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Update of empirical evidence: frame-work protocol for the systematic

evaluation of homeopathic intervention studies (HOMIS) in humans

1.) Scoping review: bibliography and bibliometric analysis

2.) Quality assessment: Critical Appraisal Tool for Homeopathic Intervention

Studies - CATHIS

3.) Systematic Reviews and meta-analyses: step-by-step evaluation of pooled

effects of HOMIS in specific conditions

This framework protocol defines the research strategy for a stepwise evaluation of the
evidence body of homeopathic intervention studies (HOMIS) in human diseases. It is a
further development of the research protocol previously registered with the International
Prospective Register of Systematic Reviews (PROSPERO) on 17/08/2015 (registration
number CRD42015025399). The original project was discontinued and this protocol
defines the adapted approach.
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SUMMARY

Background

Evidence regarding therapeutic effectiveness of homeopathic interventions in human
diseases is inconclusive. The great variety of interventions, inadequate quality
assessments and the gap between positive results from effectiveness research and
divergent results from efficacy studies call for a strategic framework to adequately

assess the clinical effects of homeopathic interventions.

Objective
We aim to outline a strategy for the evaluation of the body of evidence from

homeopathic intervention studies (HOMIS) in humans.

Methods

Based on the strategy of a previously published protocol (PROSPERO) systematic
literature searches in over 18 databases and other sources have been conducted first in
2015. The resulting records have been screened and all studies investigating
homeopathic interventions in humans by comparing them either to placebo, standard of
care interventions or no interventions have been included in a database. In 2016, the
original protocol was amended and the included studies have been allocated into ICD-
10 and ICF categories. When the initial approach yielded feasibility, a new strategy with
three key elements was defined by the end of 2017:

1. In ascoping review, a comprehensive bibliography and bibliometric analysis is
to be conducted

2. A quality assessment tool (Critical Appraisal Tool for Homeopathic Intervention
Studies - CATHIS) is to be developed

3. Various systematic reviews and meta-analyses to identify effects of HOMIS in

specific conditions are to be conducted.

The literature search and the database were continuously updated and the resulting

data was organized in tables and charts for the scoping review and the bibliography as
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defined in the initial protocol. An international experts committee was gathered for the
development of a consensus-instrument to assess internal, external and model validity
of HOMIS likewise (CATHIS). On the base of the comprehensive bibliography of HOMIS
and the CATHIS tool, systematic reviews and meta-analyses will be performed
progressively to adequately assess effects of HOMIS for those conditions with sufficient

homogeneous data available per ICD-10 category.

Conclusion

A stepwise evaluation of particular homeopathic interventions in specific [CD-10
categories has been developed. Systematic reviews and meta-analyses of the respective
HOMIS will allow an evidence-based assessment of clinical efficacy and effectiveness,

based on this framework-protocol.
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INTRODUCTION

Evidence from homeopathic intervention studies

Homeopathic intervention studies (HOMIS) is the term used to describe any clinical
study investigating therapeutic or preventive interventions with homeopathic
medicinal products (HMPs). Though a considerable amount of HOMIS exist (1, 2),
several attempts to summarize the evidence from HOMIS failed to result in a conclusion
(3-8) whether HMPs are effective in treating and/or preventing human diseases. The
topic is discussed highly controversial. The following aspects contribute to the

complexity of the discussion:

1.) There exist different homeopathic approaches or therapeutic strategies to apply
HMPs. In practice, there exists a great variety of strategies, but four main types have

been defined for research purposes (1-3):

e Individualised (or classical) homeopathy is characterised by a consultation
followed by the prescription of a single homeopathic medicine individually
selected for the patients’ symptoms according to the homeopathic law of similars

e Routine homeopathic prescriptions (or clinical homeopathy), characterised by
the use of a single HMP for a clinical condition (e.g. Arnica montana for physical
trauma or Nux vomica for gastritis)

e Multi-constituent homeopathic prescription (or complex homeopathy),
characterized by the use of HMPs which are given either in a fixed combination
or concurrently

e Isopathy, characterized by the prescription of HMPs, which have been prepared
from the substance which caused the disease (e.g. grass pollen for hay fever or

arsenic for chronic arsenic poisoning)

We hypothesize that the therapeutic effect differs between the particular homeopathic
strategies used. Therefore, combining data from all investigated homeopathic
interventions does not seem reasonable, especially if also multiple medical conditions
are pooled into meta-analyses. In order to reduce the heterogeneity of studies in meta-

analyses, distinct sub-sets of trials were selected by reviewers of HOMIS in the past.
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This led, in turn, to divergent pooled estimates for the effect of homeopathic

interventions (9).

