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Are the clinical effects of homoeopathy placebo effects?
Comparative study of placebo-controlled trials of
homoeopathy and allopathy

Aijing Shang, Karin Huwiler-Miintener, Linda Nartey, Peter Juni, Stephan Dérig, Jonathan A C Sterne, Daniel Pewsner, Matthias Egger

Summary

Background Homoeopathy is widely used, but specific effects of homoeopathic remedies seem implausible. Bias in
the conduct and reporting of trials is a possible explanation for positive findings of trials of both homoeopathy and
conventional medicine. We analysed trials of homoeopathy and conventional medicine and estimated treatment
effects in trials least likely to be affected by bias.

Methods Placebo-controlled trials of homoeopathy were identified by a comprehensive literature search, which
covered 19 electronic databases, reference lists of relevant papers, and contacts with experts. Trials in conventional
medicine matched to homoeopathy trials for disorder and type of outcome were randomly selected from the
Cochrane Controlled Trials Register (issue 1, 2003). Data were extracted in duplicate and outcomes coded so that
odds ratios below 1 indicated benefit. Trials described as double-blind, with adequate randomisation, were assumed
to be of higher methodological quality. Bias effects were examined in funnel plots and meta-regression models.

Findings 110 homoeopathy trials and 110 matched conventional-medicine trials were analysed. The median study
size was 65 participants (range ten to 1573). 21 homoeopathy trials (19%) and nine (8%) conventional-medicine trials
were of higher quality. In both groups, smaller trials and those of lower quality showed more beneficial treatment
effects than larger and higher-quality trials. When the analysis was restricted to large trials of higher quality, the odds
ratio was 0-88 (95% CI 0-65-1-19) for homoeopathy (eight trials) and 0-58 (0-39-0-85) for conventional medicine
(six trials).

Interpretation Biases are present in placebo-controlled trials of both homoeopathy and conventional medicine. When
account was taken for these biases in the analysis, there was weak evidence for a specific effect of homoeopathic
remedies, but strong evidence for specific effects of conventional interventions. This finding is compatible with the
notion that the clinical effects of homoeopathy are placebo effects.

Introduction to affect small than large studies; the smaller a study, the

Homoeopathy is a widely used but controversial
complementary or alternative therapy.” The basic
premise is that like is cured by like (similia similibus
curentur)—diseases can be treated by substances that
produce the same signs and symptoms in a healthy
individual.** The preparation of remedies involves serial
dilution, commonly to the extent that no molecules of
the original substance remain, and vigorous shaking
between dilutions (potentisation). During this process
information is thought to be transferred from the diluted
substance to the solvent,® which in the light of current
knowledge seems implausible. Many people therefore
assume that any effects of homoeopathy must be non-
specific placebo effects.”

Bias in the conduct and reporting of trials is a possible
explanation for positive findings of placebo-controlled
trials of both homoeopathy and allopathy (conventional
medicine).** Publication bias is defined as the
preferential and more rapid publication of trials with
statistically significant and beneficial results than of
trials  without significant results.® The low
methodological quality of many trials is another
important source of bias." These biases are more likely

larger the treatment effect necessary for the results to be
statistically significant, whereas large studies are more
likely to be of high methodological quality and published
even if their results are negative. We examined the
effects of homoeopathy and conventional medicine
observed in matched pairs of placebo-controlled trials,
assessed trial quality and the probability of publication
and related biases, and estimated results of large trials
least affected by such biases.

Methods

Literature search and data sources

We updated a previous comprehensive search for
placebo-controlled trials of homoeopathy, which covered
publications up to August, 1995.” We searched
19  electronic databases, including specialised
homoeopathic and complementary-medicine registries,
covering the period from 1995 to January, 2003:
MEDLINE, Pre-MEDLINE, EMBASE, DARE, CCTR,
CDSR, CINAHL, AMED, MANTIS, Toxline, PASCAL,
BIOL, Science Citation Index, CISCOM, British
Homeopathic Library, the Homeopathy Abstract page,
HomlInform Homoeopathic library, NCCAM, and
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SIGLE. The search terms in MEDLINE were (homeop*
OR homoeop* OR homeopathy (MeSH)) AND (placebo*
OR placebos (MeSH) OR placebo effect (MeSH) OR
sham). Search terms for the other databases were much
the same. We also checked the reference lists of relevant
papers, including reviews and meta-analyses of
homoeopathic interventions, and contacted experts in
the specialty. There were no language restrictions.

We searched the Cochrane Controlled Trials Register
to identify placebo-controlled trials of conventional
medicine. This bibliographic database of controlled trials
is maintained by the Cochrane Collaboration. As part of
an international effort to search systematically health-
care journals worldwide and other sources of
information, the collaboration has combined results of
electronic searches and searches by hand to create a
comprehensive database of trials.” We searched issue 1,
2003, of the Cochrane Controlled Trials Register, which
included 353 809 bibliographic references.

