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Megatrials

Sir,

There is a clear and interesting dichotomy
in the responses to my critique of megatri-
als (July Journal). Clinical scientists tend
to agree enthusiastically with my points
concerning the limitations of this method-
ology, while epidemiologists, biostatisti-
cians, public health professionals and
other professional ‘number-crunchers’
regard the same writings as outrageous,
controversial and mistaken (Letters to the
editor, November Journal).

This dichotomy relates to a genuine
divergence in approach. Clinicians tend to
be interested in obtaining estimates of
therapeutic effectiveness that are valid
predictions of what will happen in their
patients. Megatrials are not appropriate
instruments for this job,! and meta-
analyses are even worse.? By contrast,
number-crunchers (and managers) tend to
be interested in obtaining estimates of
effectiveness with the highest possible
degree of statistical precision — even
when it is unclear exactly what these num-
bers mean in practice.

A megatrial is not primarily defined by
its size, but by its methodology: this point
is quite clear in the early papers that
launched the megatrial methodology.® A
megatrial is a ‘large’ randomized thera-
peutic trial that employs simplification of
protocol to pursue the primary goals of
maximizing size through facilitated recru-
timent and compliance. This size brings
both increased statistical power and bal-
ancing of uncontrolled confounders
between allocation groups. It is the
method of simplification that | have called
a methodological mistake because it usu-
ally leads to poor experimental control
and heterogeneous patient recruitment.*

In his letter, Tom Fahey does not
acknowledge the crucial distinction
between, on the one hand, performing
technically and statistically correct ran-
domzied trials (which is a relatively
straightforward logistical matter of fol-
lowing standard practice), and, on the
other, the much more difficult ‘scientific’
and ‘clinical’ requirements that must be

satisfied for studies to be valid and applic-
able. | cannot understand the reluctance to
admit that most randomized trials (like
most published reasearch) are useless for
most clinicians — being worthless at best
and misleading at worst. For instance,
when the protocol conflates a variety of
ancillary treatments that influence the out-
come, when trial management differs from
actual practice, when the study population
contain diagnostically and prognostically
heterogeneous subjects, or when the trial
is performed on the wrong people, then
the trial results will not be predictive and
cannot be taken at face value.*5

Fahey’s failure to make this distinction
between statistics and clinical science is
shown when he states that ‘empirical
studies have demonstrated that bias (sys-
tematic error) is greatest when inadequate
randomization occurs...” and that ‘poorly
randomized trials yield exaggerated treat-
ment effects of between 30% and 40%
when compared with properly random-
ized trials” I'm afraid ‘empricia studies
cannot show anything of the kind,
because the sources and magnitude of
bias are not a fixed quantity but entirely
depend upon the specific circumstances
of each trial and on factors such as its
level of experimental control and patient
selection. So, the magnitude and direction
of any effect of poor randomization
depends upon the amount of uncontrolled
bias and the nature of the ‘poor random-
ization'. There is no conceivable reason
why the sum of specific and various
experimental errors should always
amount to minus 35% whatever the
study!

General purpose trial ‘quality’ check-
lists entriely miss the point. In evaluating
arandomized trial of, say, the chemother-
apy of leukaemia, there is no substitute
for detailed knowledge of both
chemotherapy and leukaemia. Certainly it
would be most unwise to turn over the job
of evaluating clinical research to teams of
biostatisticains armed with checklists.?

Megatrials have an important but sec-
ondary role in clinical research. Before
performing a megatrial, clinical scientists
must aready have done most of the hard
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work in establishing the causal nature of
the therapeutic effect and the major
potential sources of bias and confound-
ing. Only then can a megatrial be
designed that simplifies without distor-
tion. The valuable megatrials of the past
have conformed to this pattern of science
first, megatrial later — it is only the
recent, managerially driven megatrial
mania that has led some people to put the
cart before the horse. The time is ripe to
fight back and ressert that the validity and
applicability of clinical measurements
should never be sacrificed to statistical
exactness.

BRUCE G CHARLTON

Department of Psychology
University of Newcastle upon Tyne
Newcastle NE1 7RU
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Scoring system for throat
infection

Sir,
Whilst appreciating the design and
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methodological rigour of Dobbs' study
(August Journal), we feel it isimportant to
question the relevance of a scoring system
for group A streptococcal throat infection.!
The derived score involving the sum of 14
items would be time-consuming and must
therefore have clear benefits to the busy
practitioner. The limitations of the throat
swab as a gold standard are described by
Del Mar.? Community studies have
released a high carrier rate of streptococci
but only onethird of carrierswill experience
arisein ASOT regardless of the presence of
symptoms.® What Dobbs has done isto pro-
duce a score that predicts presence of rather
than infection by group A streptococci.

