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ARTICLE INFO ABSTRACT

Keywords: Introduction: Depression is a common reason for patients to consult homeopaths. This review aims to assess the

Mental health efficacy, effectiveness and safety of homeopathy in depression.

Depression Methods: Thirty databases/sources were used to identify studies reporting on homeopathy in depression, pub-

;Z‘:‘nzloe::l‘:tary medicine lished between 1982 and 2016. Studies were assessed for their risk of bias, model validity, aspect of homeopathy
y

and comparator.

Results: Eighteen studies assessing homeopathy in depression were identified. Two double-blind placebo-con-
trolled trials of homeopathic medicinal products (HMPs) for depression were assessed. The first trial (N = 91)
with high risk of bias found HMPs were non-inferior to fluoxetine at 4 (p = 0.654) and 8 weeks (p = 0.965);
whereas the second trial (N = 133), with low risk of bias, found HMPs was comparable to fluoxetine (p = 0.082)
and superior to placebo (p < 0.005) at 6 weeks. The remaining research had unclear/high risk of bias. A non-
placebo-controlled RCT found standardised treatment by homeopaths comparable to fluvoxamine; a cohort
study of patients receiving treatment provided by GPs practising homeopathy reported significantly lower
consumption of psychotropic drugs and improved depression; and patient-reported outcomes showed at least
moderate improvement in 10 of 12 uncontrolled studies. Fourteen trials provided safety data. All adverse events
were mild or moderate, and transient. No evidence suggested treatment was unsafe.

Conclusions: Limited evidence from two placebo-controlled double-blinded trials suggests HMPs might be
comparable to antidepressants and superior to placebo in depression, and patients treated by homeopaths report
improvement in depression. Overall, the evidence gives a potentially promising risk benefit ratio. There is a need

Systematic review

for additional high quality studies.

1. Introduction

Depression is the third most common burden of disease worldwide
and is expected to become the leading burden of disease by 2030 [1].
The National Institute for Health and Clinical Excellence primarily re-
commends non-medical interventions such as cognitive behavioural
therapy in sub-threshold, mild and moderate depression as the first line
treatment [2]. If these interventions are ineffective or the depression is
severe, antidepressant drugs are recommended. These treatment op-
tions help some but not all patients, there is concern about the overuse
of psychotropic drugs, and insufficient alternatives. Some patients seek
alternative treatment options, and depression and other mental health
problems are among the most common reasons why patients seek ho-
meopathy [3,4]. Homeopathy is controversial in some quarters, but
despite this there is widespread use. A recent systematic review of 12-
month prevalence of homeopathy use in eleven countries (USA, UK,
Australia, Israel, Canada, Switzerland, Norway, Germany, South Korea,
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Japan and Singapore) found that a small but significant percentage of
these general populations consulted homeopaths and/or purchased
over-the-counter homeopathic medicines [5].

According to the MeSH term (E02.190.388) homeopathy is “a
system of therapeutics founded by Samuel Hahnemann (1755-1843),
based on the Law of Similars where ‘like cures like’. Diseases are treated
by highly diluted substances that cause, in healthy persons, symptoms
like those of the disease to be treated.” These substances, which are
referred to as Homeopathic Medicinal Products (HMPs), are regulated
through European Directives for medicinal products [6]. Treatment by
homeopaths involves consultations and subsequent prescription of in-
dividually tailored HMPs based on information obtained during con-
sultations. Standardised medicines for clinical complaints also exist.

There is a need to assess the existing research evidence for ho-
meopathy in depression due to the prevalence of depression in all
countries worldwide, the limited effect of existing recommended in-
terventions, and the fact that patients use homeopathy as an alternative
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or a complement to conventional treatment. One systematic review
assessing research evidence for homeopathy in depression concluded
that there was limited evidence due to a lack of high quality trials [7].
Another review on homeopathy in psychiatric conditions, which in-
cluded only randomised placebo-controlled trials found none reporting
on depression [8]. The aim of this review is to update these previous
reviews and to assess the evidence for the efficacy, effectiveness and
safety of homeopathy in patients with depression. The first draft of this
updated review was published in the first author’s (PV) PhD Thesis [9].
This article presents the results of our updated review.

2. Methods
2.1. Search strategy

A systematic search of 30 databases and other sources was carried
out, including e.g. CINAHL, Cochrane Library, EMBASE, PubMed/
MEDLINE, and PsycINFO (Appendix A). Literature searches were car-
ried out by one researcher (PV) from 9 to 12.08.2012, with update
searches on 15.11.2013 and 05.07.2016. A second researcher (PF)
checked all searches and found them to be appropriate. Screening of all
articles (at titles/abstract and full-text level) was carried out by both
researchers. Reference lists were checked and 44 researchers in 19
countries were contacted to identify additional titles.