2.) HMPs are medicines that are prepared by successive dilution and shaking
(‘succussion’). This often results in extremely low doses of active ingredients or ‘non-
molecular’ drugs. From a skeptical viewpoint, an effect of HMPs is therefore not
plausible and all detected clinical effects are mainly due to placebo-effects or regression
to the mean (4). In this line, meta-analyses including exclusively placebo-controlled
HOMIS brought about merely small effects, which were not robust to sensitivity
analyses (3, 4). From a different viewpoint, however, treatment received by a trained
homeopathic practitioner (often termed as homeopathic care (10)) may include
beneficial effects, which are not specific to the HMP itself but are induced by multiple
factors, such as attitudes of the patient and the practitioner, the extended anamnesis
during a homeopathic consultation and the setting (11, 12). Interestingly, considerable
and clinically relevant effects of homeopathic interventions, i.e. effects comparable with

conventional standard care, were detected in effectiveness-studies (13-16).

Further contributing to this efficacy-effectiveness dichotomy is the fact that
homeopathic interventions are supposed to regulate the organisms based on neuro-
endocrinological, neuro-hormonal and neuro-immunological feed-back mechanisms,
and the resulting effect is expected to be observed in different functional levels of the
organism, i.e. mental, emotional and physical symptoms may be affected simultaneously
(17-20). In this case, the chosen endpoints in a clinical investigation need to include
outcomes able to detect these complex changes which may result from treatment with

HMPs (21), e.g. patient-reported outcome measures (PROMs).

3.) Low methodological quality attributed to a major proportion of HOMIS preclude
conclusive effect estimations in overall analyses (3, 5-7, 22, 23). Additionally, other
conceptual flaws of HOMIS, such as missing coherence with the homeopathic
intervention as it is done in practice (i.e. low model and external validity) may further

bias the results (21, 24).

The debate whether homeopathic interventions cause beneficial effects in the course of

human diseases and can consequently add to conventional medical care remains active



Homeopathy - update of evidence Version 1.0 | October 5, 2020

(25, 26) and homeopathic care is sought by a major part of the population in many
countries (27-30). Therefore, a strategic framework to critically assess the evidence
body of HOMIS is warranted. In 2015, we designed a new approach for such a project.
The protocol was published with the International Prospective Register of Systematic
Reviews (PROSPERO) (31). However, the original strategy was discontinued because
the amount of HOMIS detected in the literature search, the heterogeneity of HOMIS
resulting from the bibliographic evaluation and the lack of a comprehensive quality-

assessment tool made a meaningful overall summary of evidence impossible.

Therefore, the strategic concept and the timed coordination of the project were changed
and this framework protocol states objectives and methods of the adapted research

project.

AIMS AND OBJECTIVES

Considering the above, the necessary starting point for a meaningful synthesis of the
results of HOMIS is a systematic overview of literature, where the studies are arranged
according to specific populations (with medical conditions), homeopathic interventions,
respective comparators and outcomes (PICOS). Taking the described efficacy-
effectiveness gap into account, such an overview should include placebo-controlled
studies as well as studies with active comparators (e.g. pragmatic study designs)(32,
33). Further in this line, a comprehensive instrument to assess quality of HOMIS
regarding coherence with and transferability into clinical practice is needed in order to
adequately assess clinical effects of homeopathic interventions (34, 35). Once both, the
literature overview and a reasonable quality assessment instrument are available,
selected HOMIS with homogenous PICOS can be evaluated in systematic reviews and

meta-analyses.

Hence, we anticipate a stepwise assessment of the empirical evidence from HOMIS

according to the strategy just outlined. The following steps are to be accomplished:
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1. A scoping review of HOMIS in human diseases and a systematic, bibliographic
elaboration with the help of international classifications (ICD-10 & ICF; (36, 37))

2. The development of a comprehensive instrument to assess the quality of HOMIS

3. Several systematic reviews and meta-analyses, each one of particular
homeopathic interventions in medical conditions, where sufficient homogeneous

data is available

To date (September 2020), the scoping review is almost completed and the quality

assessment tool is in the phase of the face-validity check.

