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Improvements have occurred since study*

Editor—Nicholl and Turner’s attempt to
perform a definitive before and after study
on regionalised trauma care was beset by
logistical problems.1 Firstly, ambulance
workers were not empowered to bypass the
surrounding hospitals, who in turn were
reluctant to be bypassed during the vulner-
able period of health service reforms.
Secondly, similar systems were compared.
The central hospitals in Stoke, Hull, and
Preston are all large hospitals with neuro-
surgical units on site. Thirdly, data were not
collected prospectively. The researchers
trawled the patients’ case records often years
after admission. Notes from 1990 were not
requested for initial examination until 1993,
by which time many had been reduced and
put on to microfiche.

Fourthly, the local researcher was not
trained on the nationally recognised injury
scaling course. There were no intra-observer
variability checks to confirm consistent
application of scoring methods over the four

years. Lastly, significant discrepancies in data
accuracy were evident. When the number of
direct admissions with severe trauma in
1993 were compared with those counted by
the Trauma Research Group at Keele
University there was a 25% difference. An
outside expert scored the same patients
independently and concurred with the
Keele findings to within 3%.

Since 1994 we have adopted a strategy
to enhance data accuracy. Details on every
major trauma patient are checked weekly by
a senior clinician and circulated to medical
and nursing staff involved in the patient’s
care. Data shared freely in the clinical
domain acts as a two way feedback system to
promote accuracy and militate against entry
bias in the trauma database. The problem of
data validation must be addressed nation-
ally, especially if audit information is to be
released to purchasers of health care.

Nicholl and Turner’s study represents at
best a snapshot at the start of the
development of the trauma system. Since
then much progress has been made. Last
year, our crude mortality in patients with
severe trauma was 20%, compared with 38%
in 1989-90.2 3 The pattern of trauma deaths
with many cases of potentially salvageable
major haemorrhage, referred to in the Royal
College of Surgeons’ report,4 5 is no longer
evident: 88% of deaths after major trauma
were in patients with a critical head injury or
aged over 70 years.

Nicholl and Turner raise important
issues but further careful studies are
required to serve as evidence on which to
base national policy.
P A Oakley Consultant anaesthetist
R M Kirby Consultant surgeon
A D Redmond Professor of emergency medicine
J Templeton Professor of traumatic orthopaedic
surgery
School of Postgraduate Medicine, North
Staffordshire Hospital, Stoke on Trent ST4 7QB

1 Nicholl J, Turner J. Effectiveness of a regional trauma
system in reducing mortality from major trauma: before
and after study. BMJ 1997;315:1349-54. (22 November.)

2 Trauma Research Group. An incidence study of trauma in the
North Staffordshire Health District. Stoke on Trent: Keele
University, 1991.

3 Trauma Research Group. Trauma system review 1992-1995.
Stoke on Trent: North Staffordshire Hospital NHS Trust,
1996.

4 Royal College of Surgeons of England. Report of the
working party on the management of patients with major
injuries. London: Royal College of Surgeons, 1988.

5 Anderson ID, Woodford M, de Dombal T, Irving M. Retro-
spective study of 1000 deaths from injury in England and
Wales. BMJ 1988;296:1305-8.

Wrong comparisons were made*

Editor—Nicholl and Turner’s study of the
North Staffordshire trauma system adds fur-
ther confusion to the debate on trauma
management in the United Kingdom.1 The
title “effectiveness of a regional trauma
system” is misleading. A trauma system is
much more than a trauma centre. The
trauma system was never fully established;
during the study only 36% of the seriously
injured patients in the experimental region
were taken directly to the trauma centre.
Instead of comparing the outcome of these
patients with that of those taken to district
general hospitals in the experimental
region, the authors chose two comparison
regions; both had single central hospitals
with good accident and emergency depart-
ments and neurosurgical facilities on site.
The central hospitals in the comparison
areas received a greater proportion of the
major trauma patients in their respective
regions than did the experimental trauma
centre. Thus, to some extent, the compari-
son regions were closer to functioning as
trauma systems than the experimental
region.

Most severely injured patients in Britain
will be taken to an average district general
hospital which will have an accident and
emergency department of variable size and
which will not have neurosurgical facilities
on site. Only half the accident and
emergency departments admitting more
than 30 000 patients a year operate a trauma
team system.2 In Britain what we need to
know first is whether outcome for severely
injured patients is improved if we compare
the average district general hospital with a
hospital that has all acute specialties, includ-
ing neurosurgery, on the same site. Out-
come measurements should include mor-
bidity; mortality alone is too insensitive. If
the perceived benefit of a single site trauma
hospital is confirmed the political levers are
in place to introduce and study the effect of
the wider concept of a regionalised trauma
system. Under this system severely injured
patients would be taken directly to the
trauma centre, bypassing the nearest district
general hospital.

The study does perhaps provide us with
a clue to the most effective means of reduc-
ing deaths from trauma. The 20% fall in the
number of major trauma patients seen in
the experimental region over the four years
was said to reflect a 28% reduction in the
number of road traffic accidents and serious
injuries recorded by the police. When it
comes to reducing trauma deaths, the
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“biggest bang for the buck” must surely
come from accident prevention.
M J A Parr Consultant in anaesthesia and intensive care
Frenchay Hospital, Bristol BS16 1LE

J P Nolan Consultant in anaesthesia and intensive care
Royal United Hospital, Bath

1 Nicholl J, Turner J. Effectiveness of a regional trauma
system in reducing mortality from major trauma: before
and after study. BMJ 1997:315:1349-54. (22 November.)

2 Kazemi AR, Nayeem N. The existence and composition of
trauma teams in the UK. Injury 1997;28:119-21.

Data do not support conclusions

Editor—Nicholl and Turner conclude that
“any reduction in mortality from regionalis-
ing major trauma care in shire areas of
England would probably be modest com-
pared with reports from the United States.”
This conclusion is difficult to make from the
experiment carried out in the North West
Midlands region and certainly cannot be
extrapolated to other regions of the United
Kingdom.

The study compared an experimental
region with two control regions, but during
the study the proportion of patients with
major trauma in the experimental region
taken to the trauma centre increased only
from 34% to 39%. Over 60% of major
trauma victims were taken to other hospitals
in the region, and these patients were
included in the comparison with the control
regions. The authors admit that there were
only “small changes in the processes of care”
and they also go on to say that the “trauma
system did not develop into a comprehen-
sive regionalised system” and the primary
objective of “getting the right patient to the
right hospital at the right time” was not
achieved. The trauma centre had all key spe-
cialties on one site and 24 hour attendance
by accident and emergency consultants, but
it is not clear if there was also 24 hour
attendance by experienced surgeons, radi-
ologists, and anaesthetists.

It is impossible to conclude from this
study that trauma centres anywhere in the
United Kingdom would not improve
survival—and in areas such as the West of
Scotland there is a good argument for a
trauma centre. In Glasgow during 1992-7,
16% of all major trauma was penetrating
wounds (Scottish Trauma Audit Group,
unpublished data), which is closer to the
American figure of over 20% than the overall
British figure of less than 5%.1 In fact, the
stabbing rate per capita in Glasgow is greater
than that of inner city America.2 The Glasgow
hospitals serve a large urban population and
receive tertiary referrals from a vast rural
area, including Hebridean islands, Argyll (and
its mountains), Dumfries, and Galloway.

Scotland has a single ambulance service
and this could help integrate a land based
and helicopter retrieval service, which could
use 24 hour accident and emergency doctor
cover. Perhaps the Department of Health
should consider funding a new experiment
into the development of a trauma service in
the West of Scotland?
John Wright Specialist registrar in accident and
emergency
Western Infirmary, Glasgow G11 6NT

1 Nicholl J, Turner J. The effectiveness of a regional trauma
system in reducing mortality from major trauma: before
and after study. BMJ 1997;315:1349-54. (22 November.)

2 Wright J. Public health aspects of assault: a Scottish
accident and emergency department perspective [MPH
project]. Glasgow: Glasgow University, 1997:23-6.

Authors’ reply*

Editor—Oakley and colleagues and Parr
and Nolan pick up on several points to
which attention was drawn in our article.
Firstly, it is true that a regional system never
really developed in the North West Mid-
lands during the four years we studied
(1990-3), but this is better viewed as a signifi-
cant result of the study rather than a
criticism.

Secondly, the comparison regions were
similar to the experimental region, but as we
stressed, this was deliberate. This is an essen-
tial part of the design of controlled before
and after studies (or community interven-
tion trials). The similarities between areas in
1990 allowed us to observe what the effect of
spending over £1 million per year on
trauma care in one of the areas achieved
relative to the other areas. The fact that the
areas were still similar in process and
outcome in 1993 was precisely the point of
our paper.