Inclusion criteria were studies reporting on homeopathic treatment
of patients with diagnosed or self-reported depression between 1982
and July 2016. In a previous extensive literature search, the authors
found that most homeopathy trials were published after 1982, and none
published prior to 1982 reported on mental health problems [10]. We
therefore limited our search to studies published after 1982. This date
also coincides with the time when selective serotonin reuptake in-
hibitors (SSRIs), the most commonly prescribed antidepressants to date,
came onto the market. No language limitations were set. Exclusion
criteria were studies not reporting outcomes in patients suffering from
depression as the primary focus; bipolar disorder; HMPs used in an-
throposophical medicine, administered as injections or concentrations
higher than 1:10,000 or one 100" of the smallest dose used in con-
ventional drugs (and therefore not available without a prescription in
EU/EEA countries); animal studies; studies with less than 10 partici-
pants; conference abstracts; and reports presented in books.

Search strategies were adapted to each database, using variations of
the words “homeopathy,” “homeopathic drugs,” “potentised,” “de-
pression,” “depressive disorder,” “dysthymia” and “dysthymic dis-
order”, using wildcard symbols, and Boolean operators to combine
terms.

The PICO may be describes as follows: Participants were patients
with diagnosed or self-reported depression. The intervention was
treatment provided by homeopaths or use of homeopathic medicinal
products (HMPs). The comparator could be placebo, other depression
medication or other depression treatment, waiting list, or no com-
parator. Outcomes were primary outcomes focusing on depression.

2.2. Data extraction and analysis

Articles were translated where necessary (Farsi n = 1, Portuguese
n = 1, Spanish n = 1). Data were extracted, appraised and analysed by
one author (PV) and checked by a second (PF). Consensus of under-
standing was reached for all studies.

Data extracted from identified articles were input according to the
Cochrane Consumers and Communication Review Group’s data ex-
traction template. Risk of bias was assessed according to the Cochrane
Collaboration’s guidelines, focusing on the main outcome measure for
each trial [11]. Within-study publication bias, also referred to as out-
come reporting bias or selective reporting bias, was reported for each
included study. We also considered the potential risk of between-study
publication bias. Controlled and uncontrolled studies were reported
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according to the STROBE statement [12]. We planned to carry out a
meta-analysis in the event that the results of at least two trials could be
presented at an aggregated level. This was however not carried out as
we only found analysable data from two trials of which one was a non-
inferiority trial and the other a superiority trial.

An important question when assessing research evidence is whether
individual studies provide the “best possible” outcome that could be
expected with the tested intervention in the particular field of research.
An assessment of the model validity of studies, the degree to which the
design and setting corresponds to “best practice” [13], was therefore
determined using recommendations put forward by Mathie et al. [14].

2.3. Type of studies

The identified studies were categorised into three groups and de-
scribed separately: those assessing the efficacy of HMPs; those assessing
the effectiveness of treatment by homeopaths; and those describing the
outcomes of patients treated by homeopaths.

Randomised double-blinded placebo-controlled trials were used to
assess the efficacy of HMPs. To assess the effectiveness of treatment
provided by homeopaths (consultations and HMPs), non-blinded ran-
domised controlled trials (RCTs) and observational studies (cohort and
case control studies) were used. Uncontrolled studies (UCs) (including
surveys) were used to assess outcomes during and after treatment, but
not as evidence of causal links. Where possible, results were reported in
an aggregated form, summarising outcomes for more than one study.
Where p-values were reported, < 0.05 was considered statistically
significant. To assess the safety of homeopathy, adverse event reporting
from all three groups was considered.

3. Results
3.1. Search results

Thirty databases and other sources identified 3692 titles. After ad-
dition of 31 titles identified through reference lists (n = 24), contact
with other researchers (n = 7), and removal of duplicates, 2649 titles
were screened. Results of the literature search are presented in Fig. 1,
reported according to PRISMA [15]. Eighteen original studies were
identified, including three placebo-controlled double-blind trials
[16-18], a non-placebo controlled randomised trial [19], a non-ran-
domised trial [20], an observational cohort [21], and 12 uncontrolled
studies and surveys [22-33].

3.2. The efficacy of homeopathic medicinal products

The efficacy of homeopathic medicinal products prescribed for pa-
tients suffering from diagnosed depression was assessed in three RCTs
(Table 1) [16-18].

