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Abstract
Background: A method for assessing the model validity of randomised controlled trials of homeopathy is needed.
To date, only conventional standards for assessing intrinsic bias (internal validity) of trials have been invoked, with
little recognition of the special characteristics of homeopathy. We aimed to identify relevant judgmental domains
to use in assessing the model validity of homeopathic treatment (MVHT). We define MVHT as the extent to which
a homeopathic intervention and the main measure of its outcome, as implemented in a randomised controlled
trial (RCT), reflect ‘state-of-the-art’ homeopathic practice.
Methods: Using an iterative process, an international group of experts developed a set of six judgmental domains,
with associated descriptive criteria. The domains address: (I) the rationale for the choice of the particular
homeopathic intervention; (II) the homeopathic principles reflected in the intervention; (III) the extent of
homeopathic practitioner input; (IV) the nature of the main outcome measure; (V) the capability of the main
outcome measure to detect change; (VI) the length of follow-up to the endpoint of the study. Six papers reporting
RCTs of homeopathy of varying design were randomly selected from the literature. A standard form was used to
record each assessor’s independent response per domain, using the optional verdicts ‘Yes’, ‘Unclear’, ‘No’.
Concordance among the eight verdicts per domain, across all six papers, was evaluated using the kappa ()
statistic.
Results: The six judgmental domains enabled MVHT to be assessed with ‘fair’ to ‘almost perfect’ concordance in
each case. For the six RCTs examined, the method allowed MVHT to be classified overall as ‘acceptable’ in three,
‘unclear’ in two, and ‘inadequate’ in one.
Conclusion: Future systematic reviews of RCTs in homeopathy should adopt the MVHT method as part of a
complete appraisal of trial validity.

Background
In systematic reviews, the criteria for defining the quality
of a randomised controlled trial (RCT), as defined by
QUOROM [1] and PRISMA [2] and adopted by the
Cochrane Collaboration [3], are designed to appraise
internal validity (the extent to which the design, conduct
and analysis of a trial has minimised or avoided biases in
* Correspondence: rmathie@britishhomeopathic.org
1
British Homeopathic Association, Hahnemann House, 29 Park Street West,
Luton LU1 3BE, UK
Full list of author information is available at the end of the article

its comparison of treatments [4-6]). The external validity
of an RCT (the extent to which the study’s results provide a correct basis for generalisation to other clinical
circumstances [4-6]) is also important but is less often
addressed by such formal assessment. It is difficult to
optimise both attributes in a single RCT: an explanatory
trial focuses mainly on internal validity, whereas a pragmatic trial is designed to ensure maximum external validity. Nevertheless, if the results of an RCT are not
internally valid, the question of external validity may be
regarded as irrelevant; equally, the results of an internally
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valid RCT may be clinically limited if it lacks external
validity [5].
In the field of complementary/alternative medicine
(CAM), it is recognised that a third attribute of an RCT
- its model validity - is also of particular importance
[7,8]. Model validity reflects the concordance between
the trial study design and “state of the art” practice for
the intervention under investigation [4]. In their discussion of RCT methods in CAM, Verhoef and co-authors
go farther, advising that model validity should “encompass ... the unique healing theory and therapeutic context of the intervention” [7].
In reviewing RCTs in homeopathy, internal validity
has been appraised using either Jadad scores [9] or
Cochrane-based criteria [10]. The external validity of
this body of literature has also been addressed [11].
However, the ‘homeopathicity’ [12] of the therapeutic
modality and of the clinical outcome measure/s used
(i.e. the key characteristics of model validity) have never
been formally accounted for in the assessment of trial
quality. Some homeopathy trials have been broadly criticised for their lack of acceptable model validity, e.g.:
homeopathic complex medication in female infertility
[13,14]; individualised homeopathic treatment of childhood asthma [15,16]; isopathic treatment of hay fever
[17,18]. Recognising that the characteristics of the
homeopathic intervention and outcome measures are
important seems a prerequisite for developing the most
refined and relevant approaches to systematic review in
this field of clinical research.
A set of guidelines (RedHot) [19] has established criteria for reporting data on homeopathic treatments; a
similar set of reporting criteria is available for clinical
trials of acupuncture (STRICTA) [20]. Recommendations
of this nature are important since they require reporting
of methodological details not addressed by generic standards such as CONSORT [21]. Nevertheless, the RedHot
guidelines for homeopathy do not provide the means to
define or assess model validity.
The work of Verhoef and colleagues highlights the
importance of model validity, and they offer four broad
headings under which assessment of homeopathy RCTs
might take place: “representativeness"; “equipoise and
credibility"; “model congruity"; “context” [7]. These attributes are a suitable reflection of the key characteristics
of homeopathy that must be assessed for model validity,
but they do not provide a direct means to undertake a
practical formal assessment. The importance of such
undertaking has been emphasised in two papers by
Bornhöft and colleagues [4,22], who expressed concern
that the current research literature - and thus the systematic review of it - may contain high risk of false
negative results.
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We addressed this issue by creating and testing a
practical set of judgmental domains and accompanying
criteria that may be used, within systematic review, to
appraise RCTs for model validity of homeopathic treatment (MVHT). For the purpose of this work, we define
MVHT as the extent to which a homeopathic intervention and the main measure of its outcome, as implemented in an RCT, reflect ‘state-of-the-art’ clinical
practice in homeopathy [4].

