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struggle; what has been so hardly won is
not to be lightly discarded.-I am, etc.,

G. C. STEEL
Department of Anaesthetics,
Queen Charlotte's Maternity Hospital,
London W.6

1 Doughty, A., British Yourmal of Anaesthesia, 1969,
41, 1058.

2 Department of Health and Social Security, Report
on Confidential Enquiries into Maternal Deaths
in England and Wales, 1967-1969, p. 71.
London, H.M.S.O., 1972.

SIR,-May I comment on Professor M. K.
O'Driscoll and Dr. J. M. Stronge's remarks
(15 Septenlber, p. 590) regarding active
management of labour?
While rhe responsibility for mother and

child in labour rests with the obstetrician,
the mother should surely have some say in
the matter of pain relief. Safety must take
precedence above all else so far as the
obstetrician is concerned, but I believe many
mothers would be prepared to accept any
small risk involved in order to have a toler-
able labour. I have been told by women on
several occasions in the past that the pain
they had to endure during labour was, in
their opinion, equivalent to the pain of a
surgical operation. If this could possibly be
true, one must then ask who would prefer
to be operated on without anaesthesia simply
because the anaesthetic carried a small risk?

I am also certain that if men were the
child-bearers of the world, an epidural ser-
vice on demand would have been initiated
many years ago.-I am, etc.,

EDWARD J. GALIZIA
Department of Anaesthesia,
Southmead Hospital,
Bristol

SiR,-Professor Kieran O'Driscoll and his
colleagues (21 July, p. 135) and Dr. J. S.
Crawford (25 August, p. 453) are entirely
correct in underlining the importance of re-
ducing pain and delay in labour. My ex-
perience is that it is unacceptable pain which
for many women mars what should otherwise
be an enjoyable event.
While it is clear that obstetric pain is a

complex phenomenon, I belive that the com-
monest cause of severe pain and delav in
labour is to be found in impaired moibility
of the sacroiliac joints, which gives rise dur-
ing uterine contraction to pain of sacro-
iliac distribution. Pain of this kind is best
treated by lifting the patient by one knee
so that she comes to lie on her side, facing
away from her attendant and with her oppo-
site hip swinging just clear of the -bed. The
patient is allowed to lie on her back between
pains and the procedure is repeated-usually
at the patient's request-with the onset of
each sulbsequent uterine contraction.

I have used this method without mishap
for the past 25 years.' It will be apparent
that in this position considerable traction is
being applied to both sacroiliac joints and
that it is likely that the mobility of these
joints and the size of the pelvic cavity are
then maximal. The relief of pain is quite
dramatic and so is the rapidity of la;bour
from then on, the patient being able to bear
down uninhibited by pain.-I am, etc.,

N. B. EASTWOOD
Lowestoft

Eastwood, N. B., Yournal of the College of
General Practitioners, 1958, 1, 304.

Abnormal Mixed Leucocyte Reaction in
Bone Marrow Aplasia

SIR,-We wish to report the observation of an
abnortmal mixed leucocyte reaction (M.L.R.)
in a case of bone marrow aplasia. The
patient's lymphocytes responded normally to
allogeneic leucocytes but failed to stimulate
allogeneic lymphocytes. The M.L.R. study
of the patient and ihis famnily was performed
in view of a possible bone marrow trans-
plantation from an HL-A-identical sibling.
The patient (referred by Dr. Mannoni (Henri

Mondor Creteil Hospital)) was a 20-year-old man
with an idiopathic bone marrow aplasia which had
the following features: (a) a lymphopenia (about
500 lymphocytes per ml) which had already been
present three months before the onset of the
disease. (b) a hypogamnmaglobulinaemia with IgG
600 mg/ml, IgM 40 mg/ml, and normal IgA level
(65 mg/ml). Furthermore, since the age of 5 he
had had numerous pulmonary infections but with-
out documented bronchiectasis. Death occurred
three months after the onset of the aplasia, which
was not influenced by two months of androgen
therapy. At the time of the M.L.R. study the
patient had not recently received any steroids or
transfusions.
The M.L.R. technique used was the one de-

scribed by Hartzmann et al.1 with slight modifica-
tions2. Lymphocytes were purified by a Ficoll-
Hypaque gradient. 1 x 105 responding cells were
cultivated with 4 x 105 mitomycin-treated (25yg/
ml) stimulating cells in a total volume of 0-2 ml
for 120 hours in Falcon microplates. RPMI 1640
supplemented with 20% heat-inactivated (56°C,
30 min.) pooled human plasma was used throughout
the experiments. In the same conditions, 1 x 105
lymphocytes were exposed to phytohemagglutinin
(PHA) in a final concentration of 1:100 for 72
hours. Blastic transformation was measured by
3H-thymidine incorporation during a 16-hour
period.

