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Hierarchy of clinical research evidence
(World Health Organization)

Category of Source of evidence

evidence

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

randomised controlled trials (RCTSs)
Ib At least one RCT
| At least one non-randomised, controlled, study

e.g. Parallel-group study
1] Non-randomised, non-controlled, studies
e.g. Clinical outcomes (cohort) studies

IV Expert committee reports or opinions and/or clinical

experience of respected authorities
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Category | evidence

» The RCT is the onl¥ 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

b Meta—anaIKsis 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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Category |b evidence:
Randomised controlled trials (RCTs)

» 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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Evidence overall (‘vote counting’):
207 RCTs of homeopathy

(4 7‘7) !

Positive

(0)
(48/) ’ m Negative
Non-concl.
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Different types of homeopathy in RCTs

» 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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67 of 207 RCTs:
Individualised homeopathy

Positive
m Negative

Non-concl.
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140 of 207 RCTs:
Non-individualised homeopathy

63 71
(51%)

@

June 2017

Positive
m Negative

Non-concl.
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Interpretation of RCT findings

» 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?

June 2017

11



Table 1 Interpretation of ariginal authors’ conclusions from systematic reviews of homeopathy RCTs®

Review type Positive Tentatively positive

Non-conclusive

Tentatively negative

Negative

Comprehensive (all homeopathy) Boissel 1996 [15]
Cucherat 2000 [17]
Kleijnen 1991 [2]
Linde 1997 [16]"
Comprehensive (individualised homeopathy) Linde & Melchart 1998 [20]
Mathie 2014 [7]

By group of diagnoses Bellavite 2006a [27]
Bellavite 2006b [28]
Bornhoft 2006 [29]
Davidson 2011 [30]
lannitti 2014 [31]
Jonas 2000 [32]

By single medical condition Jacobs 2003 [24]
Schneider 2005 [25]
Taylor 2000 [26]

Barnes 1997 [33]

Ernst 2011a [34]

Boehm 2014 [35]

Mathie 2012 [13]

Peckham 2013 [14]

Perry 2010 [36]

Wiesenauer & Lidtke 1996 [37]

Kassab 2009 [12]
Lidtke & Hacke 2005 [38]

Long & Emst 2001 [39]
McCarney 2003 [8]
MeCarney 2004 [10]
Owen & Green 2004 [40]
Pilkington 2005 [41]
Pilkington 2006 [42]
Saha 2013 [43]

Allung 2007 [44]
Milazzo 2006 [45]
Simonart 2011 [46]

Smith 2003 [9]

Shang 2005 [18] °

Emst & Pittler 1998 [47]

Cooper & Relton 2010 [48]
Coulter & Dean 2007 [11]
Ernst 1999 [49]

Emst 2011b [50]

Emst 2012 [51]

Emst & Barmmes 1998 [52]

Entries arranged alphabetically, by first author name, per section.

A review comprising more than two authors is designated by its first author only. Cochrane reviews highlighted in bold.
* Bummary description of a review's RCT evidence in homeopathy as ‘positive’, ‘non-conclusive’ or negative’ isbased on subjective interpretation of the original review authors’ main conclusions, and

reflecting key caveats that may have caused their conclusions to be expressed tentatively.
' Positive re placebo comparison; non-conclusive re specific medical conditions.
! Tentatively negative re specific effect of homeopathic medicines.



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’?

June 2017
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Others’ conclusions regarding ‘placebo’

» 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”

June 2017
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Others’ conclusions regarding ‘conditions’

» 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”

June 2017
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Our programme of systematic reviews focuses
on...

» 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)

v

v Vv

v

>
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Randomised controlled trials of homeopathy in
humans: characterising the research journal
literature for systematic review

Robert T Mathie'*, Daniela Hacke”, Jiirgen Clausen”, Ton Nicolai®, David S Riley® and Peter Fisher’

B.-msﬂ Homeopathic Association, Hobnemann House, 29 Park Street West, Luton LUT 3BE, UK
'Karf wrid Veronica Carstens-Stiftung, Am Deimelsberg 36, D-45276 Exsen, Germany

Eumpea.rr Comimitiee for Homeopathy, Chaussée de Bruxelles 132, 1190 Brussels, Belgium

#2437 NW (werton Street, Portland, OR 97210, USA

sﬂa}ﬂi Londorn Hoapital for Tntegrated Medicine, 60 Creat (hmond Street, London WCOIN IHR, UK

Introduction: A new programme of systematic reviews of randomised controlled trals
[(RCTs) in homeopathy will distinguish important attributes of RCT records, including:
placebo controlled versus other-than-placebo [OTP) controlled; individualised versus
non-individualised homeopathy; peer-reviewed (PR) versus non peer-reviewed (NPR)
SOUMCESs.

Aims: (a) To outline the methods used to search and categorise the RCT Iterature; (b)
to report details of the records retneved; [ c) to compare our retrieved records with those
reported in two previous systematic reviews [Linde et al., 1997; Shang et al., 2005).
Methods: Ten major electronic databases were searched for records published up to
the end of 2011. A record was accepted for subsequent systematic review if it was a sub-
stantive report of a clinical tral of homeopathic treatment or prophylaxis in humans,
randomised and controlled, and published in a PR or NPR joumal.

Results: 489 records were potentially eligible: 226 were rejected as non-journal, minor
or repeat publications, or lacking randomisation and/or controls and/or a ‘homeopathic’
intervention; 263 (164 PR, 99 NPR) were acceptable for systematic review. The 263 ac-
cepted records comprised 217 (137 PR, 80 NPR) placebo-controlled RCTs, of which
121 were included by, 66 were published after, and 30 were potentially eligible for, but
not listed by, Linde or Shang. The 137 PR records of placebo-controlled RCTs comprise
41 on individualised homeopathy and 96 on non-individualised homeopathy.
Conclusion: Qur findings clarfy the RCT literature in homeopathy. The 263 accepted
joumal papers will be the basis for our forthcoming programme of systematic reviews.
Homeopathy (2013) 102, 3—-24.




