
170 BRITISH MEDICAL JOURNAL 20 JULY 1974

PRIMARY INFECTION
(naturally occurring,byoralor
mucous membrane contamination)

SUSCEPTIBLE HOST
(generally children)
no HB antibodies

CLINICAL DISEASE IMMUNE-COMPLEX DISEASES
PapuIar acrodermatitis ASYMPTOMATIC Long-incubation Polyarteritis

gfcildhood hepatitis nodosa
(icterus rare) INFECTION (icterus frequent)

HBAg always detectable HBAg often detectable

HBAq CARRIERS
I presence of HBantibodies

when HBAq infection is by
parenteraI inoculation the
infection would beqin here

The cycle may stop at any point

P.A.C. are not seen in serun hepatitis. But
there are otiher examples of dhis. For
instance, it is well known that herpes simplex
infection affects almost everyone during
childhoodc and adolescence but few present
the cutaneous, mucosal, lymph-node,
visceral, and general symptoms of the pri-
mary disease.
We -suggest that te cycle of HBAg anfec-

tion (see fig.) is such that when i.t occurs
in ch:1dren it is asymptonatic in most cases
but in others it causes P.A.C. When an,
infection is acquired by parenteral inocula-
tion (blood transfusion or subcutaneous or
intramuscuar injections) the papular derm-
ti.tis and lynphadenopathy do not develop,
either because the infection begins directly
in the blood or 'because -the subject has
already experienced primary HBAg infec-
tion. For these reasons HB antibody is not
found in the serum of children with P.A.C.,
whereas HBAg is always detectable in the
dermatitis phase, while HBAg is not always
found in long-incubaition hepatitis and
polyarteritis nodosa, m which HB antibodies
or immune complex are present. The rare-
ness of icterus in P.A.C. and its frequent
presence in long-incubation hepatitis sihould
be noted.-I am, etc.,

F. GIANOTrI
Department of Dermatology,
University of Milan,
Milan

1 Gianotti, F., Giornale Italiano di Dermatologia,
1955, 96, 678.

2 Gianotti, F.. Archives of Disease in Childhood,
1973, 48, 794.

3 Pinol Aguade, J., and Mascaro, J. M., Actas
Dermosifiliograficas, 1971, 62, 95.

Doctors, Drivers, and Confidentiality

SIR,-I certinly had no wish to sadden Dr.
R. McL. Archibald (22 June, p. 670), nor
to cast any kind of slur on all who work in
occupational medicine. But, yet, I have my-
self been approached by telephone by firms'
medical officers asking for information about
my patients without the patiet himself
having given his consent. I have never
thought that these doctors were villains, but
simply ordinary, hon-ourable doctos doing a
routine job and-bike mot of us-not con-
skereing the ethical inplicaion of every
little act.

Dr. Archibald invites me to examine my
motivation in writing. One would have
thought that this subject is worthy of discus-
sion in your columns for two reasons.
Firstly, doctors who seek information in this
roundabout manner may welcone the chance
to consider its ethical implications. Secondly,
young generl practitioners may wish to be
forewaned and forearmed agaiinst this sort of
irregular inquiry. Speaking-as Dr. Archi-
bald would wish-4xom my own experience,
I know how routine and normal such a
request for infomation can soumd when it
comes from a genal, ihonoured, and semor
medical collague.
To end pedantially, the doctor technically

in breach of our ethical code would be the
one givig information without the patint's
permissio and not the one seeking this
informaton.-I amn, etc.,

M. G. KREMER
Bracknell, Berks

Abdominal Decompression in Pregnancy

SIR,-I an pleased that Mr. D. D. Mathews
(29 June, p. 725) agrees with many of the
points which I made (1 June, p. 499). He
then goes on to make two additional ones:
(1) that observer bias still seems to offer a
plausible interpretation of the difference in
results which we obtained in our decom-
pressed and control groups; (2) that the
observed results in the decompressed patients
may have been better because they received
less bed resit.

