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Risks of Total Hip Replacement

SM,-In your leading aricle (10 May, p.
296) on the risks of total hip rePlacement,
you mention introperative circulatory
collapse attributed to acrylic cement. Modig
says that the literature records "at least 30
deaths during the operative procedure and
possibly there are many moire unrecorded
cases." The original reports which led to the
Department of Health and Social Security
-setting up an inquiry in 1971 a-re now over
four years old and during these four years
the use of acrylic cement in hip therapy
must have mutliplied many times, but we no
longer seem to hear of these complications
in the scientific meetings of surgeons who
are using this subsitance almost daily. 'This
would appear to be the case even when
used to cement femoral head prostheises in
suboapital fractures of the neck of the femur,
though special danger in this case was a
feature of ithe literature ito which the
D.MH.SS. report2 drew our attention.

I think I am right in saying that all ex-
perinen;tal investigations have now
exonerated methylnethacrylate monomer in
the concentrations likely to be encounitered
in the blood stream during a surgical opera-
tion. The other suggestions, such as fiat em-
bolism, neurogenic impulses from raised
intramed,ullary pressure, or microemboli of
thtromoplastic products from the marrow,
all seem unsatiisfactory as explanations of
sudden intraoperative collapse leading to
death.

It is importanrt from the historical point
of view that we should try to put the record
straight now thart we lhave four years of
hindsight. Are these complications still
occurring in any numbers or even at all?
Most especially, are they still occurring
during total 'hip replacement? The possibility
of collapse after suddenly removing a
tourniquet when acrylic cemenit has been
used in a knee is perhaps a rather different
matter. I would very much welcome oom-
munications from those interested in this
subject.-I am, etc.,

JOHN CHARNLEY
Centre for H:p Surgery,
Wrightington Hospital,
Wigan, Lancs

I Modig, J., Studies on the Etiology and Nature of
the Pulmonary and Circulatory Reactions during
Total Hiti Replacement. Acta Universitatis
Upsaliensis, Uppsala, Sweden. 1975.

2 Department of Health and Social Security. Report
of Working Party on Acrylic Cement in Ortho-
paedic Surgery. London, H.M.S.O., 1974.

Safer Cgarettes

SIR,-Your leading article (17 May, p. 354)
will have given more comfort to ihe
cigarette manufacturers than to the many
now trying to escape from their subjection
as direct or indirect victims. The "20 years
of health educa.tion, treatment at clinics, and
antimo6ing propaganda" to which you refer
has been almost completely obscured by the
false picture of smoking presented by those
seeking only commercial gain. Tihere is no
effective treatment, and the education and
propaganda -has been conducted against art
least 100 times the expenditure on promo-
tion of the habit- and of course of sales.
Indeed the reall effort in health education
'has been made only recently. The medical
profession is the only group in our popula-
tion ,which is fully aware and almost wholly
convinced, and smoking has been reduced

among us by about itwo-thirds. The B.M.A.
and most other repuitable medical bodie.s
have esc4hewed smoking at major meetings.
Of course some people will still smoke

because of their addiction, but tihat is no
reason why they should smoke in public or
anywhere save in the company of consent-
ing adulits. Every snmoker in public is a
potential recruiter of other smokers, even
if he only smokes a pipe or cigar. He may
not realize it, but he is offensive to non-
smokers, who are half fthe communnity.
Perhaps the smoker's most cruel effect is his
threat ,to the resolution of the man or woman
who is trying to quit because the or she
knows the danger of the habit. Tfhe truly
evil consequence is the recruitment of
smokers among children, who copy adults
in this foolishness. Substitute materials may
reduce the *risk to those Who cannot stop,
but they are hardly likely fto merit the texm
safe and they still carry the threat of re-
cruitment.
The Third World Conference on Smoking

and Health, whiclh does not open till 2
June, is hardly likely to welcome the refer-
ence you make to it. Dr. Hunter's address
was given, I understand, to an occasion asso-
ciated with the tobacco industry.-I am,
etc.,