The results, which are sumnuarized in
tables I and II, were reproducible on two
occasions with different allogeneic controls.

TABLE i-PHA Transformation (countslmin)

Source of Without With
Lymphocytes PHA PHA

Patient .. 216 5,263

Patient's brother 304 65,724

Control subiect 483 78,800

The patient's cells clearly showed: (1) a
markedly decreased response to PHA stimu-
lation, (2) a normal response to allogeneic
leucocytes, and (3) an inability to stimulate
allogeneic lymphocytes (related or unrelated).
There was therefore a dissociation between
the responding and stimulating ability of the

patient's cells in the M.L.R. test and also
a dissociation between their ability to re-
spond to PHA and to allogeneic cells.
Whereas we cannot eliminate a possible

increase in sensitivity of the patient's cells
to mitomycin C treat-ment or a non-specific
cytotoxic effect of these lymnphocytes for
allogeneic cells, these explanations seem un-
likely. Furthermore, the interaction of an
inhibitory factor present in the patient's
serum canbe ruled out since the lymphocytes
were extensively washed before setting up
the culture in a medium supplemented with
pooled human plasma. The lack of response
to PHA associated with an intact response to
allogeneic cells has been described in many
cases with combined immune deficiency
disease by Dupont et al.3 However, such a
dissociation between the stimulating and the
responding ability has not been reported to
our knowledge.
These observations raise some questions.

(1) What is the frequency of such dissocia-
tion in immune deficiency states? The
number of systematic studies of the M.L.R.
reported in -these states is small, especially
with regard to the stimulating capacity of the
patient's lymphocytes. (2) What is the nature
of the dissociation? The hypothesis of a
heterogeneic lymphocyte ppulation in which
one type of cells responds to PHA and
another to allogeneic leucocytes has been
already proposed by Meuwissen et al.4 This
hypothesis has received some experimental
support, especially from the observations of
Colley et al.5 who were able to separate
different populations of T lymphocytes, one
of which responds to PHA and the other to
allogeneic cells. Zeylemaker et al.6 have made
a similar observation in man. Carr et al.7
also have re,ported some relevant data show-
ing that fetal lymphocytes acquire the ability
to respond to allogeneic cells and to PHA at
different stages of development.
Our data could support the hypothesis

suggested by Meuwissen et al. but one must
then consider the existence of a third popula-
tion responsible for the stimulating activity.

Another explanation, however, can be
proposed-that is, that only one population
is involved and in some patients with com-
bined im-mune deficiency disease specific re-
ceptors for PHA or for M.L.R. stimulation
are lacking. The inability of conmbined im-
mune deficiency cells to produce a soluble
mediator which may be necessary -to
stimulate allogeneic lymphocytes can also
be postulated to explain our case report.

Finally, whatever the nature of the
phenomenon, it could be secondary either -to

TABLE ii-Mixed Lymphocyte Culture between Patient (P), Mother (B), Brothers (C and D), and Control
Subjects (TL and T2)

Stimulating (Mitomycin-treated) Cells

Respond- P B C D T,
ing_ _ ._

Cells c.p.m. I c.p.m. I c.p.m. I c.p.m. I c.pm I

P 216 N.D. 315 1.5 N.D. 19,944 92

B 397 0.5 872 24,236 28 28,621 33 50,084 57

C 304 0.4 53,370 75 706 67,711 96 46,697 66

D 369 1.1 21,072 64 31,605 96 328 N.D.

T, 483 1.5 21,556 70 19,435 63 5,597 18 308

T, 635 1 N.D. 101,626 101 N.D. N.D.