I would concede that observer bias might
conceivably have affected the cephalometry
results, which were all measured by the same
person who knew whether patients belonged
to the test or control groups. However, it
seems most unlikely to have affected the
results of the urinary oestrogen assays,
which were performed by two technicians
unaware of which group patients belonged
to. Furthermore, it seems frankly absuird
even to consider the possibility that observer
bias might have influenced the birth weights
of the babies, who were weighed by mid-
wives not involved in the project.
Turning to the matter of bed rest and

exercise, since we were aware of the possible
effects of these factors on fetal growth we

drew attention to the fact that the mean
duration of bed rest was 1-5 days longer in
the control group.' Our patients did not
walk to the decompression suits; they were
taken by wheelchair, and we know that the
nursing staff did not allow them "consider-
ably more freedom about the wards." Mr.
Mathews implies that abdominal decom-
pression involves patients in considerable
exertion. I would disagree, while recognizing
that we are both expressing opinions with-
out any supporting ergonomic data. In short,
I am not persuaded -by his arguments that
the better results in the decompressed
groups of patients are likely to have been
due to "the lesser amount of enforced bed
rest to whlich they were subjected."-I am,
etc.,

PETER CURZEN
Westminster Medical School,
Obstetric Unit,
Queen Mary's Hospital,
London S.W.15

1 Varmna, T. R., and Curzen, P., 7ournal of
Obstetrics and Gynaecology of the British
Commonwealth, 1973, 80, 1086.

Infertility and Rubella Infection
Prophylaxis

SIR,-The invesigation and treatment of
infertility are fraught with dissappointments
for both patient and doctor. Any pregnancy
finally conceived brigs both a sense of
achievement and relief to aUl cocerneed.
Materal rubella infection, even at a sub-

clinical level, undoubtedly carries some risk
of fetal malformation, enough perhaps to
justify a couple to request and the doctor to
grant terminmation of pregnancy. For fhis to
occur in an infertile patient is an immnense
tragedy and waste. Two such infectios in
patients attending the infertility clinic at this
hospital recently has brought this to our
attention. We therefore suggest that, -though
as an ideal every woman of child-bearing
age should have ibeen tested for rubella in-
fection and if necessary vaccinated, at the
very least such measures should be camed
out before referral to an inferilty clinic.
This would avoid any delay caused by the
necessary tests and treautent having to be
caried out later in the minfertility cblinlic. A
test for rubella antibodies sihould be available
to all pracitioners and will indicate if
vaccination is requfired.

Vaccinatin will give the necessary protec-
tion, but contraceptive measures should be
used to prevent pregnancy and possible
teratogenesis for three months aferwrd.
Only by such prophylactic measures can our
patients be 'best served and potential heart-
break avoided.-We are, etc.,

GEORGE WYNN-WILLIAMS
ROBERT F. HARRISON

Chelsea Hospital for Women,
London S.W.3

Vitamin A and the Teratogenic Risks of
Oral Contraceptives

SIR,-Dr. Isabel Gal (8 June, p. 560) con-
inues -to war that the high level of vitamin
A (retinol) found in the serum or plasma
of women taking oetrogen-containing oral

taceptves3 may constitute a terogenic
hazard to women who become pregnan
during, or shortly after stopping, treautent
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with oral conitraceptives. Without being able
categorically to deny this possibility I think
it unlikely for the following reasons.

Retinol in human blood is predominantly
bound to a specific transport-protedin known
as the retinol-binding protein (RBP). Under
physiological conditions RBP ibinds to pre-
albumin.4 The amount of free retinol is very
small, indeed. Using a fluorescence assay5
measurements have been made of the
amoun-t of RBP,in plasma from 10 women
before starting to take a combined oral con-
traceptive (Minovlar: 1 mg nocethisterone
acetate and 50 ,ug ethynylestradiol) and again
after three months' treatment. The mean
pretreatment level of RBP was 42±8 (S.D.)
,ug/ml, but this rose to 75 ± 10 ug/ml during
treatmenrt.