GEORGE GODBER
Cambridge

*** We regret the mnistake in our leading
article, which has already been corrected
(24 May, p. 454).-ED., B.M.7.

Beta-blockers and Fibrinous Peritonitis

SIR,-The recent report by Mr. W. 0.
Windsor and others (12 April, p. 68) im-
plicates practolol ais a cause of a fibrinous
peritonitis leading to subacute bowel ob-
struction. We would liike to draw attention
to a similar case in a 72-year-old woman
who had had practolol therapy for angina
from October 1971 until June 1974, when
propranolol was substituted. Her recent
dinical presentation and operative findings
were very similar to the case reported by
Mr. Windsor and his colleagues. Mhe
symptoms were those of subacute intestinal
obstruction and abdominal masses which
varied fom vi'sit to visit. Eventually
laparotomy was undertaken since she had
had carcinoma of the breast in 1966 and we
could not exclude intra-abdominal malig-
nancy; this revealed the small bowel and
transverse colon to be cocooned in a fibrous
adhesive sheet but no evidence of carcinoma.

She had previously had eye symptoms
similar to those described by Mr. P. Wright
(8 June 1974, p. 560), but in addiftion §he
had bilateral parotid and submandibular en-
largement similar to that of Sj6gren's
syndrome. Furthermore, she had developed
transient pleural effusions for which no
other cause was found and w,hich subsided
spontaneously. A disquieting feature is that
the pleural effusions were first noticed some
weeks after practolol therapy had been with-
drawn and propranolol substituted; further-
more, the abdominal complications de-
veloped some six months after cessation of
ithe practolol and while she was on pro-
pranolol. Wihile it is likely that the pleural
effusions and the dense fibrinous peritoneal
adhesions were due to the practolol, pro-
greission of the polyserositic process appears

to have developed after withdrawal of the
drug and its substitution by propranolol. A
cautionary note must be sounded thart lesions
snimilar to those induced by practolol may
be caused by propranolol, with or without
prior administratiion of practolol.-We are,
etc.,

JOHN F. GURRY
IAN G. E. CUNNINGHAM

BRYAN N. BROOKE
Department of Surgery,
St. George's Hospital,
London S.W.17

1251-Fibrinogen Test in Diagnosis of
Deep Vein lhrombosis

SIR,-TIlhe report by Mr. A. Kline and
others on dextran in the prophylaxis of
thromboembolism. (19 April, p. 109) is a
most important contribution. It is encourag-
ing to see the protective effect of dextran,
though incomplete, confirmed. Ift was valu-
able, too, to see evidence for what many
workers have long suspected-namely, that
it may be possible to protect against major
embolism without necessarily abolishing
every minor focus of peripheral throntbosis.
However, when the authors discuss the re-
sults of the 125I-fibrinogen test (I.F.T.) they
are sowing unnecessary confusion. In view
of the large number of clinical trials based
on the I.F.T. it is important that its sig-
nificance be spelt outt.

Tihe authors say their clinical diagnosis
of deep vein thrombosis (D.V.T.) "was very
accurate" and then show that out of a total
of 52 diagnosed as D.V.T. by ,phlebography
and/or the I.F.T. there were 36 or 69%
clinical false negatives. The numnber of
clinical false positives is not clear, but on
the basis of the 20 phlebograms mentioned
it was at least 8%.

In evaluating their I.F.T.s they rejected
those which phlebography failed to confirm.
This could be justified only if the radiologist
had succeeded in outlining all the named
veins or if some cause of a false positive
I.F.T. was presenit, such as inflamnation or
trauma. In our experience the application of
an anatom,ical score to each venogram
underlines this point.' It is not disputed that
the more extensive D.V.T.,s would be de-
tected by phlebography. One would like to
know whether the difference between the
treatment and control groups would ihave
been significant without this interpretation.

In support of their claim that I.F.T.s are
not relevtant to serious thromiboembolism
they quote Mavor and Galloway.2 These
authors, while quite rightly emphasizing the
importance of the iliofemoral segment as a
source of major embolism, were not in a
position to define the rela,tionship between
iliofemoral and peripheral thrombosis since
they did neither prospective I.F.T.s nor
routine ascending phlebogreams. Secondly,
they quote the study of Lahnborg et al.3
These authors found by lung scans in a
general surgical population a remarkable
incidence of pulmonary embolism of 44%
in their controls and 16% in their heparin-
treated group. Figures of this order really
require confirmation, especially when only
seven out of 33 -had clinical signs or
symptoms, and perfusion lung scans (witfh-
out concurrent ventilation scans) are not
easy to infterpret. Mr. Kline and his
colleagues ihave ignored a very large body of
literature which suggests a conitrary view.
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They might, for example, have mentioned
the reviewed series of over 2000 patients in
seven clinical trials in which embolisom (25
cases) was detected only within that group,
making up 25 % of the total, who had
positive I.F.T.s.4
We ihave screened more t,han 700 surgical