In the most recently published placebo-controlled double-blinded
double-dummy trial, the efficacy of individualised HMPs was compared
to fluoxetine and placebo in 133 menopausal women suffering from
moderate to severe diagnosed depression [18]. All women underwent a
full consultation with a homeopath who prescribed an individually
adapted HMP, with follow-up consultations at 4 and 6 weeks. Patients
received either an HMP plus a placebo for fluoxetine (n = 44); fluox-
etine and placebo for an HMP (n = 46); or placebo for both (n = 43).
HMPs were prescribed daily in liquid C30 or C200 potency. Fluoxetine-
hydrochlorine 20 mg was increased to 40 mg after 4 weeks in case of
non-response. The intention-to-treat analysis showed a 5.0 point dif-
ference in favour of HMPs compared to placebo, measured on the 17-
item Hamilton Rating Scale for Depression (HRSD) at 6 weeks
(p < 0.001). Fluoxetine was better than placebo by 3.2 points
(p < 0.001). Results were clinically significant (minimum 3.0 points).
Differences between homeopathy and fluoxetine were non-significant
(p = 0.082). Response rates (min. 50% HRSD decrease) at 6 weeks were
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Records identified through
database searches
n=3,692

Identification

Additional records identified

through other sources
n=31

l Records excluded,

Records after duplicates
(n=1,074) removed n=2,649

with reasons
n=2,297
Animal & plant studies: 77
Bipolar disorder: 14

l

CAM/other reviews: 86
Injections: 1

Screening

Records screened
n=2,649

Congress abstracts: 4
Depression secondary outcome: 1
Not depression: 752
Not homeopathy: 550

Not assessed homeopathy in
depression (incl. not research): 436
Single case report: 376

Records excluded,
with reasons

Eligibility

Full-text articles assessed for
eligibility (not obtained n=11)
n=341

n=318
Animal & plant studies: 7
Books: 3
CAM/other reviews: 3
Congress abstracts: 4

Depression secondary outcome: 15
Injections: 2
Not depression: 86
Not homeopathy: 49
Not assessed homeopathy in
depression: 65

Included

Studies included

n=23

Original studies: 18
Reviews: 5

Ongoing: 1
Single case report: 80
Small sample (n<10): 2
Too high concentrations: 1

Fig. 1. Flow of information in the systematic review.

better for homeopathy (54.4%) and fluoxetine (41.3%), compared to
placebo (11.6%) (p < 0.001), whereas differences in remission rates
(min. 7 point HRSD reduction) were not statistically significant (ho-
meopathy 15.9%, fluoxetine 15.2%, placebo 4.7%, p = 0.194). Sec-
ondary outcomes included the Beck Depression Inventory (BDI), with
non-significant differences (p = 0.130); and the Greene Climacteric
Scale (GS), measuring vasomotor, somatic and psychological symptoms
including anxiety and depression, with significant differences
(p = 0.002), where HMPs were superior to placebo, but not sig-
nificantly superior to fluoxetine. Fluoxetine was not significantly better
than placebo. There were no serious adverse events due to homeopathy.
The prevalence of non-serious adverse events was similar in the three
groups and included insomnia (n =6, 13.6%), dyspepsia (n = 6,
13.6%), nausea (n = 5, 11.4%), fatigue (n = 5, 11.4%), anxiety (n = 4,
9.1%), dizziness (n = 4, 9.1%), diarrhoea (n = 3, 6.8%), headache
(n = 3, 6.8%), and constipation (n = 2, 4.5%). The study was well
described, it included a sample size calculation and multiple imputation
was used for missing data. The risk of bias was low (Fig. 2) and the trial
had acceptable model validity (Fig. 3).

A non-inferiority placebo-controlled double-dummy trial included
91 participants diagnosed with acute moderate to severe depression
receiving either individually prescribed HMPs (Q-potencies daily) to-
gether with a placebo for fluoxetine; or fluoxetine (20 mg daily, in-
creased to 40 mg after 4 weeks if no response) together with a placebo
for HMPs [16]. All patients underwent the same medical and homeo-
pathic assessment. Both groups (homeopathy n = 48, fluoxetine
n = 43) improved over time (p < 0.001) on the Montgomery 1°\sberg
Depression Rating Scale (MADRS), with no significant between group
differences at 4 weeks (95% CI -6.95, 0.86, p = 0.65) and 8 weeks (95%
CI -6.05, 0.77, p = 0.97). The pre-fixed margin of non-inferiority was
(A) 1.45, which was 1/3-1/2 of the advantage of fluoxetine over pla-
cebo, and the minimum considered of clinical relevance. Secondary
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outcomes were also similar in the two groups, including response rates
(min. 50% MADRS reduction) at 4 weeks (fluoxetine 63.9%, homeop-
athy 65.8%) and 8 weeks (fluoxetine 84.6%, homeopathy 82.8%); and
remission rates (MADRS < 11) at 4 weeks (fluoxetine 47.2%, ho-
meopathy 55.3%, p = 0.42) and 8 weeks (fluoxetine 76.9%, homeop-
athy 72.4%, p = 0.72). The sample size was sufficient to establish non-
inferiority of homeopathy compared to fluoxetine. The trial was well
described, although only percentages (and not numbers) were provided
for secondary outcomes (response & remission rates). The trial had high
risk of bias due to high attrition rates (40% in both trial arms), and
acceptable model validity.