Thirdly, with regard to the accuracy of
the data collection and injury scoring, we
did have a period of prospective data collec-
tion (1993), and the injury coders were
trained together to achieve internal consist-
ency, which is the key issue in the validity of
the study.

The discrepancy in the number of major
trauma patients recorded in 1993 (98 in our
study v 123 collected by the Trauma
Research Group) was discovered after a
check instigated by us. That check also
revealed that while we had found 108 cases
in 1990, the Trauma Research Group had
recorded only 67.1 Our data suggest that the
numbers of major trauma cases may have
fallen slightly during the study; the research
group data that they had nearly doubled.
Since the number of fatal and serious road
traffic accident casualties, which make up
57% of the Trauma Research Group’s major
trauma caseload, fell by 28% over the study
period according to police statistics we are
confident in our data.

Finally, we agree wholeheartedly with all
the correspondents and especially Dr Wright
that in other environments with other
arrangements or in the longer term, a region-
alised system based on a trauma centre could
still produce improvements in outcome.
However, we believe that even in the West of
Scotland these benefits will be modest
compared with those reported in the United
States and that even these modest benefits did
not fully materialise in the north west
midlands between 1990 and 1993.
Jon Nicholl Director
Janette Turner Research fellow
Medical Care Research Unit, University of Sheffield,
Sheffield S1 4DA

1 Nicholl J P, Turner J, Dixon S. The cost-effectiveness of the
regional trauma system in the North West Midlands. Shef-
field: Medical Care Research Unit, University of Sheffield,
1995.

Has the BMJ discovered an end
to ageing?
Editor—Having deliberated over using the
word “ageing” or “aging” in a manuscript,1 I
was interested to see that the BMJ preferred
to use the spelling without the “e” in their
“aging issue” (25 October 1997). Given that
the Concise Oxford Dictionary2 gives credence
to both spellings, I wished to establish if a
consensus existed within the medical litera-
ture. A Medline search of the years from
1967 to 1996 showed that of the 14 039
titles in English that included the word,
11 774 (84%) used “aging.” However,
marked regional differences existed. For
example, 98% (7646/7777) of papers
published in the United States used “aging,”
while 51% (1116/2178) of the papers cited
in journals published in England preferred
the spelling “ageing.” Nevertheless, these fig-
ures hide the fact that in the past 30 years
fewer journals from England appear to be
putting the “e” in “ageing”: from 1967 to
1976 the word “ageing” accounted for 72%
(303/422) of spellings, from 1977 to 1986 it
was used 49% (339/688) of the time, and by
1987 to 1996 only 44% (474/1068) used this
spelling. With the addition of your “aging
issue” it would seem that the United
Kingdom, like the rest of the world, is seeing
an end to “ageing.”

So why did I choose to use the word
“ageing” in my manuscript? Because it
looked right.
Eric S Kilpatrick Senior registrar in chemical
pathology
Manchester Children’s Hospital, Manchester
M27 4HA

1 Kilpatrick ES, Dominiczak MH, Small M. The effects of
ageing on glycation and the interpretation of glycaemic
control in Type 2 diabetes. Q J Med 1996,89:307-12.

2 Thompson D, ed. The concise Oxford dictionary. 9th ed.
Oxford: Oxford University Press, 1995.

*** Our house style is based on Chambers
English Dictionary. When two or more
options are given for spelling, as a rule we
use the first. The new edition of Chambers,
Chambers 21st Century Dictionary (1996),
gives the spelling “ageing” first. Times
change and so does our house style. From
publication of this letter we will spell ageing
with an “e.”—Editor

Elder abuse should have been
discussed in issue on ageing
Editor—The BMJ should be complimented
for devoting an entire issue to healthy
ageing (25 October 1997). We were,
however, surprised to find that the problem
of elder abuse was not discussed. Elder
abuse has attracted widespread attention in
recent years.1 2 Elder abuse may be defined
as psychological (verbal), financial, sexual, or
violent physical abuse that causes distress to
a person who is past retirement age1; it may
occur in a variety of settings.

Elderly people in Britain are subjected
to verbal, physical, and financial abuse.2
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Elder abuse is not a problem that occurs
only in the developed world. A medical and
social survey of a rural geriatric population
in south India found that elderly people
were being abused both physically and
verbally.3 As life expectancy increases soci-
eties in the developing world will have to
support more people. The problem of elder
abuse will get worse because of increasing
pressure on carers, traditionally the children
and younger siblings of elderly people.

Though there is a lack of epidemiologi-
cal studies on the abuse of elderly people a
recent cohort study identified some of the
risk factors found in the United States.4 An
established cohort of older adults was linked
with records from the protective services
during a nine year follow up period. In
pooled logistic regression age, race, poverty,
functional disability, and cognitive impair-
ment were identified as risk factors for elder
abuse.

We believe that more research is needed
to elucidate this problem in different
societies throughout the world; the BMJ,
which took a lead by publishing an editorial1

four years ago, should have included this
subject in its agenda when formulating the
issue on healthy ageing.
P Badrinath Specialist registrar in public health
medicine
Sam Ramaiah Director of public health medicine
Walsall Health Authority, Lichfield House, Walsall
WS1 1TE

1 Pitt B. Abusing old people: elder abuse needs to be looked
for, quantified, and treated. BMJ 1992;305:968-9.

2 Ogg J, Bennett G. Elder abuse in Britain. BMJ
1992;305:998-9.

3 Badrinath P. A study of the medical and social problems of
a rural geriatric population, 1990 [MD thesis]. India:
Mangalore University, 1990.

4 Lachs MS, Williams C, O’Brien S, Hurst L, Horwitz R. Risk
factors for reported elder abuse and neglect: a nine year
observational cohort study. Gerontologist 1997;37:469-74.

Recombinant factor VIII may
not abolish risk of new variant
CJD from factor VIII
Editor—Barbara and Flanagan report the
precautionary measures against new variant
Creutzfeldt-Jakob disease that have been
announced by the UK Department of
Health.1 Unfortunately, the secretary of state
announced the outcome of the NHS review
of the provision of factor VIII for patients
with haemophilia at the same time. The
rationale for endorsing the use of recom-
binant factor VIII in children has thus
become linked to concerns over new variant
Creutzfeldt-Jakob.

Recombinant factor VIII is a biologically
derived product produced by cell culture,
not a synthetic product as stated in the
announcement from the Department of
Health. This is an important distinction
because the word synthetic may be taken to
imply that recombinant products do not
carry a risk of transmitting infectious agents.

Recombinant factor VIII typically has a
total protein content that is greater than or
equivalent to that contained in some high
purity plasma-derived factor VIII. This

protein has the potential to be a source of
infection—a recognised problem for all
recombinant products.2 Seroconversion for
virus has been reported in haemophilic
patients receiving recombinant factor VIII.3

All currently available recombinant and
most commercial plasma-derived factor VIII
products contain human plasma protein
(often as stabiliser) obtained from donors in
the United States. To date, new variant
Creutzfeldt-Jakob has not occurred in this
population. It is therefore difficult to
differentiate between recombinant factor
VIII and factor VIII derived from US plasma
in terms of the risk of transmission of the
disease from human protein. The risk is dif-
ferent, however, when the content of other
animal protein is considered. The final
product specifications for recombinant
products restrict the amout of hamster,
murine, and (in one case) bovine protein as
well as potentially oncogenic DNA residues.
The presence of these contaminants may
carry its own risk.

There is strong concern that the
aetiological agent of transmissible spongi-
form encephalopathies can jump between
animal species.4 Transmission of contamina-
tion from animal-derived starting materials
is possible. Fragments of retrovirus-like par-
ticles, presumably derived from hamster cul-
ture cells, have been detected in one
recombinant factor VIII.5 Finally, the com-
plexity of the manufacturing process for
recombinant products has periodically
interfered with their availability, and total
reliance on them may be inappropriate for
many patients.

The statement from the Department of
Health is misleading, and the advice given to
clinicians regarding prescribing of such
products is suspect in the context of new
variant Creutzfeldt-Jakob disease. Yet again,
political expediency has precipitated the
reaction to this threat, this time to appease
vocal and perhaps misinformed groups call-
ing for recombinant factor VIII products.
J P Betts* International technical affairs director
Grupo Grifols, Cambridge CB4 4GP

*J P Betts works for Grupo Grifols, a Spanish
company producing a range of products from
plasma fractionation, including factor VIII, albumin,
and immunoglobulins. One of the group’s other
companies manufactures a recombinant blood
product.

