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pathy, including classical homoeopathy, in a way
that is acceptable for both sceptical physicians
and enthusiastic homoeopaths. Criticisms of these
methods, often suggesting that special methodology
and statistics are needed for the evaluation of homoeo-
pathy, are in our opinion based on lack of knowledge of
research methodology.

A problem in our methodological assessment is that
limited description of the methods and the results in
the publication may lead to a lower score. We believe,
however, that a detailed description of this information
is as important as using good methodology in practice.
It could be argued that other criteria should be used for
the methodological assessment and that this kind of
assessment is rather subjective. As stated before, we

have selected well established criteria. The reader
could apply different weights to the criteria to
see whether substantial changes would occur in our
methodological ranking, but we think that this will not
be the case.

Double blinding, even if the placebo is described as
indistinguishable, has to be checked by asking the
patients in which group they believe that they were
during the trial. Blindness must be checked early in the
trial, before the treatment is expected to take effect,
because positive effects would break the code. It is easy
to state that a trial was double blind, but patients have
many ways to break the code. This might explain
small differences in favour of homoeopathy. Double
blinding was not checked in any trial of homoeopathy.

TABLE 111 — Clinical trials of homoeopathy grouped according to diagnoses from conventional medicine

Score Score
Indication (max=100) Result Indication (max=100) Result
Diseases of the vascular system:
Bignamini ez al 1987* Hypertension 58 Negative Rheumatological disease:
Wiesenauer and Gaus Shipley et al 1983" Osteoarthritis 50 Negative
1987 Hypotension 58 Positive Fisher et al 1989 Fibromyalgia 45 Positive
Savage 1977" Stroke 55 Negative Gibson et al 1980* Rheumatoid arthritis 40 Positive
Gauthier 1983 Flushing 53 Negative Audrade et al 1988 Rheumatoid arthritis 38 Negative
Savage and Roe 1978%  Stroke 53 Negative Fisher 1986" Fibrositis 38 Positive
Hitzenberger et al 1982* Hypertension 48 Negative Gibson et al 1978 Rheumatoid arthritis 33 Positive
Dorfman ez al 1988+ Venous perfusion 35 Positive
Hadjicostas eral 1988”  Bleeding 35 Positive Trauma or pain:
Master 1987+ Hypertension 13 Positive Zell et al 1988 Ankle sprains 80 Positive
Brigo 1987% Migraine 68 Positive
Respiratory infections: Bourgois 1984" Haematoma 53 Positive
Ferley et al 1989 Influenza 88 Positive Casanova 19817 Myalgia 45 Positive
Bordes and Dorfman Pinsent et al 1986™ Dental extraction 45 Positive
1986* Coughing 70 Positive Berthier 1985* Dental extraction 40 Positive
Ferley et al 1987 Influenza 68 Negative Albertini et al 19847 Dental neuralgia 38 Positive
Maiwald et al 1988 Influenza 65 Positive Campbell 1976™ Bruising 38 Negative
Wiesenauer et al 1989 Sinusitis 60 Negative Hildebrand and Eltze
Gassinger et al 1981 Common cold 58 Positive 1983 Myalgia 38 Positive
Lewith e al 1989* Influenza 55 Negative Hildebrand and Eltze
Lecocq 1985* Respiratory infections 50 Positive 1983 Myalgia 38 Positive
