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IS IT WORTH DOING?

Bandolier has panic attacks over the loose use of the word
effective. Numbers-needed-to-treat (NNT [1]) is one way
to define effectiveness. NNTs are easier to interpret than
absolute and relative rate reduction. Two examples may
help. Using flu vaccination (page 5) the reduction in rela-
tive risk was 0.42. This translates to an NNT of 23 com-
pared with not vaccinating. One case of flu was prevented
for every 23 patients vaccinated. In a powerful review of
matters cardiovascular [2] the AIRE study of angiotensin
converting enzyme inhibitors after myocardial infarction
[3] is cited as “one of the most important clinical trials in
cardiovascular medicine to be published for many years”.
2006 patients with clinical evidence of heart failure were
randomised to ramipril or placebo (minimum follow up
six months). There were 170 deaths in the 1014 patients
randomised to ramipril compared with 222 deaths in the
992 patients randomised to placebo. This relative rate re-
duction of 27% translates to an NNT of 18. One death was
prevented for every 18 patients treated.

Both examples are of preventative interventions. It is im-
portant to appreciate that NNT is by definition context-
dependent. It is flu vaccination versus no vaccination and
ACE inhibitor versus placebo. The NNT would change if
comparisons were different, for instance one flu vaccine
versus another. For a common disorder a cheap preventa-
tive intervention with minimal adverse effects and an NNT
of 50 may well be worth doing. If there are substantial
adverse effects then it may not be worth doing. For a seri-
ous condition then a risk of significant adverse effects may
be worth taking.

NNT makes it easy to quantify this clinical decision-mak-
ing, because NNT for adverse effects can be calculated as
well as NNT for effectiveness. NNT for drug-related study
withdrawal in the AIRE study was 18 for ramipril com-
pared with placebo. Like Bandolier, patients may find
NNT easier to understand. “By taking this medicine you will
reduce the chance of dying from your heart problem by xx; the
chance of your not being able to tolerate the drug is yy”. The
next twist is to use NNTs for treatment as well as preven-
tion.
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SCREENWATCH

In future months Bandolier will feature a number of pieces
on screening. The Chief Medical Officer made a major
speech on screening in January 1994 where he outlined the
way in which screening policy and practice should be or-
ganised in future.

The approach is based on the principle that because screen-
ing is offered to healthy populations, the burden of proof
of its effectiveness, the balance between beneficial and ad-
verse effects, and the need to deliver a high quality service
are all even more important in screening than in conven-
tional clinical practice.

During 1995 it is probable that the National Screening Net-
work will be set up as part of the Public Health Network,
and it will be charged with the responsibility of ensuring
that screening is better managed in future than it has been
in the past. In the meantime Bandolier will carry a series of
articles on screening as a regular feature.

All or none screening

The decision to screen or not to screen is an all or none de-
cision. Either the evidence is good and the screening should
be perfectly done, or it should be kept out of purchasing
and clinical practice. Below is a list of screening tests that
are offered in some parts of the country but for which there
is insufficient evidence to support their introduction or con-
tinuation except as part of high quality research, carried
out to a defined protocol with subjects informed about the
experimental nature of the procedure being offered:

• screening for prostate cancer
• screening for ovarian cancer
• screening for colorectal cancer
• chlamydia screening in pregnancy
• human papilloma virus screening as part of cervical

screening
• screening of neonates for congenital biliary atresia
• whole population cholesterol screening

J A Muir Gray
Director of Research and Development
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BENIGN PROSTATIC HYPERPLASIA :
DIAGNOSIS AND TREATMENT

The US Agency for Health Care Policy and Research
(AHCPR) was established in December 1989 to enhance the
quality, appropriateness, and effectiveness of health care
services. From time to time AHCPR publishes evidence-
based Clinical Practice Guidelines.

The eighth in the series is devoted to benign prostatic hy-
perplasia (BPH) diagnosis and treatment. The main book
(220 pages and 300 references) is accompanied by a patient
booklet and quick reference guide for clinicians. This may
seem daunting, but this is a real and readable example of
everything you wanted to know about BPH but were afraid
to ask! Bandolier has no hesitation in encouraging any
healthcare professional or patient to read and enjoy this
publication.

How big is the problem?

BPH is the most common benign neoplasm (non cancerous
enlargement of the prostate gland) in men, and has a high
prevalence that increases with age. The increase in size of
the prostate inside its capsule exerts pressure on the ure-
thra, which passes through the capsule, resulting in obstruc-
tion to urine flow.