The proposed benefits of the scores abil-
ity to predict a positive swab result does
not withstand scrutiny. Prevention of
rheumatic fever and prevention of compli-
cations are both questionable.* The treat-
ment of sore throat with antibiotics may
provide amarginal benefit in early relief of
symptoms but because of the higher
relapse rate associated with antibiotic use
there is no overall benefit in terms of a
reduction in symptom burden.® Given the
high symptomless carrier rates, and the
fact that most patients with sore throats do
not present to the doctor, it seems unlikely
that the use of antibiotics will materially
influence streptococcal transmission in the
community.®

Thuswe find it hard to see what benefits
the score has in routine surgeries. The
score seems to predict the presence of
streptococci rather than which patients (if
any) may benefit from antibiotics. Our
concern is that the score may be used to
‘justify’ continued unjustifiable antibiotic
prescribing.

MICHAEL MOORE

Three Swans Surgery
South and Western Region
Research Generdl Practice

Salisbury
IAN WILLIAMSON
PauL LITTLE
Primary Medical Care
Aldermoor Health Centre
Aldermoor Close
Southampton
GREG WARNER

Nightingale Surgery

South and Western Region
Research General Practice
Romsey
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Therisk of cardiovascular
diseasein hypertensive
patients

Sir,

Fahey and Peters' (November Journal)
propose that the identification of the group
of patients who have the highest absolute
risk of CVS events requires consideration
of multiple risk factors. We believe they
are wrong in supposing that their analyses
establish the practical need to perform
extensive risk calculations. Well-
constructed trials have shown that treating
hypertension does result in reduced death
rates.? Using blood pressure (BP) as the
main assessment variable may not opti-
mally identify the group that will benefit
most from treatment, but has the advan-
tage of simplicty.

The crucia question is whether the ben-
efits of assessing other risk factors justify
the effort. The use of risk factorsto identify
individuals who will actually have CVS
events is an imperfect method.® The New
Zealand guidelines allocate patients to
CBSrrisk strata based on BP and the other
risk factors. These allocations are based
on Framingham data, but involve simplifi-
cations such as:

@® Considering continuous risk factors
as dichotomous variables

@® Equa weighting for each of the mgjor
and each of the minor risk factors,
and

@® An arbitrary selection of 20% 10-year
risk as the threshold for treatment.

These might introduce significant dis-
tortions, and thus the New Zealand guide-
lines cannot be considered as the gold
standard. However, by showing that BP
alone selects different patients from the
New Zealand guidelines, Fahey and Peters
argue that BP alone is an inadequate crite-

rion. It would be preferable to use the best
available risk methodology, possibly cal-
culation based on the Framingham equa-
tions themselves, as a standard against
which both practical options could be
compared. The authors do accept that the
ultimate ‘gold standard’ is the power to
predict actual events, and call for longitu-
dinal studies.

Another problem with their analysis is
that many of the risk factors are not inde-
pendent of BP. We need to understand the
extent to which blood pressure alone pre-
dicts the total risk. For unexplained rea-
sons, their multiple logistic regression
assesses the contribution of most risk fac-
tors to CVS risk, but not blood pressure
itself! This seriously undermines their
conclusions. Thus, we are unable to assess
whether the use of the New Zealand
guidelines results in a reasonable gain of
predictive power.

We believe that the treatment of hyper-
tension in the elderly on the basis of BP
alone may well make practical sense. In
this group, the presence of a systolic pres-
sure at or above 160 mmHg, or a diastolic
pressure at or above 90 mmHg, indicates a
substantial risk of cardiovascular events
even in the absence of other risk factors.*

When managing hypertension in the
elderly, advice to improve the estimation
of risk by the routine inclusion of other
risk factors will complicate the task and
may not result in improved clinical out-
comes. A clear simple message based on
the control of BP alone may be more
effective.

STUART BARTON
MIKE CRANNEY
JUANITA HATCHER

Tom WALLEY

Department of Pharmocology and Therapeutics
The University of Liverpool

The Infirmary

70 Pembroke Place

Liverpool L69 3GF
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Skill-mix in primary care

Sir,

| am writing in response to Rashid et al’s
editorial in the November issue of the
Journal, ‘Skill-mix in primary care: shar-
ing clinical workload and understanding
professional roles.’

General practitioners in Northern
Ireland have aready embraced the concept
of teamwork and are actively helping to
prepare a new partner in primary care: the
nurse practitioner.

Since January 1995, the Roya College
of Nursing has organized a course leading
to a BSc(Hons) in Health Studies incorpo-
rating the Nurse Practitioner Diploma.
Each of the 60 students has a medical
facilitator, 49 of whom are GPs, who help
teach skills in history taking, physical
examination and problem solving. GPs are
also partners in assessment and, in recent
OSCE-style examinations, adjudicated in
nine out of 12 stations. This course is an
example of well-developed collaboration
between doctors and nurses in the lectur-
ing, facilitating and assessment of a future
generation of health care specialists who
will share the skills of both professions.

