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◦ Summary of clinical research evidence in 
homeopathy
 Randomised controlled trials (RCTs)

 Types of homeopathic intervention

 Study design (placebo, etc.)

 ‘Vote counting’ in evidence overviews

 Systematic reviews (and meta-analyses) of RCTs

 Limitations of evidence base

◦ Programme of systematic reviews and meta-

analysis of RCTs

◦ Implications for the future
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Category of 

evidence

Source of evidence

Ia Systematic review (with/without meta-analysis) of 

randomised controlled trials (RCTs)

Ib At least one RCT

II At least one non-randomised, controlled, study 

e.g. Parallel-group study

III Non-randomised, non-controlled, studies

e.g. Clinical outcomes (cohort) studies

IV Expert committee reports or opinions and/or clinical 

experience of respected authorities

4
June 2017



 The RCT is the only method that enables clear inferences 
about cause and effect of an intervention

 Systematic review of RCTs in homeopathy provides 
(qualitative) overall view of evidence:

 For a given medical condition
 For a given homeopathic medicine
 For a given mode of homeopathy
 For all homeopathic interventions altogether

 Meta-analysis provides (quantitative) estimate of 
homeopathy’s treatment effect size in a given category
◦ With more than one RCT we increase..

 the total sample size
 the statistical power to detect any difference
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 Reported in peer-reviewed journals (to end of 2016):

◦ Thorough, systematic, overview of literature

 Total=207 RCT papers of homeopathy

 104 different medical conditions studied

 All other medical conditions not studied

◦ ‘Vote counting’: “Is there any evidence of an effect?”

 Numbers of homeopathy RCTs with statistically relevant 
results..

 ‘Positive’ / ‘Negative’ / ‘Non-conclusive’
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99
(48%)

10
(5%)

98
(47%)

Positive

Negative

Non-concl.



 Individualised homeopathy
◦ ‘Classical homeopathy’ (‘Treatment by a homeopath’)

◦ Each patient in trial gets his/her simillimum

 Non-individualised homeopathy
◦ Pre-selected homeopathic medicine for typical symptoms 

of a disease

◦ Every patient gets the same medicine (‘drug trial’)

 Single homeopathic medicine

 Complex homeopathic medicine

 Over-the-counter product

 Research-related formulation

 Isopathy
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28
(42%)

4
(6%)

35
(52%)

Positive

Negative

Non-concl.
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71
(51%)

6
(4%)

63
(45%)

Positive

Negative

Non-concl.



 Problems of ‘vote counting’…
◦ Not fully systematic in approach

 Merely asks: “Is there any evidence of an effect?”

◦ No clear assessment of study quality

◦ Loose definition of ‘positive’, ‘negative’
 Magnitude of treatment effect?
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Most systematic reviews/meta-analyses on 
homeopathy had not adequately explored:

◦ Intrinsic study quality

 Internal validity (risk of bias)

 Reliable evidence

◦ Size of ‘treatment effect’

 May be small/difficult to detect?

◦ Peer-reviewed vs. non-peer-reviewed literature

◦ Individualised vs. non-individualised homeopathy

 ‘Whole system of medicine’ vs. ‘pre-selected drug’

◦ Quality of homeopathic intervention / main outcome measure

 Model validity

◦ Treatment vs. prophylaxis

◦ ‘Medical conditions’?
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 Linde, 1997

◦ “The results of our meta-analysis [of RCTs] are not
compatible with the hypothesis that the clinical effects of 
homoeopathy are completely due to placebo”

 Shang, 2005

 “The finding [from meta-analysis ‘restricted to large RCTs 
of higher quality’] is compatible with the notion that the 
clinical effects of homoeopathy are placebo effects”

 UK House of Commons S&T Committee, 2010

◦ “Homeopathic products perform no better than placebos”
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 Linde, 1997

 “Insufficient [RCT] evidence…that homoeopathy is clearly 
efficacious for any single clinical condition”

 Australian NHMRC report, 2015

◦ “There are no health conditions for which there is reliable 
[RCT] evidence that homeopathy is effective”
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 Individualised / non-individualised homeopathy

 Placebo-controlled / Other-than-placebo (OTP)-
controlled trials

 Treatment / prophylaxis

 Study quality
◦ Internal validity and model validity

 Peer-reviewed literature only

 Effect size (meta-analysis)
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Phase 1:
Systematic review/meta-analysis, 2014

Hypothesis:

“For the spectrum of medical conditions that have 
been researched using relevant RCTs, the main 
clinical outcome of individually prescribed 
homeopathic medicines is distinguishable from 
that of corresponding placebos”

i.e. “Individually prescribed homeopathic 
medicines have specific effects”
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 Eligible RCTs: 32 
◦ Medical conditions: 24 

