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. q d f . We are delighted to welcome Dr Rupert McShane who
We continue to produce a steady stream of new reviews will be joining the team as joint Co-ordinating Editor

and updates thanks to the efforts or our reviewers, editors, on April 1. We are very grateful to the Oxford Mental
peer reviewers and consumers. As you can see from the Health Trust for funding Rupert for a session a week

table below, we have 57 reviews actively in the editorial to work with us.
process right now and 39 reviews awaiting updates within _ _ -
the next 18 months: ¢ Rupert is a Consultant in Old Age Psychiatry in
i Oxford and will be advising us on day-to-day technical
Total CDCIG workload and clinical matters as well as helping to set priorities
Review stage Number of reviews and directions for the future. Rupert's research
in protocol stage 11 : activities have included particular interests in the
.p _ J T i diagnosis of dementia with Lewy bodies, and the
In review stage 9 . behavioural manifestations and pharmacological
in TRF stage 13 treatment of Alzheimer’s disease. '
in update stage 11
proposed title 3
awaiting next.update 39 NEW CDCIG REVIEWS
permanently withdrawn 3

Continued on page 2
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Continued from page 1

Involved in these 99 reviews in their different stages of
development are:

category Total Nr Countries [
contact reviewer 99 14
Cco-reviewer 164 14
contact editor 9 4
consumer editor 61 8
peer reviewer 68 20
other 1 1

Of course many of these people are involved in more
than one review, especially the editors. So we are doing
well and getting lots of work done and it is on the basis
of that work that the NHS R&D has granted us
continued funding for the next five years. This is very
good news; but the level of funding will exactly be at
the same level it has been for the last three years
without increases for cost of living and pay awards. The
threat of having to pay 40% overheads (which so far
we have been lucky enough not to have had to pay) is
also looming and that would mean we would have to
limit the number of people working at the editorial
base. As over the last three years our workload has
trebled, it is clear that with the funding we will receive
— whether or not we pay overheads - we shall not be
able to sustain the present level of activity unless we
manage to find additional funding.

In the meantime, all of you are working on and
contributing to our Cochrane reviews mostly on a
purely volunteer basis. We really appreciate your efforts
and for the next year or so we are very hopeful that we
shall still be able to support you as we have in the past.

Our special thanks go to Reem Malouf who completed
four reviews for us over the last year: Donepezil for
Vascular Dementia, Folic Acid with and without
Vitamin B12 for cognition and dementia, Vitamin B12
for cognition and Vitamin B6 for cognition. She is now
working for the Cochrane Airways Group in London
as a full-time systematic reviewer.

Helen Lee, previously employed as EU coder and now
studying Medicine in Birmingham was with us for the
summer to work on the review of Respite Care. She
also completed the protocol for the review of Ginkgo
biloba for healthy elderly people.

Ted Lonergan from the USA joined us again for the
summer to finish his review of Valproic Acid for
aggression in dementia; he kindly agreed to take the
lead in the review of Haloperidol for delirium. Yara
Frugosa from Brazil spent a week at the editorial base
to kick start the review of Cerebrolysin, and Dorothy
Forbes (Canada) came over for a day while visiting
relatives in England in July to discuss her review of
Light therapy for dementia.

Our Coordinating Editor Prof Sir J. Grimley Evans
plans to retire from CDCIG on 31 March 2004.
However we are pleased that he will continue to liaise
with CDCIG as an Advisor. Dr Rupert McShane will
become joint Coordinating Editor with Jacqueline Birks
as from that date.

Dymphna Hermans, Coordinator

FUNDING FOR COCHRANE
REVIEWS

Did you know that the Alzheimer’s Society is keen to
fund Cochrane reviews in the field of dementia and
cognitive impairment?

And that a stay at CDCIG can be part of the funding
(travel as well as locum cost) and that for reviewers not
resident in the UK we can apply for funds on their
behalf if they wish to work at the editorial base?

