomplicated labour were
included in the trial and the majority of the observations were made
personally by the author.

Labour was conducted in the fashion customary for the unit
(Frankenberg, 1961) except that alternate patients had pethilorfan
alone or pethilorfan with promazine. The timing of medication varied
according to the condition of the patient but as a general rule the
first injection was given when labour was definitely established in
multipara and when labour became definitely troublesome in primi-
para.

Maternal and foetal heart rates were noted and serial blood
pressure recordings made in six cases. In addition, particular atten-
tion was paid to the degree of tranquillity, co-operation, pain, the
amount of gas and air used and perineal relaxation. The state of the
infant was recorded one minute after delivery on the Apgar scale
(Apgar et al., 1958) and an estimate was made of amnesia at intervals
after delivery. In order to obtain a guide to this last item, mothers
were asked the following questions:

1. Can you remember being taken from the progress room to the delivery
room?

2. Can you remember the actual moment of birth and/or the baby’s first cry?

3. What is the last thing you can clearly recall before having the baby?
4. What is the last thing you can clearly recall before waking in the ward?

Results

It was unfortunate that several patients originally included in the
trial went out of labour again and were discharged or failed to pro-
gress satisfactorily, necessitating caesarian section or other operative
intervention. For these reasons complete data were only obtained in
21 patients treated with promazine plus pethilorfan and in 14 patients
given pethilorfan alone. The discrepancy in numbers was further
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complicated by an imbalance in patient material, as the promazine
group consisted of 12 primipara and nine multipara, while there
were only four primipara and ten multipara in the control group.
However, the object of the study was to studyindividual cases rather
than make statistical comparisons, so that the differences in the
groups does not invalidate the observations.

Tranquillity in labour. This was assessed for the period of four or
five hours during which the drugs were likely to be effective and was
objective. The assessments are given in table II.

TABLE II
ASSESSMENT OF TRANQUILLITY IN LABOUR

Promazine series . Control series
Good 19 6
Fair 2 6
Poor 0 2

Co-operation in labour. The degree of co-operation was assessed
by observing how well the patient was able, by her own voluntary
efforts, to assist the course of labour; and is shown in table III.

TABLE III
CO-OPERATION IN LABOUR
Promatzine series Control series
‘Good 20 11
Fair 1 3
Poor 0 0

Amount of gas and air used. The frequency with which the mother
resorted to gas and air inhalation was thought to be a reasonable
guide to the degree of pain and agitation suffered. No accurate
metering of the gas used was attempted, but the patients fell clearly
into three distinct classes. Those that did not use the apparatus at
all (none), those that took brief inhalations in the second stage
(occasional) and those that gasped almost constantly from the
machine (frequent). The groupings are given in table IV.

Effect on perineal tone. This was assessed by the need for episio-
tomy, the incidence of perineal tearing and the degree of relaxation
of the introitus during the second stage of labour. The relaxation
was graded as good, fair or poor, as shown in table V.
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TABLE 1V
AMOUNT OF GAS USED
Promazine series Control series
None 5 2
Occasional .. 16 7
Frequent 0 5
TABLE V
EFFECT ON PERINEAL TONE
Promazine series Control series
Good 18 5
Fair 3 3
Poor 0 6

Amnesia. With the help of the questions mentioned earlier and
by personal interrogation, amnesia was graded as complete, partial
and absent for both pain and fear.

The assessments of amnesia were made 24 hours, 5 days and 8
weeks after delivery with results as shown in table VI.

TABLE VI
DEGREE OF AMNESIA
Promazine group Control group
24 hrs. | 5 days |8 weeks| 24 hrs. | 5 days |8 weeks
Complete Pain 7 10 5 0 0 0
Fear 13 13 15 1 1 0
Partial Pain 14 10 16 3 2 2
Fear 6 6 4 3 2 1
None Pain 0 1 0 11 12 12
Fear 2 2 2 10 11 13
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The results given in tables I to VI above confirm the strong clinical
impression that the use of promazine hydrochloride in labour helps
the patient to relax and makes her more comfortable without im-
pairing her co-operation. It also increases perineal relaxation,
probably as a sequel to the general calming of the patient, and gives
some degree of amnesia for unpleasant aspects of labour.