METHODS

1. Scoping review

Following the previously defined eligibility criteria and data-extraction methods (31),
the relevant studies for the scoping review were identified. The detailed search strategy
and information sources are available as a supplement to this protocol (last update

January 31st 2020).

Eligibility criteria

Studies were eligible as stated in the protocol (31):

Study designs: RCTs and controlled observational studies. All other study designs are
excluded.

Participants: Studies on humans. Participants must have exhibited a clinically relevant
disease or been healthy and enrolled in a study on disease prevention.

Interventions: All studies employing one or more substances, which were
homeopathically prepared (processed by trituration and succussion). Studies analyzing
mother tinctures only are not included.

Comparators: Studies investigating clinical effects of HMPs compared to placebo, to

conventional treatments that have shown effectiveness for the respective condition as
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well as compared to no intervention, as long as they received standard care. Studies
with other types of control (e.g. no intervention without standard care, other
complementary medicine methods) are excluded.

Outcomes: Outcomes are considered as reported in all data formats (e.g., dichotomous,
continuous).

Setting: No restrictions on study settings apply.

Time frame: No restrictions on time frame of the study apply.

Years of publication: Research reports from 01.01.1980 to 31.01.2020 are reviewed.
Studies conducted before 1980 are not considered, as incompleteness due to different
journal policies (i.e., listing of older studies only in some journals) may bias the search
result.

Languages of publication: Publications in English, German, Spanish, French, and Italian
are evaluated by the research group. Studies published in other languages are
translated with the help of google translate and/or native speakers.

Publication status: Substantive research articles (either peer-reviewed or not) as well as
conference proceedings, minor articles (below 500 words) and master and doctoral
theses were eligible for further screening. Book chapters and abstracts were excluded.
Though peer-reviewed articles are usually considered as evidence of higher quality (38)
other types of publications are not excluded a priori, but the quality of evidence is
determined - as long as sufficient information is reported -by a thorough assessment

from the research team.

Study records, data-items and coding

Records are screened and extracted independently by two reviewers, following the
predefined methodology (31) by using Endnote citation manager and Excel. Data is
organized in two different tables: one for preventive interventions (interventions
before any of the symptoms or complaints were apparent (e.g. pre-operative
administration of HMPs, intake of HMPs in order to prevent common colds, muscle
strain) and one for therapeutic interventions. The following study identifiers are
extracted and coded: author(s), title, year of publication, journal and/or digital object

identifiers (39) or place of publication (reports and theses), peer-review status, study
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design, setting, intervention design (interventions administered as add-on to standard
therapy or alone), number of treatment arms, language, objective(s), target population,
homeopathic intervention(s), type of homeopathy, comparator(s) and (if active
comparator) type of active treatment, sample size, number of participants per group,

attrition rate and endpoints.

During this process, the studies are screened and coded as included (therapeutic or
preventive) or excluded (with reason). Reasons for exclusion are: 1.) intervention
without HMPs, 2.) no comparator, 3.) participants are not humans or the investigation is
a laboratory experiment, 4.) manuscript or report do not provide sufficient information,

5.) reprints or duplicate publications.

According to the amendment of the initial protocol (40), studies are additionally
allocated to the investigated diseases as sort by the International Classification of
Diseases (ICD-10, version 2016; (36)), as well as ciphered and grouped according to the
checklist for International Classification of Functioning, Disability and Health (ICF
Checklist, version 2.1a clinical form; (37)). For the allocation into ICF checklist-
categories the main outcome of the concerned study is considered as defined by the
authors or, if no primary outcome is defined, as the one appearing to be the most
clinically relevant according to the hierarchical ranking approach of Mathie et al. 2013
(41). If more than three studies of the same condition are found, the most common
outcome is used for the assignation. Outcomes are allocated either to the organ-specific
category of ICF or, for unspecific outcomes such as symptom scores, the most suitable
category is chosen (e.g., studies on acute viral infections tested by a symptom score
including fever, body-aches as well as organ-specific symptoms and more are assigned
to immunological functions). For the classification into the ICD-10 code, the condition of
study population and the main endpoint of the study are used. For example, if a study
has investigated a specific population, but no corresponding clinical outcome has been
tested, the outcome itself determines the code (e.g. change in depression scores
(outcome) in menopausal woman (study population) is coded as depression). Further,
the most specific category is chosen, e.g. for a study investigating a specific condition
(e.g., sinusitis) the corresponding cipher is assigned, but for a study investigating a