Randomised controlled trials in homeopathy

RT Mathie et al
7
421 unigue records 68 unigue records
identified by search identified through

in online databases other sources

SCREENING r 3
489 records
Book chapters, theses, etc.:
61 non=repeats
FULEL TEXT (R1-61)
34 repeats
L (R62-95)
394 journal records
Abstracts, other minor
articles, elc.:
17 non-repeats
{(RY96=112)
f 15 repeats
362 substantive journal records (R113-127)
Substantive journal
* records: 46 repeat
publications (R128=173)
v
316 non=repeat, substantive, journal
records
18 19
not randomised not randomised
&/or not contr. 193 123 &/or not contr.
(R174-191) peer=reviewed, non peer-reviewed, (R203-221)
non-repeat, substantive, non=repeat, substantive,
11 not journal records journal records 5
‘homeopathic’ not ‘hemeopathic®
(R192-202) / \ /\ (R222-226)
137 27 80 19
placebo- OTP- placebo- oTP-
conirolled conirolled conirolled conirolled
41 96 12 15 13 67 2 17
indiv. non- indiv. non- indiv. non- indiv, non=-
hom. indiv. hom. indiv. hom, indiv. hom. indiv.
hom, hom. hom. hom.
(Al<41) (Ad2- (A138- (A150- {Al65- (A1TS8- (A245- (A247-
137) 149) 164) 177) 244) 246) 263)

Figure 1 PRISMA flowchart: inclusion and exclusion of records reporting RCTs in homeopathy.
Key to abbreviations: Indiv. = individualised; OTP = other-than-placebo.




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”

June 2017
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| SYSTEMATIC
B9 REVIEWS

RESEARCH Open Access

Randomised placebo-controlled trials of
individualised homeopathic treatment:
systematic review and meta-analysis

Robert T Mathie'”, Suzanne M Lloyd”, Lynn A Legg?, Jirgen Clausen®, Sian Moss®, Jonathan RT Davidson®
and lan Ford”

Abstract

Background: A rigorous and focused systermnatic review and meta-analysis of randomised controlled trals (RCTs) of
individualised homeopathic treatment has not previously been undertaken. We tested the hypothesis that the
outcome of an individualised homeopathic treatment approach using homeopathic medicines is distinguishable
from that of placebos.

Methods: The review's methods, including literature search strategy, data extraction, assessment of risk of bias and
statistical analysis, were strictly protocol-based. Judgment in seven assessment domains enabled a trial's risk of bias
o be designated as low, undear or high. A trial was judged to comprise 'reliable evidence' if its risk of bias was low
or was unclear in one spedfied domain. ‘Effect size’ was reported as odds ratio (OR), with arithmetic transformation
for continuous data caried out as reguired; OR > 1 signified an effect favouring homeopathy.

Results: Thirty-two eligible RCTs studied 24 different medical conditions in total, Twelve trials were dassed ‘uncertain
risk of bias', three of which displayed relatively minor uncertainty and were designated reliable evidence; 20 trials

were classed ‘high risk of bias’. Twenty-two trials had extractable data and were subjected to meta-analysis; OR = 153
(95% confidence interval (Cl) 1.22 to 1.91). For the three trials with reliable evidence, sensitivity analysis revealed
OR=1.98 (95% C1 1.16 to 3.38).

Conclusions: Medicines prescribed in individualised homeopathy may have small, specific treatment effects.
Findings are consistent with sub-group data available in a previous ‘global’ systermatic review. The low or unclear
overall guality of the evidence prompts caution in interpreting the findings. New high-guality RCT research is
necessary to enable more decisive interpretation.

Keywords: Individualised homeopathy, Meta-analysis, Randomisaed controlled trials, Systernatic review




Studies included in systematic review

» 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

June 2017
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Study quality of RCTs:
Internal Validity (Risk of Bias [RoB])

» Seven domains of assessment (Cochrane):

o

|. Sequence generation (randomisation)
Il. Allocation concealment

llla. Blinding of participants and trial personnel

lllb. 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)

(0]

(0]

(0]

o

o

o

June 2017
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N=22 RCTs suitable for meta-analysis:
Risk of Bias

m Uncertain risk of bias  m High risk of bias

June 2017
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Study

Unclear RoB

de Lange de Klerk (1994)
Jacobs (1994)
Kainz (1996)
Chapman (1999)
Straumsheim (2000)
Jacobs (2001)

Yakir (2001)

Bonne (2003)

Bell (2004)

Frass (2005)
Jacobs(a) (2005)
Thompson (2005)
RE Model

High RoB
Whitmarsh (1997)
Rastogi(a) (1999)
Rastoqi(b) (1999)
Cavalcanti (2003)
Weatherley—Jones (2004)
Jacobs(b) (2005)
Fisher (2006)
Sajedi (2008)
Siebenwirth (2009)
Brien (2010)

RE Model

RE Model

Odds Ratio

0.1

051 2 10

OR

1.67
222
1.41
1.98
0.80
1.84
5.50
0.87
1.77
313
0.80
1.94
1.63

1.72
1.36
0.53
3.50
1.47
3.684
1.33
0.55
0.49
0.86
1.33

1.63

95%-ClI

2.89]
4.94]
4 45]
5.49]
1.90]
5.36]
-31.62]
2.73]
4.72]
8 86]
2 57]
5 64]
2.14]

S oca'=0
] = w0
BERNHSS

9

o
=}

[

HI_|I_|I_|I_|I_|
et
TN =D
L AR

b
o

[0.69: 4 34]
[0.45; 4.10]
[0.17; 1.69]
[0.55; 22 30]
[0.62: 3.47]
[1.06: 13.90]
[0.34: 530]
[0.09: 3.34]
[0.07: 3.65]
[0.16; 4.47]
[0.90; 1.98]

[1.22; 1.91]



‘Reliable evidence’

» Free of bias for at least five domains of
assessment, which must include:

> |: Randomisation
> |l: Allocation concealment
> lll: 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

June 2017
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Sensitivity analysis based on refliable evidence

Reliable evidence
Jacobs (1994)
Jacobs (2001)
Bell (2004)

RE Model

0.1

051 2 10

June 2017

2.22
1.84
1.77
1.98

[1.00; 4.94]
[0.63; 5.36]
[0.66; 4.72]
[1.16; 3.38]
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Summary

» 22 RCTs were collectively positive:
- Mean odds ratio=1.53

v 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

June 2017
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Conclusions

» 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

June 2017
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Study quality of RCTs:
Model Validity (MV)

» “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):

|. Rationale for homeopathic intervention
- |l. Principles of homeopathy
- [ll. Practitioner input
> V. Outcome measure
V. Outcome sensitivity
- VI. Follow-up duration

June 2017
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‘Acceptable model validity’