HL-A genotypes are: B=HL-A10, W14/HL-A3, 5; P and C=HL-A2, W27/HL-A1O, W14;
D=HL-A2, 12/HL-A3, 5. Counts per minute (c.p.m.) are means of triplicate cultures. I =index,
N.D.=not done.

 on 24 M
ay 2023 by guest. P

rotected by copyright.
http://w

w
w

.bm
j.com

/
B

r M
ed J: first published as 10.1136/bm

j.4.5883.48-b on 6 O
ctober 1973. D

ow
nloaded from

 

http://www.bmj.com/


BRITISH MEDICAL JOURNAL 6 OCTOBER 1973 49

the bone marrow aplasia or to the immune
deficiency. Only systematic studies with the
M.L.R. test in these two states will answer
the question.-We are, etc.,

M. SASPORTES
A. BERNARD
J. DAUSSET

Institut de Recherches sur les Maladies du Sang,
H6pital Saint-Louis,
Paris
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Bach, F. H., Transplantation, 1971, 11, 268.

2 Bernard, A., Thesis, Paris, 1973.
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G., Transplantation. In press.
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Good, R. A., 7ournal of Pediatrics, 1968, 72,
177.

5 Golley, D. G., Shih Wu, A. Y., and Wakssman,
B. H., Yournal of Experimental Medicine, 1970,
132. 1107.

6> Zeylemaker, W. P., et al., personal communication.
7 Carr, M. C., Stites, D. P., and Fudenberg, H. H.,

Nature New Biology, 1973, 241, 279.

Adrenal Failure in Bronchial Asthma

SIR,-In view of ,recent psiblicationsl-l and
correspondence,4 5 including the report of a
death,6 concerning the sulbstitution of
beclomethasone dipropionate by inhalation
for systemic corticosteroid therapy in
bronchial asthma, we wish to record the
following case to emphasize that, even when
the maintenance dose of prednisolone is re-
duced slowly, clinical manifestations of
adrenocortical hypofunction may appear.

A man aged 43 started regular treatment with
oral prednisolone for chronic asthma in 1958 and
was stabilized on a maintenance dose of 7 5 mg
daily. In December 1972 beclomethasone dipro-
pionate 100 jig four times daily by inhalation was
added to this treatment, and after two weeks the
dose of prednisolone was reduced to 6 mg daily.
The dose had to be temporarily increased to
20 mg daily a few weeks later because of a recur-
rence of asthma associated with an influenzal
illness. From March 1973 further reductions in
dose of 1 mg per day were made at monthly
intervals without any subsequent deterioration in
the forced expiratory volume in one second
(FEV,), which remained in the range 1-3-1-6 1. In
July, after the dose of prednisolone was reduced
from 2 mg to 1 mg daily, he started to complain of
malaise, weakness, lethargy, and pains in the back
and lower limbs. When prednisolone was with-
drawn a month later he felt much worse and was
noted to have lost 5 kg in weight over a period of
three months. His FEV, was unchanged at 1-6 1.,
the blood pressure was 120/80 mm Hg, and the
serum electrolytes were normal. The morning
basal plasma cortisol was 4 ,ug/100 ml and rose to
only 12 iLg/lOO ml 30 minutes after 0-25 mg of
tetracosactrin by intramuscular injection. Treat-
ment was started with 7-5 mg of prednisolone
daily along with 40 units of corticotrophin gel
twice daily, and within 24 hours he was free of
symptoms.

We regard as highly undesirable any tech-
nique for the substitution of beclomethasone
dipropionate by inhalation for prednisolone
by mouth which aimns at a complete with-
drawal of prednisolone within four davs, as
advocated by Brown and his colleagues.'
These authors observed symptoms of adreno-
cortical insufficiency in 17 of their 37 steroid-
dependent asthmnatics, but in this unit,
though over 100 asthmatics have been con-
verted from systemic corticosteroid therapy to
beclomethasone dipropionate by inhalation,
the patient described above is the only
example of clinically apparent adrenocortical
insufficiency so far encountered. It is our
practice to rely on a very gradual reduction
in the dose of prednisolone (1 n-g per day

each month) to allow time for restoration of
normal hypothalanio-pituitary-adrenal func-
tion, in an effort to prevent the unpleasant
and potentially avoidable symptoms of
adrenocortical insufficiency, and its more
serious consequences.
We do not perform tetracosactrin tests as

a routine on patients receiving long-term
corticosteroid therapy before starting oDn-
version to lbeclomethasone dipropionate, as
advocated 'by Dr. A. 0. Robson.' In a pilot
survey of 20 patients on an average main-
tenance dose of 10 mg of prednisolone daily7
we found almost complete loss of plasma
cortisol resconse to tetracosactrin in every
case, and it thus seemed improbable that this
test would help to discriminate between
patients who were liable to develop adreno-
cortical insufficiency and those who were
not. Furthermore, we doulbt Dr. Robson's
prernise that a test of adrenocortical function
is a useful means of assessing the response
to stress of the whole hypothalamo-pituitary-
adrenal axis.-We are, etc.,