Half of all men have BPH identifiable histologically at age
60 years, and by 85 years the prevalence is about 90%. In
the USA about 25% of men will be treated for BPH by age
80, and over 300,000 surgical procedures are performed each
year for BPH (mostly transurethral resection of the pros-

tate, TURP). This makes TURP the second most common
surgical procedure, second only to cataract surgery - at a
cost estimated at $2 billion per year.

What are the symptoms?

Most patients with BPH consult their GP with bothersome
symptoms concerning urination. A simple symptom index
has been drafted by the American Urologists Association
(AUA). By answering seven questions about the severity of
symptoms, it is possible to define whether the symptoms
are mild (0-7 points), moderate (8-19 points) or severe (20-
35 points).

This Symptom Index is recommended as the symptom scor-
ing instrument to be used in the initial assessment of each
patient presenting with symptoms of prostatism, and should
be the primary determinant of treatment response or dis-
ease progression in the follow up period.

What diagnostic tests are useful?

Although there are a number of diagnostic test procedures
which can be used for BPH, urine flow rate recording is the
single best non invasive urodynamic test to detect lower
urinary tract obstruction. There is insufficient evidence to
recommend a cut-off value to document appropriateness
of therapy.

This test measures the peak or average flow rate of urine,
and peak flow rates (Qmax) of above 15 mL/second are
usually found in asymptomatic men of 25 to more than 60
years of age. Responses to treatment are less good in pa-
tients with a Qmax of more than 15 mL/sec.

AUA Symptom Index

Circle 1 number on each line

Questions to be answered Not at all
Less than
1 time in 5

Less than
half the

time

About  
half the

time

More than
half the

time

Almost
always

1: Over the past month, how often have you had a sensation
of not emptying your bladder completely after you
finished urinating?

0 1 2 3 4 5

2: Over the past month, how often have you had to urinate
again less than 2 hours after you finished urinating? 0 1 2 3 4 5

3: Over the past month, how often have you found you
stopped and started again several times when you
urinated?

0 1 2 3 4 5

4: Over the past month, how often have you found it difficult
to postpone urination? 0 1 2 3 4 5

5: Over the past month, how often have you had a weak
urinary stream? 0 1 2 3 4 5

6: Over the past month, how often have you had to push or
strain to begin urination? 0 1 2 3 4 5

7: Over the past month, how many times did you most
typically get up to urinate from  the time you went to bed
at night until the time you got up in the morning?

0 1 2 3 4 5

Sum of 7 circled numbers (AUA Symptom Score):                  
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Other diagnostic tests such as post void residual urine vol-
ume and some pressure flow studies are regarded as op-
tional, but other tests (filling cystometry, urethrocystoscopy,
imaging of the urinary tract) are not recommended.

What are the treatment options?

There are a number of treatment options (see box). These
include watchful waiting, medical therapy, balloon dilata-
tion and various surgical procedures.

The effects of these various treatments on peak urinary flow
rate have been surveyed in the AHCPR review, and are sum-
marised in the figure. TURP and open prostatectomy, as
well as TUIP (which is not commonly performed in the UK)
are the most effective in producing an increase in urinary
flow rate.

Similar summaries of the effects of various treatments on
symptom improvement are shown in the table. About half
the patients treated with placebo or watchful waiting re-
ported symptom improvement, compared with about 90%
for TURP. The proportion reporting worse symptoms is
small (usually less than 5%) except for watchful waiting
where it can be as high as 25%.

The AHCPR review has also estimated the magnitude of
the symptom improvement. For the placebo and medical
treatments this was of the order of 30-40% improvement,
but for the surgical procedures was 70-85% improvement,
clearly superior to other treatments.
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Treatment
1 Placebo
2 Watchful waiting
3 Alpha blocker
4 Finasteride
5 Balloon dilation
6 TUIP
7 TURP
8 Open prostatectomy

BPH Treatment Options

Watchful waiting: A strategy of management in
which the patient is monitored but receives no
active treatment.

Alpha blocker therapy: Treatment using alpha-1-
adrenergic receptor blockers that inhibit contrac-
tion of prostatic smooth muscle.

Finasteride therapy: Treatment using finasteride, an
enzyme inhibitor that lowers prostatic androgen
levels and can result in some decrease of prostate
size.

