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ABSTRACT

Background: Mainly due to the use of different inclusion criteria and quality assessments, systematic reviews
(SRs) and meta-analyses (MAs) with homeopathic intervention studies (HOMIS) have shown inconsistent results.
We aimed to build recommendations for “Summarizing evidence from Homeopathic Intervention Studies” (Sum-
HomlS recommendations) in order to approach standardization.

Methods: Against the background of a framework-project to update the evidence from homeopathic intervention
studies, we launched an expert panel on how to assess the quality of HOMIS and how to summarize evidence
from HOMIS. The results of a literature review and the expert communications in advance of the panel as well as
the consensus from the discussions are presented here. We added specific considerations for homeopathic vet-
erinary research.

Results: On top of the general guidelines when planning a review we report five basic Sum-HomIS recommen-
dations. These are: 1) A broad literature search including special archives and consideration of so-called grey-
literature; 2) The inclusion of controlled observational studies alongside randomized controlled trials; 3) The
choice of a clear clinical research question in the terms that, if possible, the review project includes studies with
predominantly homogeneous populations, interventions, comparators and outcomes (PICOs); 4) The use of a
global quality assessment including the assessment of external, model and internal validity; 5) A summary of
evidence using the GRADE-approach if the body of evidence is sufficiently large and homogenous or a descriptive
summary if it is not so.

Conclusions: We present recommendations for designing, conducting, and reporting SRs and MAs with HOMIS.

1. Introduction

compared to placebo.” ® In the most recent SR of HOMIS, poor meth-
odological quality (internal validity) was successfully addressed by

Systematic Reviews (SRs) and meta-analyses (MAs) of homeopathic
intervention studies (HOMIS) face the conflict between fulfilling statis-
tical demands and meeting the reality of daily homeopathic practice.'
It is often stated that HOMIS, regardless of positive or negative out-
comes, are unlikely to reflect usual practice’*>° or are lacking in rigor
to conclude that homeopathic interventions are effective when
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proper quality assessments.'? ' Still unaddressed problems of SRs of
HOMIS are the heterogeneity of studies regarding populations, in-
terventions, comparators and outcomes (PICOS),4’14’15 the uncertainty
whether the results are based on care as usual,"* and the question
whether the interventions used reflect ‘good homeopathic practice’.'%1”

Besides heterogeneity, study quality and transferability of results into
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publication bias,>®'®  the
19-21

homeopathic practice, problem of
placebo-controls for complex interventions, and the choice of
included studies may have an impact on the validity of the results of SRs
and MAs with HOMIS.?? Altogether, earlier SRs and MAs of HOMIS were
inconclusive regarding effectiveness in specific clinical indications.” %
10,11,13,23,25

Generally it is recommended to include only the best available evi-
dence, namely randomized controlled trials (RCTs), into SRs and MAs,?°
because the results of such RCTs are the least prone to bias and the
strongest evidence for efficacy of any intervention. Still
placebo-controlled trials maximize internal validity and, as a rule,
neglect external validity.?”*>® The inclusion of controlled observational
studies (COS), such as cohort or case-control studies, or pragmatic
randomized studies (vs placebo as well as other than placebo controls)
would balance the results of pooled evidence to a certain degree.”
Therefore, guideline-makers encourage to broaden the eligibility criteria
and include COS as well as different comparators. Some authors suggest
for instance a comparison with gold standard treatments instead of
placebo, as this facilitates the assessment whether a certain intervention
is transferable into the conditions of therapeutic practice. These
head-to-head trials are not placebo-controlled, usually not blinded and
rarely randomized,>*>! but their results provide important supplemen-
tary evidence.

When reviewing HOMIS it is especially important to include COS and
pragmatic trials, because there exist only few placebo controlled RCTs
per defined PICOs.>” Furthermore, accurate planning and reliable
quality assessment tools, in addition to the already existing conventional
ones, are needed when undertaking future summaries of evidence of
HOMIS: Homeopathy is a complete medical system,'®?*>* which con-
sists in individualizing the homeopathic medicine (HMP) for the patient.
The inherent consequences for homeopathy research in terms of, for
example, study designs and the choice of outcomes are multiple and
discussed in detail in a related paper of our research group.*! In the
recommendations in the design and conduction of randomized
controlled trials in homeopathic medicine®® the wide range of implied
problems in homeopathic research and the possible resulting study de-
signs are presented there. It is logical that this variety of designs leads to
a high level of heterogeneity in the existing pool of evidence from
HOMIS. Keeping this in mind, we are aiming with this study to help
untangle the confusion concerning the divergent results by establishing
recommendations for designing, conducting, and reporting SRs and MAs
with HOMIS.