Methods and results
Preliminary set of domains

A set of six domains for assessing MVHT was drafted,
based on the checklist proposed by Bornhöft et al. [4].
This draft was considered, round a conference table, by
the full membership of the International Scientific Committee for Homeopathic Investigations (ISCHI) during its
meeting in October 2010, Paris, France. Each member of
the committee is an experienced homeopathic practitioner and/or researcher. Following detailed discussion
amongst the group, a set of draft assessment domains
was proposed as follows:
Domain I: Is the condition amenable to homeopathic intervention?
Domain II: Is the specific intervention used consistent with homeopathic principles?
Domain III: Would the rationale for the intervention used be supported by a significant body of
homeopathic practitioners?
Domain IV: Does the main outcome measure reflect
the key effects expected of the intervention used?
Domain V: Is the main outcome measure capable of
detecting change?
Domain VI: Is the length of follow-up for the main
outcome appropriate to detect the intended effect of
the intervention used?
Based on these six draft domains, the 10 group members who are homeopathic practitioners/researchers
(representing Europe [n = 5], USA, [n = 3], Brazil [n = 1]
and India [n = 1]) then participated in appraising relevant
methodological facts about three placebo-controlled
RCTs of homeopathic treatment published in the peerreviewed literature [23-25]. The following summary facts
were provided per trial: nature of the homeopathic intervention (treatment modality; potency of medicine); main
outcome measure and its timing. Full texts of the papers
were not supplied. The trials were selected to represent
at least one example of individualised (classical) homeopathy and at least one example of non-individualised
homeopathy (the same single/complex homeopathic
medicine for every trial participant).
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Each ISCHI member independently assessed each trial,
recording their verdicts on each of the above six
domains with the answers ‘Yes’, ‘No’, or ‘Unclear’. Those
judgments were then shared with the entire group and
the information (anonymised) noted on a flip-chart.
Members did not vote on any RCT in which he/she is a
co-author.
The majority views were:
Ferley [23]. RCT of Oscillococcinum in influenza was
clearly acceptable in five of the six domains, but was
unclear as regards the homeopathic nature of the
intervention (domain II).
Jacobs [24]. RCT of individualised homeopathy for
childhood diarrhoea was acceptable in all domains of
MVHT.
Schmidt [25]. RCT of Thyroidinum for body weight
reduction was inadequate in domain I and domain
VI and was unclear in domains II-V.

Refined set of domains and judgmental criteria

Some important discrepancies of interpretation between
assessors were acknowledged at the above meeting and
so the domains and their associated judgmental criteria
were refined subsequently. The aim was to determine a
set of domains and criteria whose style mirrors that
used by the Cochrane Collaboration for assessing riskof-bias (internal validity) [3].
From further discussion within the ISCHI membership
and with other colleagues (see Acknowledgements), six
revised domains were agreed upon. These comprised
the following wording (with associated judgmental criteria provided per domain - details in Table 1):
Domain I (Rationale): Would a significant body of
accredited homeopaths support the rationale for the
intervention used in the study?
Domain II (Principles): Is the specific intervention
used consistent with homeopathic principles?
Domain III (Practitioner): Does the study have suitably qualified and experienced homeopathic practitioner input?
Domain IV (Outcome measure): Does the main
outcome measure reflect the main effect expected of
the intervention used?
Domain V (Sensitivity): Is the main outcome measure capable of detecting change?
Domain VI (Follow-up): Is the length of follow-up
for the main outcome measure appropriate to detect
the intended effect of the intervention?
To characterise and test this refined method in practice, another six RCTs of homeopathic treatment were
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selected randomly from the peer-reviewed journal literature, ensuring that individualised homeopathy was the
subject of investigation in at least two: five were placebo-controlled [26-30], and one used active control
[31]. Eight members of our group then appraised these
RCTs, based on full texts of the six papers; summary
information about each trial was also provided to them
(Table 2) by the study coordinator (RTM). The results
reported in each paper were not taken into account in
the assessment process, though the assessors were not
formally blinded to the Results or Discussion sections in
each case. In papers where a single primary outcome
had not been pre-defined by a trial’s authors, a ‘main’
outcome measure was identified for that trial using the
hierarchical structure given in the WHO International
Classification of Functioning, Disability and Health [32]:
for the six papers examined, a single primary outcome
had not been pre-defined in three cases [26-28].
The eight assessors submitted their independent verdicts, via e-mail on a standard form, to the study coordinator. The total numbers of verdicts (‘Yes’, ‘Unclear’,
‘No’) recorded per domain are listed in Table 3. The
table also shows the concordance among the eight assessors in their verdict per domain. This is presented using
Fleiss’s normalised measure of overall multi-rater agreement, corrected for the amount expected by chance: the
kappa () statistic [33], calculated using Microsoft Excel.
The value of  (whose arithmetic range is 0 [no agreement] to 1 [perfect agreement]) varied from 0.42
(domain III) to 0.94 (domain V): see Table 3.
Table 4 presents the same verdicts as Table 3, but
focused per paper to highlight the majority verdict per
domain. The most common majority verdict was ‘Yes’,
which occurred in a total of 30 out of 36 instances. One
trial (Lewith [26]) attained a majority of ‘No’ in one
domain; two trials (Kainz [27], McCutcheon [28]) each
contained one or more ‘Unclear’ in the majority verdicts;
the remaining three trials (Adler [31], Bell [29], Robertson [30]) each comprised a full complement of six ‘Yes’
majority verdicts. Table 4 also itemises the overall
majority verdict per paper (reflecting number of
domains with majority responses ‘Yes’, ‘Unclear’, ‘No’).