Balloon dilation: A catheter with a balloon at the end
is inserted through the urethra and into the
prostatic urethra. The balloon is then inflated to
stretch the urethra where narrowed by the pros-
tate.

Transurethral incision of the prostate (TUIP): An en-
doscopic surgical procedure in which patients
with smaller prostates (<30 g) have an instrument
inserted through the urethra to make one or two
cuts in the prostate and reduce the constriction
on the urethra.

Transurethral resection of the prostate (TURP): Sur-
gical removal of the prostate’s inner portion by
endoscopic approach through the urethra. This is
the most common active treatment.

Open prostatectomy: Surgical removal of the pros-
tate via an incision in the lower abdomen. It usu-
ally requires a longer hospital stay.

What are the adverse events with
treatment?

Few treatments are without any adverse consequences, and
this is particularly so with treatments with BPH, where there
is a delicate balancing act between the benefits and demer-
its of the treatments available.

Treatment Median probability
of symptom

improvement

(percent , 90% CI)

Placebo 45 (26 - 65)

Watchful waiting 42 (31 - 55)

Alpha blocker 74 (59 - 86)

Finasteride 67 (54 - 78)

Balloon dilation 57 (37 - 76)

TUIP 80 (78 - 83)

TURP 88 (75 - 96)

Open prostatectomy 98 (94 - 99)
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The adverse events following treatment for BPH include
impotence (with 90% confidence intervals for various sur-
gical procedures ranging from about 4 % to 40%; the inci-
dence of impotence is also increased after some medical
treatments), incontinence (stress incontinence about 3% af-
ter surgery, with total urinary incontinence approaching
1%), and the need for re-treatment.

Re-treatment over a five year period was calculated by the
AHCPR for a number of treatment options. Thus for watch-
ful waiting, balloon dilation and medical treatments some
30-40% of men would expect to suffer treatment failure over
five years; for surgical procedures treatment failure over
the same period was calculated at 2-10%.

Combined analysis of published data estimated that the
mean probability for perioperative mortality (death within
90 days of a procedure) was 1.5% for TURP. For open sur-
gery it was 2.4% and for balloon dilation it was 3.5%.

What do treatments cost?

The AHCPR has calculated treatment costs from Medicare
data. In absolute terms this is not entirely pertinent for Brit-
ish experience, but the relative costs are probably similar,
and the figures are given in the table below in US$.

Treatment preference?

BPH affects the quality rather than the quantity of life. It is
therefore the degree to which the patient’s symptoms bother
him that will determine the need for therapy; the relative
benefits and harms of each treatment option will help to
determine their therapeutic preference.

AHCPR therefore gauged the range of personal preferences
by looking at the way in which a small band of patients (53)
who were given information on the benefits and adverse
effects of different treatments made judgements about their
own treatment options. Nine of the 53 had mild symptoms,
19 moderate and 12 severe symptoms by the AUA scoring
system.

The results are shown in the figure. Watchful waiting was
the most frequently chosen treatment for those patients with
mild and moderate symptoms. Those with severe symp-
toms most frequently chose surgery. Medical therapies and

Treatment Cost of first year Cost of second year

Watchful waiting   1,162 640

Finasteride   1,326 788

Alpha blocker   1,395 845

Balloon dilation   3,723 543

TURP   8,606 360

Open prostatectomy 12,788   69

balloon dilation were chosen by only a small percentage of
the patients.

New treatment options?

There are number of new treatment options becoming avail-
able, though none of these has yet to be tested rigorously
in randomised controlled trials, and even in the open stud-
ies so far reported there is no clear indication that they of-
fer any particular benefits over conventional therapies.
Judgement, however, must await publication of good clini-
cal trials.

The new therapies fall into some clear groups.

Laser prostatectomy uses energy from directed neodynium
yttrium aluminium garnet lasers to destroy prostate tissue.
Initially bare laser fibres were used, with fairly disappoint-
ing results, but later technology advances enabled right
angled fibres to direct the laser energy more directly at the
tissue. The lasers are directed by ultrasound or direct cys-
toscopy.

Hyperthermia of the prostate tissue utilises microwaves to
‘cook’ the prostate tissue and destroy it. A number of tech-
nologies have been used to deliver microwaves transrectally

or transurethrally.

Prostatic stents are
metal devices that
can be placed in the
prostatic urethra to
expand the urethra
and make urine
flow easier.