2. Methods

The present recommendations were developed based on two com-
plementary pillars.

First, the researchers’ experience. We write against the background
of a program to update the evidence from HOMIS.?® The program in-
cludes an overview of controlled HOMIS,*” a corresponding database
(Link)®® and several SRs and MAs of homeopathic interventions ac-
cording to diagnostic groups, as well as a quality assessment instrument,
that, for the first time, simultaneously estimates methodological rigor,
interventional validity, and practical applicability of a specific homeo-
pathic therapeutic method https://zenodo.org/records/5813499#.Yw
DFbiORqT-.>® The second pillar of the present recommendations is the
result of an expert panel during which two important issues concerning
SRs and MAs with HOMIS were discussed. Namely, how to assess the
study quality of HOMIS and, how summarize data of RCTs and COS
conjointly. Finally, it needs to be decided how and when pooling of data
shall be performed.

The panel of 36 people was convened for a 2-day workshop, and a
consensus discussion was moderated by the first author (KG) who also
summarized the results of the panel from detailed minutes. Experts for
the panel were identified by literature search and word of mouth. We
counted as experts, individuals who had contributed to both, the
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original literature of HOMIS, having conducted at least one clinical and/
or experimental study and at least one SR with or without MA (list of
participants see supplement 1). For the preparation of the panel, we
reviewed conventional standards and guidelines, mainly the Cochrane
Handbook for the conduction of SRs”® and the PRISMA guidelines.****°
Additionally, we searched specifically for guidelines regarding SRs,
which include evidence from randomized-controlled trials (RCTs) as
well as from COS, such as AMSTAR 2.*! None of the experts approached
refused to cooperate. Upfront, we sent a questionnaire to the experts and
summarized their answers for the panel discussion. Three aims were
defined for the panel: 1) to agree on one or two instrument(s) to assess
the risk of bias of RCTs and COS, 2) to define, what aspects need to be
considered for the summary evidence regarding a statement of confi-
dence in the results, and 3) to agree on a meaningful format for the
evidence summary. These aspects were discussed during the panel and
the decisions or definitions were made at place.

Last, but not the least, we asked experts of veterinary research in the
field of homeopathy who participated at the expert panel to contribute a
paragraph to this manuscript with special considerations for their
research area.

3. Results
3.1. Literature review and expert communications

From our experience, the literature review, and the expert commu-
nications, we recommend the following:

Researchers planning a review of HOMIS should follow the existing
guidelines and general recommendations on how to conduct SRs and
MAs. Thus, the researchers should:

1) Consult PubMed and the International prospective register of systematic
reviews — PROSPERO, https://www.crd.york.ac.uk/prospero/, to find
out, whether other review authors have the same research intention
and have already published either articles or protocols concerning
the topic of interest and in order to gain an impression of the specific
pool of evidence. Additionally, consult the newly built database of
HOMIS (https://www.ikim.unibe.ch/forschung/fachbereiche/k
lassische_homoeopathie__potenzierte_substanzen/homeopathy_c
linical_trials/index_ger.html) 3236 in order to check whether there
are sufficient adequate studies on the topic of interest.

2) Consult the Cochrane Handbook for Systematic Reviews of Interventions,
fully available online http://www.training.cochrane.org/handbook,
and the reporting guidelines for SRs and MAs, viz PRISMA, available
either via the equator network https://www.equator-network.org/
or via the PRISMA-website http://www.prisma-statement.org

3) Write a protocol, again following the respective guidelines http://
www.prisma-statement.org/Extensions/Protocols and register
the protocol in a public database, e.g. PROSPERO. In this protocol all
methodological aspects, such as the eligibility criteria, the choice of
outcomes, when to pool or not to pool data, and how you plan to
summarize the evidence from the included studies, should be
defined.

It may be advisable to choose a scoping review if preliminary
searches depict a small and heterogeneous study pool or to choose a
narrative review, if the study pool seems substantially large but the
outcomes are still heterogeneous.