Discussion
Our international group of homeopathic practitioners/
researchers has successfully identified a set of six key
domains of RCTs that enables the appraisal of MVHT.
Domains I-III address the ‘homeopathicity’ [12] of an
RCT, while domains IV-VI address aspects of validity
that are also germane to an RCT of any medical therapy. Even from the sample of just six homeopathy RCTs
evaluated here by eight homeopathy specialists, it is evident that appraisal of key aspects of MVHT can be
achieved using our proposed method.
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Table 1 Refined domains and criteria used to assess RCTs for model validity of homeopathic treatment (MVHT)a
Domain I (Rationale). Would a significant body of accredited homeopaths support the rationale for the intervention used in the study?

b,

c

Criteria for a judgment of ‘Yes’ (i.e. acceptable
MVHT for this domain)

Both of the following:
• Clinical knowledge and practice inform that, for the condition under investigation, the health
of patients may be benefited by homeopathic intervention.
• A substantial number of experienced homeopaths would support the choice of this
intervention for this type of patient.

Criteria for a judgment of ‘No’ (i.e. inadequate
MVHT for this domain)

One or both of the following:
• Clinical knowledge and practice do not inform that, for the condition under investigation, the
health of patients may be benefited by homeopathic intervention.
• A substantial number of experienced homeopaths would not support the choice of this
intervention for this type of patient.

Criteria for a judgment of ‘Unclear’ (i.e.
uncertain MVHT for this domain)

One of the following:
• There are likely to be important differences amongst experienced homeopathic opinion on
the rationale for the intervention used.
• Insufficient information to permit judgment of ‘Yes’ or ‘No’.

Domain II (Principles). Is the specific intervention used consistent with homeopathic principles?
Criteria for a judgment of ‘Yes’ (i.e. acceptable
MVHT for this domain)

One or both of the following:
• The intervention used is based on the principle of ‘like treats like’ or it is based on the
principle of isopathy (i.e. use of homeopathic biotherapy, endogenous molecule or aetiological
substance).
• Literature sources (materia medica, repertory, etc.) are available that convincingly justify the
specific intervention.

Criteria for a judgment of ‘No’ (i.e. inadequate
MVHT for this domain)

One or both of the following:
• The intervention used is not based on the principle of ‘like treats like’ or it is not based on
the principle of isopathy (i.e. use of homeopathic biotherapy, endogenous molecule or
aetiological substance).
• Literature sources do not convincingly justify the specific intervention.

Criterion for a judgment of ‘Unclear’ (i.e.
uncertain MVHT for this domain)

• Insufficient information to permit judgment of ‘Yes’ or ‘No’.

Domain III (Practitioner). Does the study have suitably qualified and experienced homeopathic practitioner input?
Criteria for a judgment of ‘Yes’ (i.e. acceptable
MVHT for this domain)

Either of the following, as appropriate: d
• Individualised homeopathy: Those who have prescribed the homeopathic medicine(s) in this
case are suitably trainede and experienced in homeopathy to manage the condition under
investigation.
• Non-individualised homeopathy: There is evidence that experienced homeopathic input (and/
or a suitable literature source - e.g. materia medica, repertory) has been involved in informing
the choice of the medicine(s) used commonly for all patients in the study.

Criteria for a judgment of ‘No’ (i.e. inadequate
MVHT for this domain)

Either of the following, as appropriate:
• Individualised homeopathy: Those who have prescribed the homeopathic medicine(s) in this
case are not suitably trained and experienced in homeopathy to manage the condition under
investigation.
• Non-individualised homeopathy: There is evidence that experienced homeopathic input (or a
suitable literature source - e.g. materia medica, repertory) has not been involved in informing
the choice of the medicine(s) used commonly for all patients in the study.

Criterion for a judgment of ‘Unclear’ (i.e.
uncertain MVHT for this domain)

• Insufficient information to permit judgment of ‘Yes’ or ‘No’.

Domain IV (Outcome measure). Does the main outcome measure reflect the main effect expected of the intervention used?
Criterion for a judgment of ‘Yes’ (i.e.
acceptable MVHT for this domain)

• The main clinical effect expected of the intervention is adequately measured by the main
outcome used.

Criterion for a judgment of ‘No’ (i.e.
inadequate MVHT for this domain)

• The main clinical effect expected of the intervention is not adequately measured by the main
outcome used.

Criterion for a judgment of ‘Unclear’ (i.e.
uncertain MVHT for this domain)

• Insufficient information to permit judgment of ‘Yes’ or ‘No’.

Domain V (Sensitivity). Is the main outcome measure capable of detecting change?
Criteria for a judgment of ‘Yes’ (i.e. acceptable
MVHT for this domain)

All of the following:
• The main outcome measure is sensitive to changes of the magnitude expected in the
patients under investigation.
• The main outcome measure is capable of determining both improvement and deterioration.
• The main outcome measure shows no evidence of a ‘floor effect’ and/or ‘ceiling effect’.f
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Table 1 Refined domains and criteria used to assess RCTs for model validity of homeopathic treatment (MVHT) a
(Continued)
Criteria for a judgment of ‘No’ (i.e. inadequate
MVHT for this domain)

Any one or more of the following:
• The main outcome measure is not sensitive to changes of the magnitude expected in the
patients under investigation.
• The main outcome measure is not capable of determining both improvement and
deterioration.
• The main outcome measure shows evidence of a ‘floor effect’ and/or ‘ceiling effect’.