1 Barbara J, Flanagan P. Blood transfusion risk: protecting
against the unknown. BMJ 1998;316:717-8. (7 March.)

2 Committee on Proprietary Medicinal Products. Note for
guidance: production and quality control of medicinal products
derived by recombinant DNA technology. Brussels: CPMP,
1994. (III/3477/92; revision 1994.)

3 Aygoren-Pursun E, Scharrar I. A multicenter pharmaco-
surveillance study for the evaluation of the efficacy and
safety of recombinant factor VIII in the treatment of
patients with hemophilia A. Thromb Haemostas
1997;78:1352-6.

4 Bruce ME, Will RG, Ironside JW, McConnell I, Drummond
D, Suttie A, et al. Transmissions to mice indicate that ‘new
variant’ CJD is caused by the BSE agent. Nature
1997;389:498-501.

5 Arnold D. Virus safety considerations for recombinant fac-
tor VIII (recombinant factor viii, Kogenate). Hemophilia
1995;1(suppl.2):22-3.

Who should be liable for
funding recombinant factor
VIII?
Editor—On 26 February the Department
of Health announced that, acting on advice
from the Committee on the Safety of Medi-
cines, it will inform health authorities of
“arrangements to ensure that recombinant
factor VIII is made available to those
[haemophiliac] children under the age of 16
who are not already receiving it, and to new
patients.”1 This policy is a response to the
perceived threat from blood products
contaminated with the new variant
Creutzfeldt-Jakob disease prion. This threat
is largely theoretical,1–3 although many
haemophiliac patients did become infected
with hepatitis C virus and HIV from
contaminated plasma derived factor VIII.

The average cost of haemophilia treat-
ment for each patient is about £17 000 a year;
recombinant factor VIII would increase aver-
age costs by about £13 000 each year,3 with
the additional benefits being unknown.
Whatever values lie behind these decisions,
the policy will at least be a national one. No
“postcode rationing” will occur for recom-
binant factor VIII.

Haemophiliac patients tend to move to
be close to haemophilia centres so are
unevenly distributed. If health authorities are
to pay for the treatment the costs will be
unevenly borne, with some health authorities
needing to divert more resources from other
healthcare sectors. That is postcode rationing.

Central funding would deal with that
problem but changes the rationing debate
for competing disease groups: are other
patients afforded similar levels of risk
containment or offered such prodigious
resources for equal need? The influences that
have led to this policy are almost certainly
those related to factors that frighten patients
and trigger media interest4; priority setting is
thus hostage to the flaws and frailties of
human psychology, media interests, and the
resulting political expediency.

There is an environmental principle that
the polluter pays: the pollution of animal
feeds that is presumed to have resulted in new
variant Creutzfeldt-Jakob disease is a shared
responsibility of the animal feed industry and
farmers along with a past government that
ignored warnings about the feeding of animal
protein to ruminants. In a just world the costs
should fall on the profits of the food industry
and the tax payer—the consequences of the
democratic right to vote for a government
that is averse to regulations.

The public inquiry into bovine spongi-
form encephalopathy opened on 9 March:
should Lord Justice Phillips apply his legal
mind to this question of liability? If we are
not careful a small number of unidentified
patients, the embodiment of opportunity
costs, will pay the price of treating haemo-
philia with recombinant factor VIII.
Richard G Richards Consultant public health
physician
North Nottinghamshire Health Authority, Ransom
Hall, Rainworth, Mansfield, Nottingham NG21 0ER
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1 Metters J. Further precautionary measures on blood prod-
ucts announced. Public Health Link Cascade, Feb 1998.

2 Barbara J, Flanagan P. Blood transfusion risk: protecting
against the unknown. BMJ 1998:316:717-8. (7 March.)

3 Green C, Akehurst RL. Recombinant factor VIII versus plasma
derived factor VIII in the management of haemophilia A: an
examination of the costs and consequences. Sheffield: Trent
Institute for Health Services Research, Universities of
Leicester, Nottingham, and Sheffield, 1997. (Guidance
notes for purchasers 97/04.)

4 Department of Health. Communicating about risks to public
health; pointers to good practice. London: DoH, 1997.

A Martian view of the
Hardinian taboo

Eugenics is flourishing among population
control groups and intellectual elites

Editor—Ideologically driven movements
are rarely equipped or eager to examine
their own presuppositions. The population
control lobby and its apologists in the BMJ1

are examples.
King and Elliott, for instance, extol the

ideas of Garrett Hardin. Hardin is a eugeni-
cist, being a former director of the American
Eugenics Society. He was an active member
at the same time as the Nazi eugenicist
Otmar Von Verschuer, who became a
foreign member in 1956.2 Verschuer, who
was a teacher of Josef Mengele and similarly
interested in research on twins, helped
finance Mengele’s grotesque experiments at
Auschwitz. “My assistant Dr Mengele has
joined me in this branch of research. He is
presently employed as Hauptsturmfuhrer
and camp physician in the concentration
camp at Auschwitz . . . the blood samples are
being sent to my laboratory for analysis.”3

The activities of Verschuer were well known,
but, far from being treated as an outcast, he
was given honour and academic favours by
the eugenics establishment.

That Hardin would associate with those
who trampled on human rights is not
surprising. In 1969 he wrote, “Coercion is a
dirty word to most liberals now but it need
not forever be so. As with the four letter
words, its dirtiness can be cleansed away by
exposure to the light, by saying it over and
over, without apology or embarrassment.”4

The links between eugenics and popula-
tion control are not difficult to discover. The
International Planned Parenthood Federa-
tion was a member of the Eugenics Society
in 1977. It still financially supports China’s
brutal coercive population policy, under
which women have undergone forced abor-
tion and sterilisation and untold numbers of
baby girls have been killed. The Chinese law
promotes these atrocities on eugenic
grounds.

King and Elliott claim that the genocide
in Rwanda was due to population pressures.
The real cause was eugenic racism. “All
manner of humiliating folly was employed
in the name of proving this theory of innate
Tutsi superiority. Skulls and noses were
measured. . . . The effect of this injustice and
of the stereotyping of the Hutu as lesser
beings was to create murderous feelings of
inferiority and resentment.”5

Eugenics did not die out in 1945. It is
flourishing among population control

groups and intellectual elites, and now it is
on the pages of the BMJ.
Gregory Gardner Locum general practitioner
64 Chelworth Road, Birmingham B38 0AE
gardner@charis.co.uk

1 King M, Elliot C. To the point of farce: a Martian view of
the Hardinian taboo—the silence that surrounds popula-
tion control. BMJ 1997;315:1441-3. (29 November.)

2 www.africa2000.com/eugenics.
3 Proctor RN. Racial hygiene. Medicine under the Nazis.

Cambridge, Mass: Harvard University Press, 1988:44.
4 Hardin G. Population, evolution and birth control. A challenge

of controversial ideas. San Francisco: W H Freeman,
1969:378.

5 Keane F. “Letter from Rwanda,” BBC Radio 4, 25 Nov
1996.

Author’s reply

Editor—Our only presupposition was that
there is something to be done other than
casting a taboo over the whole problem
when a community proceeds to starvation
and slaughter as the result of exceeding the
carrying capacity of its ecosystem, and its
opportunities for migration, and the ability
of its economy to produce necessary exports
which it can exchange for essential imports,
especially food—that is, it is demographically
trapped. If tribal tensions are already acute,
slaughter is inevitable. We argued that the
level of slaughter normally endemic in the
region would not have escalated in quite the
way it did had not Rwanda been severely
trapped.

Here is the definitive report on the geno-
cide: “the decision to kill was made by
politicians. But at least part of the reason why
it was carried out so thoroughly by the
ordinary . . . peasants was the feeling that
there were too many people on too little land,
and with a few less there would be more for
the survivors.”1 That would be tempting
indeed if each person has only 34 m2 of some
eroding hillside, as in Ruhondo.

Demeny named this taboo, as he applied
it to the discussion of entrapment by his fel-
low demographers in his own journal, the
Population and Development Review. He
named it by virtue of the fact that, as an
ecologist, Garrett Hardin has over many
years described the taboos that we humans
apply to our population problems, of which
demographic entrapment is merely the
gravest.

Whatever else Hardin may or may not
have done is irrelevant to this issue. As an
ecologist he considers us humans to be con-
strained by the limitations of food, territory,
and migration and not somehow above
them (the humanist exemption). Conse-
quently, he has studied the taboos we use to
avoid facing them. For this work he has had
them named after him.

