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with topical ophthalmic timolol use in a group
of 17 patients treated for 15 weeks their study
does not have an adequate power to give
confidence that this is a true result.

Studies should be designed to have an 80%
power to detect a change if one is induced via
experimental perturbation. In general for
studies of drug induced effects on serum lipids
this requires a patient population of about 30.
We performed a study' with 28 volunteers

which had a design power of 80% to detect a.-
change of 0 15 mmol/I in high density lipo-
protein (HDL) cholesterol. We determined
that topical ophthalmic timolol treatment
caused a 9% decrease (0-14 mmol/l) in HDL
cholesterol (p<0001).
West and Longstaff's study had less than

50% power to detect a difference in HDL
cholesterol levels of the magnitude that we have
demonstrated when the study power is calcu-
lated with their reported standard deviations.
This is far too low to assume no effect of an
experimental treatment.

In addition a more appropriate analysis of
their data would have been a paired t test, since
each patient served as his own control in the
study. With the paired t test their results might
have been closer to statistical significance.
Study power would have however remained
unchanged (low).

Further, studies ofdrug induced lipid effects
should state explicitly the degree of stan-
dardisation of their lipid analysis laboratory
throughout the study. Lipid assays are
notoriously variable. Failure to maintain a
sufficient level of standardisation throughout a
study of drug induced lipid effects may greatly
reduce the ability ofa study to detect the sought
after effect even in studies designed for
adequate power.
The consequences of lowering HDL choles-

terol levels must be seriously evaluated because
the HDL cholesterol level is a definite risk
factor for cardiovascular disease. A small
reduction in HDL cholesterol which occurs in
a large number of individuals shifts the dis-
tribution of HDL cholesterol levels for the
whole population. Such a lowered distribution
would be associated with an increased risk of
coronary heart disease in that population as a
whole no matter how small the individual
reduction in HDL cholesterol. As physicians
we must be concerned about the population
attributable risk associated with the therapy
that we prescribe. Millions of people are
presently using topical i blockers.

Certainly additional larger studies of oph-
thalmic [-blocker induced effects on serum
lipids are needed. Is the effect on HDL
cholesterol different in a population of
glaucoma patients? Is the effect seen with all [3
blockers? Is it affected by nasolacrimal
occlusion? Does the effect increase or decrease
with exposures of longer than 2 months? Is the
effect reversible on stopping therapy?

Finally, it would be of interest for your
readers if sources of study funding were
indicated.
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Reply

SIR,-The study population required to give
adequate power depends on the magnitude of
the minimal change one wants to detect and
therefore one cannot make generalisations
about the size of the study population required
until the level of minimal change to be detected
is agreed. (The change in serum concentration
of high density lipoproteins (HDLs) which it is
worthwhile detecting with regard to the risk of
coronary heart disease remains to be deter-
mined.')
As stated in our paper2 we looked primarily

.'at serum triglyceride (TG) levels as one would
expect the number of patients to give adequate
study power to detect any effect on serum TG
levels of topical timolol treatment to be smaller
than if looking for an effect on serum HDLs as
HDL levels are affected only half as much as
TG levels in systemic studies. It is of interest
that although Coleman et all demonstrated
highly significant change in serum HDLs they
failed to show high significance for the change
in serum TGs measured.
Our study in a group of patients with

glaucoma had more than 90% study power at 5
weeks to detect a change of0 3 mmol/l in serum
TGs; at 15 weeks study power was just under
80% to detect a similar change.

Surprisingly study power for an HDL
change of 0 14 mmoUl at 5 weeks was >95%
and at 15 weeks for the same change was
>80%. The study power was adequate for a
smaller change in HDLs compared with TGs
due to the much smaller standard deviation for
HDL changes.
Our statistician agrees that a paired t test is

more appropriate but recalculation using this
test as expected does not make any of the
changes significant.
Our lipid analysis was carried out using

Technicon methodology on a COBAS BIO
centrifugal analyser as stated in our paper.
Standardisation for this system is according to
the the Centres for Disease Control criteria.
The study was funded within the depart-

ments of ophthalmology, biochemistry and
community medicine of the hospital and we are
grateful for the help of our colleagues in
completing the work.
As with other lipid related cardiovascular

studies we agree with the need for a larger study
population so as to be able to evaluate fully any
possible effect of a treatment (topical [i
blockers in this case) on serum lipids and
consequent influence on risk of coronary heart
disease. To this end a multicentre study would
offer the most certain means of determining
any possible influence.
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BOOK
REVIEW

Les Strabismes: De l'analyse clinique a la
synthese chirurgicale. 2nd edn. By Annette
Spielmann. Pp 292. 419F. Masson: Paris,
1990.

This is the second edition of a French textbook
on strabismus written by Madame Annette
Spielmann, a leading French strabismologist.
The first edition was published in 1989 and the
new edition has been reviewed and re-edited.

This is an excellent and comprehensive
account of strabismus by one author, well
illustrated with diagrams and photographs and
with a comprehensive bibliography. In
common with most works within the European
tradition, more attention is paid to the sensory
aspects of strabismus and there is interesting
material on dissociated deviations and supra-
nuclear palsies. Madame Spielmann deals
briefly but firmly with the eccentric therapy
widely popular in France of sector treatment of
amblyopia and strabismus, with which she
does not agree.

British readers will find the layout of the
chapters unusual in that subjects are treated
much more from an aetiological than an
anatomical point of view and this is in itself
refreshing and stimulating. Although I would
not recommend this book as a first text on
strabismus, those with an interest will find it
well worthwhile.

J P LEE

All titles reviewed here are available from
the BMJ Bookshop, PO Box 295, London
WC1H 9TE. Prices include postage in the UK
and for members of the British Forces Overseas,
but overseas customers should add 15% to the
value of the order for postage and packing.
Payment can be made by cheque in sterling
drawn on a UK bank, or by credit card (Master-
card, Visa, or American Express), stating card
number, expiry date, and full name.

NOTES

Professor Hans Goldmann, MD

We regret to report that Professor Hans Gold-
mann died on 20 November 1991. We hope to
have an obituary in a later issue.

8th International Steglitz Paediatric Surgical
Congress 1992 Berlin/Germany

The 8th International Steglitz Paediatric
Surgical Congress will be held on 4-5 Decem-
ber 1992 at the University Medical Centre,
Steglitz, Berlin. Under the title 'Endoscopical
surgery in children' it will be chaired by
Professor Dr J Waldschmidt. Further informa-
tion: PD Dr F Schier, Kinderchirurgie, Univ-
Klinikum Steglitz, Hindenburgdamm 30,
1000 Berlin 45, Germany. (Tel: 030 798 4181 or
798 2909. Fax: 030 798 4141.)
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