range of conditions (e.g. upper respiratory tract infections (URTI)), superordinate
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cipher is designated. If for a clinical condition no common outcome is detectable, the

conditions are grouped separately.

Data synthesis

Data is summarized and edited with the help of Excel® (Microsoft Corporation).

From the original data-sheet, the important study characteristics (design, peer-review
status, intervention, comparator, sample size, and peer-review status) are transferred

into a summary table, which is arranged according to the ICF and ICD-10 coding.

From this table, the ICD-10 categories, which include more than one study with the
same homeopathic intervention per code, are deducted into a second overview table.
Corresponding macros were created for the deduction rules in order to allow

continuous updates of the content.

For bibliographic analyses, descriptive statistics will be used and the results will be
presented with total numbers, percentages and, if applicable, means and interquartile

ranges.

2. Quality assessment tool for homeopathic intervention studies

An adapted Delphi-process is used for the development of a global instrument to
critically appraise overall study quality of HOMIS. The following outlines the procedural

minutes:

1. Aliterature scan and discussion with experts aiming to identify available scales
and instruments for the assessment of model and external validity
The following scales and tools were identified, critically reviewed and used for
steps 3-8: the criteria for “Reporting data on homeopathic treatments (RedHot)”

(42), published as a supplement to the CONSORT-statement (43); the “Checklist
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for the qualitative evaluation of clinical studies with particular focus on external
validity and model validity” (34); the “model validity of randomised controlled
trials of homeopathic treatment (MVHT)” tool (24); the “external validity
assessment tool (EVAT)” (35); the “pragmatic-explanatory continuum indicator
summary (PRECIS)” tool, version 1 and 2 (44, 45) and the assessment items for
the “Rating of Included Trials on the Efficacy-Effectiveness Spectrum - RITES”
(46)

Identification of suitable experts for the Delphi-process

Experts were identified by literature search and word of mouth. We counted as
expert individuals who had contributed to both the original literature of HOMIS,
having conducted at least one clinical and/or experimental study, and at least

one systematic review with or without meta-analysis.

Survey of experts

A questionnaire containing questions regarding the definition of homeopathic
principles, external validity and personal experience with the previously
identified assessment tools was sent out to the experts. Eighteen experts

responded to the questionnaire.

First draft of the global assessment tool for HOMIS
Based on the aspect, identified through steps 1 and 3, one of the authors (47)

drafted a first domain-based assessment instrument.

Panel discussion of the first draft
A consensus panel was launched to discuss the first draft and to identify any

missing items. Twenty-eight experts participated.

Minutes of results, corrections and amends to the first draft

KG summarized the results and amended the draft
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7. Feed-back round to the amended draft
The draft was again sent for cross-check and further comments to all experts
who agreed to participate in the further development of the assessment tool

(n=22). Eight responses were received.

8. Critical appraisal tool of homeopathic intervention studies - CATHIS
The draft was again condensed and terminology was refined by KG. A first
version of the global assessment instrument with the working title ‘Critical
appraisal tool of homeopathic intervention studies - CATHIS” was approved by

the eight experts who responded to the amended draft.

9. Face-validity assessment of CATHIS
Five suitable reviewers were recruited for face validation. Those were
experienced researchers in different specialities of medicine. Most of them had a
background in complementary and alternative medicine research. For the
validity-assessment, 5 HOMIS were randomly selected of pool of studies included
in the literature overview and sent to the reviewers along with the CATHIS-

template.

10. Summary of results and publication of CATHIS
Currently, the project is in the second phase of the face-validity assessment. The
detailed description of the Delphi-process and the concordance study will be

subject to a separate publication.