Lewis 1984* Whooping cough 49 Negative Hildebrand and Eltze
Schmidt 1987* Bronchitis 45 Positive 1983™ Myalgia 38 Positive
Chakravarty ezal 1977%  Tonsillitis 38 Positive Hildebrand and Eltze
Mossinger 1985° Otitis media 38 Positive 19837 Myalgia 38 Positive
Davies 1971* Influenza 35 Positive Leaman and Gorman
Maossinger 1973 Pharyngitis 35 Positive 1989+ Minor burns 38 Negative
Mossinger 1982 Common cold 35 Negative Geiger 1968" Oedema 35 Positive
Hourst 1982 Respiratory infections 28 Positive Kubista ez al 1986" Mastalgia 35 Positive
Maossinger 1976* Pharyngitis 25 Positive Michaud 1981* Oedema 35 Positive
Masciello and Felesi Mergen 1969* Oedema 33
1985¢ Influenza 18 Positive Caspar and Foerstel
Bungetzianu 1988* Influenza 0 Negative 1967 Oedema 28 Positive
Campbell 1976™ Bruising 28 Positive
Other infections: Khan 1985* Hallux valgus 15 Positive
Valero 1981 Postoperative infection 80 Negative Anonymous 1980" Cystitis 13 Positive
Valero 1981 Postoperative infection 50 Positive
Ustianowski 1974 Cystitis 45 Positive Mental or psychological problems:
Mossinger 1980% Furuncles 43 Positive Delaunay 1985* Behaviour in children 48 Positive
Subramanyam et al Carlini e al 1987* Insomnia 45 Negative
1990° Filariasis 38 Positive Heulluy 1985* Depression 45 Positive
Carey 1986* Vaginal discharge 35 Positive Ponti 1986” Travel sickness 40 Positive
Castro and Noguiera Tsiakopoulos et al
1975% Meningitis 13 Positive 1988* Vertigo 35 Positive
Vu Din Sao and
Diseases of the digestive system: Delauney 1983* Nervous tension 30 Positive
Ritter 1966* Gastritis 58 Positive Dexpert 87* Seasickness 25 Positive
Rahlfs and Mossinger Alibeu and Jobert
1979 Irritable colon S0 Positive 1990* Agitation 23 Positive
Owen 1990 Irritable colon 35 Positive Davies 1988* Aluminium deficiency 23 Negative
Rahlfs and Massinger Master 1987+ Aphasia 23 Positive
1976~ Irritable colon 35 Positive
Mossinger 1976 Abdominal complaints 23 Negative Other diagnoses:
Mossinger 1974 Cholecystopathy 15 Positive Arnal-Laserre 1986" Duration of delivery 80 Positive
Mossinger 1976” Abdominal complaints 13 Negative Skaliodas et al 1988" Diabetes 50 Positive
Coudert-Deguillaume
Pollinosis: 1981* Duration of delivery 45 Positive
Reilly et al 1986° Pollinosis 90 Positive Kennedy 1971* Postoperative
Wiesenauer and Gaus complications 43 Negative
1985" Pollinosis 85 Positive Paterson 1943” Gas poisoning 41 Positive
Wiesenauer and Gaus Basu 1980™ Myopia 35 Positive
1986" Pollinosis 80 * Hariveau 1987* Cramps (dialysis) 35 Positive
Wiesenauer et al 1983  Pollinosis 75 Positive Kirchhoff 1982"™ Lymphoedema 33 Positive
Reilly and Taylor 1985%  Pollinosis 50 Positive Kienie 1973 Respiratory
Reilly ez al 1990° Asthma 35 Positive insufficiency 30 Positive
Paterson 1943” Gas poisoning 28 Positive
Recovery of bowel movements after surgery: Ventoskovskiy and
GRECHO 1989" " Ileus 90 Negative Popov 1990"" Complications of
Aulagnier 1985" Ileus 75 Positive delivery 22 Positive
Valero 1981' Ileus 70 Positive Schwab 1990"* Skin diseases 20 Positive
Chevrel er al 1984 Ileus 58 Positive Schwab 1990"" Skin diseases 20 Positive
Valero 1981" Ileus 50 Positive Massinger 1976" Cramps (legs) 13 Negative
Estrangin 1979 Ileus 48 Negative Khan and Rawal
Castelin 1979 Ileus 20 Positive 1976 Verruca plantaris 0 Positive