If you are interested, please email QRD @alzheimers.org.uk
for an application form. You may also want to visit the
Alzheimer's Society’s research website at
http://www.grd.ion.ucl.ac.uk/

NEwW REVMAN 4.2.3

An updated version of RevMan 4. 2.3 was released on 19
November 2003.

The changes from RevMan 4.1 include: Image files can be
added to reviews as "additional figures”, bold, italics,
underline, suscript and surerscriot can be used in the main text of
review, a new statistical method, generic inverse variance, is
included, a new program for statistical analysis with better
options for printing and exporting graphs, improved
import/export functionality, improved functionality for
tables ... and much more!

Download RevMan from http://www.cc-ims.net/RevMan

Newsletter 2

Please send all correspondence to cdcig@geratology.ox.ac.uk




THE 7" CDCIG
ANNUAL GENERAL MEETING

HELEN LEE

The CDCIG AGM took place on Saturday 13t
September 2003 at St Anne’s College. It was very well
attended with a good mix of reviewers, editors and
consumers.

From a personal point of view it was great to finally put
some faces to names. After being involved with
CDCIG for two years, during one of which I worked
full-time at the editorial base it was surprising how
many of the people so integral to its running | had yet
to meet. So much of our business is conducted by
email that it makes a refreshing change to conduct a
face-to-face conversation. | always find it entertaining
comparing the real person to the picture you had built
up in your head!

There was a very interesting and wide-ranging set of
topics covered by the speakers for the day. Their
presentations were all thought provoking and
stimulated some lively (but friendly) debate. Timed to
perfection just before the lunch break Leon Flicker
advised us what we should all be eating and drinking to
prevent cognitive impairment - for some unknown
reason salmon and wine stick in my mind!

I would like to congratulate the CDCIG team on
providing an interesting and well organised programme.
I extend my greetings to those of you that I had the
pleasure of meeting in Oxford and hope to meet many
more of you at the next meeting.

REVIEWERS WANTED

We are looking for reviewers to take on one of the
following topics:

Omega-3 fish oil for the prevention of
dementia

Occupational therapy for dementia

If you are interested, please contact
dymphna.hermans@geratology.ox.ac.uk for more
information.

AGE ACTIVATED ATTENTION
DEFICIT DISORDER

Recently, | was diagnosed with AAADD: Age Activated
Attention Deficit Disorder. This is how it manifests.

I decided to wash my car.

As | start toward the garage, | spotted the post on the hall table.
I should go through the post before | wash the car. | lay the car
keys on the table, put the junk mail in the bin under the table,
and notice that it is full. So, I put the bills back on the table and
take out the rubbish first. Since I'm going to be near the postbox
when | take out the rubbish anyway, | might as well pay the bills
first. 1 see my cheque book on the table, but there is only one
cheque left.

My extra cheques are in my desk in the study, so | go to my desk,
where | find the bottle of juice that | had been drinking. I'm
going to look for my cheques, but first 1 need to push the juice
aside so that I don't accidentally knock it over.

But the juice is getting warm, and should be put in the
refrigerator to keep it cold. Heading toward the kitchen with the
juice, a vase of flowers on the sideboard catches my eye. They
need to be watered. | set the juice down on the sideboard, and
find my reading glasses, for which I've been searching all
morning. | had better put them back on my desk, but first I'm
going to water the flowers. I set the glasses back down on the
sideboard, fill a container with water, and suddenly spot the TV
remote. Someone left it on the kitchen table. Tonight when we
sit down to watch TV, we will be looking for the remote, but
nobody will remember that it's on the kitchen table. | should put
it back in the sitting room where it belongs, but first I'll water the
flowers. I splash some water on the flowers, but most of it spills
on the floor. So, I put the remote back down on the table, and
get some towels to wipe up the spill. Then I head down the hall
trying to remember
what | was planning to do.

At the end of the day: the car isn't washed, the bills aren't paid,
there is a warm bottle of juice sitting on the side board, the
flowers aren't watered, there is still only one cheque in my
cheque book, I can't find the remote, | can't find my glasses, and
I don't remember what | did with the car keys. I'm trying to
figure out why nothing got done today. It's quite baffling
because | know | was busy all day long, and I'm really tired. |
know this is a serious problem, and I'll try to get some help for
it, but first I'll check my e-mail.