» Free of concern for four specific domains of MV
assessment:
- |: Rationale for homeopathic intervention
> Il: Principles of homeopathy
> [V: Outcome measure
> V. Outcome sensitivity

» Unclear concern for no (or for just one of the
other) domains of MV assessment:
> lll: Practitioner input
> VI: Follow-up duration

June 2017
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Model validity of randomised placebo-controlled
trials of individualised homeopathic treatment

Robert T Mﬂl‘.hiﬂl':i:, Michel Vaq Wa&;sﬂuhm‘ﬂn:, Jepuifer J acnb:»;'l, Meqachﬂm DberbaUHﬂ Helmut RDl]igElﬁ,
Joyce Fl‘}’ﬁh, Raj K Manchanda’, Laurence Terzan", Gilles Chaufferin’, Flivio Dantas’ and Peter Fisher’

:Bn'n'sh Homeopathic Association, Hahnemann House, 29 Park Street West, Luton LUI 3BE, UK
“Belgian Homeopathic Medicines Registration Commission, FAMHP, Rue Taille Madame 23, B-1450 Chastre, Belgium

*School of Public Health and Community Medicine, University of Washington, Seattle, WA 98195, USA
YCenter for Integrative Complementary Medicine, Shaare Zedek Medical Center, Jerusalem, Israel

*Roval London Hospital for Integrated Medicine, 60 Great Ormond Street, London WCIN 3HR, UK

“Center for Integrative Medicine, University of Maryland School of Medicine, Baltimore, MD 21201, USA
"Central Council for Research in Homeopathy, Department of AYUSH, Ministry of Health & Family Welfare,

(Government of India, New Delhi 110058, India
*Boiron, 20 Rue de la Liberation, 69110 Sainte Foy-les-Lyon, France
“Department of Clinical Medicine, Universidade Federal de Uberlandia, Uberlandia, Brazil

Background: Though potentially an important limitation in the literature of rando-
mised controlled trials (RCTs) of homeopathy, the model validity of homeopathic treat-
ment (MVHT) has not previously been systematically investigated.

Objective: As an integral part of a programme of systematic reviews, to assess MVHT
of eligible RCTs of individualised homeopathic treatment.

Methods: From 46 previously identified papers in the category, 31 papers (reporting a
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Assessments per MV domain, and overall MV classification per trial

MV domain of assessment

No. | First author [ref] I I I v V VT Classification
A05 | Bell 2004 Y Y Y Y Y Y

A07 | Brien 2011 Y Y Y Y Y Y

A20 | Jacobs 2001 Y Y Y Y Y Y

Al9 | Jacobs 1994 Y Y Y Y Y Y

A2l | Jacobs 2000 Y Y Y Y Y Y

A22 | Jacobs 2005b Y Y Y Y Y Y

A23 | Jacobs 2003a Y Y Y Y Y Y

A33 | Siebenwirth 2009 Y Y Y Y Y Y

A36 | Thompson 2003 Y Y Y Y Y Y

A38 | Weatherley-Jones 2004 Y Y Y Y Y Y | Acceptable MV
A09 | Cavalcanti 2003 Y Y u Y Y Y

Al0 | Chapman 1999 Y Y u Y Y Y

Al13 | Fisher 2006 Y Y Y Y Y u

Al4 | Frass 2003 Y Y u Y Y Y

Al8 | Jacobs 1993 Y Y u Y Y Y

A24 | Jamsen 1992 Y Y u Y Y Y

A3l | Rastogi (a) 1999 Y Y u Y Y Y

A3l | Rastogi (b) 1999 Y Y u Y Y Y

A4l | Yakir 2001 Y Y u Y Y Y




Assessments per MV domain, and overall MV classification per trial

MYV domain of assessment

No. | First anthor [ref] I IT IIr IV ¥ T Clazsification
AQD5 | Bel 2004 T T Y T T Y

AQT | Brien 2011 T T Y T T Y

A20 | Jacobs 2001 T T Y T T Y

Al9 | Jacobs 1994 T T Y T T Y

A2l | Jacobs 2000 T T Y T T Y

A22 | Jacohs 2005h T T T T T T

A23 | Jacobs 2005a T T Y T T Y

A33 | Siehenwirth 2009 T T Y T T Y

A36 | Thompson 2005 T T Y T T Y

A38 | Weatherlev-Jones 2004 T T Y T T T Acceptable MV
AN | Cavalcanti2003 T T U T T Y

AlQ | Chapman 1999 T T U T T Y

Al3 | Fisher 2006 T T Y T T U

Ald | Frass 2005 T T U T T Y

Al% | Jacobs 1993 T T U T T Y

A24 | Jansen 1992 T T U T T Y

A3l | Rastagi(a) 1999 T T U T T Y

A3l | Rastegi(h) 1999 T T U T T Y

Adl | Yakir2001 T T U T T Y

A% | Bonne2003 Y U Y Y Y Y

A26 | Katz 2005 Y Y Y Y U Y

A30 | Nande 2010 T Y Y Y U Y

A3Y | Stranmsheim 2000 T Y Y Y U Y

All de Lange de Klerk 1994 bl Y T U U T Uncertain MV
A3T | Walach 1997 Y Y U Y Y U

A32 | Sajedi2003 U Y U Y U Y

A4) | Whitmarsh 1997 Y Y Y U U U

Ald | Gancher 1994 U Y U U U Y

A0l | Andrade 1991 T Y Y T | Y

A3T | White 2003 Y Y Y U o Y .
235 | Kaing 1996 T T T T N T Inadequate MV
A3d | Steinshekk 2005 o o N Y U U
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Method for merging RoB and MYV into single overall designation of quality

Attribute of quality

e . Overall

Descriptive criteria . .