Gardner muddles eugenics (“controlled
breeding for desirable inherited characteris-
tics” (Oxford English Dictionary)) with “popu-
lation control,” a term inserted in the title of
our paper by the editor and one that we
avoid, since it is often used emotively. We
argue that the legitimate incentives and dis-
incentives for fertility control may be better
than for a community, of whatever ethnic
group, to proceed to starvation or slaughter.
This issue needs to be debated globally in

the context of a United Nations programme
for a one-child world; it continues at http://
www.leeds.ac.uk/demographic_entrapment.
Maurice King Honorary research fellow, University of
Leeds
1 bis Rue du Tir, Geneva 1204, Switzerland
mhking@iprolink.ch

1 Millwood D, ed. International response to conflict and genocide.
Lessons from the Rwanda experience. Copenhagen: Steering
Committee of the Joint Evaluation of Emergency
Assistance to Rwanda, 1996.

GMC must not recommend
abolition of United Examining
Board’s examination
Editor—The education committee of the
General Medical Council is considering rec-
ommending to the Privy Council that the
United Examining Board’s examination
should no longer be recognised as a route to
full medical registration in the United King-
dom. The United Examining Board’s
examination is the single examination that
has recently superseded the three separate
examinations for the Scottish triple qualifi-
cation, the conjoint qualification, and the
licence in medicine and surgery of the Soci-
ety of Apothecaries (LMSSA). The General
Medical Council’s education committee has
the power to make references to the Privy
Council without consulting the full council.

The United Examining Board’s exami-
nation is the only route to full registration in
the United Kingdom for asylum seekers and
others from abroad who for political or
other reasons have been unable to complete
their university training and examinations. It
is also taken by overseas doctors not
qualified to practise in the United Kingdom.
Before taking the examination the candi-
dates have to spend a period of structured
tuition in a UK medical school and the
school has to certify that they have been
adequately trained

The General Medical Council has its
own assessment for overseas non-European
doctors, the Professional and Linguistic
Assessment, which can lead via limited
registration to full registration. Doctors who
take this assessment do not have to have tui-
tion in the United Kingdom beforehand.
The Professional and Linguistic Assessment
is not supervised by the education
committee, nor has it been scrutinised by
that committee. The General Medical Coun-
cil also grants exemption from the Profes-
sional and Linguistic Assessment to many
doctors—2039 in 1996.

As a member of both the United Exam-
ining Board and the Professional and
Linguistic Assessment Board, I am aware
that the route to full registration via the
United Examining Board’s examination is
more rigorous and appropriate than that via
the Professional and Linguistic Assessment.
The wider public interest would not be
served if recognition of the United Examin-
ing Board’s examination was ended while
the Professional and Linguistic Assessment,
with its lower standard, was maintained. The
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General Medical Council should not misuse
its powers to place doctors on the full regis-
ter via the Professional and Linguistic
Assessment—a route unsupervised by the
education committee—and at the same time
recommend the end of a good and needed
route to registration, the United Examining
Board’s examination. Should the General
Medical Council be both an unsupervised
examining body and at the same time a
supervisor of the examinations of others?
F B Gibberd Physician
2 Ferrings, London SE21 7LU

Prevalence study of carcinoma
in situ of testis in
oligozoospermic men

Study was too small to show potential
benefits of screening

Editor—Giwercman et al evaluated the
need for screening for carcinoma in situ of
the testis in oligozoospermic men from
infertile couples.1 They concluded that these
men do not have an increased risk of
carcinoma in situ, therefore implying that
screening is not justified.

Their study fails to provide the infor-
mation required to form a proper judgment
on the potential benefits of screening.
Although no cases of carcinoma in situ of the
testis were detected among the 207 men
studied, the confidence intervals reported are
compatible with a prevalence of almost 18 in
every 1000 men and a relative risk 4.6 times
that in the general population. This repre-
sents a significantly increased risk. To put this
in context, the detection rate for breast cancer
in the first wave of the NHS breast screening
programme was 6.2/1000 women screened.2

No consideration was given to the
suitability of testicular biopsy as a screening
test. While the uptake rate in the study was
94%, the acceptability of such a highly inva-
sive technique should be addressed.

The study population comprised men
referred to Danish infertility clinics. The
authors claim that this population repre-
sents the target group for screening. They
admit, however, that not all oligozoospermic
men are currently referred. If screening were
implemented, referral rates would probably
change; therefore the study group may not
be representative of the target population
for screening.

The basis for evaluating possible screen-
ing tests is well established.3 In this instance
we believe that the study group was too
small for the true prevalence of carcinoma
in situ of the testis to be accurately
established. Any future evaluation should be
carried out in a more representative popula-
tion and should more fully assess the
acceptability of testicular biopsy.
Ramesh Rajentheran
Joanne Kenworthy
Michael Cunnington 4th year medical students
Department of Epidemiology and Public Health,
School of Health Sciences, Medical School,
University of Newcastle, Newcastle upon Tyne
NE2 4HH

1 Giwercman A, Thomsen JK, Hertz J, Berthelsen JG, Jensen
V, Meinecke B, et al. Prevalence of carcinoma in situ of the
testis in 207 oligozoospermic men from infertile couples:
prospective study of testicular biopsies. BMJ 1997;315:
989-91.

2 Chamberlain J, Moss SM, Kirkpatrick AE, Michell M, Johns
L. National Health Service breast screening programme
results for 1991-2. BMJ 1993;307:353-6.

3 Wilson JMG, Jungner F. Principles and practice of screening for
disease. Geneva: WHO, 1968. (Public health papers No 34.)

Author’s reply

Editor—Although I agree with some of the
theoretical considerations in Rajentheran et
al’s criticism, our study also needs to be seen
from a practical point of view. It would be
desirable to investigate more than the 207
men who were included in our study.
Performing large scale screening studies in
which testicular biopsy is used as a diagnos-
tic tool is not, however, feasible, particularly
if the patients cannot be informed before-
hand about the magnitude of the risk of tes-
ticular malignancy. Although we could not
exclude some increase in the risk of
carcinoma in situ among men with moder-
ate oligozoospermia, our study showed that
this group of men is not, as has been
suggested,1 a target group for screening. On
the other hand, as we also indicated in our
paper, our preliminary data and other
reports suggest that men with severe
oligozoospermia and an irregular ultrasonic
echo pattern may be a more appropriate
target group for screening.2

I agree that men from couples referred
to an infertility clinic are a highly selected
group. On the other hand, if the magnitude
of the risk of malignancy and the available
diagnostic procedures are taken into consid-
eration it is evident that screening for carci-
noma in situ of the testis cannot be offered
to a broader group of infertile men.

Finally, the authors question the suitabil-
ity of testicular biopsy as a screening test.
The sensitivity of the procedure in diagnos-
ing carcinoma in situ is discussed in our
paper; the complications are few and not
significant.3 Both in the current study and in
previous screening studies a fairly high
proportion of men who were offered a
biopsy accepted it once the benefits of early
diagnosis were explained to them.4

Undoubtedly, however, a non-invasive
screening procedure—for example, one
based on semen analysis—must be devel-
oped. Screening for carcinoma in situ of the
testis might then be offered to a broader
population.

Our study is, to my knowledge, the first
prospective study assessing the risk of carci-
noma in situ of the testis in men attending
an infertility clinic. A study of a larger group
of men from infertile couples, not limited to
those referred to infertility clinics, would be
desirable, but I do not think that it is feasible.
Aleksander Giwercman Consultant in andrology
University Department of Growth and
Reproduction, Rigshospitalet, DK 2100
Copenhagen, Denmark

1 West AB, Butler MR, Fitzpatrick J, O’Brien A. Testicular
tumors in subfertile men: report of 4 cases with
implications for management of patients presenting with
infertility. J Urol 1985;133:107-9.

2 Lenz S, Giwercman A, Skakkebæk NE, Bruun E, Frimodt-
Møller C. Ultrasound in detection of early neoplasia of the
testis. Int J Androl 1987;10:187-90.

3 Bruun E, Frimodt-Møller C, Giwercman A, Lenz S,
Skakkebæk NE. Testicular biopsy as an outpatient
procedure in screening for carcinoma-in-situ: complica-
tions and the patient’s acceptance. Int J Androl
1987;10:199-202.

4 Giwercman A, Grindsted J, Hansen B, Jensen OM, Skakke-
bæk NE: Testicular cancer risk in boys with maldescended
testis: a cohort study. J Urol 1987;38:1214-6.