This finding indicates that the rise in
iseruum vitamin A level during the taking of
oral contraceptives is due to an increased
concentrtion of RBP. The amount of free
retinod is unchanged. Hypervitaminosis A
and the teratogeic effects of the vitamnm
in pregnant animls are seen with doses
which far exceed the binding capacty of
RBP. I,t seems unlikely that an increase in
protein-bound retinol is hazadous. A very
analogous isiituation occurs with cori-
costerodds, where plasma levels are very high
in women taking oral cotraceptives owng
to an increase in,transcartin.6
The increase in plasma RBP seen in

women taking oral contraceptives is prob-
ably due to the oestirogen component, for
plasma retinol is not increased by pro-
gestogens alone.2 Serum vitamin A is also
raised in volunteers exposed to DDT,7 for
this compound yields oestrogenic mexa-
bolites.-I am, etc.,

M. H. BRIGGS
Biochemistry Department,
Alfred Hospital,
Melbourne
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Effect of Natural Oestrogens on Coagulation

SIR,-.A recent leading article (9 Februay,
p. 213) concluded that the oestrogen com-
ponent of the ol contraceptive is the agent
responsible for the thronbotic episodes asso-
ciated with ithe taking of steroid contra-
ceptives. It was further stated that the unD-
toward effect was probably due to the nature
of the oestrogen used and that substitution
with a natural oestrogen might avoid hie
problem of thrombosis altogether.
We have recently comnpleted a study which

has shown that natural oestrogens (Premarin)
whien administered to postnmenopausal
women for a period of one year had no
adverse effect on their ooagidation
mechanism.
The subjects were 30 postmenopausal

patients (mean age 50 53 years) attending
the clinacteric clinic at Addington Hospital,
Durban. Basline observatons were taken for
the assment of the following coagulation
factos: fibiniogen, plateet ount, single

Mean Coagulation Values (S.E.M.) in 30 Postmenopausal Women, Before, During, and After Treatment
with Natural Oestrogen

After 3/12 After 9/12 1/12 after stopping
Test Baseline: treatment treatment treatment

Fibrinogen (mg/100 ml) 360-8 300 5 325-6 371-0
+ 17-8 + 10-7 + 12-2 + 13-1

Platelets (/mm3) 281,500 231,700 203,800 222,600
+ 17,100 + 12,100 ± 14,700 + 14,100

Factor V (%) 109-9 103-2 102-0 108-2
±50 +5-5 +4-1 +4-5

Factor X(%) 114-5 112-6 117-4 112-2
+ 49 + 40 ± 6-0 + 49

S.S.T.T. (sec.) 12 23 12-19 12-37 12-12
+ 0 11 + 0 11 + 0 10 + 0-13

K.P.T.T. (sec.) 43.97 45 99 45-56 5040
± 097 ± 0-88 + 0-89 + 1-15

stage pTodirombin time (S.S.P.T.), kaolin
partial thrornboplastin time (K.P.T.T.),
factor V and X assays, and euglobulinlysis
tine. Standard haenatological techniques
were employed.' The patiets were then
started on treatment (Premarin 1-25 mg
daily, given cycically for three weeks at a
time) and the tests repeated at the end of
three months and nie months. At the end
of a year's treatment medication was sus-
pended for a month and he tests repeated.
The results are shown in the table. The

only statistically sigificant feature was a
progressive fall in the platelet count (P=
<0 05, <0 01, and <0-02 after three
months' and nine months' treatment and one
month after stopping treatment respectively).
The natural oestrogens had no effect on

the "dynamic" tests of coagulation. The
values for the S.S.P.T. and K.P.T.T. in our
patients were srimilar to those in normal
controls tested at the same time. Though
factor X has ben reported to be ncreased
in womn on prolonged treatment with oral
contraceptives,2 no change in this parametr
was noted in the present study. This may be
of considerable importance in view of the
possible -key role of this factor in thrombo-
genesis.3 Fibrinolysis was sinmilarly unaffected
by ratment with the natural oestrogen as
the euglobulinlysis time remained con-
sistenly greater than two hours throughout
the series.