Risk of Bias Model designation
Validity
Low risk Neither attribute has important : "
(reliable evidence) Acceptable flaws High quality
Uncertain risk Acceptable | One attribute is 'uncertain'; the
. - L Moderate

other attribute is 'uncertain' or ality
Uncertain risk Uncertain better 1 .
Uncertain risk Inadequate
High risk Acceptable | One attribute hasimportant flaws | Low quality
High risk Uncertain
High risk Inadequate Both attributes have important Very low quality

flaws




N=32 RCTs:
Overall quality designation per RCT

m High quality
m Moderate quality
m Low quality
m Very low quality

June 2017



Sensitivity analysis by overall quality designation

Ref. First author Year | Overall designation Pooled OR [95% CI] for N trials
A5 | Bell 2004 High quality 1.98
Al19 | Jacobs 1904 High quality [1.16, 3.38]
A20 | Jacobs 2001 High quality (N=23)
All | Chapman 10049 Moderate quality

Al4 | Frass 2005 Moderate quality 1.64

A23 | Jacobs 20052 | Moderate quality [1.24,2.17]

A36 | Thompson 2005 | Moderate quality (N=11)

A4l | Yakir 2001 Moderate gquality

AbH | Bonne 2003 Moderate quality

All | de Lange de Klerk 1004 Moderate quality 153

A35 | Straumsheim 2000 Moderate quality [1.22, 1.91]

A7 | Brien 2011 Low quality (N =122)

A9 | Cavalcanti 2003 Low quality

Al3 | Fisher 2006 Low quality

A22 | Jacobs 2005b Low quality

A31 | Rastogi (a) 1099 Low quality

A3l | Rastogi (b) 1000 Low quality

A33 | Siebenwirth 2009 Low quality

A38 | Weatherley-Jones 2004 Low quality

A32 | Sajedi 2008 Low quality

A40 | Whitmarsh 1997 Low quality

A25 | Kainz 1996 Low quality




Summary (including model validity)

» 22 RCTs were collectively positive:
- Mean odds ratio=1.53

v 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

June 2017
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Conclusions (including model validity)

» 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

June 2017
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Wider inferences

» Our cautious positive conclusion (for individualised
medicines) transcends condition-based
interpretation

» Contrast with:

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

- Linde 1997

o ‘No health conditions for which reliable evidence..’
- Australian NHMRC 2015

June 2017
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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”

l.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”

June 2017
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Mathie et al. Systematic Reviews (2017} 6:63

DOI 10.1186/513643-017-0445-3 Syste matlc REVIEWS

Randomised, double-blind, placebo- @ oo
controlled trials of non-individualised
homeopathic treatment: systematic review

and meta-analysis

Robert T. Mathie™", Nitish Rarparsad?, Lynn A. Legg?, Jirgen Clausen®, Sian Moss’, Jonathan R. T. Davidson®,
Claudia-Martina Messow” and Alex McConnachie?

Abstract

Background: A rigorous systematic review and meta-analysis focused on randomised controlled trials (RCTs) of non-
individualised homeopathic treatrment has not previously been reported. We tested the null hypothesis that the main
outcome of treatment using a non-individualised (standardised) homeopathic medidne is indistinguishable from that of
placebo. An additional aim was to quantify any condition-specific effects of non-individualised homeopathic treatment.

Methods: Literature search strategy, data extraction and statistical analysis all followed the methods described in a pre-
published protocol. A trial comprised ‘reliable evidence' if its risk of bias was low or it was unclear in one specified domain
of assessment. 'Effect size’ was reported as standardised mean difference (SMD), with arithmetic transformation
for dichotomous data carried out as required; a negative SMD indicated an effect favouring homeopathy.
Results: Forty-eight different clinical conditions were represented in 75 eligible RCTs. Forty-nine trials were classed as
‘high risk of bias’ and 23 as ‘uncertain risk of bias; the remaining three, clinically heterogeneous, trials displayed
sufficiently low risk of bias to be designated reliable evidence. Fifty-four trials had extractable data: pooled SMD was
-033 (95% confidence interval (Cl) —0.44, -021), which was attenuated to -0.16 (95% Cl -0.31, -002) after adjustrment for
publication bias. The three trials with reliable evidence vielded a non-significant pooled SMD: —0.18 (95% CI —0.46, 0.09).
There was no single dinical condition for which meta-analysis included reliable evidence.

Condusions: The quality of the body of evidence is low. A meta-analysis of all extractable data leads to rejection of our
null hypothesis, but analysis of a small sub-group of reliable evidence does not support that rejection. Reliable evidence is
lacking in condition-specific meta-analyses, precluding relevant conclusions. Better designed and more rigorous RCTs are
needed in order to develop an evidence base that can dedisively provide reliable effect estimates of non-individualised
homeopathic treatrment.

Keywords: Mon-individualised homeopathy, Meta-analysis, Randomised controlled trials, Sensitivity analysis,
Systematic review




Studies included in systematic review

» 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

June 2017

43



N=54 RCTs suitable for meta-analysis:
Risk of bias

4

m Low risk of bias / Reliable evidence
m Uncertain risk of bias
m High risk of bias
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Odds Ratio

Odds Ratio

Study or Subgroup log[Odds Ratio] SE Weight I, Random, 95% CI I, Random, 95% CI

006, Lewith, 2002 024 0325 47% 1.27 [0.78, 2.08] T

009. Reilly, 1994 1.974 0868 232% 7.20[1.08, 48.00]

010. Taylar, 2000 -0.04 0.1 3.8% 0.96 [0.35, 2.61] .

016. Balzarini, 2000 0893 048  3.9% 2.53[0.99, 6.49] '—'—

024 Leaman, 1984 045 062 3.3% 1.67 [0.47, 5.29]

034, Zabolotrwi, 2007 372 043 41% M 26[17.76, 95.85] —*
043 Baker, 2003 076 055 3E% 0.47 [0.16,1.37] — 1

053, Tweiten, 1931 076 062 3.3% 214 [0.63, 7.21]

054, Tweiten, 1998 -0.04 054 3E% 0.96[0.33, 2.77] T

056, Vickers, 1998 -0.33 018 4.59% 0.72[0.51,1.02] ]

069. Hoftmeyr, 1890 -0138 038 4.3% 0.87 [0.41,1.83] — T

079, Diefenbach 1997 -0.236 0546 3E% 0.78[0.27, 2.30] R

081. Ferley, 1989 0.593 0277 46% 1.81[1.08, 3.11] —

082 Frass, 2005 265 04588  35% 1415454, 44.11] —
084, Papp, 1998 0.3 0292 4.6% 1.35[0.76, 2.39] T

099 GRECHD, 19849 0.2 0 4.8% 0.82[0.54,1.24] T

101. Kaziro, 19584 -0.462 0584 345% 0.63[0.20,1.98] — 1

117, Oherbaum, 2001 1.8 071 3.0% .62 [1.65, 26.62]