◦ Main outcome measures: 28 

◦ Measured endpoints: 12 hours to 12 months

 RCTs with outcome data extractable for 
meta-analysis: 22
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 Seven domains of assessment (Cochrane):

◦ I.  Sequence generation (randomisation)

◦ II.  Allocation concealment

◦ IIIa. Blinding of participants and trial personnel

◦ IIIb. Blinding of outcome assessors

◦ IV.  Incomplete outcome data (drop-outs, missing data)

◦ V.  Selective reporting of outcome measures

◦ VI.  Other sources of bias (e.g. imbalanced baseline data)
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12
10

Uncertain risk of bias High risk of bias
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 Free of bias for at least five domains of 
assessment, which must include:

◦ I:  Randomisation

◦ II:  Allocation concealment

◦ III: Blinding

 Uncertain risk of bias for no (or for just one of 
the other) domains of assessment:

◦ IV:  Outcome data

◦ V:  Selective reporting

◦ VI:  Other biases
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Sensitivity analysis based on reliable evidence
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 22 RCTs were collectively positive:
◦ Mean odds ratio=1.53

 3 RCTs with reliable evidence were also
collectively positive
◦ Mean odds ratio=1.98

 i.e. Statistically positive result (N=22) is robust 
to sensitivity analysis based on reliable 
evidence
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 Meta-analysis data (N=22 RCTs) are consistent 
with a small clinical effect due specifically to 
the medicines prescribed in individualised 
homeopathic treatment

 Overall high/unclear risk of bias in the RCT 
evidence prevents a decisive conclusion
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 “MV is the extent to which a homeopathic 
intervention and the main measure of its outcome, 
as implemented in an RCT, reflect best clinical 
practice in homeopathy”

 Six domains of assessment (Mathie et al. 2012):

◦ I.   Rationale for homeopathic intervention

◦ II.   Principles of homeopathy

◦ III.   Practitioner input

◦ IV.   Outcome measure

◦ V.   Outcome sensitivity

◦ VI.   Follow-up duration
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 Free of concern for four specific domains of MV 
assessment:

◦ I: Rationale for homeopathic intervention

◦ II:  Principles of homeopathy

◦ IV: Outcome measure

◦ V: Outcome sensitivity

 Unclear concern for no (or for just one of the 
other) domains of MV assessment:

◦ III:  Practitioner input

◦ VI: Follow-up duration
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3

8

18

3

High quality

Moderate quality

Low quality

Very low quality
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 22 RCTs were collectively positive:
◦ Mean odds ratio=1.53

 3 RCTs with high-quality evidence were also
collectively positive
◦ Mean odds ratio=1.98

 i.e. Statistically positive result (N=22) remains
robust to sensitivity analysis based on high-
quality evidence
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 Meta-analysis data (N=22 RCTs) are consistent 
with a small clinical effect due specifically to 
the medicines prescribed in individualised 
homeopathic treatment

 Overall low/moderate quality of the RCT 
evidence prevents a decisive conclusion
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 Our cautious positive conclusion (for individualised 
medicines) transcends condition-based 
interpretation

 Contrast with:

◦ ‘Not clearly efficacious for any single clinical 
condition..’

 Linde 1997

◦ ‘No health conditions for which reliable evidence..’

 Australian NHMRC 2015
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Phase 2:
Systematic review/meta-analysis, 2017

Hypothesis:

“Across the entire range of clinical conditions that 
have been researched [by RCTs], the main 
outcome of treatment using a non-individualised
homeopathic medicine can be distinguished from 
that using a placebo”

i.e. “A pre-selected homeopathic medicine, taken by 
every subject in a given trial, has a measurable effect 
on the typical symptoms of a given clinical condition”



42



 Eligible RCTs: 75 
◦ Clinical conditions: 48

◦ Main outcome measures: 45 

◦ Measured endpoints: 6 hours to 6 months

 RCTs with outcome data extractable for 
meta-analysis: 54
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2328

Low risk of bias / Reliable evidence

Uncertain risk of bias

High risk of bias
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 26 RCTs were collectively positive:
◦ Mean odds ratio=1.82 (P=0.002)

 3 RCTs with reliable evidence were not
collectively positive
◦ Mean odds ratio=1.40 (P=0.20)

 i.e. Statistically positive result (N=26) is not 
robust to sensitivity analysis based on reliable 
evidence
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 It is not clear whether meta-analysis data 
(N=26 RCTs) are consistent with pre-selected 
homeopathic medicines having a measurable 
effect in given clinical conditions

 Overall unclear risk of bias in the RCT 
evidence prevents a decisive conclusion
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Stephan Baumgartner, Jürgen Clausen,