To these surgical
options must be
added a number of
medical treatments
currently under
trial. The AHCPR

report concluded that there was presently insufficient data
on any of these to permit conclusions regarding their safety
and efficacy. The new treatments should not form part of
purchasing contracts until one year follow up data from
properly conducted randomised controlled trials are avail-
able.

How to get the report

Copies of this highly recommended report and the associ-
ated documents are available from AHCPR Publications
Clearinghouse, PO Box 8574, Silver Spring, MD 20907-8547,
USA (Tel 001-800-358-9295).
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COCHRANE CORNER

Update on the Cochrane Collaboration

The Cochrane Collaboration was launched in October 1993,
and so is just emerging from infancy and developing into
toddlerhood. The Collaboration is a network of individu-
als, and its objectives are to prepare, maintain and dissemi-
nate systematic reviews of the effects of health care. This is
a huge challenge. To illustrate just how huge, achieving even
the first of these objectives will take a considerable time, as
it can take up to five years to prepare a proper systematic
review. Currently there are no Cochrane reviews available
for dissemination, but the first will appear early in 1995.

The added value of a Cochrane review (as opposed to any
other systematic review) is the commitment to regular up-
dating. Reviews published in journals are often out of date
by the time they are published. Cochrane reviews will be
published electronically and updated when this is appro-
priate. They will therefore be dynamic and changing to take
into account new evidence as soon as it is available.

Each Cochrane reviewer is a member of a Collaborative
Review Group (CRG), which consists of people who share
an interest in a particular topic (for example, stroke, diabe-
tes, incontinence, or oral health). The CRGs focus on health
problems. Other dimensions of interest (such as primary
health care, developing countries, care of the elderly, or al-
ternative medicine) are addressed through Field Co-ordi-
nation. The work of the CRGs and the Fields is facilitated
in a variety of ways by the various Cochrane centres.

1,000 people involved

More than 1,000 people from over 50 countries are either
already contributing to the work of the Collaboration, or
have indicated their desire to contribute. Throughout the
Collaboration, about 40 CRGs and 15 Fields are in various
stages of evolution. Sixteen CRGs have registered with the
Collaboration, and even these 16 reflect a great diversity.
They include, for example, parasitic diseases, osteoporosis,
back pain, subfertility and schizophrenia.

Around the world there are seven Cochrane centres estab-
lished so far, and several others in various stages of devel-
opment. Each centre has general responsibilities, such as
helping to maintain a directory of contributors to the Col-
laboration, maintaining registers of systematic reviews, and
helping to establish a register of all randomised controlled
trials. In addition, the centres all have particular interests,
which include methodological research, dissemination of
information useful for delivery of appropriate health care,
and consumer involvement in the process of reviewing.

Lelia Duley

Anyone in the UK interested in contributing should con-
tact:
The UK Cochrane centre
NHS R&D Programme
Summertown Pavilion
Middle Way Tel: 01865 516300
Oxford OX2 7LG Fax: 01865 516311

INFLUENZA VACCINATION IN THE

ELDERLY

Most of the deaths due to influenza occur among people
aged over 60 years of age. It is in this group, and others
with particular medical disorders (heart or lung disorders,
diabetes, chronic renal insufficiency or chronic staphyloco-
ccal infections), that influenza vaccination is recommended.
The question of how effective the vaccination policy is in
elderly persons has been answered by a randomised con-
trolled trial published recently in the Journal of the Ameri-
can Medical association [1].

The study was conducted in the winter of 1991-2 in south-
ern Holland. Nearly 10,000 people not known to be belong-
ing to a high-risk group in 15 practices were asked whether
they wished to take part in the study and just under 2,000
accepted.

Randomised controlled trial

People were randomly allocated to active vaccine or con-
trol, which were given in double-blind conditions in weeks
44-46 (November 1-16). The active vaccine consisted of two
Beijing strains, a Singapore and a Panama strain.
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Participants gave blood samples before vaccination, three
weeks later, and five months later for serological testing for
increased antibody levels. The participants and their GPs
also completed forms relating to any symptoms of influ-
enza according to defined protocols.

The vaccination occurred before a peak of influenza inci-
dence in Holland, during three weeks at the end of 1991.