Do me a favour, will you?
Show this to whoever you think might enjoy it, because | don't
remember whom I've already shown it to.

From the CDCIG electronic inbox.
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10TH ANNUAL MEETING
FOR UK CONTRIBUTORS TO THE COCHRANE COLLABORATION
EDINBURGH 25-26 MARCH 2004

'Effectiveness and beyond: What should we review?*

is being held in Edinburgh Thursday 25 and Friday 26 March 2004 at the Edinburgh Conference Centre at Heriot
Watt University (www.eccscotland.com).

The meeting provides an opportunity for UK-based members actively involved with the Cochrane Collaboration, to
get together to learn, debate and network. It is especially useful for reviewers, consumers and peer reviewers who are
relatively new to the Collaboration and to CDCIG.

We hope to meet up with other CDCIG members in the Bar around 18.00 on Thursday 25 March. A note with more
detailed instructions will be on the notice board.
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PRESENTATIONS AT THE SEPTEMBER 2003 CDCIG AGM :

SARAH SAMPLER, ASSISTANT COORDINATOR :

CDCIG’s Annual General Meeting in September 2003 had a full programme of presentations.

Lon Schneider (CDCIG Editor, USA) was first to speak. His presentation began with comments on “the (un) :
placebo effect”. Although the paradigm of the placebo-controlled trial is based on excluding placebo effects, :
doubt has recently been expressed over whether they are as powerful as once thought. He went on to discuss the ¢
utility of the ADAS cog outcome scale.

Roy Jones (CDCIG Comments and Criticism Editor, UK) discussed the ‘implications for research’ section of :
Cochrane reviews — which can sometimes be overlooked by reviewers and the impact of the section is lost. Roy
made recommendations to improve this by using lists or bullet points rather than text. He also advised reviewers
to make notes as they were working on the review to indicate where there were gaps in the research, and to
formulate questions that could be used to fill in the gaps. The review should also comment if there are problems
with the current studies and outline the need for further trials.

Leon Flicker (CDCIG Editor, Australia) presented ‘lifestyle interventions to prevent cognitive impairment’. The
messages that Leon wanted all of the audience to take away with them were that
§ there is a lot of literature from observational studies that lifestyle interventions might help to prevent :
dementia and cognitive impairment
§ whether non-randomized trial evidence merits review
§ the results from observational data should as much as possible be confirmed by randomized trials.

we can reduce the number of people developing it by approximately 50%. :

Gerry Bodeker and Elizabeth Hsu (University of Oxford, UK) spoke on traditional Chinese medicine (TCM). :
Gerry outlined some key principles of TCM — yin and yang, the five elements, the concept of gi, the meridians of ¢
the body where qgi flows through, pulse diagnosis, and the differing treatment modalities of TCM — from
acupuncture to the vast materia medica of herbal medicines. The rationale of TCM “poly-pharmacy” was
explained. The whole is more than a sum of its parts, some components are included to support or facilitate the
actions of others, as civil servants are essential to a ruler. The nosology of TCM is difficult to assimilate into
Western models of medical thought.

The presentation on TCM was very timely for CDCIG as an increasing number of Chinese herbs are appearing in +
the group’s portfolio.

Peter Whitehouse (CDCIG Editor, USA) discussed the ethics, and consequences for the Cochrane system of
failure of investigators to report negative trials. This is of particular concern where the trials have been funded by
drug firms with financial interest in outcomes.

Jacqueline Birks (CDCIG Coordinating Editor) spoke on inverse variance methods and numbers needed to treat
(NNT). Although in common use in some branches of evidence-based medicine there are both conceptual and
statistical uncertainties about NNT’s, not least in the calculation of their confidence intervals.