124, Paris, 2008 0416 0387 432% 0.66[0.30,1.44] — 1

141.Wiesenauer, 1995 0615 0427 41% 1.85[0.80, 4.27] T

156, Singer, 2010 015 0.4 4.1% 1.16[0.52, 2.59] T

167, Cornu, 2010 081 038 43% 1.67 [0.79, 3.51] T

f545. Padilha, 2011 -0.062 045 4.0% 0.94 [0.39, 2.27] S

BO3. Colau, 2012 0Fe 037 43% 218 [1.06, 4.50] —

E43. Maidoo, 2013 263 075 28% 13.87[3.19, 60.34]

E45. Malapane, 2014 248 075 289% 1206[277, 52.46]

Total (95% CI) 100.0% 1.82 [1.25, 2.65] *

Heterogeneity: Taw®=0.71; Chi*= 14240, df= 25 (P = 0.00001); F=82% 0 |I:|2 DI1 ] 1ID EIIII

Test for overall effect =314 (P =0.002)

Favours placebo  Favours homeopathy



Odds Ratio

Odds Ratio

Study or Subgroup log[Odds Ratio] SE Weight IV, Random, 95% CI IV, Random, 95% CI
006. Lewith, 2002 0.24 029 0.0% 1.27 [0.78, 2.09]

009. Reilly, 1994 1.974 09683 0.0% 7.20[1.08, 45.00]

010. Taylor, 2000 -0.04  0.51 0.0% 0.96 [0.35, 2.61]

016. Balzarini, 2000 083 048 0.0% 2.53[0.99, 6.49]

024. Leaman, 19849 045 062 0.0% 1.87 [0.47, 5.29]

034, Zabalotryi, 2007 372 043 00% #1.26[17.76, 95.84]

043. Baker, 2003 076 085% 0.0% 0.47 [0.16,1.37]

053. Tweiten, 1991 076 062 0.0% 214 [0.63 7.21]

054, Tweiten, 1998 -0.04 04584 0.0% 0.96[0.33, 2.77]

056, Yickers, 1998 -0.33 018 0.0% 0.72[0.481,1.02]

069, Haftmeyr, 1990 -0.13% 038 0.0% 0.87 [0.41,1.83]

0749. Diefenbach 19587 -0.236 0546 0.0% 0.78[0.27, 2.30]

081. Ferley, 19849 0.893 0277 0.0% 1.81[1.08, 3.11]

082. Frass, 2005 265 0488 00% 1415[4.594, 44.11]

084. Papp, 19498 0.3 0292  0.0% 1.35[0.76, 2.39]

099. GRECHO, 1935 0.2 0 0.0% 0.82 [0.54 1.24]

101. Kazira, 1984 -0.462 0584  0.0% 0.63[0.20,1.93]

117. Oherhaum, 2001 1.8 071 0.0% B.62 [1.65, 26.62]

124, Parig, 2008 046 0397 0.0% 0.66[0.30,1.44]

141. Wiesenauer, 1995 0615 0427  0.0% 1.85[0.80, 4.27]

146. Singer, 2010 015 041 329% 116 [0.582, 2.589] —
147, Carnu, 2010 051 038 0.0% 1.67 [0.79, 3.591]

554, Padilha, 2011 -0.062 045 28.21% 0.94 [0.39, 2.27] ——
603, Calau, 2012 078 037 389% 218 [1.06, 4.40] —
643, Maidoo, 2013 263 075  00% 13.87[319 60.34]

E44. Malapane, 2014 249 075 00% 1206[2.77, 52.46]

Total (95% CI) 100.0% 1.40 [0.84, 2.32] 4

Heterogeneity: Tau®=0.04; Chi*=243, df=2 (P=0.30); F=18%
Test for overall effect: £=1.289 (P =020}

0.07

0.1
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Sensitivity analysis by risk of bias (reliability of evidence)

Ref. First author Year {Reﬁaﬁiz_";flz;?dmm} Pooled OR [95% CI] for N trials
A272 | Colau 2012 Reliable 1.40 [0.84 to 2.32
A103 | Padilha 2011 Reliable N=3
A120 | Singer 2010 Reliable P=10.20
A067 | Frass 2005 Uncertain
A093 | Lewith 2002 Uncertain
Al12 | Really 1994 Uncertain
A123 [ Taylor 2000 Uncertain
Al126 | Tveiten 1998 Uncertain
A292 | Malapane 2014 Uncertain
A048 | Balzanm 2000 Uncertain
A135 | Wiesenauer 1995 Uncertamn
A062 | Daefenbach 1997 Uncertain
A083 | Kaziro 1984 Uncertain 1.82 [1,;?_52;" 2.65]

A125 | Tweiten 1991 Uncertain P—0.002
A128 | Vickers 1998 Uncertain
A290 | Naidoo 2013 Uncertain
AQ0T75 | GRECHO 1989 Uncertamn
A104 | Papp 1998 Uncertain
Al137 | Zabolotnyi 2007 Uncertain
A064 | Ferley 1989 Uncertain
A079 | Hofmevr 1990 Uncertain
A100 | Oberbaum 2001 Uncertamn
A061 | Cornu 2010 Uncertain
A105 | Pans 2008 Uncertain
A092 | Leaman 1989 Uncertain
A047 | Baker 2003 Uncertamn




Summary

» 26 RCTs were collectively positive:
- Mean odds ratio=1.82 (P=0.002)

v 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

June 2017

48



Conclusions

» 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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Consensus assessments per domain, with overall MVHT rating and classification per trial

Domain of assessment

No. | First author I 7 Inar | v V ¥I | MVHT rating Classification
272 | Colan Y Y Y Y Y Y A
A067 | Frass Y Y Y Y Y Y A
A093 | Lewith Y Y Y Y Y Y A
Al112 | Reilly Y Y Y Y Y Y A AECEptﬂl}lE
A123 | Tavler '.'r '.’r '.’r '.’r 'i’ '.'r A MVHT
A126 | Txyeiten Y Y Y Y Y Y A
A292 | Malapane Y Y Y Y Y Y A
A048 | Balzarini Y Y U Y Y Y El*
Al35 [ Wiesenauer Y Y L8] Y Y Y El*
A062 | Diefenbach Y Y Y Y L8] Y El
A033 | Kaziro U Y Y Y Y Y El
A125 | Txeiten Y Y Y Y u Y El
Al12R | Vickers Y Y Y Y o Y El
AZ290 | Naidoo U Y Y Y Y Y El Uncertain
AQTS | GRECHO U Y U Y Y Y 2 MVHT
Al04 | Papp U U Y Y Y Y 2
Al137 | Zabaolotnyi U U Y Y Y Y B2
ADS4 | Ferlev U U U Y Y Y B3
A079 | Hofmeyr Y Y U Y U U B3
A100 | Oberbanm Y N Y Y Y Y CL.0
Al120 | Singer Y N U Y Y Y Cl1.1
s o e
aris I e -
A103 | Padilha U U U Y L1 N Cl.4 MVHT
A092 | Leaman U N U N Y Y 1.2
A047 | Baker LY U N U LY N C2.4
No. of "Y' per domain 16 17 17 23 18 22
No. of "U" per domain 10 5 3 p 7 2
No. of "N per domain 0 4 1 1 1 2