Flávio Dantas, Jonathan Davidson, José Eizayaga, 

Peter Fisher, Joyce Frye, Miek Jong,

Christien Klein-Laansma, Lynn Legg,

Alex McConnachie, Martina Messow, Ton Nicolai,

Nitish Ramparsad, Lex Rutten, Raj Manchanda,

Sian Moss, Menachem Oberbaum, Anna Pla i Castellsagué,

Helmut Roniger, Robbert van Haselen,

Michel van Wassenhoven
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18
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High quality

Moderate quality

Low quality
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 26 RCTs were collectively positive:
◦ Pooled odds ratio=1.82

 There was only 1 RCT of high quality overall: 
◦ Odds ratio=2.18

 i.e. Statistically positive result (N=26) is robust 
to sensitivity analysis based on high-quality 
evidence

 Difference from Syst Rev (2017) paper is due to 
two RCTs with inadequate model validity yet 
reliable internal validity
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 Accommodating MV into an overall RCT 
quality rating impacts meta-analysis findings 
in non-individualised homeopathy

 With just 1 high-quality RCT, it is unclear 
from meta-analysis data if the effect of a pre-

selected homeopathic medicine on the typical 
symptoms of a given clinical condition is 
distinguishable from the effect of a placebo
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 Higher-quality RCT research on specified homeopathic 
medicines is required to enable more decisive 
interpretation about their efficacy for given clinical 
conditions or typical symptoms

 Future trialists need to minimise these studies’ risk of 
bias in all domains, and to improve clarity of reporting

 Research might focus on non-individualised trial design 
where screening (not consultation) leads to including 
only the most positively matched subjects for the 
‘symptom picture’ of the pre-specified homeopathic 
product
◦ Large trials may therefore be needed to accommodate this 

‘sub-set’ approach
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 Objectives
◦ For each study, to assess..

 .. overall risk of bias

◦ To evaluate effectiveness of individualised hom.

 Compared with another treatment intervention

 Adjunctively with another intervention, compared with 
the other intervention alone (‘[A+B] versus B’) (‘Add-on’)

 (Compared with no other intervention)
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Petter Viksveen

Susanne Ulbrich-Zürni

Lynn A Legg

E Rachel Roberts

Elizabeth S Baitson

Jonathan R T Davidson
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 N=217 peer-reviewed RCTs
◦ N=171 placebo-controlled (79%)

◦ N=46 OTP-controlled (21%)

 N=26 non-individualised hom.

 N=20 individualised hom.

 N=9 ineligible for systematic review

 N=11 eligible for systematic review

 N=7 hom. compared with another intervention

 N=4 adjunctive hom. compared with another 
intervention alone (‘[A+B] versus B’)
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 Eligible RCTs: 11 
◦ Clinical conditions: 11

◦ Main outcome measures: 11

◦ Trial endpoint: 7 days to 12 months

 RCTs with outcome data extractable for 
meta-analysis: 8
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1
1

9

Uncertain risk of bias

High risk of bias (domain IIIb)

High risk of bias
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 Internal validity is typically low

◦ 9-10 trials assessed as high risk of bias

 Analysis by study design:

◦ Individualised hom. vs. other intervention:

 No significant effect (P=0.79)

◦ Adjunctive individualised hom. vs. other 
intervention alone:

 Significant effect favouring homeopathy 
(P=0.02)
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 Comparative effectiveness of individualised hom. is 
uncertain

 Adjunctive individualised hom. may be comparatively 
more effective than another intervention alone

◦ But:

 Low intrinsic study quality

 Only N=3 trials in this category
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 Continuing programme of systematic reviews and 
meta-analyses of RCTs
◦ Non-individualised homeopathy / OTP-controlled trials

◦ Prophylaxis trials

 Considering implications for optimum RCT targets
◦ Type of homeopathy

 Individualised / Non-individualised

◦ Study design

 Placebo-controlled / OTP-controlled

◦ Study quality

 Internal validity / Model validity / External validity
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 Where do we want homeopathy’s research evidence 
to be in ~25 years’ time?
◦ Shown clearly to be effective for given clinical conditions?

 Which type(s) of homeopathy?

 Compared to placebo?

 Compared to best conventional treatment?

 As adjunctive treatment?

◦ Shown clearly to be effective per se?
 Analysis by ‘clinical condition’ may be secondary in importance 

to overarching results from meta-analyses

 But highlight ‘effectiveness gap’ conditions in meta-analyses? 
(e.g. fibromyalgia, chronic fatigue, irritable bowel syndrome)

◦ Shown clearly to be effective in individual patients?
 Series of N-of-1 trials?
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