Dymphna Hermans (CDCIG Coordinator) explained the significance of CDCIG's study-based register. The
register contains unique study records for trials and links multiple references to the same trial to the unique trial
record thus establishing a database of trials in the field of dementia and cognitive impairment At present the
Registers contains 2165 trials with 3311 linked references. As our register is pretty up-to-date and complete, this is
an interesting figure. Having a trial based register helps us in planning reviews and in avoiding the same trial
aettina included twice in the same review.

: Another interesting piece of information was that if we can postpone the onset of Alzheimer's disease by 5 years
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WHY WE DON'T DO NNT'’s
JACQUELINE BIRKS

There are several useful statistics, odds ratio (OR), relative
risk (RR) and risk difference (RD) that summarise the
relative benefit of treatment compared with placebo, or
other control treatment, for a binary outcome of a
randomized controlled trial. Results from several studies,
expressed as any of these statistics, can be pooled in a meta-
analysis, and this can be carried out using Meta-view, the
Cochrane Library’s statistical program.

Why, several members of this group have asked, do we
never see results in CDCIG reviews expressed using NNTs
(number needed to treat)? Results from binary outcomes
could be reported as NNTSs. There are two important binary
outcomes often reported in CDCIG’s reviews, adverse
events and CIBIC-plus. Adverse events are reported as the
number of people experiencing a particular adverse event. A
Clinician's Interview-Based Impression of Change scale
(CIBIC-Plus) includes information supplied by the caregiver
and patient. It provides a global rating of patient function in
four areas; general, cognitive, behaviour and activities of
daily living. All patients are scored as 4 at baseline;
subsequent assessment on a scale of 1-7 is relative to
baseline, with 1 showing marked improvement, 4 no change,
and 7 marked worsening. The results are usually reported as
a dichotomous outcome, for example, each person is
classified as showing improvement (a score of 1-3) or not (a
score 4-7).

It is often said that doctors prefer NNTs which they find
easier to interpret. Cook (1995) states that ‘for clinical
decision making it is more meaningful to use the measure
NNT’. He goes on. ‘It has the advantage that it conveys
both statistical and clinical significance to the doctor.
Furthermore it can be used to extrapolate published findings
to a patient at an arbitrary specified baseline risk when the
relative risk reduction associated with treatment is constant
for all levels of risk’. The NNT has its attractions, compared
with the other statistics, it is easy to interpret, but an NNT
can be misleading and it can be misused.

This newsletter is not the place to cover the theory and
practice of the NNT, but I would like to start a discussion.
Do NNTs have a place in our reviews? | can outline the
problems here, and develop the arguments, together with
theory and examples, on our website. | hope that anyone
interested in this topic will join in the debate.

The number needed to treat is the estimated number of
people who need to be treated with the experimental
treatment rather than with control treatment over a defined
period for one additional person to benefit or suffer a
specific outcome. It is related to the risk difference.

NNT = 1
RD

If the event rate in the control group is greater than in the
treatment group, the NNT is negative and this means that more
people benefit on control than on treatment, that is the treatment
is causing harm. The NNT is often defined as the absolute value
of the reciprocal of the RD to avoid the resulting negative
numbers than can occur, but this can lead to misinterpretation
when the direction of the treatment effect is ignored.

There are three issues that | shall discuss.

1. Is there a satisfactory estimator for the variance of an NNT,
and how do we report the confidence interval for an NNT?
NNTSs are easy to calculate but cannot be interpreted without the
confidence interval. To estimate the confidence interval we need
an estimate of the variance. The handbook confirms that an
NNT does not have a simple variance estimator. Altman (1998)
derives an approximate confidence interval by taking the
reciprocals of the confidence limits for the RD. Where the result
for the RD is not statistically significant, the confidence interval is
not straightforward to report. The confidence interval starts with
a value of the NNT that indicates benefit due to treatment,
encompasses the values of the NNT to infinity, which arises
when there is no difference between treatment and control, and
then falls into the region where the control has the advantage.
Already the presentation of NNTs does not seem quite as simple
as Cook would have us believe. Altman (1998) explains the
confidence interval by defining a scale for NNTs that passes
from benefit through infinity to harm. This is rather nice
mathematically, but not so clear for those who do not understand
the concept of a parameter space.