Table 4: Ordering of 26 trials by overall quality designation

Ref. | First author MVHT Risk of bias ° Downgrading Overall designation
A272 | Colau Acceptable Low risk ** 0 High quality
AD67 | Frass Acceptable Uncertain risk -1 Moderate quality
AQ093 | Lewith Acceptable Uncertain risk -1 Moderate quality
All2 | Reilly Acceptable Uncertain risk —1 Moderate quality
Al123 | Taylor Acceptable Uncertain nisk -1 Moderate quality
Al126 | Tveiten Acceptable Uncertain risk —1 Moderate quality
A292 | Malapane Acceptable Uncertain risk —1 Moderate quality
A048 | Balzarini Acceptable Uncertain risk —1 Moderate quality
Al35 | Wiesenauer Acceptable Uncertain risk -1 Moderate quality
A062 | Diefenbach Uncertain Uncertain risk —1 Moderate quality
A0E3 | Kaziro Uncertain Uncertain risk —1 Moderate quality
Al125 | Tveiten Uncertain Uncertain risk —1 Moderate quality
Al128 | Vickers Uncertain Uncertain nisk -1 Moderate quality
A290 | Naidoo Uncertain Uncertain risk —1 Moderate quality
A075 | GRECHO Uncertain Uncertain risk —1 Moderate quality
Al104 | Papp Uncertain Uncertain risk —1 Moderate quality
Al37 | Zabolotnyi Uncertain Uncertain risk -1 Moderate quality
AD64 | Ferley Uncertain Uncertain risk -1 Moderate quality
A079 | Hofmevr Uncertain Uncertain risk -1 Moderate quality
A103 | Padilha Inadequate Low risk ** —2 Low quality
A120 | Singer Inadequate Uncertain risk ** -2 Low quality
A100 | Oberbaum Inadequate Uncertain nisk —2 Low quality
A06]1 | Cornu Inadequate Uncertain risk —2 Low quality
Al105 | Paris Inadequate Uncertain risk —2 Low quality
A092 | Leaman Inadequate Uncertain risk —2 Low quality
A047 | Baker Inadequate Uncertain risk —2 Low quality

** Reliable evidence (regarding risk of bias)




N=26 RCTs:
Overall quality designation per RCT

m High quality

m Moderate quality
m Low quality



Odds Ratio

Odds Ratio

Study or Subgroup log[Odds Ratio] SE Weight I, Random, 95% CI I, Random, 95% CI

006, Lewith, 2002 024 0325 47% 1.27 [0.78, 2.08] T

009. Reilly, 1994 1.974 0868 232% 7.20[1.08, 48.00]

010. Taylar, 2000 -0.04 0.1 3.8% 0.96 [0.35, 2.61] .

016. Balzarini, 2000 0893 048  3.9% 2.53[0.99, 6.49] '—'—

024 Leaman, 1984 045 062 3.3% 1.67 [0.47, 5.29]

034, Zabolotrwi, 2007 372 043 41% M 26[17.76, 95.85] —*
043 Baker, 2003 076 055 3E% 0.47 [0.16,1.37] — 1

053, Tweiten, 1931 076 062 3.3% 214 [0.63, 7.21]

054, Tweiten, 1998 -0.04 054 3E% 0.96[0.33, 2.77] T

056, Vickers, 1998 -0.33 018 4.59% 0.72[0.51,1.02] ]

069. Hoftmeyr, 1890 -0138 038 4.3% 0.87 [0.41,1.83] — T

079, Diefenbach 1997 -0.236 0546 3E% 0.78[0.27, 2.30] R

081. Ferley, 1989 0.593 0277 46% 1.81[1.08, 3.11] —

082 Frass, 2005 265 04588  35% 1415454, 44.11] —
084, Papp, 1998 0.3 0292 4.6% 1.35[0.76, 2.39] T

099 GRECHD, 19849 0.2 0 4.8% 0.82[0.54,1.24] T

101. Kaziro, 19584 -0.462 0584 345% 0.63[0.20,1.98] — 1

117, Oherbaum, 2001 1.8 071 3.0% .62 [1.65, 26.62]

124, Paris, 2008 0416 0387 432% 0.66[0.30,1.44] — 1

141.Wiesenauer, 1995 0615 0427 41% 1.85[0.80, 4.27] T

156, Singer, 2010 015 0.4 4.1% 1.16[0.52, 2.59] T

167, Cornu, 2010 081 038 43% 1.67 [0.79, 3.51] T

f545. Padilha, 2011 -0.062 045 4.0% 0.94 [0.39, 2.27] S

BO3. Colau, 2012 0Fe 037 43% 218 [1.06, 4.50] —

E43. Maidoo, 2013 263 075 28% 13.87[3.19, 60.34]

E45. Malapane, 2014 248 075 289% 1206[277, 52.46]

Total (95% CI) 100.0% 1.82 [1.25, 2.65] *

Heterogeneity: Taw®=0.71; Chi*= 14240, df= 25 (P = 0.00001); F=82% 0 |I:|2 DI1 ] 1ID EIIII

Test for overall effect =314 (P =0.002)

Favours placebo  Favours homeopathy



Odds Ratio

Odds Ratio

Study or Subgroup log[Odds Ratio] SE Weight IV, Random, 95% CI IV, Random, 95% CI
006. Lewith, 2002 0.24 029 0.0% 1.27 [0.78, 2.09]