Criterion for a judgment of ‘Unclear’ (i.e.
uncertain MVHT for this domain)

• Insufficient information to permit judgment of ‘Yes’ or ‘No’.

Domain VI (Follow-up). Is the length of follow-up for the main outcome measure appropriate to detect the intended effect of the
intervention?
Criterion for a judgment of ‘Yes’ (i.e.
acceptable MVHT for this domain)

• The time-point selected for main follow-up measurement provides sufficient opportunity for a
clinical change to be observed.

Criterion for a judgment of ‘No’ (i.e.
inadequate MVHT for this domain)

• The time-point selected for main follow-up measurement does not provide sufficient
opportunity for a clinical change to be observed.

Criterion for a judgment of ‘Unclear’ (i.e.
uncertain MVHT for this domain)

• Insufficient information to permit judgment of ‘Yes’ or ‘No’.

a

Given the prior assessment that medicines used were prepared according to homeopathic pharmaceutical practice
The assessment should reflect whether the rationale for the intervention could feasibly apply to each and every patient studied
c
A novel homeopathic medicine might be eligible to fulfil the criteria for ‘Yes’ in circumstances where the toxicology or proving symptoms support its use,
according to the Principle of Similars, in the study sample
d
The initially refined Domain III did not include the criteria sub-divisions ‘Individualised homeopathy’ and ‘Non-individualised homeopathy’. Some difficulty
resulted initially in the ensuing assessments, and so the papers were reappraised, for Domain III only, with the subdivisions added (with the consequent findings
as reported in Table 3 and Table 4)
e
’Suitably trained’: To enable this assessment, the experience, accreditation and qualifications of the practitioners must be stated in the original paper (as per the
RedHot guidelines - Homeopathy 2007; 96:42-45)
f
The outcome measure does not reach a minimum (i.e. ‘floor effect’) and/or a maximum (i.e. ‘ceiling effect’) value, making it incapable of detecting change across
the entire clinically meaningful range of the study sample
b

According to accepted guidelines [34,35], the magnitude of the kappa statistic reflects inter-rater agreement
as follows:  = 0.01-0.20, slight,  = 0.21-0.40, fair;  =
0.41-0.60, moderate;  = 0.61-0.80, substantial;  = 0.810.99, almost perfect. Thus, concordance among assessors
was ‘fair’ for domains I, III and VI ( = 0.42-0.50), ‘moderate’ for domain II ( = 0.68), and ‘almost perfect’ for
domains IV and V ( = 0.92-0.94). It remains to be seen
whether disparity of opinion is intrinsic to the complexity
of the underlying concepts and/or to any lack of clarity in

the particular wording of the domain and criteria
descriptions. It is usual, however, to find only limited
concordance amongst independent assessors in the judgment of subjectively-based domains [35]. Nevertheless, if
ambiguity of wording does become evident, a set of
revised descriptions would be drafted and published.
In our use of the method, one trial (Lewith [26])
attained a majority of ‘No’, in domain I (rationale), which
indicates that assessors regarded it unlikely that allergic
asthma patients can be benefited by homeopathy per se

Table 2 Summary information per RCT assessed for MVHT using refined set of domains and judgmental criteria
Paper

Attributes of RCT

First author,
year

Medical condition Homeopathic
studied
intervention

Comparison
group

’Main’ outcome measure

Length of
follow-up

Lewith, 2002
[26]

Allergic asthma

House dust mite

Placebo

Asthma VAS

16 wk

Kainz, 1996 [27] Warts

Individualised
(from 10 options)

Placebo

Responders: patients with at least 50% reduction in area 8 wk
of skin affected by warts

McCutcheon,
1996 [28]

Anxiety

Combination
(9 medicines)

Placebo

State Anxiety score

15 d

Bell, 2004 [29]

Fibromyalgia

Individualised

Placebo

Tender point pain on palpation

3 mo

Robertson, 2007 Post-operative pain Arnica montana
[30]

Placebo

Change in tonsillectomy pain score (VAS)

14 d

Adler, 2009 [31] Depression

Fluoxetine

Change in MADRS score from baseline

8 wk

Individualised

’Main’ outcome measure was identified per RCT using the WHO International Classification of Functioning, Disability and Health, 2002 [32]
MADRS Montgomery & Åsberg Depression Rating Scale
VAS Visual Analogue Scale
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Table 3 Verdicts for domains I-VI, indicating number of
assessors rating ‘Yes’, ‘Unclear’, or ‘No’ per paper, and
the kappa statistic (κ) per domain

Table 3 Verdicts for domains I-VI, indicating number of
assessors rating ‘Yes’, ‘Unclear’, or ‘No’ per paper, and
the kappa statistic (κ) per domain (Continued)

Domain I (Rationale)
 = 0.50

Domain VI (Follow-up)
 = 0.43

Paper

Yes

Unclear

No

Paper

Yes

Unclear

No

Lewith

3

1

4

Lewith

5

1

2

Kainz

6

2

0

Kainz

4

4

0

McCutcheon

2

4

2

McCutcheon

3

3

2

Bell

8

0

0

Bell

8

0

0

Robertson

6

1

1

Robertson

8

0

0

Adler

8

0

0

Adler

6

1

1

Paper

Yes

Unclear

No

Lewith

7

1

0

Kainz

7

1

0

McCutcheon

2

5

1

Bell

8

0

0

Robertson

6

0

2

Table 4 Verdicts for each of six RCTs, indicating number
of assessors rating ‘Yes’ (Y), ‘Unclear’ (U), or ‘No’ (N) per
domain