3.2. Consensus of the expert panel

Additionally, we defined recommendations for reviewers of HOMIS
against the background of the common pitfalls within previous reviews
of HOMIS, which were identified from literature and discussed with
experts. The provided solutions have been formulated during the expert
panel and are shown as guidance in Table 1.
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Table 1
Recommendations.

Aspect of reviews Recommendation

Extend from conventional databases to archives
and other sources (e.g. websites of journals,
author contacts, non-english language) in order
to allow broadening the evidence base for
HOMIS.

Check the HOMIS database.

Is preferably expanded to COS and studies using
other-than-placebo controls to allow an estimate
of the clinical effectiveness and clinical
relevance of the results.

Preferably homogenous PICOs to allow a
statement to be made on specific effectiveness of
particular homeopathic interventions in explicit
medical indications.

1. The literature search

2. The selection of study-designs

3. Populations, Interventions,
controls and outcomes

Include the evaluation of external and model
validity alongside methodical risk-of-bias
assessments. Check whether CATHIS is
applicable.

Stick to descriptive statistics and narrative
results, unless the body of evidence is
sufficiently large and homogenous". If so,
consider meta-analysis and using the GRADE
methodology.

4. The study quality

5. The summary of evidence

Table 1:Sum-HomIS Recommendations in short: HOMIS=homeopathic inter-
vention studies; COS= controlled observational studies; PICOs=Population,
Intervention(s), Comparator(s) and Outcome(s); CATHIS=critical appraisal tool
for homeopathic intervention studies; GRADE= Grading of Recommendations
Assessment, Development and Evaluation (GRADE) system for grading
evidence.

@ ‘sufficiently large’ depends on the size and power of the individual studies. In
case of doubt, get an experts’ advise.

In the following we elaborate the background behind the expert
recommendations.

Literature search: establish a process to identify unpublished studies,
e.g., searching so-called grey literature, such as dissertation and theses
abstracts, or national databases as well as archives in order to avoid
publication bias and broaden the evidence base for the review. Publi-
cation bias is defined as the phenomenon that studies published in peer-
reviewed journals are much more likely to report statistically significant
than non-significant results. Reversely, negative results or statistically
insignificant results are often either not published at all or hidden in
conference abstracts, in grey literature, or in non-English language
journals. Publication bias leads to the assumption that the published
studies included in SRs may not represent all studies.*? The publication
bias was explicitly and diversely discussed by two authors of previous
MAs with HOMIS>® and may be true for HOMIS in particular, because
some original studies have been published in journals which are not
indexed in data-bases for conventional medicine.*> Therefore, some
homeopathic evidence is likely to regularly remain undetected by
literature searches.

There exists a new database of controlled HOMIS of various study
designs, which is based on a continuously updated literature search
(lastly in March 2021, next update ongoing) in more than 20 databases
and archives. It includes grey literature and is sorted by medical con-
ditions (https://www.ikim.unibe.ch/forschung/fachbereiche/klassisch
e_homoeopathie__potenzierte_substanzen/homeopathy_clinical_trials
/index_ger.html). **3° It may be used for preliminary searches and
orientation. Literature search should be updated based on the question
or condition of interest.

Eligibility criteria (selection of study designs and PICOs): it is advisable
to include other study designs, such as COS and studies using other-than-
placebo controls in order to increase external validity. This is recom-
mended since populations, treatment, and outcomes investigated in
placebo controlled RCTs so far, may not reflect homeopathic routine
care.>***7 Furthermore, there exists a large but very heterogenous
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body of evidence from HOMIS over many medical conditions and ho-
meopathic interventions,’>*® but only few conditions have been
reviewed with regard to homogenous PICOS.**? In line with the
Cochrane Handbook, Chapter 3, we recommend choosing eligibility
criteria as homogeneous as possible. However, PICOs and study designs
in the pool of homeopathic evidence may be quite heterogenous. Thus, it
is very important to have a sound explanation at protocol stage as to why
the specific eligibility criteria may have been broadened.