2. Can NNTs from individual trials be pooled in a meta-analysis?
The Cochrane Handbook (a new chapter 8) has very little to say
about NNTs as yet. The handbook confirms that we do not
know how to pool NNTS in a meta-analysis.

3. Is the NNT a consistent statistic?

The handbook stresses the importance of choosing a summary
statistic that gives values that are similar for all trials pooled in the
meta-analysis and for the populations that are likely to receive the
treatment. Such statistics are called consistent statistics.
Empirical evidence suggests (Deeks 2002) that absolute measures
for dichotomous outcomes, such as the risk difference and NNT,
are not as consistent as the relative measures such as the odds
ratio and relative risk. What does that all mean and does it apply
to the outcomes we find in CDCIG reviews? Watch the website
at http://www.jr2.ox.ac.uk/cdcig

Cook RJ, Sackett DL. The number needed to treat: a clinically
useful measure of treatment effect. BMJ 1995;310:452-454
Altman DG. Confidence intervals for the number needed to
treat. BMJ 1998;317:1309-1312.

Deeks JJ. Issues in the selection of a summary statistic for meta-
analysis of clinical trials with binary outcomes. Statistics in
Medicine 2002;21:1575-1600.
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THE FUTURE OF CDCIG

Dymphna Hermans, Coordinator

Until recently our future has been uncertain. Our infrastructure comes to an end on 31 March 2004 and with J
Grimley Evans retiring at that date it was unclear whether or not we would be able to stay in the Radcliffe
Infirmary where we have been based since the Group came into existence in 1995. Related to the latter was an
issue regarding overhead payments to the University which would cripple us severely if charged.

We decided to postpone the publication of our December newsletter until we could report on our future with
more certainty. At the time of course we thought decisions were imminent but in the world of funding agencies
and universities nothing ever happens quite as fast as one would hope.

But now the uncertainties have been cleared up and the news is fairly good:

We obtained funding for the group for five years (2004/5 to 2008/9) from NHS Research &
Development at a flat rate of £105,000 each year. Cost of living awards will be considered on a year to
year basis. The Oxford Mental Health Trust which employs Rupert McShane has agreed to fund him
for one session per week for one year to work with CDCIG and this has made it possible for him to
become joint Coordinating Editor with Jacqueline beginning 1 April 2004.

Grimley has negotiated for us to stay at the Radcliffe Infirmary for the next three years. Not only do we
like this because it is so much nicer to be in the centre of the city, more importantly the Department of
Medicine has generously agreed to subsidize our overhead costs. If we had moved to the Department
of Psychiatry as originally planned, we would have had to pay the full 50% overheads! The third
additional advantage is that this means Grimley is to stay on as 'advisor' — at least until the successor to
his Chair is in post.

The NHS R&D funding is not sufficient to maintain present staff levels but as we have some reserves, we shall
manage for the first two or three years. But of course we now have three times the number of reviews we had
three years ago and updating them is a time consuming job both for the reviewers as well as the editorial base.
With the same number of staff we shall have to cut down on the number of new reviews and/or on the updates
unless we manageto obtain additional funding. We plan to try to obtain funding for

1. aresearch fellow who would dedicate him/herself to the updating of reviews and
2. aresearcher for the upkeep of our study based register (without that we shall have to give up
on maintaining it).
Your ideas for funding bodies/projects would be very welcome.

We would like to end with a special word of thanks to our retiring Coordinating Editor, J Grimley Evans. He
has been unfailingly generous in giving us of his wisdom, energy and time and has made working here a real
pleasure. We hope you have enjoyed his thought provoking back page contributions to the Newsletter as much
as we have and will now leave you to read his last contribution as Coordinating editor: Morality and
respectability, the face and the mask.
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MORALITY AND RESPECTABILITY, THE FACE AND THE MASK

JOHN GRIMLEY EVANS

Over the next five years, the money to be provided to British Cochrane Groups by the Department of Health, ominously now
called “core funding”, will not be enough for survival. We will all therefore be looking for additional money from people or
agencies interested in what we do. To put it in terms familiar to the shopkeepers who, as Buonaparte observed, rule this unhappy
country, we have to sell our product.