This is a preliminary report on the first
documeted prospecive investigation of the
long-tenn effect of natural oestogens on
coagulation. Though the significance of the
depressant effect of -these steroids on the
platelet count is not known,, t nay be con-
cluded that treatment of a group of meno-
pausal women with natural oestrogens for
one year had no adverse effect on their
cogulaton mechanism. As suggested in your
leading aricle, it might well be that the
substitution of a natural oestrogen would in
fact avoid the problem of thrombosis asso-
ciated with oral conraception.-We are, etc.,

MORRIS NOTELOVITZ
Chelmsford Medical Centre

H. B. W. GREIG
Coagulation Laboratory,
Natal Blood Transfusion Service,
Durban
1 Biggs, R. (ed.), Human Blood Coagulation,

Haemostasis and Thrombosis. Oxford, Blackwell,
1972.

2 Dugdale, M., and Masi, A. T., Yournal of
Chronic Diseases, 1971, 23, 775.

3 Wessler, S., and Yin, E. T., in Progress in
Haematology, ed. E. B. Brown and C. V. Moore,
vol. 6, p. 201. London, Heinemann, 1969.

The Coroners' So-called 24-hour Rule

SIR,-Dr. J. F. Heggie (22 June, p. 667) has
quoted the Human Tissue Act 1961 secion

2(1) as giving clear pernission for po-
mor¢tem examiation to be canried out on any
patient dying within 24 hours in hospital.
However, the provisions of the Coroners

Act 1887, Coroners Amendment Act 1926,
and the Coroners' Rules 1953, together with
regulations and statutory instwumets there-
under, establish coroners' practioe, which is
that there is a legal obligation upon the
coroner -to inquire into all sudden and un-
expected deaths or deaths of which the
cause is unknown.
The Humnm Tissue Act provision is per-

missory; the law relating to coroners is
obligatory. The so-called "24-hour rule" s
merely a rough guide; the doctor is obliged
by comion law to report al sudden and
unexpected deaths and deaths the cause of
which are unknown 'to the coroner, irespec-
tive of any "rule." The coroner has the right
to appoint any pathologist of his choosing to
conduct any post-mortem examination,
irespective of the Human Tissue Act. All
these matters (and many others) were deakt
with at legth in the Brodlick Report.1-I
an, etc.,

HAROLD PRICE
H.M. Coroner,

Eastern District of Greater London
London E.17
1 Home Office. Report of the Committee on Death

Certification and Coroners, Cmnd. 4810. London,
H.M.S.O., 1971.

Maternal Blood Group A and
Pre-eclampsia

SIR,--Mr. D. P. L. May (22 December
1973, p. 738) has reported a preponder-
ance of 'blood group A among patients with
pre-eclampsia. His finding could support
the intravascular coagulation hypothesis1
of the aetiology of toxaemia since it
parallels the observations that group A
subjects tend to be more at risk for ven-
ous thromboembolic disease associated
with pregnancy and use of oral contra-
ceptives,2 as well as for coronary artery
thrombosis.3
We have measured the frequency of

eclampsia and pre-eclampsia, as recorded
in labour ward books, among 10,180
women delivering in West Jerusalem's four
hospitals in 1965-9 for whom blood group
data were available. These blood group
data were added to a sample' of the com-
puter-stored files in the ongoing Jerusalem
Perinatal Study.5 There was no excess of
toxaemia recorded among group A mothers,
but there was an apparent interaction be-
tween rhesus and 0 types, with 0 +
mothers having fewer and 0- mothers
more cases of toxaemia than expected
(table I). Apart from t-he excess recded in
0- women, these differences in toxaemia

 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.3.5924.170-c on 20 July 1974. D
ow

nloaded from
 

http://www.bmj.com/