N. J. COOKE
S. J. CAMERON

G. K. CROMPTON
I. W. B. GRANT

Respiratory Diseases Unit,
Northern General Hospital,
Edinburgh
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Problem Oriented Medical Record

SIR,-The comments by Dr. P. H. M.
Carson (23 June, p. 713) concerning the
problem oriented method of clinical record-
ing should be answered, particularly since
they come from someone who has worked
as a colleague of Dr. L. Weed.

I accept the criticism that the oroblem
oriented style of recording is not necessarily
superior to the traditional format for most
of the purposes which Dr. Carson mentions,
but I would not dismiss quite as quickly as
he does the nossibility that clinicians and
their patients might -benefit from the aut-
mated handling of clinical data-and for this
purpose a well structured record is highly
desirable.
The main point on which I would take

issue with your correspondent, however, if
I understand both him and Dr. Weed
correctly, is that w-hat was intended by its
designer to be the main advantage of the
problem oriented record is seen by Dr.
Carson as its major drawback. The potential
value of the ,problem oriented method lies
in the fact that those who use it can display
their understanding of the cases which they
are treating by the manner in which they
structure their records. If data allocated to
a problem are inconsistent or irrelevant the
recorder can seek guidance if he recognizes
the anomaly himself, or can be offered teach-
ing if it is detected by a more experienced
clinician.
Whether or not the problem oriented

style of recording is an improvement on

traditional methods depends to a very great
extent on whether or not advantage is taken
of the opportunities which it offers for
educational dialogue. If the method is looked
on merely as a new format for clinical data,
Dr. Carson is right-adoption of the method
accelerates the tendency for recording to
becone a ritual rather than activity with
clinical significance, and attention is directed
away from the patient. If, on the other hand,
the method is regarded as a way of exploring
and improving the understanding of a
patient's condition which is displayed by his
closest medical attendant, ithe problem
oriented style draws the medical record into
the centre of clinical activities as a working
document with considerable potential for im-
provement in patient care. In this regard, the
method developed at the Walter and Eliza
Hall Institu;te seems to have some advantages
over the style proposed 'by Weed.'

Proper use of the problem oriented
method therefore necessitates the recognition
of medical records as educational instru-
ments, and this requires a revision of philo-
sophies concerning clinical recording and of
role Derceptions by all concerned. A pro-
portion of clinicians, particularly t-he more
recently qualified, apoear to find this re-
evaluation relatively easy, but that the
majority find it a punitive and possibly
pointless process is attested by all those who
have written of the difficulties of implement-
ing problem oriented systems.

It seems naively optimistic to hope that
the medical profession will feel thoroughly
comfortable with the problem oriented record
before 20 years or more have nassed, and
until that time we shall need men like Dr.
Weed to sustain our efforts. It will also be
useful to have men like Dr. Carson to make
us examine our objectives.-I am, etc.,

B. SHERWOOD MATHER
Royal Children's Hospital,
Melbourne, Australia

1 Mather, B. S., National Hospital, 1973, 17, 13.

Short Boys
SIR,-It is curious that the subject dealt with
in your leading article (4 August, p. 245)
should have appeared under this title, and
have received so little attention. Surely, the
vast majority of these boys are normal late
developers?
You do state that "slow growth of their

child is a comon reason for parents to
seek medical advice." It has been said that
common things commnonly harppn, but, with-
out mentioning the oDmmon basis, fringe
cases are offered treatment which for most
would be alarming and unnecessary. Fortun-
ately you quote the wise advice "wisdom
suggests that the paediatrician stay his hand
in the 'usual' case." This still holds good.

It has -been shownl that severe emotional
disturbance can retard growth and intel-
lectual development, but perhaps the situa-
tion is out into better perspective by
considering the matter as one of the normal
development curve-late development as
opposed to early development.

In my experience over 20 years with more
than 9,000 boys and 5,000 girls between the
ages of 15 and 18, rather over 10% of boys
were physically late developers and about
the same number early developers who were
physically nearer adults. Among girls there
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