*Comparison of homoeopathic treatments.
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Although the number of trials is impressive, many
questions remain. Virtually no evidence exists about
the correct choice of the remedy and the potency to be
used (different potencies or homoeopathic substances
should be compared in controlled trials). Hahne-
ann’s principles have been brought into practice in
innumerable ways, as is indicated by the differences
among the trials presented here. The process of
producing preparations (the percentage of alcohol in
the solution, the number of times that the substance
must be shaken during potentiation, etc) and their
composition (especially when herbs are used) differ
greatly among manufacturers. Also, there is no plaus-
ible explanation of the mechanisms through which
homoeopathy would act. Substances that contain
only the solvent can have no pharmacological actions
according to our present knowledge of physics and
chemistry. If a homoeopath is asked his or her opinion
about these mechanisms, the most likely reply is “I
do not know.” In practice, if a treatment works
knowledge of the mechanisms of action is not necessary,
and numerous examples from regular medicine can be
cited in which the mechanisms are hardly understood
or not at all. However, to assume that an infinitesimally
diluted substance in an alcoholic solution has pharma-
cological effects would mean that essential concepts of
modern physics would have to be dismissed.

An important problem in reviewing the literature is
publication bias. Especially with a controversial
subject such as homoeopathy, several problems may
exist. More trials with positive results might have been
submitted and accepted by ‘“alternative” journals,
whereas small trials with negative results might not
have been submitted or might have been rejected. On
the other hand trials with positive results might have
been rejected and negative trials more readily accepted
by “regular” journals. About one third of the trials
were published in each of regular journals, alternative
journals, and by other means of communication (pro-
ceedings, reports, dissertations, books). No relation
between the result and the place of publication was
seen. Negative results were reported in alternative
journals 12 times, in regular journals seven times, and
in other publications five times. When talking to
authors of trials we identified at least six trials for which
no manuscript had been submitted for publication. It
is difficult to discover the true reasons for failure to
submit an article for publication, but we think that the
(possibly negative) results may have been an important
factor in these cases.

Nevertheless, much evidence is available. We tried
to decrease the effects of publication bias by exten-
sively checking every possible source for publications
or reports of trials. We wrote to many researchers and
also visited several of them to learn whether there were
any unpublished trials and to get further details of the
published ones. We used strict criteria to select the best
trials and based our main conclusions on the results of
these. The amount of positive evidence even among the
best studies came as a surprise to us. Based on this
evidence we would be ready to accept that homoeo-
pathy can be efficacious, if only the mechanism of
action were more plausible. The way in which the
belief of people changes after the presentation of
empirical evidence depends on their prior beliefs and
on the quality of the evidence.'” ' Critical people who
did not believe in the efficacy of homoeopathy before
reading the evidence presented here probably will still
not be convinced; people who were more ambivalent in
advance will perhaps have a more optimistic view now,
whereas people who already believed in the efficacy of
homoeopathy might at this moment be almost certain
that homoeopathy works.

A trial of very high quality was that of the Groupe de
Recherches et d’Essais Cliniques en Homéopathie,
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initiated by the French Ministry for Social Affairs
and performed by a group consisting of regular and
homoeopathic researchers.' ' After the earlier publi-
cation of several trials in which homoeopathy was
shown to decrease the time to recovery of bowel
movements after abdominal surgery, this hypothesis
was retested in a rigorous trial comparing four groups
of 150 patients (two groups were treated with opium
C15 and raphanus C5, one group with indistinguish-
able placebo, and one group was not treated). No
differences at all were found. Will more of such trials
for other indications show the same results and refute
the existing evidence?

The weight of the presented evidence will probably
not be sufficient for most people to decide definitely
one way or the other. The question arises, What
further evidence would be needed? Investigations in
animal or plant models may increase the belief of
sceptical people before they have read the evidence
from clinical trials, but if no positive results are found
homoeopaths may claim that homoeopathy only works
in humans. We did not assess the evidence from
such investigations; Scofield concluded in 1984 in a
comprehensive review article that “despite the great
deal of experimental and clinical work there is only
little evidence to suggest that homoeopathy is effective.
This is because of bad design, execution, reporting or
failure to repeat experimental work.”"” If more (well
performed) controlled trials in humans are demanded,
cooperation between sceptical investigators and
homoeopaths is likely to make the trial results more
convincing for many readers. The question is how
many of such trials would be needed to draw definitive
conclusions? The evidence presented in this review
would probably be sufficient for establishing homoeo-
pathy as a regular treatment for certain indications.
There is no reason to believe that the influence of
publication bias, data massage, bad methodology, and
so on is much less in conventional medicine, and
the financial interests for regular pharmaceutical
companies are many times greater. Are the results of
randomised double blind trials convincing only if there
is a plausible mechanism of action? Are review articles
of the clinical evidence only convincing if there is a
plausible mechanism of action? Or is this a special
case because the mechanisms are unknown or implaus-
ible?