Adler

8

0

0

Lewith, 2002 [26]

Domain II (Principles)
 = 0.68

Domain III (Practitioner)
 = 0.42

Domain

Paper

Yes

Unclear

No

Lewith

6

1

1

Yes

Uncertain

No

Majority

I (Rationale)

3

1

4

N

II (Principles)

7

1

0

Y

III (Practitioner)

6

1

1

Y

Kainz

5

3

0

IV (Outcome measure)

6

2

0

Y

McCutcheon

1

4

3

V (Sensitivity)

8

0

0

Y

Bell

8

0

0

VI (Follow-up)

5

1

2

Y

Robertson

4

2

2

Overall majority verdict

Adler

7

1

0

Kainz, 1996 [27]

Domain IV (Outcome measure)
 = 0.92
Paper

Domain
Yes

Unclear

No

Lewith

6

2

0

Kainz

8

0

0

McCutcheon

7

1

0

Bell

8

0

0

Robertson

7

0

1

Adler

8

0

0

5Y+1N
Yes

Uncertain

No

Majority

I (Rationale)

6

2

0

Y

II (Principles)

7

1

0

Y

III (Practitioner)

5

3

0

Y

IV (Outcome measure)

8

0

0

Y

V (Sensitivity)

8

0

0

Y

VI (Follow-up)

4

4

0

U*

Overall majority verdict

5Y+1U

McCutcheon, 1996 [28]

Domain V (Sensitivity)
 = 0.94

Domain
I (Rationale)

Yes

Uncertain

No

Majority

2

4

2

U

Paper

Yes

Unclear

No

Lewith

8

0

0

II (Principles)

2

5

1

U

Kainz

8

0

0

III (Practitioner)

1

4

3

U

McCutcheon

4

3

1

IV (Outcome measure)

7

1

0

Y

V (Sensitivity)

4

3

1

Y

3

3

2

Bell

8

0

0

Robertson

7

1

0

VI (Follow-up)

Adler

8

0

0

Overall majority verdict

U*
2Y+4U
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Table 4 Verdicts for each of six RCTs, indicating number
of assessors rating ‘Yes’ (Y), ‘Unclear’ (U), or ‘No’ (N) per
domain (Continued)
Bell, 2004 [29]
Domain

Yes

Uncertain

No

Majority

I (Rationale)

8

0

0

Y

II (Principles)

8

0

0

Y

III (Practitioner)

8

0

0

Y

IV (Outcome measure)

8

0

0

Y

V (Sensitivity)

8

0

0

Y

VI (Follow-up)

8

0

0

Y

Overall majority verdict

6Y

Robertson, 2007 [30]
Domain
I (Rationale)

Yes

Uncertain

No

Majority

6

1

1

Y

II (Principles)

6

0

2

Y

III (Practitioner)

4

2

2

Y

IV (Outcome measure)

7

0

1

Y

V (Sensitivity)

7

1

0

Y

VI (Follow-up)

8

0

0

Overall majority verdict

Y
6Y

Adler, 2009 [31]
Domain

Yes

Uncertain

No

I (Rationale)

8

0

0

Majority
Y

II (Principles)

8

0

0

Y

III (Practitioner)

7

1

0

Y

IV (Outcome measure)

8

0

0

Y

V (Sensitivity)

8

0

0

Y

VI (Follow-up)

6

1

1

Y

Overall majority verdict

6Y

*: In the case of tied majority between the two verdicts Y and U, the lowerranked of the two (U) was used to reflect the rating of that domain: see
domain VI (Kainz, McCutcheon)

and/or by the particular homeopathic regimen used in
this trial; we would therefore class this trial overall as
‘inadequate MVHT’. It is noteworthy that this trial did
not fail our MVHT assessment on the basis of domain II
and/or domain III (i.e. isopathy using house dust mite is
consistent with homeopathic principles, and the study
had suitably qualified and experienced homeopathic
practitioner input). It was on the basis of perceived deficiencies in all three of the above attributes that led to
previous adverse conclusions on this trial using non-formalised criteria for model validity [36]. Two trials (Kainz
[27], McCutcheon [28]) were rated as ‘unclear’ in one or
more domains and so may be classed overall as ‘unclear
MVHT’. The remaining three trials (Bell [29], Robertson
[30], Adler [31]) each received a full complement of six
‘Yes’ majority verdicts and so may be classed overall as
‘acceptable MVHT’.