Results

In the vaccinated population the rate of influenza or influ-
enza-like illness was half that in the vaccinated population
compared with the population given a placebo vaccination.
For influenza confirmed both clinically and serologically,
the relative risk was 0.42 (CI 0.23 to 0.74).

Using the more user-friendly numbers-needed-to-treat
(NNT) method of calculating the results, of about two cases
of influenza expected each winter in every 23 people aged
over 60 years, one was prevented by influenza vaccination.
Preventing one case of influenza for every 23 people treated,
and preventing half the cases in elderly people is a very
positive result, and one which should encourage the active
pursuit of the policy of influenza vaccination.

Conclusion

With the JAMA paper is a very thoughtful editorial [2]. As
well as commenting generally on the need for RCTs, and
on the effectiveness of this RCT in particular, it reviews
much up-to-date literature on the effectiveness of influenza
vaccination. It refers to several studies in which substantial
savings were demonstrated in direct medical costs during
successive influenza seasons among elderly people who had
been vaccinated.

The editorial delivers a simple message, based on the RCT
and other evidence. “Influenza vaccination works, it’s in-
expensive, and it saves money”.
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GUIDELINES

The eighth Effective Health Care bulletin was published in
December, with the title “Implementing Clinical Practice
Guidelines”. The bulletins are based on a systematic review
and synthesis of the literature on the clinical effectiveness,
cost effectiveness and acceptability of health service inter-
ventions. The review and synthesis of the literature is car-
ried out by a research team using established methodologi-
cal checklists, with advice from expert consultants. Bando-
lier has reviewed previously several of the Effective Health
Care bulletins.

Clinical Practice Guidelines

There is increasing interest in the potential of clinical prac-
tice guidelines to promote the effectiveness and efficiency
of health care. The NHS Executive has recommended that
guidelines should be used to ‘inform contracts’.

This bulletin examines the evidence on whether practice
guidelines can change the behaviour of health profession-
als and, if so, how best to introduce them into clinical prac-
tice. The bulletin also considers the characteristics of high
quality guidelines and how purchasers might use guide-
lines for commissioning.

The authors have assembled together a prodigious amount
of information; there are 150 references and several pages
of comprehensive tables which assemble the evidence from
rigorous studies of guideline introduction.

The bulletin is tightly written but easily digested. It pro-
vides an easy access to evidence based information about
guidelines for any individual or group working on guide-
line introductions. The main points from the bulletin are:

Implementing Clinical Practice Guide-
lines: Main Recommendations

• Practice guidelines are systematically developed state-
ments to assist practitioner and patient decisions about
appropriate health care for specific clinical circum-
stances.

• The introduction of guidelines can change clinical prac-
tice and affect patient outcome. The ways in which
guidelines are developed, implemented and monitored
influence the likelihood of adherence.

• Guidelines are more likely to be effective if they take
into account local circumstances, are disseminated by
an active educational intervention, and implemented by
specific reminders relating directly to professional ac-
tivity.

• Guidelines should be firmly based on reliable evidence
of clinical and cost effectiveness. Recommendations
should be explicitly linked to the evidence. Few national
or local guidelines are sufficiently based on evidence.
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A PRACTICAL GUIDE TO

FUNDHOLDING - BOOK REVIEW

This book is written by enthusiasts who have been in
fundholding since its inception. Its authors are two GPs,
two fund managers and the regional primary care man-
ager for the (old) Oxford RHA. It has an inevitable re-
gional bias, but this is also a strength as the authors
use much illustrative information from regional statis-
tics which better illuminate the subject.

The book is unashamedly practical in its outlook, aim-
ing to assist GPs and members of the primary health
care team who are new to fundholding. It covers each
aspect of the procedure, from the important prepara-
tory year through negotiating budgets and contracts
(with illustrative examples), managing the funds, moni-
toring, fundholders working together and aspects of
the future of fundholding. It is a step-by-step walk
through the fundholding maze with experienced
guides.

To take one example: the section on negotiating con-
tracts includes how to conduct the negotiations them-
selves, and the subsection on negotiating tactics is a
classic description of the way in which negotiations
work in any arena and is a worthwhile read for any-
one engaged frequently or infrequently in complex
negotiations.

The foreword by Virginia Bottomley ventures that the
book will help those who have decided to join the
fundholding scheme, and she is right.