In our opinion, additional evidence must consist of a
few well performed controlled trials in humans with
large numbers of participants under rigorous double
blind conditions. The results of the trials published so
far, and the large scale on which homoeopathy is
brought into practice, makes such efforts legitimate.

This work was financed by a grant of the Dutch Ministry of
Welfare, Public Health, and Cultural Affairs (Project No
87-35). We are grateful to Catherine Hill and Frangoise
Doyon of Institut Gustave Roussy, Villejuif, France; to David
Taylor Reilly and Morag Taylor of the Glasgow Royal Infirm-
ary for helpful discussions; and to many other researchers for
discussions and help in obtaining published trials.
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Acute myeloblastic leukaemia—a model for assessing value for
money for new treatment programmes

Patricia ] Lobo, Ray L Powles, Angela Hanrahan, Derek K Reynolds

Abstract

Objective—To measure the effects of changes in
treatment of acute myeloblastic leukaemia that may
give better value for money.

Design—Retrospective analysis of patients’ notes
to identify items of management costing money;
prospective costing of these items. The Medical
Research Council acute myeloblastic leukaemia 9
trial was used to identify the amount and distribution
of these costs when either one or two courses
of induction treatment were required to obtain
complete remission. These findings were then
extrapolated to four published international
controlled trials using similarly intense treatment
and in which the number of courses of treatment
required for complete remission was stated, to
compare British costs for treatment with idarubicin
and daunorubicin, both in combination with
cytarabine.

Setting—Leukaemia
Hospital, London.

Subjects—Data on 10 patients receiving intensive
induction treatment for acute myeloblastic leukaemia
were used to identify 160 items of cost in four broad
groups: general (including accommodation),
diagnostic, supportive treatment, and cytotoxic
chemotherapy. One newly treated patient was
prospectively assessed over one month, including a
time and motion study, to cost these items; then
costs for 268 patients from the MRC trial receiving
moderate induction chemotherapy including
daunorubicin were assessed, and costs for treatment
of 522 patients in the four international studies
comparing daunorubicin with idarubicin were
analysed.

Main outcome measures—Cost effectiveness
was measured as the overall cost to obtain complete
remission in untreated patients with acute myelo-
blastic leukaemia after treatment with idarubicin or
daunorubicin.

Results—The 160 costed items were measured for
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their sensitivity in varying the total cost of treatment,
this being assessed within Britain in other district
general and private hospitals to measure the extremes
of cost of these items. Overall, idarubicin, although
more expensive, showed a substantial saving (£1477
per patient) in total hospital costs, more than
offsetting the increased cost (£607) of the new
treatment, an overall saving of £870 per patient (5%).

Conclusion—Approaches modelling cost ef-
fectiveness may be an essential part of planning new
programies of treatment in the future. This method
can be used to estimate the cost effectiveness of the
treatments in different environments and countries
where costs may vary widely.

Introduction

After the publication of the government’s white
paper Working for Patients there has been widespread
debate on the economic aspects of health care policy.
Although in a broad economic analysis total costs and
benefits for the whole national economy and for
individual patients should be considered, at present
only costs and effectiveness within the NHS can be
assessed, and it is these that this paper considers.

Improvements in survival of patients treated for
acute myeloblastic leukaemia have resulted primarily
from the development of more intensive treatment
regimens, improved supportive care, and marrow
transplantation.! The standard initial treatment
for induction of remission of acute myeloblastic
leukaemia is one or two courses of a combination of
an anthracycline (for example, daunorubicin) and
cytarabine. Both drugs have been available for many
years and are fairly inexpensive. If we use as the end
point patients who achieve complete remission (are
well and have no detectable disease) on one relatively
expensive course of treatment then this may cost
less overall and be more cost effective than patients
attaining remission in two cheaper courses but requir-
ing extra time in hospital.
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