patients. The overall incidence of D.V.T.
wuas 32%, of clinicalily detectaible D.V.T.
approximately 10%/, of symptomatic pul-
monary embolisim 2%, and of fatal embolismn
03%. We have detected neither D.V.T.
(whether clinically or by phlebography) nor
embolism (whether clinically, by lung scan-
ning, or at necropsy) in any patient with a
negative I.F.T. Similar observations have
been made previously by Kakkar.5 During
life iliofemoral thrombosis without asso-
ciated peri.pheTal thrombosis is exceptionally
rare and the association between clinically
significant thromboemrbolism and a positive
I.F.T. is a consistent one. Therefore, if in
a clinical trial a prophylactic agent is shown
to reduce the incidence of positive I.F.T.s,
then it is safe to assume that it will protect
from pulmnonary embolism. On the other
hand, failure of an agent to reduce the in-
cidence of posiitive I.F.T.s should not lead
to the assumption that the agent is in-
effective against major thromboembolism.
The I.F.T. can be used to select those

patients in whom phlebography and lung
scanning should be added to the investiga-
tions. This is all the more important because
in future trials death can hardly be regarded
as an acceptable end point, now that the
international heparin trial6 and the Cardiff
dextran trial have shown it to be prevent-
able, and when screening by the I.F.T. can
provide a life-saving early diagnosis.-I am,
eitc.,

C. V. RUCKLEY
Department of Clinical Surgery,
Western General Hospital,
Edinburgh

IMilne, R. M., et al., Lancet, 1971, 2, 445.
2 Mavor, G. E., and Galloway, J. M. D., British

7ournal of Surgery, 1969, 56, 45.
3 Lahnborg, G., et al., Lancet, 1974, 1, 329.
4Ruckley, C. V.. 7ournal of the Royal College of

Surgeons of Edinburgh, 1975, 20, 19.
5 Kakkar, V. V., Lancet, 1972, 1. 910.
6 Kakkar, V. V. Proceedings of the Royal Society

of Medicine, 1974, 67, 706.

Malaria Vaccines

SIR,-I am writing in support of some points
made in your leading article on this subject
(1 February, p. 231) which was adversely
co,mmented upon by Dr. P. H. Silverman
(10 May, p. 335).

I cannot agree with the latter's statement
that ithe onily achievement of the Guy's Hos-
pi,tal research group' was limited to
"another confirmation of the phenomenon
which was first reported by Freund et al. 30
years ago." This conflicts with the fact that
Professor Cohen and his colleagues, during
the past decade of their work on the mech-
anism of imnmune responses in malaria,
demonstrated conclusively by in-vivo and
in-vitro methods an essential immunological
role of merozoites released from mature
schizonits of Plasmodium knowlesi. They
further developed an entirelly original method
for isolation of extracellular merozoites and
demonstrated their effectiveness when used
as a vaccine against -this simian pbasmodium
usually lethal to rhesus monkeys.
The argument that no adjuvant was used

by the Guy's Hospital group as a control is
specious since the failure of the adjuvant

alone to induce protection against P.
knowlesi has been fully established by several
workers, including Dr. Silverman. Professor
Cohen's experiments showed that schizonts
with an adjiuvant give no protection against
'the challenge with a heterologous variant,
whereas merozoites do protect. Surely this is
a more conclusive control. The hdigher
degree of immune response obtained by the
Guy's Hospital group can be seen in the
fact that all their monkeys survived
challenge; in no case did the infection last
more ithan 11 days and, in some animals
tested by subinoculation of blood, parasites
were shown to be completely elimrinated.

It is true that the Albuquerque group of
workers did not challenge with heterologous
strains in the same way as the Guy'is Hos-
pital group did. Tihe reference in your
article to the relatively short duration of
inunity obtained by the Albuquerque
group was rather too sweeping, and here
Dr. Silverman's objection is valid. But his
statement that "once immunized, the effect
is essentially lifelong" is not obvious from
the published results. These results indicate
a survival of 66% (not 90 % as stated) of
monkeys given a ihomologous variant
challenge, while the Guy's Hospital group
obtained a 100% survival. Moreover, para-
sitaemia in surviving animals was 7-5% as
compared with 1-5% in Guy's Hospital
group series. Tihe Albuquerque group give
limited data for the duraition of patrasitaemia
or clearance of parasites and their method
of inunization frequently induced severe
anaemia, perhaps autoinmune in origin.