Care for the growing number
of elderly people in developing
countries needs to be
addressed
Editor—I strongly agree with Black and
Bowman’s call for more attention to be paid
to the care of elderly people1; the same need
exists in developing countries, not just in
Britain. As life expectancy increases so too
does the number of elderly people living in
developing countries. The World Health
Organisation estimates that 200 million of
the 355 million people older than 65 years
are in the developing world.2

In addition to the health issues, which
are the same as elsewhere, elderly people in
developing countries have become espe-
cially vulnerable because of the rapid social
changes occurring in many of these
countries. Until recently, elderly people in
developing countries enjoyed considerable
status, respect, care, and social and psycho-
logical support from their families. Migra-
tion, urbanisation, changes in value systems
and aspirations, changes in the role of
women, and the breakdown of the family
system have eroded traditional familial sup-
port,3 and elderly people suddenly find
themselves poor, uncared for, and without
power or influence.4

There is almost no social support for el-
derly people outside the family. Except for a
tiny minority who have worked in the organ-
ised sector and so receive pensions, economic
support does not exist. The focus for most
developing countries is on maternal and
child health; health care for elderly people is
neglected. Both facilities and trained person-
nel are lacking. Health workers that are the
first point of contact for elderly people are
inadequately trained and equipped to care
for them. Few secondary and tertiary care
institutions have separate services for elderly
people. General outpatient departments and
departments of general medicine provide
care5 but there are long waiting times, the care
is often inadequate, and minimal attention is
paid to personal care and counselling.
Separate inpatient facilities are rarely desig-
nated for elderly patients. Gerontology is not
a popular specialty.

The changing demographic profile in
developing countries requires recognition.
Systems need to be devised to engage
elderly people in suitable vocations so that
their wisdom and experience can be
effectively utilised; this would also help them
to retain their sense of self worth. Social
security systems need to be developed for
their general welfare. Healthcare support
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services need improvement. All health
personnel should have additional training in
caring for elderly people. A three tier health
system needs to be developed so that
auxiliary health personnel can provide
ambulatory care in the community and be
supported by a separate referral system for
specialised care.
Debashis Dutt Assistant professor
Department of Community Medicine, Kasturba
Medical College, Manipal, Karnataka, 576119, India

1 Black D, Bowman C. Community institutional care for frail
elderly people. BMJ 1997;315:441-2. (23 August.)

2 World Health Organisation. The world health report 1995:
bridging the gaps. Geneva: WHO, 1995.

3 Darton-Hill I. Culture, aging and the quality of life. In:
Quality of life of the elderly. Sundai: Tohoku University
School of Medicine, 1993. (WHO-CC monograph No. 2.)

4 Press I, McCool M. Social structure and status of the aged:
towards some valid cross-cultural generalizations. Ageing
Hum Dev 1972;3:297-306.

5 Indian Council of Medical Research. ICMR Bulletin
1996;26:33-6.

Management of dyspepsia in
primary care

GPs are already choosing eradication
therapy over endoscopy

Editor—Agréus and Talley’s recommenda-
tions for the use of Helicobacter pylori testing
in the management of patients with newly
appeared dyspepsia1 differ from published
guidelines.2 3 They consider eradication
therapy an acceptable alternative to endo-
scopy for patients with a positive test result
when access to this investigation is difficult.
This alternative option is probably a fait
accompli in primary care.

In June 1995 I sent a questionnaire to all
298 general practitioners in north and east
Devon asking how they would use H pylori
testing for the management of patients with
dyspepsia. After a reminder questionnaire,
271 general practitioners (91%) responded.
The table shows the results.

Only 73 (27%) said they would limit the
use of this test to younger patients (under 50
years of age) as recommended by published

guidelines at the time.2 Eighty five did not
know when to use the test but many of these
said how they would manage patients with a
positive result. Most general practitioners
(73%) would use eradication therapy rather
than endoscopy in younger patients with a
positive test result. Seventy eight (29%) said
they would also attempt eradication therapy
in older patients.

At the time of the survey patients referred
for endoscopy had to be placed on a waiting
list. General practitioners might have pre-
ferred to prescribe antibiotics for dyspeptic
patients with a positive H pylori result, which is
likely to cure a possible peptic ulcer, rather
than wait too long for the diagnosis to be
confirmed by endoscopy.

I thank all general practitioners in north and east
Devon district for their cooperation and Dr I Morrel
for his help in designing the questionnaire.
Remy Boutet Senior registrar in public health
medicine
Cornwall and Isles of Scilly Health Authority, St
Austell PL25 4NQ

1 Agréus L, Talley N. Challenges in managing dyspepsia in
general practice. BMJ 1997;315:1284-8. (15 November.)

2 Axon ATR, Bell GD, Jones RH, Quine MA, McCloy RF.
Guidelines on appropriate indications for upper gastro-
intestinal endoscopy. BMJ 1995;310:853-6.

3 British Society of Gastroenterology. Dyspepsia management
guidelines. London: BSG, 1996.

Antibiotic resistance is a problem

Editor—Agréus and Talley advocate
empirical treatment of Helicobacter pylori
infection in selected patients with dyspepsia
if a reliable non-invasive screening test con-
firms active infection.1 Although we agree
with their main recommendations, we
want to highlight an important concern
regarding empirical treatment of H pylori
infection.

Any test and treat policy will be effective
only if the treatment achieves adequate
( > 90%) eradication rates. A recent consen-
sus report recommended that the first line
treatment of H pylori infection should
consist of a one week course of a proton
pump inhibitor plus clarithromycin and
either a nitroimidazole or amoxycillin.2 The
presence of resistance in H pylori to
nitroimidazoles or clarithromycin signifi-
cantly reduces eradication rates and may
prohibit successful treatment of the infec-
tion in patients in whom eradication has
been shown to be of benefit.3 Unsuccessful
treatment of the infection with a regimen
containing either of those antibiotics results
in high rates (up to 60%) of secondary
acquisition of resistance. The use of inap-
propriate treatment combinations leads to
low eradication rates and selection of resist-
ant H pylori strains. The prevalence of
antibiotic resistance in H pylori seems to
have increased in recent years, possibly
reflecting the widespread use of inadequate
treatment regimens.4

Antibiotic resistance in H pylori can be
assessed only after endoscopy and culture of
the organism. If a course of treatment aimed
at eradicating H pylori infection is, or is
suspected of being, unsuccessful, the choice
of second treatment should be guided by the
results of tests for antibiotic susceptibility.

Before non-invasive testing for and
treatment of H pylori infection is advocated
for managing dyspepsia, prescribing doctors
need to be educated about the hazards of
inappropriate prescribing and the import-
ance of requesting antibiotic susceptibility
testing when appropriate. Awareness of the
problems may prevent the emergence of
strains of H pylori with multiple resistance.
This, we believe, is the “major challenge in
managing dyspepsia” in the coming years.
Martin Buckley Fellow
Patrick Hastier Consultant gastroenterologist
Remy Dumas Consultant gastroenterologist
Jean-Pierre Delmont Head of department
Department of Hepatogastroenterology, Hopital de
l’Archet II, 06202 Nice Cedex, France

1 Agréus L, Talley N. Challenges in managing dyspepsia in
general practice. BMJ 1997;315:1284-8. (15 November.)

2 Malfertheiner P, Megraud F, O’Morain C, Bell D, Porro GB,
Deltenre M, et al. Current European concepts in the man-
agement of H pylori infection. The Maastricht consensus
report. Eur J Gastroenterol Hepatol 1997;9:1-2.

3 Buckley MJM, Deltenre M. Therapy of Helicobacter pylori
infection. Current Opinion in Gastroenterology 1997;13:56-62.

4 Xia HX, Daw MA, Keane CT, O’Morain CA. The
prevalence of metronidazole-resistant Helicobacter pylori
in Irish dyspeptic patients. Irish J Med Sci 1993;162:91-4.

Dyspepsia subgroups are useful in
determining treatment

Editor—We agree with Agréus and Talley
that patients in general practice with upper
gastrointestinal symptoms should be investi-
gated to identify peptic ulcers that can be
healed after a short course of antibiotics and
that Helicobacter pylori infection can be non-
invasively investigated and possibly treated
without endoscopic confirmation in young
patients who do not present alarming
features and are not worried about having
cancer.1

However, some aspects of their article
need further discussion. General practition-
ers must be aware that eradication of
H pylori fails to control upper gastrointesti-
nal symptoms in over half of patients with
peptic ulcer 2 and in even higher propor-
tions of patients with “non-ulcer” dyspepsia.
The proposed plan will not stop most of
their patients seeking medical help because
of the severity of their symptoms after the
frustrating experience of an ineffective treat-
ment.