The study quality: assess the studies’ quality for external and model
validity alongside methodical Risk of bias (RoB)-assessments. As the
result of the quality assessment is mostly an important inclusion crite-
rion for final analyses and conclusions of SRs and MAs, the choice of the
quality assessment tool and the evaluation of different quality aspects is
a crucial point to consider when planning a review project with HOMIS.
Because There is a need to assess to what extent HOMIS represent both
‘good homeopathic practice’ and routine care and methodological high-
quality research. While there exist some tools for each single quality
aspect (external and model validity and methodical risk of bias assess-
ment),'”*®>! only one global tool, encompassing all three aspects, has
been developed for HOMIS (Critical Appraisal Tool for Homeopathic
Intervention  Studies -  https://zenodo.org/records/5813499#.
YwDFbiORqT-CATHIS).>® We recommend using the CATHIS tool for
future reviews with HOMIS. It is available online: CATHIS 2.0 template |
Zenodo.*®

The summary of evidence: as stated in the Cochrane handbook, we also
recommend including studies with homogeneous PICOS in the reviews
and pooling the data only if the body of evidence is homogeneous.
However, as we already mentioned this is rarely the case with the
existing pool of HOMIS.

We still want to emphasize the importance of a thorough summary of
evidence as many reviews of HOMIS to date have been flawed by author
bias that led to sub-optimal practice of summarizing the evidence. A case
for debate is for example the analysis of Shang et al.°” or the health
technology assessment on homeopathy by the Australian government
(National Health and Medical Research Council (NHMRC) report)zg’sg’54
where among others selection bias took place. The authors of both
evaluations regarding the effectiveness of homeopathy included only a
small set of trials in the final analyses. In the selection of the studies they
did not adhere to the Cochrane Handbook for Systematic Reviews of
Interventions or best established practice, which would have demanded
using all the evidence or robustly justifying their selections in advance.”
8 Re-analyses by other authors led to different effect sizes and opposite
conclusions, if different quality criteria were applied or a different
cut-off value for the sample size of included studies were assumed.?” As
different types of homeopathy may have different effectiveness, these
previous attempts to summarize the evidence from all types of HOMIS
are problematic. Mathie and colleagues have analyzed HOMIS per type
of homeopathic intervention (individualized or not) and comparator
(placebo or not),1 011,13.25 which is interesting but still not sufficient for
assessing the evidence of specific homeopathic interventions in specific
medical problems in order to formulate practice recommendations.

Another important issue concerning the summary of evidence from
HOMIS is the choice of study outcomes: these may be heterogeneous,
even in the presence of a uniform population, intervention, and
comparator of the HOMIS to be included in the review project. Together,
the selection of studies and outcomes for the data-pooling and the
summary of evidence of the review project have the biggest impact on
the results.

In view of this, the expert panel concluded the importance of more
homogeneity of PICOs for future reviews.

In short, we recommend MA of data, if the body of evidence is suf-
ficiently large and either defining one homogeneous outcome of clinical
relevance or averaging outcomes within studies and meta-analyzing the
averaged outcome across studies, as it is established best practice.”” In
addition, we recommend an overall analysis (including RCTs and COS
such as cohort or case-control studies, or pragmatic randomized studies)
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and enough sensitivity analyses in order to be able to discuss the results
accurately. It should be kept in mind that all planned analyses must be
predefined in the protocol.

A way to estimate the confidence in the results of the MA or the
review, especially if one included evidence from RCTs and other study
designs, is the Grading of Recommendations Assessment, Development
and Evaluation (GRADE)"® °® system. Using this system for HOMIS was
discussed diversely during the panel. It was generally agreed that
GRADE needs a lot of experience and is only suitable, if the body of
evidence is sufficiently large, e.g., five or more studies, and if similar
outcomes are used across the investigated studies. In line with the
Cochrane Consumers Communication paper, it appeared to many of the
panel that GRADE downgrades evidence, if the pool is not sufficiently
large or mainly contains RCT’s.”” Therefore, it may be more advisable to
remain descriptive if there are only few studies for specific PICOs. This
being decided, although advocates of GRADE recommend using the
system also for narrative reviews."