This proposed method for appraising and summarising
MVHT harmonises with the Cochrane Collaboration’s
technique for assessing risk-of-bias for internal validity.
In the Cochrane approach, a trial is assessed against
seven domains: sequence generation; allocation concealment; blinding of participants and personnel; blinding of
outcome assessors; incomplete outcome data; freedom
from selective reporting; freedom from other bias. For
each domain, risk-of-bias is indicated by the response
‘low risk’, ‘unclear risk’ or ‘high risk’; an overall classification of risk-of-bias per trial is then identified using the
same terminology [3].
The formal appraisal of RCTs, as adopted by the
Cochrane Collaboration for risk-of-bias (internal validity), is typically by consensus between or among assessors,
not by majority. In our test of the new method, it was not
our purpose to seek consensus but to identify a summary
verdict per domain and thus to classify MVHT overall
for each of six RCTs. In systematic review it is not
assumed that each independent assessor will arrive initially at the same judgment per domain; the method for
assessing MVHT would operate in the same manner, and
we recommend using three assessors to account for
diversity of homeopathic opinion. Despite the diverse
nature of homeopathic practice, there is little reason to
anticipate undue difficulty in the ability of three specialists - even those from differing ‘schools’ of homeopathic
theory and practice - to achieve a reasonable consensus
agreement in judging the relevant issues. As was intended
in our approach here, the formal appraisal of MVHT
would necessarily exclude the consideration of the trial
results themselves, and it might be appropriate to conceal
the Results and Discussion sections, as well as the
authors’ names, in the papers that are provided to
assessors.
In initial consideration of our criteria for domain III
(practitioner), some of our group expressed concern
that published RCTs seldom include any account of the
homeopathic prescribing rationale or approach to individualisation. After discussion, it was agreed that to insist
on full information, such as repertorisation details,
exceeds expectation of the current research literature in
homeopathy as well as the typical word limits of journal
papers. Moreover, we note that the RedHot guidelines
include clear recommendations with respect to individualised homeopathic prescribing [19], and we encourage authors of RCTs to implement these high reporting
standards. We adopted the more generic domain III
judgmental criteria, as given in Table 1.
Additional discussion emerged about whether RCTs of
homeopathy adequately take into account the complexity
of individuals whose totality of signs and symptoms,
rather than a named medical condition per se, is the basis
of a homeopathic prescription. While we agreed this is
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an important facet of future research development, we
accepted that the question whether clinical trials of
homeopathy should place more emphasis on grouping
together individuals with given characteristic signs and/
or symptoms, rather than subjects with a specified medical condition, lies outside the terms of reference of the
current project.
In judging domains IV-VI (outcome measure, sensitivity, follow-up) solely on a single ‘main’ outcome, we
recognise that alternative outcome measures in the studies might have been selected and might have received
different verdicts in our assessment of MVHT. Our
approach here is consistent with the fact that a single,
pre-determined, primary outcome is an important element in judging the validity of a trial. Our use of the
WHO’s International Classification of Functioning,
Disability and Health, as became necessary for three of
the six papers, has at least enabled us to make objective decisions on relative importance of health attributes within a clear hierarchical structure. For domain
IV (whether the main outcome measure reflects the
main effect expected of the intervention used), it is
important that the consideration of ‘expected main
effect’ also embraces the whole-person nature of the
intervention and its associated outcome [37] - especially for homeopathy trials that involve individualised
patient prescribing. Future assessments of MVHT of
published trials should, where appropriate, include
such ‘whole-person’ consideration, which might be
achieved by extending the criteria by which ‘main outcome measure’ is selected [38]. This initiative might, in
turn, assist the planning of future homeopathy trials by
sharpening researchers’ focus on the relevance of the
outcome measures used.
Together with Cochrane-style assessment of risk-ofbias regarding internal validity, the assessment of external
validity using the methods of either Bornhöft [4] or Jonas
[11], and the RedHot guidelines for reporting [19], the
domains and criteria we propose for appraising MVHT
can enable a complete critical appraisal of appropriate
RCTs in homeopathy. For reviews aiming to assess
model validity in other types of RCT (e.g. prophylaxis
rather than treatment) or in addressing a different
research question (e.g. “Do molecular and ultra-molecular homeopathic potencies differ in their clinical
effects?”), the domains/criteria we propose here are likely
to require suitable adaptation. In any event, as suggested
above, some modification of the currently proposed
descriptions may be necessary in the light of experience
in applying them in systematic reviews. With further suitable amendment, the approach we propose would also
be relevant for assessing model validity in RCTs of complex interventions more generally, including other CAM
disciplines.
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Conclusion
Six novel judgmental domains enabled MVHT to be
assessed with ‘fair’ to ‘almost perfect’ concordance in
each case. For the six RCTs examined, the method
allowed MVHT to be classified overall as ‘acceptable’ in
three, ‘unclear’ in two, and ‘inadequate’ in one. The
MVHT assessment method should be applied in future
systematic reviews of RCTs in homeopathy.
Abbreviations
RCT: Randomised Controlled Trial; CAM: Complementary/Alternative
Medicine; MVHT: Model Validity of Homeopathic Treatment; ISCHI:
International Scientific Committee for Homeopathic Investigations.
Acknowledgements
We greatly value the intellectual input of Dr Simon Dagenais (Children’s
Hospital of Eastern Ontario, Canada), Dr Iris Bell (University of Arizona, USA),
Dr Lynn Legg (University of Glasgow, UK), Prof Kim Thomas (University of
Nottingham, UK), Dr Trevor Thompson (University of Bristol, UK), Prof Harald
Walach (European University Viadrina, Germany), and Dr Jürgen Clausen (Karl
und Veronica Carstens-Stiftung, Germany) during the developmental stages
of this project. Analysis of the kappa statistic was undertaken by Ms
Elizabeth Baitson (British Homeopathic Association).
Author details
British Homeopathic Association, Hahnemann House, 29 Park Street West,
Luton LU1 3BE, UK. 2Royal London Hospital for Integrated Medicine, 60
Great Ormond Street, London WC1N 3HR, UK. 3LMHI Research Secretariat,
Rue Taille Madame 23, B-1450 Chastre, Belgium. 4Center for Integrative
Medicine, University of Maryland School of Medicine, Baltimore, MD 21201,
USA. 5School of Public Health and Community Medicine, University of
Washington, Seattle, WA 98195, USA. 6Center for Integrative Complementary
Medicine, Shaare Zedek Medical Center, Jerusalem, Israel. 7Boiron, 20 Rue de
la Liberation, 69110 Sainte Foy-lès-Lyon, France. 8(Formerly) Central Council
for Research in Homeopathy, Department of AYUSH, Ministry of Health &
Family Welfare, Government of India, New Delhi 110058, India. 9Samueli
Institute, 1737 King Street (Suite 600), Alexandria, VA 22314, USA.
10
Department of Clinical Medicine, Universidade Federal de Uberlândia,
Uberlândia, Brazil.
1