The authors state that use of predomi-
nant symptoms as predictors of distinct
underlying pathophysiological symptoms is
“not clinically useful,” but an erroneous
interpretation of this concept is applied. In
fact, the severities (and not frequencies) of
individual symptoms should be analysed to
identify the symptom which dominates the
clinical picture.3 Preliminary results from our
laboratory suggest that analysis of demo-
graphic features, predominant symptoms,
and overlapping digestive syndromes can
help to identify dyspepsia subgroups with dif-
ferent underlying pathophysiological fea-
tures. Men with body weight higher than ideal
and predominant epigastric pain generally
have normal gastrointestinal motility,
whereas women with body weight lower than
ideal, predominant non-painful discomfort,

General practitioners’ response to questionnaire
on how they would use H pylori testing

No (%) of
general

practitioners
(n=271)

Use of H pylori testing:

In dyspeptic patients <50 years 73 (27)

In dyspeptic patients >50 years 12 (4)

In all dyspeptic patients 101 (37)

Do not know 85 (31)

Management after positive result in a patient <50:

Referral for endoscopy 38 (14)

Eradication therapy 198 (73)

Both 8 (3)

Do not know 27 (10)

Management after positive result in patient >50:

Referral for endoscopy 127 (47)

Eradication therapy 78 (29)

Both 35 (13)

Do not know 31 (11)
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and overlapping irritable bowel syndrome
often have gastrointestinal motor disorders4

Recent studies have suggested that subgroup-
ing based on predominant complaints and
overlapping syndromes can be of therapeutic
value. For instance, Gilvarry et al showed that
after effective eradication of H pylori a signifi-
cant improvement of dyspeptic symptoms is
detectable in patients with predominant
epigastric pain but not in those with different
presenting symptoms.5

The concept of dyspepsia subgroups
requires thorough re-evaluation since it is
likely that correct history taking will be
essential in the management strategies for
most dyspeptic patients in the near future.
V Stanghellini Associate professor of internal medicine
G Barbara Research fellow
B Salvioli Research fellow
R Corinaldesi Professor of internal medicine
Department of Internal Medicine and
Gastroenterology, University of Bologna, 9-40138
Bologna, Italy

C Tosetti General practitioner
Porretta Terme, Bologna, Italy

1 Agréus L, Talley N. Challenges in managing dyspepsia in
general practice. BMJ 1997;315:1284-8. (15 November.)

2 Penney C, Cochran KM. Helicobacter pylori re-infection/
recrudescence and symptomatology one year after
eradication. Gastroenterology 1996;110:A220.

3 Stanghellini V, Tosetti C, Paternicò A, Barbara G, Morselli-
Labate AM, Monetti N, et al. Risk indicators of delayed
gastric emptying of solids in 343 patients with functional
dyspepsia. Gastroenterology 1996;110:1036-42.

4 Tosetti C, Stanghellini V, Paternicò A, Barbara G, Salvioli B,
Levorato M, et al. An appropriate symptom questionnaire
allows to identify separate subgroups among patients with
functional dyspepsia. Gastroenterology 1996;110:A771.

5 Gilvarry J, Buckley MJM, Beattie S, Hamilton H, O’Morain
CA. Eradication of Helicobacter pylori affects symptoms in
non-ulcer dyspepsia. Scand J Gastroenterol 1997;32:535-40.

Breath test is better than near patient
blood tests

Editor—Agréus and Talley raise the impor-
tant issue of the accuracy of near patient
(“office”) blood tests for Helicobacter pylori
infection.1 We conducted a feasibility study
using laboratory staff to run 14C-urea breath
test clinics in general practice as part of a
“test and treat” strategy for H pylori. The
table compares data from our study with
published data on sensitivity and specificity
of near patient blood tests.2–5 Up to 16% of
patients with H pylori infection would not
have received treatment if near patient
blood tests had been used in the study rather
than the breath test and up to 28% of those
receiving eradication therapy would not
have been infected with H pylori.

The table supports the view of Agréus
and Talley that the breath test is superior to a
blood test both in documenting H pylori

infection and in guiding the management of
dyspepsia in general practice. We would en-
courage laboratory colleagues to ensure that
the breath test is made more widely available.
R D Churchill Lecturer in general practice
University of Nottingham, Nottingham NG7 2UH

P G Hill Consultant biochemist
G K T Holmes, Consultant gastroenterologist
Derbyshire Royal Infirmary, Southern Derbyshire
Acute Hospitals NHS Trust, Derby DE1 2QY

1 Agréus L, Talley N. Challenges in managing dyspepsia in
general practice. BMJ 1997;315:1284-8. (15 November.)

2 Moayyedi P, Neville P, Clough M, Mapstone N, Tomkins
DS, Chalmers DM, et al. Accuracy of the Helisal rapid
blood kit and its use in pre-endoscopic screening. Gut
1997;41(suppl 1):A83.

3 Pazzi P, Scagliarini R, Rizzo C, Gamberini S, Gallerani L,
Gullini S. Pre-endoscopy screening of dyspeptic patients
by a rapid fingerstick whole blood test for the detection of
H pylori infection. Gut 1997;41 (suppl 1):A85.

4 Williams NR, West JA, Howard AN, Powell K, Bell D.
Validation of a rapid near patient test for diagnosing H
pylori infection. Gut 1997;41(suppl 1):A81.

5 Moayyedi P, Neville P, Mapstone N, Tompkins DS, Axon
ATR. Validation of a new one-step near patient
Helicobacter pylori test. Gut 1997;41(suppl 1):A85.

Prion science is not cold fusion
Editor—In her news item describing the
award of the 1997 Nobel prize to Stan
Prusiner, Deborah Josefson stated correctly
that some people are still sceptical about the
prion hypothesis.1 However, Robert Rohwer
is quoted as calling prions the “cold fusion
of infectious diseases.” Having studied both
cold fusion2–4 and prions,5 I believe that this
comment is completely inappropriate and
unfair.

When Fleischmann and Pons claimed
that cold fusion could solve the world’s
energy problems with a simple table top
experiment, many thousands of people all
over the world tried to repeat it. The United
States government set up a panel of 22 top
scientists to investigate, and they concluded
that there was no evidence. (Interestingly,
each time the scientists announced a visit to
a laboratory claiming cold fusion the cells
stopped working and they never saw a work-
ing apparatus.) There were some dubious
incidents.2 Quickly, almost all scientists
abandoned cold fusion as they recognised it
required too many miracles, with various
claims being wrong by enormous factors of
10 − 40 and 10 − 12. A few true believers
continue to have meetings, and some ask
investors for support.

The question of prions is quite different
as there are many serious experimental
results consistent with the prion hypothesis,
and these results are reproducible and can

be seen on visiting laboratories. Also, predic-
tions based on the prion hypothesis are
fulfilled—for example, injecting scrapie
prions into a transgenic mouse that has no
prions should not and does not cause any
disease. People who suggest that some form
of virus (or virino, or light virus on the anal-
ogy of the neutrino) is the real cause of
transmissible spongiform encephalopathies
have been unable to identify it. A more
appropriate comparison5 with the prion
hypothesis is the equally daring quark
hypothesis proposed in 1964 by Zweig and
Gell-Mann. Many predictions from the
quark hypothesis were verified experimen-
tally, but a determined group of physicists
refused to accept it and were able to later
make the same prediction without using
quarks. However, in 1974 the charm quark
was discovered and all opposition to quarks
collapsed.

The prion hypothesis has so much
evidence in its favour that it is reasonable to
accept it. It does not resemble the cold
fusion story in any way.
D R O Morrison Emeritus scientist
CH-1296 Coppet, Switzerland
douglas.morrison@cern.ch

1 Josefson D. The prion disease is finally accepted by the
establishment. BMJ 1997;315:972. (18 October.)

2 Morrison DRO. Bad science, bad education. Scientific
American 1997 Nov:114-8.

3 Abbot A. Italian court wrestles with cold fusion suit. Nature
1993;363:107.

4 Abbot A. Scientists lose cold fusion libel case. Nature
1996;380:369.

5 Morrison DRO, ed. Prions from a physicist’s viewpoint—Is
the protein only hypothesis correct? In: Prions and brain
diseases in animals and humans. New York: Plenum, 1998.