4. Discussion

We collected information on how to conduct and report SRs and MAs
of HOMIS and formulated analogous recommendations for summarizing
the related evidence (Sum-HomIS Recommendations) based on litera-
ture guidelines, expert interviews, and consensus. Five recommenda-
tions on study eligibility, selection of study-designs, PICOs, quality
assessments and the summary of evidence have been formulated (Table 1).
The present recommendations can be used for human and veterinary
medicine likewise, because HMPs are selected for treatment based upon
the most relevant symptoms and signs of the individual patient rather
than common features of the pathological process as defined by di-
agnoses. Hence, HMPs are identical with regard to production, quality,
safety, and principles of application, regardless of whether they are used
in animals or humans.®’

4.1. Findings in context of other evidence

Up until 2013, when Mathie et al. launched their ‘best homeopathic
evidence’ project,'* most summaries of HOMIS did not allow a differ-
entiated debate on the most probably distinct effects of particular ho-
meopathic intervention types, e.g. individualized, routine, complex.' >
The results of were therefore inconsistent > and flawed.”>®? Mathie and
colleagues analyzed HOMIS per type of homeopathic intervention
(individualized or not) and comparator (placebo or not). 111325 The
Sum-HomlIS Recommendations focus on the improvement of summa-
rized evidence from HOMIS. For review purposes one would preferably
include a set of HOMIS with homogenous PICOs®® which was investi-
gated with placebo controlled RCTs and pragmatic study designs (such
as RCT with standard of care controls or COS). Even if such a pool of
homeopathy studies only exists for few conditions > so far, this
approach was considered as the most suitable from the expert panel.
This way, a clear-cut statistical approach to the study set can be defined
upfront and reviews will contribute to interesting clinical discussions or
find robust results. For example, a tendency for an effect of arnica over
placebo was found (p = 0.06), when used as a routine in the
peri-operative setting.64

The recommendation to review a set of HOMIS which is as homo-
geneous as possible, underscores of course the need to repeat those high
quality homeopathy RCTs that have already been conducted.*

4.2. Limitations

The SumHomlIS recommendations are the consensus of our working
group and have as such no claim to objectivity or completeness. In fact,
the central recommendation to strive for more HOMIS reviews with
homogenous PICOS was controversial when discussed between the au-
thors. However, SumHomlIS are what a group of homeopathy and
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integrative medicine review experts agreed would be best standard. The
downside of this recommendation is that for most medical conditions
the evidence from HOMIS is not sufficient to answer the question
whether the particular homeopathic method used in the studies has a
specific effect and/ or is efficient over placebo in certain clinical in-
dications. This aspect could only be answered by sufficiently large and
rigorous placebo-controlled or pragmatic RCTs, which evidently do not
exist so far. More high-quality research is urgently needed. So we hope
that this paper is also a call for university-based institutions with the
availability of public, independent research funds®® to engage in ho-
meopathic research.

4.3. Impact

As the debate on the effectiveness of homeopathic interventions is
still ongoing, we believe that the application of the five consensus rec-
ommendations collected above will gradually clarify the question of the
clinical effectiveness of specific homeopathic interventions with regards
to certain medical indications. The SumHomIS recommendations focus
on real-world clinical effectiveness. This comes along with an ongoing
discussion in medicine,>**>47:56:65.66 that evidence from clinical studies
needs to be viewed alongside its transferability and applicability in
practice. The fact that reviews with only double-blind placebo-con-
trolled RCTs have brought few answers is supported by a recent review
of a third of all Cochrane reviews conducted since 2008, when GRADE
became widely applicable. It summarized that only 5,6% of all Cochrane
reviews concluded that there exists robust positive evidence supporting
the medical intervention in question.®® In response, it is now widely
supported to evaluate different treatment options by including a more
heterogeneous patient sample, using real-world treatment protocols
focusing on patient-centered outcomes and using a pragmatic study
design.*> 7

In this line, we want to emphasize, that homeopathy, when used
individualized as per its treatment principle to treat “likes by likes” is a
therapeutic approach based on an individual not on a specific clinical
indication and hence, is as a method either effective or not. As there exist
rigorous studies with good model validity,®” we hypothesize that these
results are transferable into other medical indications, under the
premise that the treatment principles and strategies are correctly
applied.>* The consistent use of the newly developed quality assessment
tool and, thus, the consistent evaluation of external and model validity
alongside methodical RoB-assessments will further enhance the aware-
ness of the importance of these aspects on the evidence base of the
respective homeopathic intervention.

5. Conclusion

The Sum-HomlIS Recommendations focus on the improvement of
summarized evidence from HOMIS. Five consensus recommendations
on literature search, selection of studies, PICO, study quality assessment
and summary of evidence in SRs and MAs on HOMIS have been
formulated. Their implication may clarify the debate on the efficiency,
efficacy and effectiveness of homeopathy.
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