Authors’ contributions
RTM conceived the study, devised the preliminary assessment domains, coordinated the email discussions leading to the refined set of domains,
prepared the tabulations of assessments ready for statistical analysis, and
drafted and finalised the manuscript. All other authors contributed to the
round-the-table discussion and assessment of the preliminary domains, to
the development of the refined set of domains, and to the editing of the
manuscript for publication. Eight authors (PF, M-FB, JF, JJ, CN, MO, HR, MvW)
took part in the appraisal of papers using the refined set of domains. All
authors read and approved the final manuscript.
Competing interests
The authors declare that they have no competing interests.
Received: 28 July 2011 Accepted: 17 April 2012 Published: 17 April 2012
References
1. Moher D, Cook DJ, Eastwood S, Olkin I, Rennie D, Stroup DF: Improving
the quality of reports of meta-analyses of randomised controlled trials:
the QUOROM statement. Quality of reporting of meta-analyses. Lancet
1999, 354:1896-1900.
2. Moher D, Liberati A, Tetzlaff J, Altman DG, PRISMA Group: Preferred
reporting items for systematic reviews and meta-analyses: the PRISMA
statement. J Clin Epidemiol 2009, 62:1006-1012.
3. Chapter 8: Assessing risk of bias in included studies. In: Higgins JPT,
Green S (editors). Cochrane Handbook for Systematic Reviews of
Interventions. Version 5.1.0 [updated March 2011]. In The Cochrane

Mathie et al. BMC Medical Research Methodology 2012, 12:49
http://www.biomedcentral.com/1471-2288/12/49

4.

5.
6.
7.

8.
9.

10.

11.

12.

13.

14.

15.

16.
17.

18.

19.

20.

21.

22.

23.

24.

Collaboration Edited by: Higgins JPT, Altman DG, Sterne JAC 2011 [http://
www.cochrane-handbook.org].
Bornhöft G, Maxion-Bergemann S, Wolf U, Kienle GS, Michalsen A,
Vollmar HC, Gilbertson S, Matthiessen PF: Checklist for the qualitative
evaluation of clinical studies with particular focus on external validity
and model validity. BMC Med Res Methodol 2006, 6:56.
Akobeng AK: Assessing the validity of clinical trials. J Pediatr Gastroenterol
Nutr 2008, 47:277-282.
Jüni P, Altman DG, Egger M: Assessing the quality of controlled clinical
trials. BMJ 2001, 323:42-46.
Verhoef MJ, Lewith G, Ritenbaugh C, Boon H, Fleishman S, Leis A:
Complementary and alternative whole systems research: Beyond
identification of inadequacies of the RCT. Complement Ther Med 2005,
13:206-212.
Wein C: Qualitätsaspekte klinischer Studien zur Homöopathie [Quality aspects
of clinical trials of homeopathy] Essen: KVC Verlag; 2002.
Linde K, Clausius N, Ramirez G, Melchart D, Eitel F, Hedges LV, Jonas WB:
Are the clinical effects of homoeopathy placebo effects? A meta-analysis
of placebo-controlled trials. Lancet 1997, 350:834-843.
Shang A, Huwiler-Muntener K, Nartey L, Juni P, Dorig S, Sterne JA,
Pewsner D, Egger M: Are the clinical effects of homoeopathy placebo
effects? Comparative study of placebo-controlled trials of homoeopathy
and allopathy. Lancet 2005, 366:726-732.
Jonas WB, Anderson RL, Crawford CC, Lyons JS: A systematic review of the
quality of homeopathic clinical trials. BMC Complement Altern Med 2001,
1:12.
Thompson TDB, Weiss M: Homeopathy - what are the active ingredients?
An exploratory study using the UK Medical Research Council’s
framework for the evaluation of complex interventions. BMC Complement
Altern Med 2006, 6:37.
Bergmann J, Luft B, Boehmann S, Runnebaum B, Gerhard I: Die
Wirksamkeit des Komplexmittels Phyto-Hypophyson® L bei weiblicher,
hormonell bedingter Sterilität [The efficacy of the complex medication
Phyto-Hypophyson® L in female, hormone-related sterility]. Forsch
Komplementärmed Klass Naturheilkd 2000, 7:190-199.
Kraft K: Commentary: a questionably positive effect of a homoeopathic
complex medication in female infertility. Focus Altern Complement Ther
2001, 6:23.
White A, Slade P, Hunt C, Hart A, Ernst E: Individualised homeopathy as an
adjunct in the treatment of childhood asthma: a randomised placebo
controlled trial. Thorax 2003, 58:317-321.
Brien SB, Lewith G: Letter to the Editor: Homeopathy in childhood
asthma. Thorax 2003, 58:626-627.
Kim LS, Riedlinger JE, Baldwin CM, Hilli L, Khalsa SV, Messer SA, Waters RF:
Treatment of seasonal allergic rhinitis using homeopathic preparation of
common allergens in the southwest region of the US: a randomized,
controlled clinical trial. Ann Pharmacother 2005, 39:617-624.
O’Mathúna DP, Horgan JM: Seasonal allergic rhinitis study results of
questionable relevance to homeopathy. Ann Pharmacother 2005,
39:736-738.
Dean ME, Coulter MK, Fisher P, Jobst K, Walach H: Reporting data on
homeopathic treatments (RedHot): a supplement to CONSORT.
Homeopathy 2007, 96:42-45.
MacPherson H, White A, Cummings M, Jobst K, Rose K, Niemtzow R:
Standards for reporting interventions in controlled trials of acupuncture:
the STRICTA recommendations. Complement Ther Med 2001, 9:246-249.
Schulz KF, Altman DG, Moher D, CONSORT Group: CONSORT 2010
statement: updated guidelines for reporting parallel group randomised
trials. BMJ 2010, 340:c332.
Bornhöft G, Wolf U, Ammon K, Righetti M, Maxion-Bergemann S,
Baumgartner S, Thurneysen A, Matthiessen PF: Effectiveness, safety and
cost-effectiveness of homeopathy in general practice - summarized
health technology assessment. Forsch Komplementmed 2006, 13(Suppl
2):19-29.
Ferley JP, Zmirou D, D’Adhemar D, Balducci F: A controlled evaluation of a
homoeopathic preparation in the treatment of influenza like syndromes.
Br J Clin Pharmacol 1989, 27:329-335.
Jacobs J, Jimenez LM, Gloyds SS, Gale JL, Crothers D: Treatment of acute
childhood diarrhea with homeopathic medicine; a randomized clinical
trial in Nicaragua. Pediatrics 1994, 93:719-725.