11. Validation of CATHIS
When the face-validity assessments reach good interrater reliability, it is
foreseen to validate the instrument by using it along with some of the existing
instruments (e.g. MVHT (24), EVAT (35) or RITES (46) and to compare the

results.

3. Systematic Review and meta-analyses

In this third step of the strategic framework, we aim to quantify clinical effects resulting
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from particular homeopathic interventions in specific medical conditions (defined per
ICD-10 code). The overview tables from the scoping review will serve to identify the

relevant clinical conditions.

Protocols and selection of review conditions

Several condition-specific systematic reviews and meta-analyses will be conducted one-
by-one. For each analysis a separate, detailed protocol will be published before any
quantitative data-analysis is carried out. As we foresee the collaboration with different
specialists and investigators, the selection of the conditions depends on the interest and

availability of collaborators as well as the possibility of financing the individual projects.

Quality assessments

The newly developed comprehensive assessment tool for the quality ratings will be
used, if the face validity shows sufficiently inter-rater reliability. Until the validation of
the instrument, one of the existing rating tools (e.g. the Cochrane risk-of-bias tool) will

be used and missing quality aspects will be subject to the discussion section.

Statistical methods and summary of results

All methodological features, such as the choice of outcomes and details of the data
synthesis and discussion of meta-biases will be subject to the separate research

protocols for the respective individual review projects.
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SUPPLEMENT - LITERATURE SEARCH STRATEGY

For all databases the following time limits were set:
e Search performed in April 2015: January 1st, 1980 to December 31st, 2015
e Search performed in August 2017: January 15t 2016 to June 30t 2017
e Search performed in February 2019: July 1st2017 to January 31st 2019
e Search performed in January 2020: February 15t 2019 to January 25t 2020

1. Searches in online-databases

Free-text searches

1a. Websites for master- and doctoral theses (for databases see 4.1-4.24): search with

the terms ‘homeopat™ OR homoeopat* OR omeopat* OR homéopat* OR homeopat* OR

hoomeopat* OR hom6opat™®

1b.  All other online databases: The search string of 1a was complemented with

BOOLEANS, i.e. ‘AND (observation* OR control* OR group*) AND (study OR trial)’. For

LILACS the corresponding Spanish BOOLEANS were used. Interfaces and search fields
were used as follows:

- Pubmed: advanced search interface (ab/ti)!

- Embase: advanced search interface (ab/ti)

- Cinahl: advanced search interface (ab, ti and su)?

- Cochrane: advanced search builder (all fields)

- Science citation index expanded (SCIE) & Scientific Electronic Library Online

(SciELO): web of science basic search interface (Topic)?
- Scopus: advanced search interface (ABS-TI-KEY)*
- AMED (first search only): multifield search interface (all fields)

! Search performed in abstract and title

2 Search performed in abstract, title and subject (keywords) seperately
3 Search performed in abstract, title and keywords

4 Search performed in abstract, title and keywords
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- LILACS: Portuguese advanced search interface (title, abstract, subject) with the
truncation ‘$’ (i.e. homeopat$ OR homoeopath$ OR omeopat* OR homéopat$
OR homeopat$ OR hoomeopat$ OR homoopat$) AND (observation$ OR
control$ OR grup$ OR observacion$) AND (study OR trial OR estud$ OR

ensaio OR ensayo)

Additional subject headings search (listed databases only):

Pubmed (advanced search): (homeopathy[MeSH Terms]) OR homeopathic
remedies[MeSH Terms]) AND (clinical study[Publication Type] OR comparative
study[Publication Type] OR multicenter study [Publication Type ]) NOT (animals[MeSH
Terms] NOT humans[MeSH Terms]).

Embase (advanced search: ab/ti): (homeopathy[Emtree]) OR homeopathic
agents[Emtree]) AND (controlled study[Emtree/exp] OR comparative
effectiveness[Emtree/exp] OR observational study[Emtree/exp] OR (clinical

study[Emtree/exp] NOT (case report OR case study)))

CINAHL (advanced search): (homeopathy[Heading]) OR homeopathic agents[Heading])

AND (experimental studies|[Heading] OR non-experimental studies[Heading])

Cochrane (advanced search builder): (homeopathy[MeSH]) OR homeopathic
remedies[MeSH]) AND (clinical study[MeSH])

Web of Science (basic search): No subject heading ‘Homeopathy’ provided. Additionally
to the freetext search, the following limits were added to free text-string ‘homeopat* OR
homoeopat® OR omeopat* OR homéopat* OR homeopat* OR hoomeopat* OR
homdopat®. LIMIT: Document type (article, meeting abstract, proceedings paper),
“Clinical Web of science Categories”, such as internal medicine, surgery, etc. and

‘integrative Medicine.