Tolerability of alendronate

Comparison group taking placebo should
have been included

Editor—The extent of gastrointestinal side
effects attributed by Kelly and Taggart to
treatment with alendronate is misleading.1

Their study of 77 patients taking alendro-
nate did not include a comparison group
taking placebo, and results have not been
adjusted for the underlying prevalence of
adverse experiences among the study group.
In addition, an appreciable number of their
patients had failed to comply with dosing
instructions.

The extent of gastrointestinal distur-
bances among the elderly general population
is high. The fracture intervention trial studied
2027 women with a mean age of 71 and at
least one vertebral fracture; it found that 40%
of patients taking placebo had an upper
gastrointestinal adverse event.2 The number
of gastrointestinal events in women taking
alendronate was not significantly higher than
this.

I am concerned that exaggerated
reports of intolerability of alendronate will
lead to reduced prescribing in patients who
could gain considerable clinical benefit from
this drug. My experience is that careful pre-
scribing in suitable patients, combined with
education on compliance, results in minimal
problems of intolerance. I will continue to

Diagnostic accuracy and appropriateness of eradication therapy with breath test and near patient blood
tests

Diagnostic accuracy

% of H Pylori
positive subjects

not treated

Patients
inappropriately

treated (% of all
those treated)

% True
positive
results

% False
positive
results

% True
negative
results

% False
negative
results

14C-Urea breath test 32 2 66 0 0 6

Helisal2 27 5 63 5 16 16

Flex-Sure3 28 8 60 5 13 22

Quick-Vue4 29 11 57 3 9 28

Helisal one step5 28 11 57 4 13 28
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use this drug, which has proved efficacy in
preventing fractures, but I agree that
compliance with dosing instructions is an
important issue and needs to be addressed
with every patient taking a bisphosphonate.
Mike Kirby General practitioner
The Surgery, Nevells Road, Letchworth,
Hertfordshire SG6 4TS

1 Kelly R, Taggart H. Incidence of gastrointestinal side
effects due to alendronate is high in clinical practice.
BMJ 1997;315:1235. (8 November.)

2 Black DM, Cummings SR, Karpf DB, Cauley JA,
Thompson DE, Nevitt MC, et al. Randomised trial of effect
of alendronate on risk of fracture in women with existing
vertebral fractures. Lancet 1996;348:1535-41.

Manufacturer’s comment

Editor—Kelly and Taggart present their
experience of using alendronate, which
Merck Sharp & Dohme manufactures.1

Their experience should not be viewed in
isolation, but rather in the context of the
wealth of data now available on alendronate.
In well designed randomised double blind,
placebo controlled trials in over 10 000
patients treated for up to four years,
alendronate was well tolerated; the overall
incidence of upper gastrointestinal adverse
events was comparable to that seen with
placebo.2–4 Discontinuation rates overall, and
those due to upper gastrointestinal adverse
events in particular, were similar in the alen-
dronate and control groups.

Rates of gastrointestinal adverse events
in control groups can be substantial. For
example, in the fracture intervention trial a
fifth of patients treated with placebo (and an
equal proportion of those given alendro-
nate) reported an upper gastrointestinal
adverse event within the first six months of
the study (data on file). If there had not been
a control group one could have concluded
(erroneously) that alendronate induced
upper gastrointestinal adverse events in a
substantial proportion of the treated
population.

Therefore, without further details of the
patients’ histories, and in the absence of a
control group or dechallenge-rechallenge
data in Kelly and Taggart’s population, it is
impossible to judge the background inci-
dence of gastrointestinal symptoms or the
number of cases attributable to alendronate.
Indeed, our extensive controlled experience
indicates that many of the gastrointestinal
symptoms described are no more common
in patients treated with alendronate than in
those taking placebo. Alendronate has now
been used to treat osteoporosis in over two
million patients worldwide. Although there
have been rare reports of oesophageal
adverse effects,4 in many cases these seemed
to be related to inadequate adherence to the
dosing instructions. Thus the available data
indicate that alendronate is safe and well tol-
erated when taken as indicated.
John H Young Medical director
Merck Sharp & Dohme, Hoddesdon, Hertfordshire
EN11 9BU

1 Kelly R, Taggart H. Incidence of gastrointestinal side
effects due to alendronate is high in clinical practice.
BMJ 1997;315:1235. (8 November.)

2 Liberman UA, Weiss SR, Broll J, Minne HW, Quan H, Bell
NH, et al. Effect of oral alendronate on bone mineral den-

sity and the incidence of fractures in postmenopausal
osteoporosis. N Engl J Med 1995;333:1437-43

3 Black DM, Cummings SR, Karpf DB, Cauley JA,
Thompson DE, Nevitt MC, et al. Randomised trial of effect
of alendronate on risk of fracture in women with existing
vertebral fractures. Lancet 1996;348:1535-41.

4 De Groen PC, Lubbe DF, Hirsch LJ, Daifotis A,
Stephenson W, Freedholm D, et al. Esophagitis associated
with the use of alendronate. N Engl J Med 1996;335:
1016-21.

Figures given in letter were prevalences,
not incidences

Editor—Kelly and Taggart report on 77
women treated with alendronate.1 We are
conducting a safety study of this drug, which
is based in general practice and in which we
use prescription event monitoring.2 We have
data for 5846 patients dispensed alendronate
in England (mean age 69 (range 15-97)).
Patients were observed for roughly six
months, and all events reported during and
after treatment were recorded by patients’
general practitioners. We had 573 reports of
dyspeptic symptoms in 539 patients.

We calculated incidences for events per
1000 patient months of treatment (expo-
sure). Dyspeptic symptoms were the most
frequently reported events in the first month
of treatment (incidence 30.7/1000 patient
months). Not all upper gastrointestinal
symptoms will have been caused by alendro-
nate, and one would expect a reasonably
high background rate of such symptoms in
an elderly population. Over 50 studies have
been completed by prescription event
monitoring; the mean cohort size has been
11 215.2 The incidence of dyspeptic symp-
toms in the first month of treatment in
women aged over 60 prescribed one of 10
non-gastrointestinal drugs recently studied
by prescription event monitoring is 6.0 per
1000 patient months.

The probability of developing most (type
A) drug side effects is related (along with
other factors) to dose, accumulated dose, and
duration of exposure. Kelly and Taggart
discuss the incidence of side effects, but this is
misleading. The percentage figures given are
overall prevalences, not incidences. Some of
their patients had been treated for 66 weeks,
and this alone could explain why their preva-
lence figures are higher than those for studies
conducted for six months or less. The authors
also report that 21 patients had a history of
gastrointestinal disease. Further symptoms in
these patients are not necessarily drug related
and should not be classed as drug side effects
without comprehensive assessment. One
needs to be cautious when causally attribut-
ing to a drug gastrointestinal symptoms
occurring for the first time 50 weeks after the
start of treatment.
F Mackay Research fellow
R D Mann Senior professorial fellow
Drug Safety Research Unit, Southampton
SO31 1AA

1 Kelly R, Taggart H. Incidence of gastrointestinal side
effects due to alendronate is high in clinical practice.
BMJ 1997;315:1235. (8 November.)

2 Mann RD, Wilton LV, Pearce GL, Mackay FJ, Dunn NR.
Prescription-event monitoring (PEM) in 1996—a method
of non-interventional observational cohort pharmaco-
vigilance. Pharmacoepidemiol Drug Safety 1997;6(3):5-11.

Authors’ reply

Editor—Our letter described an observa-
tional study of our experience with alendro-
nate in clinical practice, not a controlled
clinical trial. Thus a formal control group was
not practical. However, two thirds (51) of our
patients had previously been treated with
cyclical etidronate for a minimum of two
years and had tolerated this regimen well.
Eighteen (35%) of the women developed sig-
nificant side effects while taking alendronate,
compared with six (23%) not previously
treated with cyclical etidronate. This points to
a clear difference in gastrointestinal tolerabil-
ity between these two osteoporotic regimens.

While we accept that there may be a
relatively high background prevalence of
gastrointestinal events in a population like
ours, the severity of the symptoms experi-
enced by these women was striking.
Although well motivated, nearly all the
patients had to stop treatment, and their
symptoms resolved when this occurred. It is
now our practice to rechallenge patients
with alendronate to establish more clearly
whether the drug is causing the problem. In
most patients the symptoms have returned,
so that treatment has had to be stopped.

We accept Mackay and Mann’s point that
our figures refer to prevalence rather than
incidence but doubt whether this would affect
the conclusions significantly. The mean dura-
tion of treatment with alendronate was 39
weeks in those without side effects and 20
weeks in those with side effects, which is less
than the six month observation period in
their study. Nevertheless, some side effects are
delayed, and we advise prolonged vigilance
with alendronate treatment. One of our
patients developed an oesophageal stricture
after seven months’ treatment.