Page 9 of 9

25. Schmidt JM, Ostermayr B: Does a homeopathic ultramolecular dilution of
Thyroidinum 30cH affect the rate of body weight reduction in fasting
patients? A randomized placebo-controlled double-blind clinical trial.
Homeopathy 2002, 91:197-206.
26. Lewith G, Watkins AD, Hyland ME: Use of ultramolecular potencies of
allergen to treat asthmatic people allergic to house dust mite: double
blind randomized controlled clinical trial. BMJ 2002, 324:520-523.
27. Kainz JT, Kozel G, Haidvogl M, Smolle J: Homoeopathic versus placebo
therapy of children with warts on the hands: a randomized, doubleblind clinical trial. Dermatology 1996, 193:318-320.
28. McCutcheon LE: Treatment of anxiety with a homeopathic remedy. J
Appl Nutr 1996, 48:2-6.
29. Bell I, Lewis D, Brooks A, Schwartz G, Lewis S, Walsh B, Baldwin C:
Improved clinical status in fibromyalgia patients treated with
individualized homeopathic remedies versus placebo. Rheumatology
(Oxford) 2004, 43:577-582.
30. Robertson A, Suryanarayanan R, Banerjee A: Homeopathic Arnica montana
for post-tonsillectomy analgesia: a randomised placebo control trial.
Homeopathy 2007, 96:17-21.
31. Adler UC, Paiva NM, Cesar AT, Adler MS, Molina A, Padula AE, Calil HM:
Homeopathic individualized Q-potencies versus fluoxetine for moderate
to severe depression: double-blind, randomized non-inferiority trial. Evid
Based Complement Alternat Med 2009, Epub ahead of print.
32. World Health Organization: Towards a Common Language for Functioning,
Disability and Health. ICF: The International Classification of Functioning,
Disability and Health Geneva: World Health Organization; 2002.
33. Fleiss JL: Measuring nominal scale agreement among many raters.
Psychol Bull 1971, 76:378-382.
34. Landis JR, Koch GG: The measurement of observer agreement for
categorical data. Biometrics 1977, 33:159-174.
35. Hartling L, Ospina M, Liang Y, Dryden DM, Hooton N, Saida JK, Klassen TP:
Risk of bias versus quality assessment of randomised controlled trials:
cross sectional study. BMJ 2009, 339:b4012.
36. Jonas WB, Crawford CC: Commentary: there is no clinical benefit of
homoeopathic isopathy over placebo in asthma. Focus Altern Complement
Ther 2002, 7:263.
37. Bell IR, Koithan M, Gorman MM, Baldwin CM: Homeopathic practitioner
views of changes in patients undergoing constitutional treatment for
chronic disease. J Altern Complement Med 2003, 9:39-50.
38. Bell IR, Koithan M, Pincus D: Methodological implications of nonlinear
dynamical systems models for whole systems of complementary and
alternative medicine. Forsch Komplementmed 2012, 19(suppl 1):15-21.
Pre-publication history
The pre-publication history for this paper can be accessed here:
http://www.biomedcentral.com/1471-2288/12/49/prepub
doi:10.1186/1471-2288-12-49
Cite this article as: Mathie et al.: Method for appraising model validity
of randomised controlled trials of homeopathic treatment: multi-rater
concordance study. BMC Medical Research Methodology 2012 12:49.

Submit your next manuscript to BioMed Central
and take full advantage of:
• Convenient online submission
• Thorough peer review
• No space constraints or color figure charges
• Immediate publication on acceptance
• Inclusion in PubMed, CAS, Scopus and Google Scholar
• Research which is freely available for redistribution
Submit your manuscript at
www.biomedcentral.com/submit