,On the o;ther hand the availability of
lyophilized, non-viable antigen developed by
the Albuquerque group constitutes progress.
The reference to the much ihigher chalilenge
inoculum used by them is also of import-
ance and should have been stressed in your
article. The use of adjuvanit 65 as an effec-
tive replacement for Freund's may also be
an advance, but the value of it is difficullt
to judge as the relevant paper has not been
published.

It may be pertinent 'to stress that an
editorial article in Nature2 appraised the
work carried out by the Guy's Hospital
group in a way similar to that expressed in
your own leading article.-I am, etc.,

L. J. BRUCE-CHWATT

Wellcome Museum of Medical Science,
London N.W.1

I Mitchell, G. H., Butcher, G. A., and Cohen, A.,
Nature, 1974, 252, 311.

2 Cox, F. E. G., Nature, 1974, 252, 268.

Prophylaxis against Deep Vein
Thrombosis

SIR,-The paper 'by Mr. A. Kline and his
colleagues from Cardiff (19 April, p. 109),
on the prevention of pulmonary embolism
by the use of intravenous dextran before and
during surgery provides yet another piece in
the fascinating jigsaw which we all hope

will, when complete, give us the answer to
the question of how to prevenit thrombo-
embolism. It seems to us that three methods
of prophylaxis must now be seriously con-
sidered-intravenous dextran, subcutaneous
heparin, and intermitten(t compression of the
legs. In the accompanying itable is sum-
marized what can be achieved iby each of
ithese methods. What has been, disappointing
(to us is that a combination of two of these
methods, subcutaneous heparin and inter-
mittent limb compression, has not proved
to be more effective than either method
alone.'
The table shows that measures itaken

during operation alone-that is, dextran and
intermittent compression-are effective in
reducing postoperative thromboembolism.
The question is provoked as to why post-
operative iheparin is necessary or wtheither
it is necessary only to give a suitable dose
of heparin before and perhaps durng an
opertion. Assuming that these three
methods will become established as the most
effective means of preventing thrombo-
embolism, then preferences will be estab-
lished in iterms of complications, expense,
and ease of application. Heparin and dextran
have ;the disadvantages of being expensive
and possibly causing bleeding. We are ob-
viously prejudiced in favour of initermittent
compression. By comparison it is relatively
inexpensive,' ea.sy .to apply, and free of com-
plications. When applied in the most effec-
tive way-that is, with a pressure cycle
which produces -the maximal disturbance to
the venous flow in the legs-it has proved
to be very effective in reducing the incidence
of deep vein th,rombosis. Its only dis-
advantage is in not being universally applic-
able, though the same criticism may be
made of all methods of ,prophylaxis.
With ithis laitest paper the use of dextran

'has been shown, like low-dose hepazin, to
reduce the incidence of pulmonary em-
bolism. The obvious defect in the jigsaw is
whether intermittent compression can also
be effective in preventing pulmnonary em-
bolism. We cannot establish this faot for one
reason only-4o carry out such a trial would
cost ait least £30 000, and at a time when
funds for research are being cut back this
money is not available to us.
However, it is clear tat successful pro-

phylaxis against rhromboembolisn is possi-
ble and it must by now ibe indefensible not
to use some method during surgery, at least
in high-risk cases. The past 20 years have
seen an alarming increase in deaths from
pulnmonary embolism. Hopefully we are now
at the point of being able to prevent many
of these unexpected deaths.-We are, etc.,

L. T. COTTON
V. C. ROBERTS

King's College Hospital Medical School,
London S.E.5

1 Roberts, V. C., and Cotton, L. T. Submitted for
publication.

2 Roberts, V. C., and Cotton, L. T., Lancet, 1974,
4, 1272.

Duration of Application Effectiveness
Prophylactic
Method Preventing Preventing

Preoperative Postoperative Deep Vein Thrombosis Pulmonary Embolism

Dextran + + +
Heparin + + + +
Leg compression + + ?
Leg compression + + + ?

+ heparin (heparin)
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