009. Reilly, 1994 1.974 09683 0.0% 7.20[1.08, 45.00]

010. Taylor, 2000 -0.04  0.51 0.0% 0.96 [0.35, 2.61]

016. Balzarini, 2000 083 048 0.0% 2.53[0.99, 6.49]

024. Leaman, 19849 045 062 109% 1.87 [0.47, 5.29] .
034, Zabalotryi, 2007 372 043 00% #1.26[17.76, 95.84]

043. Baker, 2003 076 058% 126% 0.47 [0.16,1.37] —

053. Tweiten, 1991 076 062 0.0% 214 [0.63 7.21]

054, Tweiten, 1998 -0.04 04584 0.0% 0.96[0.33, 2.77]

056, Yickers, 1998 -0.33 018 0.0% 0.72[0.481,1.02]

069, Haftmeyr, 1990 -0.13% 038 0.0% 0.87 [0.41,1.83]

0749. Diefenbach 19587 -0.236 0546 0.0% 0.78[0.27, 2.30]

081. Ferley, 19849 0.893 0277 0.0% 1.81[1.08, 3.11]

082. Frass, 2005 265 0488 00% 1415[4.594, 44.11]

084. Papp, 19498 0.3 0292  0.0% 1.35[0.76, 2.39]

099. GRECHO, 1935 0.2 0 0.0% 0.82 [0.54 1.24]

101. Kazira, 1984 -0.462 0584  0.0% 0.63[0.20,1.93]

117. Oherhaum, 2001 1.8 071 9.1% B.62 [1.65, 26.62]

124, Parig, 2008 046 0397 17.3% 0.66[0.30,1.44] =

141. Wiesenauer, 1995 0615 0427  0.0% 1.85[0.80, 4.27]

146. Singer, 2010 015 041 16.8% 116 [0.582, 2.589] —
147, Carnu, 2010 051 038 17.9% 1.67 [0.79, 3.591] T
554, Padilha, 2011 -0.062 045 15.45% 0.94 [0.39, 2.27] R
603, Calau, 2012 078 037  0.0% 218 [1.06, 4.40]

643, Maidoo, 2013 263 075  00% 13.87[319 60.34]

E44. Malapane, 2014 249 075 00% 1206[2.77, 52.46]

Total (95% CI) 100.0% 1.17 [0.71, 1.95] <
Heterageneity: Tau®=0.23 Chif=12.10, df= 6 (P = 0.06); I*= 50% ] IIH IIII*I 1=III EIIII

Test for overall effect Z= 062 (F=0453)

Favours placebo  Favours homeopathy



Odds Ratio

Odds Ratio

Study or Subgroup log[Odds Ratio] SE Weight IV, Random, 95% CI I/, Random, 95% CI

006. Lewith, 2002 0.24 02% B3% 1.27[0.78, 2.08] T

009. Reilly, 1994 1.8974 0963 32% 7.20[1.08, 45.00]

010. Taylor, 2000 -0.04 051 a.1% 0.96 [0.35, 2.61] I

016. Balzarini, 2000 0493 048 53% 2.53[0.99 6.49] (R

024. Leaman, 19849 045 062 0.0% 1.87 [0.47, 5.29]

034. Zabolotnyi, 2007 372 043 548% A 26[17.76, 95.85] —
043. Baker, 2003 076 0485 0.0% 0.47 [0.16,1.37]

053, Tveiten, 1991 076 062 46% 214 [0.63 7.21]

054, Tweiten, 15998 -0.04 054 50% 0.96 [0.33, 2.77] T

056, Yickers, 1998 -0.33 018 6.5% 0.72[0.581,1.02] ]

069, Hofmeyr, 1990 -0138 038 5.8% 0.87 [0.41,1.83] — T

0749, Diefenbach 19487 -0.236 0546 5.0% 0.78[0.27 2.30] — T

081. Ferley, 13849 0.893 0277 6.2% 1.81[1.08, 3.11] —

082. Frass, 2004 265 04588  48% 14145454, 44.11] —
084. Papp, 1998 0.3 02492  6B1% 1.35[0.76, 2.39] T

099, GRECHO, 1934 0.2 0 B.4% 0.82 [0.54 1.24] T

101. kaziro, 1984 -0.462 04584 48% 0.63[0.20,1.93] R

117. Oherhaum, 2001 1.8 071 0.0% B.62 [1.65, 26.62]

124, Paris, 2008 0416 0387 0.0% 0.66[0.30,1.44]

141. Wiesenauer, 1995 0615 0427  545% 1.85[0.80, 4.27] T

156, Singer, 2010 015 041 0.0% 116 [0.52 2.599]

167. Carnu, 2010 081 038 0.0% 1.67 [0.79, 3.91]

f54. Padilha, 2011 -0.062 045  0.0% 0.94 [0.39, 2.27]

B03. Colau, 2012 0Fya 037 58% 218 [1.06, 4.40] —

E43. Maidoo, 2013 263 075  40% 1387[3159 60.34]

E44. Malapane, 2014 249 075 40% 1206[2.77, 52.46]

Total (95% CI) 100.0% 2.13[1.34, 3.40] -*-

Heterogeneity: Tau®=0.84; Chi*=128.94, df=18(F = 0.00001) F= 86% 0 |=:|2 DI1 ] 1=II| EIIII

Test for overall effect £= 318 (F=0.001)

Favours placebo Favours homeopathy



Odds Ratio

Odds Ratio

Study or Subgroup log[Odds Ratio] SE Weight I, Random, 95% CI I/, Random, 95% CI
006. Lewith, 2002 0.24  0.25 0.0% 1.27 [0.78, 2.09]

009. Reilly, 1994 1.8974 0.968 0.0% 7.200[1.08, 45.00)

010. Taylor, 2000 -0.04 051 0.0% 0.96 [0.359, 2.61]

016. Balzarini, 2000 0893 048 0.0% 2.53[0.99, 6.49]

024. Leaman, 1984 045 062 0.0% 1.687 [0.47,5.29]

034, Zabalatnyi, 2007 372 043 0.0% 41.26[17.76, 95.85]

043. Baker, 2003 076 0.85 0.0% 0.47 [0.16,1.37]

053. Tveiten, 1991 0.76 0.62 0.0% 214 [0.63, 7.21]

054, Tveiten, 1998 -0.04 054 0.0% 0.96 [0.33, 2.77]

056, Yickers, 1998 -0.33 018 0.0% 0.72[0.41,1.02]

069, Hofmeyr, 1990 -0139  0.38 0.0% 0.87 [0.41,1.83]