Study selection

We defined inclusion and exclusion criteria a priori and
applied the same criteria to trials of homoeopathy and of
conventional medicine. Inclusion criteria were: that the
trial was controlled and of treatments or preventive
measures with clinical outcomes; that it had a parallel-
group design with placebo control; that there was
random or quasi-random assignment to treatment and
placebo groups; and that a written report (eg, journal
publication, abstract, thesis, conference proceeding,
unpublished report, book chapter, monograph) was
available with sufficient data to allow the calculation of
odds ratios. We excluded trials of homoeopathic
“provings” in which remedies are given to healthy
individuals to assess their effects, cross-over trials, and
N-of-1 trials.

Procedures
We used prespecified criteria to identify outcomes for
inclusion in the analyses. The first choice was the main
outcome measure, defined as the outcome used for
sample-size calculations. If no main outcome was
specified, we selected other outcomes, in the order:
patients’ overall assessment of improvement;
physicians’ overall assessment of improvement; and the
clinically most relevant other outcome measure (for
example, the occurrence or duration of an illness).
Outcomes were selected randomly if several were
judged equally relevant. For each homoeopathy trial, we
identified matching trials of conventional medicine that
enrolled patients with similar disorders and assessed
similar outcomes. We used computer-generated
random numbers to select one from several eligible
trials of conventional medicine. Outcomes were selected
and trials matched without knowledge of trial results.
We used a piloted data-extraction sheet, which
covered descriptive information on the trial and study
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165 potentially eligible
publications identified
from literature search

4’| 9 could not be located

Y

156 retrieved for more
detailed assessment

51 excluded
17 insufficient information
14 ineligible study design
> 8 multiple publication
7 nomatching trial
3noclinical outcome
2 nohomoeopathic intervention

105 publications reporting
on 110 trials of
homoeopathy included

Figure 1: Identification of 110 eligible placebo-controlled trials of
homoeopathy that could be matched to an equal number of placebo-
controlled trials of conventional medicine

population, intervention, outcome measures, and trial
quality. Data were extracted independently by two

observers, and discrepancies were resolved by
consensus.
Homoeopathic interventions were defined as

classical, clinical, or complex homoeopathy, or as
isopathy. Classical homoeopathy was defined as
comprehensive homoeopathic history-taking, followed
by the prescription of a single individualised remedy,
possibly with subsequent change of remedy in response
to changing symptoms. If no comprehensive
homoeopathic history was taken and all patients
received a single, identical remedy, interventions were
classified as clinical homoeopathy. Complex
homoeopathy was defined as the prescription of a
mixture of several different remedies. Interventions
were classified as isopathy if the agent that was judged
to be the cause of the disorder was used (for example,
pollen in pollinosis). Indications for treatment were
classified as acute or chronic or primary prevention or

prophylaxis (interventions with the intention of

Clinical topic Number of trial pairs
Respiratory-tract infections 21(19%)

Pollinosis and asthma 16 (15%)

Gynaecology and obstetrics 14 (13%)

Surgery and anaesthetics 12 (11%)

Gastroenterology 12 (11%)

Musculoskeletal disorders 11 (10%)

Neurology 10 (9%)

Other 14 (13%)

Table 1: Distribution of pairs of placebo-controlled trials by clinical topic
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See
for webappendices 1 and 2
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assignment envelopes, central randomisation,
independently prepared and coded drug packs of
identical appearance, and on-site computerised
randomisation systems were classified as adequate
methods of allocation concealment. Analysis by

intention to treat was assumed if the reported number of
participants randomised and the number analysed were
identical. Descriptions of other methods were coded
either as inadequate or unclear, depending on the
amount of detail provided. Trials described as double-
blind, with adequate methods for the generation of
allocation sequence and adequate concealment of
allocation, were classified as of higher methodological

quality.

Graphical and statistical analysis

We expressed results on the odds ratio scale and used
the method described by Hasselblad and Hedges" to
convert differences in continuous outcomes to odds
ratios. We recoded outcomes if necessary, so that odds
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with the characteristic and hence a larger apparent
benefit of the intervention. Funnel-plot asymmetry was
measured by the asymmetry coefficient: the ratio of odds
ratios per unit increase in SE of log odds ratio.” All
analyses were done in Stata version 8.2.

Role of the funding source

The funding sources had no role in the study design;
collection, analysis, or interpretation of data; or the
writing of the report. The corresponding author had full
access to all the data in the study and had final
responsibility for the decision to submit the paper for
publication.

Results

We identified 165 potentially eligible reports of placebo-
controlled trials of homoeopathy and excluded
60 reports. The commonest reasons for exclusion were
insufficient information (precluding the calculation of
odds ratios), ineligible study design, multiple
publication, and inability to identify a matching trial of
conventional medicine (figure 1). We included
105 publications that reported on a total of
110 independent trials of homoeopathy (webappendix 1)
and 110 publications of 110 matched trials of
conventional medicine (webappendix 2).
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