SCOPUS (advanced search): (Homeopathy[authorkey] OR Homeopathy[indexwords] OR
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Homeopathy[Emtree]) AND ((LIMITS: Controlled Study, Major Clinical Study, Clinical
Trial, Controlled Clinical Trial, Randomized Controlled Trial, Clinical Article,
Comparative Study, Prospective Studies, Multicenter Study, Prospective Study, Cross-
Sectional Studies, Medical Practice, Cross-sectional Study, Clinical Practice,
Observational Study, Outcomes Research) AND (LIMIT document type (article,

conference proceedings)))

AMED (multifield search): Homeopathy exp[sh] AND (Clinical trial exp[sh] OR
Comparative study[sh] OR Random allocation[sh] OR double blind method[sh] OR

research design[sh])

LILACS (advanced search): Error message for the use of the subject descriptor.
Additionally to the freetext search, the following limits were added to free text-string
‘homeopat$ OR homoeopath$ OR omeopat* OR homéopat$ OR homeopat$ OR
hoomeopat$ OR homoopat$’. LIMIT: Publication type (article, thesis, congress and

conference).

2. Manual literature searches

Core-Hom database: A list of all references listed between 1980 and 2019 was exported
as a pdf-file and transferred via txt-file into endnote for the duplicate-check with the

other databases.

HOMINFORM database: A list of all references was provided by the librarian in an excel-
file. The file was screened for the terms: ‘study’, ‘trial’, ‘observation’, ‘control’ and

‘group’.

Website of the Indian Journal for Research in Homeopathy: The interface was screened
for the keywords ‘controlled study’, ‘controlled trial’, ‘observational study’ and

‘observational trial’ in all fields.
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3. Searches by librarians

CAM-Quest database: The search string was provided by the librarian. The search was
performed in all fields as follows: klinische Forschung (clinical research), NOT
Veterinarmedizin (veterinary), NOT Arzneimittelpriifung (homeopathic proving), NOT

Erfahrungsbericht (case report).

AYUSH RESEARCH PORTAL Website: A list of studies, but no search string was provided.

The duplicate-check with the other databases did not reveal further studies.

4. Websites for master- and doctoral theses

4.1  OATD (https://oatd.org)

4.2  Proquest (https://www.proquest.com)

4.3  Openthesis (www.openthesis.org)

4.4  Global ETD-search (http://search.ndltd.org)

4.5  Opengrey (http://www.opengrey.eu)

4.6  DART (http://www.dart-europe.eu/basic-search.php)

4.7  Havard Library (https://library.harvard.edu)

4.8 Osterreichische Dissertationsdatenbank
(https://www.obvsg.at/services/dissertationsdatenbank/)

4.9  Swissbib (https://www.swissbib.ch)

4.10 RCAAP (https://www.rcaap.pt)

4.11 Dissonline

(http://www.dnb.de/DE/Wir/Kooperation/dissonline/dissonline no
de.html)
4.12 Theses (http://theses.fr)

4.13 Narcis (https://www.narcis.nl)

4.14 Erudit (https://www.erudit.org/en/theses/)
4.15 HAL (https://hal.archives-ouvertes.fr)

4.16 Tezmerkezi (https://tez.yok.gov.tr/UlusalTezMerkezi/)
4.17 NDTLD Taiwan (https://ndltd.ncl.edu.tw/)




4.18
4.19
4.20
4.21
4.22
4.23
4.24
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JAIRO (http://jairo.nii.ac.jp/)

RIAN (http://rian.ie)

Ohio LINK (https://www.ohiolink.edu)

ETHOS (http://ethos.bl.uk/)

DSPACE (https://www.era.lib.ed.ac.uk)

AMICUS (http://amicus.collectionscanada.gc.ca/)

Am Doctoral Diss (https://biblioboard.com/opendissertations/)