G BONNAR
DC MACAULEY
Hillhead Family Practice
33 Stewartstown Road
Belfast BT11 9FZ
Sir,

Thank you for the excellent editorial enti-
tled *Skill mix in primary care: sharing
clinical workload and understanding pro-
fessional roles’ (November Journal). This
covered the ground concerning GPs and
nurses well. | would like to add some
points concerning the practice team as a
whole.

The adding of a nurse practitioner to the
primary care team can alow GPs to con-
centrate on what they do best, while allow-
ing the nurse practitioner to concentrate on
his or her strengths. This example of skill
mix increases the quality of care offered to
patients and can also lead to a wider range
of services. However, this concept is not
limited to nurse practitioners. Two years
ago we introduced a health care assistant
into our nursing team to take on some of
the practice nurse's traditional duties.* We
are in the process of analysing the results
of this intervention. Initial findings show
that practice nurses are spending more
time at work in their higher-skill range.
This could allow practice nurses to offer a

broader range of skills and absorb some of
the GP’ sincreasing workload.

Furthermore, skill mix is not restricted
to clinical workload. Jobs at al levels have
an administrative element. Increased
administrative and secretarial support for
GP's and nurses can increase their effi-
ciency. However, developments of this
nature and the appointment of nurse practi-
tioners are being hampered by the govern-
ment’s short-sighted restrictions on prac-
tice staff budgets. These should be expand-
ed rather than contracted in the light of
increased primary care workload.

MARK KOPERSKI

James Wigg Practice
Kentish Town Health Centre
2 Bartholomew Road
London NW5 2AJ
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Sir,

We agree with Rashid et al? that the
increase in demand for an effective primary
care led NHS gives the opportunity to look
at the tasks, skills and roles of GPs and
nurses, and to redefine or realign them.
However, in our view the problems are
more complex than the rather narrow
analysis presented in the editorial. Our
recent work? goes some way to redress the
paucity of research relating to skill mix in
primary care.

Gibbs® reviewed the literature on skill
mix in 1991, which highlighted that there
has been little systematic evaluation of the
use of nursing skills, that there is no uni-
versally accepted methodology for the
measurement of nursing workload and
that, in the past, health visiting and district
nursing have been examined separately.*
The growth in numbers of practice nurses
and their devel oping role has been reported
by Atkin et al® and Ross, Bower and
Sibbald.® This role development reflects
the position of general practice as the dri-
ving force for change in primary care.
However, until now, the lack of mandatory
training and the marginalization of practice
nursing have contributed to unhelpful
boundaries and role demarcations. The
analysis of required skill and skill-sharing
must embrace al nursing disciplinesin the
community.

There are anumber of examples of nurs-
ing team development and organization
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taking place in primary care that have been
initiated by, or include, a skill mix review.
In the Tile Hill project,” the Roy’s GP
managed model® was developed so that the
nurses from a variety of disciplines formed
and functioned as a nursing provider unit.
One of the results of this has been that
changes in skill mix came about through
nurse particpation rather than being
imposed by management. Other models
involve devolved nurse management, usu-
aly at practice level, with one member of
the team assuming the role of leader to
facilitate team and role development. The
lead role may be rotated and is considered
to be enabling and non-hierarchical. An
important aspect of these developments is
autonomy as well as financial control for
the nursing team. Changes in general prac-
tice proposed in the recent white paper®
will undoubtedly accelerate this kind of
innovation.

Our recent work assessed primary care
nursing workload, use of time and the
views of nurses about their work and the
use of their skills. The workload measures
we developed and used for the project
enabled usto look at the activities of all the
professional nurse groups in the primary
health care setting. These instruments are
being used more widely and can be devel-
oped further for use in awide range of pri-
mary care practices.

Finaly, we suggest that change in work-
ing practices is always likely to create
uncertainty; skill mix reviews are extremely
complex and need to be planned with great
care.

ELIZABETH RINK
FIONA Ross

Department of General Practice and Primary
Care and Faculty of Health Care Sciences

St George's Hospital Medical School

University of London

Cranmer Terrace

London SW17 ORE
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Overdose and ter mination of
pregnancy

Sir,

Houston and Jacobson report an interest-
ing study on the possible association
between overdose and termination of
pregnancy (December Journal).! | wish to
comment on certain aspects of this study.

First, the study group was restricted to
women aged 15-34 years. Thisis not in
keeping with the ususal reproductive age
group used in studies relating to women of
reproductive age, which is usually 15-49
years.? By restricting the study group to
those below the age of 35 years, one is
given the impression that neither termina-
tion of pregnancy nor overdose occurs in
the age group above 35 years. There is
nothing further from the truth. One only
needs to look at the abortion figures for
England and Wales® to appreciate the fact
that older women make a substantial con-
tribution to abortion figures, and | am cer-
tain a similar situation obtains with over-
dose.