0749. Diefenbach 1997 -0.236 0.546 0.0% 0.79[0.27, 2.30]

081. Ferley, 19849 0.893 0.277 0.0% 1.81 [1.08, 3.11]

082. Frass, 2005 265 058 0.0% 1415[4.594, 44.11]

084. Papp, 19498 0.3 0.282 0.0% 1.35 [0.76, 2.39]

099. GRECHO, 1989 -0.2 0.1 0.0% 0.82 [0.54 1.24]

101. kaziro, 1934 -0.462 0.584 0.0% 0.63[0.20,1.99]

117. Oherhaum, 2001 1.89 0.71 0.0% B.62 [1.65, 26.62]

124, Parig, 2008 -0.416 0397 0.0% 0.66 [0.30,1.44]

141. Wiesenauer, 1995 0.615 0.427 0.0% 1.85[0.80, 4.27]

146. Singer, 2010 015 0.41 0.0% 116 [0.582, 2.59]

167, Carnu, 2010 0.1  0.38 0.0% 1.67 [0.79, 3.51]

554. Padilha, 2011 -0.062  0.44 0.0% 0.94 [0.39, 2.27]

603, Colau, 2012 078 037 1000%  218[1.06 4.50] ——
£43. Maidoo, 2013 263 074 0.0% 13.87[3.19 60.34]

E445. Malapane, 2014 249 074 0.0% 1206[2.77, 52.46]

Total (95% CIl) 100.0% 2.18 [1.06, 4.50] .

Heterogeneity: Mot applicable
Testfor overall effect £= 211 (P =0.04)

0.07
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Sensitivity analysis by overall quality designation

Ref. First anthor Year Overall designation Pooled OR [95% CT] for N trials
2.18 [1.06 to 4.50]
A272 | Colau 2012 High quality N=1
P=0.04
A067 | Frass 2005 Moderate quality
A093 | Lewath 2002 Moderate quality
Al112 | Reuly 1994 Moderate quality
A123 | Tavlor 2000 Moderate quality
A126 | Tvetten 1998 Moderate quality
A292 | Malapane 2014 Moderate quality
A048 | Balzarim 2000 Moderate quality 2.13 [1.34 to 3.40]
Al135 | Wiesenauer 19465 Moderate quality N=10
A062 | Diefenbach 1997 Moderate quality P£=0.001
A083 | Kazuro 1984 Moderate quality
Al125 | Tveiten 1991 Moderate quality 1.82 [1.25 to 2.65]
A128 | Vickers 1998 Moderate quality Pizf]g s
A290 | Naidoo 2013 Moderate quality )
AQ0T5 | GRECHO 1989 Moderate quality
Al104 | Papp 1998 Moderate quality
A137 | Zabolotayi 2007 Moderate quality
A064 | Ferley 1989 Moderate quality
A079 | Hofmeyr 1990 Moderate quality
A103 | Padilha 2011 Low quality
Al120 | Singer 2010 Low quality
A100 | Oberbaum 2001 Low quality
A061 | Cornu 2010 Low quality
A105 | Pans 2008 Low quality
A092 | Leaman 1989 Low quality
A047 | Baker 2003 Low quality




Summary (including model validity)

» 26 RCTs were collectively positive:
> Pooled odds ratio=1.82

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

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

v Difference from Syst Rev (2017) paper is due to
two RCTs with inadequate model validity yet
reliable internal validity
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Conclusions

» 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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Wider inferences

» 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 accommaodate this
‘sub-set’ approach
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Phase 3:
Systematic review and meta-analysis of OTP-

controlled RCTs

» 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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Research collaborators:

Petter Viksveen
Susanne Ulbrich-Zurni
Lynn A Legg
E Rachel Roberts
Elizabeth S Baitson
Jonathan R T Davidson
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Numbers per category of RCT

» 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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Studies included in systematic review

» 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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N=11 RCTs eligible trials:

Risk of bias

S

m Uncertain risk of bias
m High risk of bias (domain llib)
m High risk of bias

66



Individualised hom. compared with
other intervention

Study or Subgroup

Odds Ratio

Weight M-H, Random, 95% CI

Odds Ratio
M-H, Random, 95% CI

A141. Harrison 1994 (1)
AT48. van Erp 1996 (29
AT 49 Wit 2008 (3
AZ83 Sinha 2012 (4)

Tatal {95% CI)
Total events

Homeopathy Control
Bvents Total Bvents Total
11 17 4 16
28 a0 18 25
g 23 ar 48
23 an 21 a0
110 129
b2 28

21.9%
23.2%
26.1%
287%

100.0%

Heterogeneity: Tauw®= 0.80; Chif=10.15, df=3 (F=0.02%; F=70%
Test for overall effect £= 027 (P=0.79

Footnotes

(171 High risk of bias; Equally pragmatic and explanatory
(23 High risk of hias; Equally pragmatic and explanatory
(3 High risk of bias; More explanatory than pragmatic

(41 Uncertain risk of bias; Equally pragmatic and explanatory

1.43 0,35, 5.79]
1.94 10153, 7.12]
0.19[0.07, 0.56]
1.22[0.51, 2.96]

0.87[0.30, 2.48]

0.05 0.2 é 20
Favours control  Favours homeaopathy




Adjunctive individualised hom. compared
with other intervention alone (‘[A+B] vs. B’)

Homeopathy Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean S0 Total Weight IV, Random, 95% CI IV, Random, 95% CI
A144 Relton 2009 (1) A2 223 20 GBS 194 16 9.8% -0.48 [-1.14,0.19] '
AZ96 Peckham 2014(2y 2104 1124 12 2373 1102 &1 11.0% -0.24 [-0.87, 0.39] *
2304 Frass 2015 (3) 106 3165 137 -3 3348 145 793% -0.23F0.47, 0.00] _.—
Total (95% Cl) 169 212 100.0% -0.26 [-0.47, -0.05] <
Heterogeneity: Tau?= 0.00; Chif= 047, df= 2 (F=0.79); F= 0% I‘I -IIII : ] Ellﬁ ;
Test for overall effect £= 242 (P=0.02) ' '

Favours homeopathy  Favours control

Footnotes

(11 High risk of bias; More pragmatic than explanatory

(21 High risk of bias (domain lla only); Much more pragmatic than explanatory
(3) High risk of hias; More pragmatic than explanatary



Summary

» Internal validity is typically low
- 9-10 trials assessed as Aigh 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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Conclusions

» Comparative effectiveness of individualised hom. is
uncertain

v 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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Currently in progress..

» 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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The longer-term future...

» 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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