It was not possible to obtain any significant data on potentiation
of pethilorfan with the small numbers used, but the impression gained
was that potentiation was slight. In both groups the dosage of pethi-
lorfan corresponded well with the duration of labour. All patients
with first stages of approximately 12 hours or less received 100 mg.
except for one patient in the promazine group with a first stage of
7% hours who needed 200 mg. Longer labours required correspond-
ingly more injections.

The remaining data deal with the possible side-effects and dis-
advantages of this type of sedative-analgesic therapy.

Apgar rating (see table VII).

Foetal heart rate. No consistent changes in foetal heart rate were
noted after the administration of either drug.

Maternal heart rate. There was a tendency for a slight rise in
pulse rate to occur in the first 30 minutes after promazine injection
but this was only marked in one patient who also developed hypo-
tension.

Maternal blood pressure. One patient felt faint and developed
hypotension with a blood pressure of 80/40 mg. Hg. about ten
minutes after the combined promazine/pethilorfan injection. The
patient rapidly recovered with the use of posture and the administra-
tion of methedrine and no adverse effects were noted in the foetus.

TABLE VII
APGAR RATING
Promazine group Control group
10 .. .. .. 18 10
9 .. .. .. 0 1
8 .. .. .. 1 1
7 2 3
6 and below .. 0 0
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Uterine action. There was no evidence of slowing of uterine activity
in either group, nor were there any cases of post-partum haemorrhage,
prolonged third stage or manual removal of the placenta in either
group.

" Summary and conclusions

The administration of promazine intramuscularly with pethilorfan
has been used in 41 patients in labour. The effect of the promazine
has been assessed by careful observation of 21 of these cases and by
roughly comparing them with a control series given pethilorfan alone.

Under the conditions met in an obstetric unit in this country,
‘promazine undoubtedly made the patient more comfortable, more
relaxed, more co-operative, and also produced perineal relaxation
and some degree of useful amnesia.

Against these benefits must be weighed the risk of occasional
hypotension found with most phenothiazine derivatives. This
would tend to limit the use of this regime to hospitals with patients
under constant supervision.
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ADDENDUM

Since this paper was written Matthews (1963) has published his results in a
double-blind trial of promazine in labour which was carried out at West Middlesex
Hospital. In this it was conclusively shown that the only satisfactory way of
evaluating a drug like promazine in a situation like labour is for a single observer
to evaluate throughout the patients’ conditions and responses to medication.
Trials using the overall condition of the mother as observed in labour or the
retrospective opinion of the mother after labour are virtually valueless as a
means of assessing the potentialities of a new drug.

Matthews further confirmed the safety of promazine and its remarkable
effectiveness in controlling agitation and potentiating analgesics in labour. He
also demonstrated an anti-emetic effect of the drug and concluded that promazine
is a valuable addition to the therapeutic agents used in hospital obstetric practice.
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PERSONAL POINTS OF VIEW

SOME THOUGHTS ON DEATH

H. D. ForBES FRASER, M.R.C.S., L.R.C.P.
Eastbourne

Death is feared because it is The Unknown.

We do not fear the unknown in earliest infancy, but only as we come to
doubt our ability to cope with it.

In the medical schools death used never to be discussed. The emphasis
was rightly on diagnosis of disease, prognosis, and treatment. The word
death only appeared at the end of the list of complications and sequelae,
and the fact of death was recognized only as the Portal of Entry to that
Other Department where the problems of morbid pathology were investi-
gated. This was all very right—but an utterly wrong approach to death
for the general practitioner.

In general practice one finds that death is commonplace, occurring like
birth (being born, not giving birth) regularly once in each lifetime. We
spend much time and care in preparation for birth. We should spend as
much in preparation for death. Birth is the final and irrevocable end of
the foetus, when it is deprived of its essential vital organ of respiration
and assimilation.

Before birth very little of our antenatal care is directly concerned with