“A Practical Guide to Fundholding” is written by Rod
Smith, Shaun Brogan, Richard Stephenson, Janet
Fitzgerald and Lesley Withers (ISBN 0-632-03869-1). It
is published by Blackwell Science Limited, and distrib-
uted in the UK by Marston Book Services, PO Box 87,
Oxford OX2 0DT (Tel 01865 791155, Fax 01865 791927).

• National initiatives are needed to help provide the evi-
dence base which can be incorporated into national and
local guidelines.

• Priority should be given to the development and intro-
duction of local guidelines where nationally produced
rigorous guidelines exist or where the evidence base is
readily available. Priority should be given to areas where
current practice diverges from best practice providing
the potential for significant gains in health.

• A coherent programme of research is needed to ensure
that guidelines are used to their full potential.

Copies of previous bulletins are available at £3 each. Those
published are:

1: Screening for osteoporosis to prevent fractures.
2: Stroke rehabilitation.
3: The management of subfertility.
4: The treatment of persistent glue ear in children.
5: The treatment of depression in primary care.
6: Cholesterol: Screening and Treatment.
7: Brief Interventions and Alcohol use.
8: Implementing Clinical Practice Guidelines.

Payment by cheque payable to ‘University of Leeds’, and
orders should be sent to Effective Health Care, 71-5
Clarendon Road, Leeds LS2 9PL.
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DESERT ISLAND TEXTS

When I started thinking about what books I would like to
have with me on a desert island the three that have most
influenced me came to mind. The common denominator
amongst them is that they are about how social systems
work. All of them are from outside the health sector, but
that is all to the good. We need to understand that behav-
iours in health care are not unlike those in other sectors and
equally we need to understand the wider environment in
which we work.

“Diffusions of Innovations”

E M Rogers wrote the book with this title. It sounds a bit
dry but in part it offers enormous insight into the way
change takes place in any social system: the path that is
followed, the types of change which will be easy to make
and those which will be difficult. It makes so clear that the
health system is no different from others. However, it is an
academic work summarising 7,400 individual studies and
in my lonely existence on a desert island I felt it wasn’t quite
warm enough to be the one book I was left with.

“Essence of Decisions”

This book by Graham Allison is about the Cuban Missile
Crisis and the game of chess which was being played be-
tween the USA and USSR at the time. It looks at the events
from three alternate decision making paradigms. It made
me realise that how we operate will depend so much on
our own preferred mode, for example how much is it about
logic or alternatively how much we intuitively think
through how someone else will react, but also how we are
influenced by the way a particular organisation does things.

“Age of Unreason”

The book I finally decided I would want with me is Charles
Handy’s “The Age of Unreason”. If you are at all interested
in what is happening in organisations and in the wider eco-
nomic environment in the 1990’s, this is an essential read.

Charles Handy doesn’t necessarily explain why things are
happening as they are, but he certainly puts our world in a
wider context. It often seems ridiculous to me that those in
the NHS are working so hard with such long hours when
there are so many people unemployed. Handy shows that
this phenomenon applies in organisations across all the
developed world. If we are going to make society in the
next century at all comfortable to live in we need to under-
stand what is happening and take steps to change our
societal approach.

That would give me plenty to think about on my desert
island and perhaps result in some new thinking I could bring
back into the real world - following my rescue!

Barbara Stocking
Anglia & Oxford Regional Health Authority

THE CONSUMER’S GUIDE TO SUB-
GROUP ANALYSIS

The Annals of Internal Medicine carried a very important
article in 1992 on “the extent to which a clinician should
believe and act on the results of subgroup analyses of data
from randomised controlled trials or meta-analyses”. The
authors pointed out that the extent was controversial and
they provided guidelines for making decisions about the
validity and relevance of subgroup analysis.

In classic McMaster style they gave a simple table of guide-
lines. The article is set out so that each of the questions in
the box is answered and there is a very useful list of refer-
ences at the end. Anyone working with clinicians and try-
ing to encourage clinicians to make better use of trial and
meta-analysis data would be well advised to read this ex-
cellent paper.

Guidelines for deciding whether ap-
parent differences in subgroup re-
sponse are real

1 Is the magnitude of the difference clinically important?
2 Was the difference statistically significant?
3 Did the hypothesis precede rather than follow the analy-

sis?
4 Was the subgroup analysis one of a small number of

hypotheses tested?
5 Was the difference suggested by comparisons within

rather than between studies?
6 Was the difference consistent across studies?
7 Is there direct evidence that supports the hypothesised

difference?

Reference:
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