It is on the one hand timely, and on the other deucedly perverse, that the Cochrane Hierarchy has chosen this moment to
circulate a draft directive aimed at controlling and limiting the sort of people Cochrane groups can take money from.
Conventional postures are to be struck; there should to be no money for any purpose whatsoever from tobacco companies, but
we shall still be free to accept funds from manufacturers of land mines, arms dealers, international oil corporations, and even,
God save the mark, Barclays Bank. The big issue however is drug companies. The Cochrane Councils of The Elect are very
worried about drug companies. They wag their hoar heads gravely over a report [1] that trials funded by drug companies tend to
come out with larger positive effects than trials funded by non-commercial agencies. Therefore, the hoar heads conclude,
Cochrane review groups must eschew funding by drug companies.

Is this conclusion rational or sensible? It depends on the assumption that trials funded by drug companies cannot be trusted. The
authors of the report acknowledge that they find no evidence of methodological shortcomings in drug company trials, and
improper analysis should not escape peer review. Publication bias is certainly a possibility; but fraud is hardly a serious issue.
Those of us who have spent time in primary research, rather than the less challenging activity of reviewing other people’s, know
that whatever the potential for abuse in the past, opportunities for fraud in today’s obsessionally audited world of commercially
funded drug trials are nugatory. In any case we have no way of knowing from the report whether it was the drug company trials
or the others that were misleading. A reasonable view is that at least part of the difference arises because drug companies will only
fund trials of drugs that they already have reason to believe are winners. For Research Councils, working to a Popperian model of
science, negative findings may be as important as positive. But in terms of good sense, if it is really to be believed that trials
funded by drug companies are necessarily dubious, the corollary is that those trials should be excluded from reviews. We would
be left with precious little to work on if that baby went out with the bathwater.

CDCIG has always taken the view that it is in their own interest that employees of drug companies should not be authors of a
Cochrane review. They would inevitably be at risk of accusations of either bias or disloyalty, whatever the scientific quality of their
work. As the witch-hunt over MMR illustrates, the mob goes for the man not the ball. But we also believe that a global ban on
funding from pharmaceutical companies would be neither just nor wise. It would not be just because there are many other
sources of potential conflict of interest in Cochrane reviews that escape similar damnation. Charities have their agendas, and their
fat-cat donors with preconceived notions who must be kept sweet. Government research money is now heavily under political
influence; it would be a brave academic hoping for future grants who used government funds to conclude that the latest
Downing-Street-trumpeted health service initiative was garbage. Ordinary honest people want to review things they are interested
in or involved in. The moxibustion therapist must surely believe that moxibustion works, whether she is in private practice or in
the National Health Service. The Merovingian physician who offers to review the efficacy of Merovingian sprout juice in the
treatment of merrygowhimbles, may not hold with unwavering passion to the null hypothesis; and his rulers in the Merovingian
Democratic People’s Republic may also have views on a potential export to the merrygowhimbled of the West.

At a purely pragmatic level, a global ban on pharmaceutical company funding would be a death sentence for some Cochrane
groups, possibly including ours. Obviously, direct connections between a pharmaceutical company’s money and specific review
topics should be avoided, to protect the company as well as the Group against calumny. Infrastructure funding from a consortia
of drug companies is one model that has been mooted; a specially created CDCIG-related charity collecting contributions from
any interested and legitimate source including drug companies is another.

Someone familiar with the human condition once said that it is not what unclean thing goes into a man that defiles him but what
comes out of him in words and deeds. The same is true of a Cochrane Review Group; in the last analysis it is only the
competence and integrity of its Editors that can ensure the probity of its reviews. | am happy to be leaving CDCIG in good
hands.

1] Lexchin J, Bero LA, Djulbegovic B, Clark O. Pharmaceutical industry sponsorship and research outcome and quality:
systematic review. Brit Med J 2003;326:1167-77.
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