Inclusion of the older age group in their
study population might have affected the
results in a different way. In fact, a very
recent unique register linkage study of the
risk of suicide associated with pregnancy
among women of reproductive age
(15-49) showed that the risk associated
with abortion was increased in all age
groups.*

Secondly, we were not told how many
of the 163 women who had undergone
termination of pregnancy, if any, had a
history of major psychiatric illness. Also,
how many of the 15 women who had a
history of both events also had a history
of major psychiatric illness? It would be
interesting to have these figures because
an increased risk for an overdose after
termination of pregnancy may indicate
either common risk factors for both
events or deleterious effects of termina-
tion of pregnancy on mental stability. A
history of major psychiatric illness may
be a major factor in the occurrence of
both eventsin asingle individual.

Thirdly, it is interesting to theorize that
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those who take an overdose are more
likely to have terminations of pregnancy
and vice versa, but despite the study
showing a significant assocation between
the two events, a cause and effect rela-
tionship cannot be ascribed to either. If
interventions to reduce the incidence of
both events are to be undertaken, we need
to know where to direct scarce resources
for maximum benefit. | agree with the
authors that this is an area that needs fur-
ther research in alarger population.

BABATUNDE A GBOLADE

Department of Obstetrics and Gynaecol ogy
and Reproductive Health Care

The University of Manchester

63-65 Palatine Road

Withington

Manchester M20 3LJ
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Career preferences of medical
students. some further
answers

Sir,

The survey of career preferences of med-
ical students and their exposure to general
practice by Jillian Morrison and Stuart
Murray (December Journal),! and the
associated editorial by Professor
Morrissy? omit two important variables in
the influences on medical students; the
attitudes of consultants, and eventual fina-
cial reward.

Despite real and perceived changes in
the balance of power between primary
and secondary care, there remains a belief
that general practice is a lesser specialty.
Teaching in hospitals at both undergradu-
ate and postgraduate level is focused on
the secondary care perspective, a distor-
tion that remains until the end of hospital-
based training for general practice at
senior house officer level.® Responsibility

for teaching falls on consultants who may
feel ill-equipped to teach, as opportunities
to acquire educational skills are limited.*5
Conflicts between teaching, clinical work-
load, research and management, together
with the sometimes expressed perception
that consultants are not specifically paid
to teach, often makes education a low
priority.

Negative attitudes towards primary care
are supported by differentials in eventual
income, and consequent judgements may
be made by undergraduates, rightly or
wrongly, on the relative value of the roles.
See, for example, in the discussion about
salaried employment for GPs, the opinion
expressed by the deputy chairman of the
BMA Central Consultants and Specialists
Committee that the salary scale of a GP
should be that of the associate specialist
grade, ranging from £22545 to £33615.

It is not yet always appreciated that a
capable generdlist in primary care, assess-
ing and investigating patients and refer-
ring them when necessary to the appropri-
ate ‘partialist’ in secondary care, is seen as
the model for the future in many coun-
tries. In the United States, salary scales, as
well as vocation, drive career choices.® |
understand that in some states the incomes
of primary care physicians now exceed
those of some cardiovascular surgeons
(Professor D Onion, personal communica
tion).

With the enthusiasm and experience of
GPs who are educationally trained, educa-
tion from a primary care perspective will
best be served by having the undergradu-
ates based in primary care and travelling
into secondary care areas where appropri-
ate for their clinical education.

JOHN PITTS

Waterside Health Centre
Beaulieu Road

Hythe

Southampton SO45 5WX
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Repeat prescribing

Sir,

We do not understand the three comments
made by Dr Thornton in his letter
(January Journal) on our paper about the
scale of repeat prescribing (November
Journal). First, we were not concerned
with the savings that might be made from
‘better repeat presribing. We do not

believe that every study in general prac-
tice has to relate to costs: dragging them
in here would carry our work sideways
rather than forward. Secondly, he says that
we should be cautious in extrapolating
results from the data of 115 possible atyp-
ical practices. We think that we were cau-
tious, since we modestly claimed only that
we were offering the best data available.
The widely publicized figuresin the report
of the National Audit Office, in contrast,
came from an unpublished study carried
out in just two practices.

Finally, he observes that repeats in the
Meditel system may include prescriptions
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that have not been issued for years. Our
definition specifically excluded such
items.

CONRAD M HARRIS
RICHARD DAJDA

School of Medicine

Division of General Practice and
Public Health Medicine

University of Leeds

20 Hyde Terrace

LeedsLS2 9LN
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