We agree that alendronate is a valuable
drug in treating osteoporosis, but attention
to detail in prescribing is required, as is care-
ful prolonged follow up. It does not serve
patients well to imply that the likelihood of
side effects is minimal.
H Taggart Consultant physician
R Kelly Specialist registrar
Department of Health Care for the Elderly, Belfast
City Hospital, Belfast BT9 7AB

Non-steroidal anti-
inflammatories should not be
used after orthopaedic surgery
Editor—We read with interest the article by
Rochon and Gurwitz1 particularly about the
association between non-steroidal anti-
inflammatory drugs and blood pressure in
elderly people. There is another potential
problem with the use of these drugs both in
elderly and younger patients for pain relief
after orthopaedic surgery.

Non-steroidal anti-inflammatory drugs
are a large class of compounds that inhibit
cyclo-oxygenase and thus the formation of
prostaglandins, which are involved in bone
metabolism. However, the effect of these
drugs on bone metabolism is often over-
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looked. They inhibit osteoblasts at the endo-
steal bone surface and also reduce both the
immune response and the inflammatory
response.2 Despite animal studies which
have highlighted the harmful effects of these
drugs on the healing of fractures3 4 and spi-
nal fusion,2 they continue to be used
commonly for the relief of postoperative
pain in the absence of well designed human
trials. Furthermore, with the advent of joint
prostheses coated with hydroxyapatite,
which work by promoting primary bone
formation to fill the gap between the
prosthesis and the host bone, the use of
non-steroidal anti-inflammatory drugs may
be counterproductive.

A random survey of the type of analgesia
received by patients undergoing hip arthro-
plasties on our elective orthopaedic ward
showed that 95% (18/19) were being treated
with these drugs; this treatment had been
started immediately after surgery and then
had simply continued. Diclofenac sodium or
ibuprofen were the most commonly pre-
scribed drugs. Ibuprofen has been shown to
have an irreversible effect on the healing of
fractures.3 Also the inhibitory effect of these
drugs on fracture healing is greater the
longer the duration of use.2–4

On the basis of the evidence we should
ask if the use of non-steroidal anti-inflam-
matory drugs can be justified in the
management of pain following fractures,
joint replacements, and spinal fusions. If
they are used, they should be prescribed in
the lowest possible dose for the shortest
time,3 or an agent such as indomethacin
might be a better choice, since it has been
shown to have a reversible inhibitory effect
on bone healing.3

D Varghese Senior house officer in orthopaedics
S Kodakat Senior house officer in anaesthetics
Worthing Hospital, West Worthing, West Sussex
BN11 2DH

H Patel Senior house of officer in surgery
Watford General Hospital, Watford WD1 8HB

1 Rochon PA, Gurwitz JH. Optimising drug treatment for
elderly people: the prescribing cascade. BMJ 1997;
315:1096-99. (25 October.)

2 Dimar JR II, Ante WA, Zhang YP, Glassman SD. The effects
of nonsteroidal anti-inflammatory drugs on posterior spi-
nal fusions in the rat. Spine 1996;21:1870-6.

3 Altman RD, Latta LL, Keer R, Renfree K, Hornicek FJ,
Banovac K. Effect of nonsteroidal anti-inflammatory drugs
on fracture healing: a laboratory study in rats. J Orthopaedic
Trauma 1995;9(5):392-400.

4 Mizano H, Liang RF, Kawabata A. Effects of oral adminis-
tration of various non-steroidal anti-inflammatory drugs
on bone growth and bone wound healing in mice. Meikai
Daigaku Shigaku Zasshi [Journal of Meikai University
School of Dentistry] 1990;19: 234-50.

Patients in east London seem
happy to give GPs consent for
training
Editor—O’Flynn et al report a qualitative
study of patients’ concerns about consent
and confidentiality when students are
present in consultations.1 They conclude
their discussion by suggesting that patients
should be given a “real choice about
whether they see a student” and suggesting
that explanations concerning student access

to their records and discussion of their case
“require further discussion.” Commenting
on this conclusion in an editorial, William-
son and Wilkie recommend a move “away
from a position where the patient is
observed by the student and discussed after-
wards to an active mode where the patient
joins in discussion during the consulta-
tions.”2

General practitioners in east London,
teaching small groups on junior clinical
firms, have developed several strategies for
seeking patients’ informed consent to and
involvement in teaching. Patients were
contacted before the teaching session and
invited to attend at a specific time, to provide
a history, and to be examined (a different
style of teaching from that of the indi-
vidual student “sitting in” on a surgery).
Immediately before teaching, general practi-
tioners invited patients to reiterate their
consent: patients have been willing to
reattend teaching sessions, which suggests
active consent.

In some practices general practitioners
involved patients in discussion with students
after the history taking and examination but
took care to address any patient concerns
about the content of the discussion both
immediately and on their own after the
teaching. Our evaluation showed that stu-
dents valued the active involvement of
patients in this process.

We believe that attention to the nature of
the relationship between general practition-
ers and patients is especially important in
the light of the increasing range and volume
of teaching undertaken in primary care set-
tings. As general practitioners actively seek
the help of patients their relationship shifts.
The patient, in being asked to cooperate in
teaching but given the explicit right to
refuse, gains power. Some, when asked for
their views on participating in teaching,
spoke of being able to “do something” for
the general practitioner or the practice; this
is a rather different emphasis from that of
helping with “medical education” suggested
by Williamson and Wilkie. In some
instances, this has been uncomfortable, pre-
senting the possibility of patients feeling that
the general practitioner is indebted to them
in some way. When appropriately managed,
however, such interactions can lead to a
deeper, more mutually satisfactory relation-
ship.
Madeleine Gantley Senior lecturer
Mark Rickets Clinical lecturer
Mike Sheldon Senior lecturer
Yvonne Carter Professor of general practice and
primary care
Department of General Pratice and Primary Care,
St Bartholomew’s and the Royal London School of
Medicine and Dentistry, London E1 4NS

1 O’Flynn N, Spencer J, Jones R. Consent and confidentiality
in teaching in general practice: survey of patients’ views on
presence of students. BMJ 1997;315:1138-41. (1 Novem-
ber.)

2 Williamson C, Wilkie P. Teaching medical students in
general practice: respecting patients’ rights. BMJ 1997:
315:1108-9. (1 November.)

High cost, low volume care in
haemophilia
Editor—I contest the statement of Lee et al
that “there is no hard information on the
benefits of using recombinant factors over
plasma derived concentrate.”1 An independ-
ent review of haemophilia commissioned by
the directors of public health in South
Thames last year endorsed the recommen-
dations of the United Kingdom Haemo-
philia Centre Directors Organisation about
choosing recombinant factor VIII on the
grounds of viral safety.2

The reason for this recommendation is
the possibility of unknown viruses. At least
one virus affecting humans, parvovirus B19,
survives the purification processes for
making factor VIII from plasma, even in the
most purified products. Parvovirus itself
rarely has clinical significance, but it is
important as a marker for another as yet
undetected virus.

Two main strategies are used to inacti-
vate viruses in plasma products: heat
treatment and solvent or detergent treat-
ment to inactivate viruses with lipid
envelopes—for example, hepatitis A virus.
However, recent outbreaks of hepatitis A
indicate that these methods are not always
successful,3 particularly if a starting pool of
plasma is infected by a unit of plasma
containing high concentrations of virus.

Hard evidence also exists of the trans-
mission of parvovirus B19 by factor VIII
treated by both methods.4 One study traces
the progression of acute parvovirus infec-
tion in haemophilic patients treated with
plasma derived factor VIII through to
seroconversion to IgM and later IgG
antibodies.5

I think that the evidence adds up to
more than biological plausibility and that
the marginal increase in cost is justified, par-
ticularly in children.
Jenny Selway Senior registrar in public health
South East Institute of Public Health, Broomhill
House, David Salomon’s Estate, Tunbridge Wells,
Kent TN3 0XT
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M. Eliminating parvovirus 19 from blood products. Lancet
1994;343:798.

5 Flores G, Juarez JC, Montoro JB, Tusell JM, Altisent C, Juste
C, Jardi R. Seroprevalence of parvovirus B19, cytomegalo-
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Correction

Patients offered treatment for CHD need full
information to make decision
An editorial error occurred in this letter (28
March, pp 1021-2). The letter was attributed
to P McCormack et al, but in fact the first
author was James P McCormack.
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