The third randomised placebo-controlled trial had low risk of bias,
but recruited only 44 out of 228 participants and was therefore un-
derpowered and statistical tests were not carried out [17].

3.3. The effectiveness of treatment provided by homeopaths

The effectiveness of treatment provided by homeopaths was as-
sessed in a non-placebo randomised controlled trial [19], a non-ran-
domised trial [20], and an observational cohort [21] (Table 2).

In a non-placebo controlled randomised trial including 211 meno-
pausal women with self-reported depression, the effectiveness of a
standardised homeopathic medicinal product (Ignatia Homaccord
[Ignatia amara & Moschus moschiferus], Heel GmbH) (n = 110) pre-
scribed daily for all patients was compared to fluvoxamine (n = 101)
[19]. Reduction in scores in the two groups at 6 weeks were comparable
when measured on the Hamilton Depression Rating Scale (HDRS)
(homeopathy 61%, fluoxetine 58%), as well as the Beck Depression
Inventory (BDI) (homeopathy 66%, fluoxetine 65%). Response rates
(min. 50% improvement) were also comparable (homeopathy 68%,
fluoxetine 65%). All between group differences were not statistically
significant (p > 0.05). Results must be interpreted with caution, due to
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methodological weaknesses resulting in high risk of bias. The trial had
inadequate model validity as the intervention was not based on the ‘like
treats like’ principle so a substantial number of homeopaths would not
support the choice of intervention for this group of patients.

In an observational cohort study, 710 depressed patients’ use of
psychotropic drugs was assessed over a time period of 12 months
(Table 2) [21]. Compared to patients treated by general practitioners
solely practising conventional medicine (GP-CM n = 161), patients
treated by GPs mainly practising homeopathy (GP-Ho n = 289) or
partially practising homeopathy (GP-Mx n = 260), used significantly
less psychotropic drugs (OR 0.29, 95% CI 0.19-0.44, p < 0.001; OR
0.62, 95% CI, 0.41-0.94, p = 0.02). Results controlled for potential
confounding factors and baseline characteristics, and were not affected
by depression severity. Similarly, the rate of clinical improvement
(HADS score < 9) was better in the GP-Ho group compared to the GP-
CM group (OR 1.70, 95% CI 1.10-2.87, p = 0.05), but not when
comparing GP-Mx patients to GP-CM patients (OR 1.49, 95% CI
0.89-2.50, p = 0.13). There was potential selection bias due to low
participation rates (45%), although this was similar across all three
groups and differences between participants and non-participants were
comparable. Baseline between group differences in anxiety and de-
pression severity and history of suicide attempt could explain some, but
not all between group differences in outcomes. Model validity was
uncertain.

A trial that was considered by the reviewers to be non-randomised,
suggested the combination of cognitive behavioural therapy (CBT) and
homeopathy, was more effective than placebo or either treatment alone
[20]. Results should be interpreted with caution due to high risk of bias
(Fig. 4) and model validity was uncertain as it could not be assessed
(Fig. 5).

0.999)

0.062) and P (p

0.194)
Adverse events (AE): No serious AE.

All AE mild and tolerable with no

& insomnia) Prevalence H similar to F

interruption of medication, except 1
fluoxetine patient (increased anxiety

Results

(6]
(]

Outcome measures

Control

3.4. Outcomes during and after treatment provided by homeopaths

Twelve uncontrolled studies (Table 3) reported outcomes in a total
of 595 patients (median 33, range 22-201) during or after treatment
provided by homeopaths, including eight prospective uncontrolled
studies [23,26-29,31-33], three surveys [24,25,30], and a retro-
spective case series [22]. Studies were highly heterogeneous and could
only to a limited extent be presented in an aggregated form.

Six uncontrolled studies and surveys included 391 depressed pa-
tients (median 43, range 28-201) who were subsets of larger patient
groups with various diagnoses [24,28,30-33]. Patient-reported nu-
merical rating scales showed at least moderate improvement (+2, +3
or +4 on seven- and nine-point numerical rating scales) in 50% to 86%
of patients (median 67%), and slight or no improvement in 7% to 50%
of patients (median 22%) following individualised treatment provided
by homeopaths. The time point for outcome assessment varied con-
siderably (e.g. from 6 months to 7 years after treatment start), thereby
reducing the generalisability of results.

A study including 83 patients diagnosed with depression receiving
individualised treatment provided by homeopaths showed significant
improvements at 3, 6, 9 and 12 months on the 17-point Hamilton
Depression Rating Scale (HDRS), Beck Depression Inventory (BDI), the
Clinical Global Impression (CGI-1) and Clinical Global Improvement
(CGI-2) (all at p = 0.001) [29]. At 12 months, 75% to 100% improve-
ment in HDRS scores was seen in 57.8% (n = 48); 50% to < 75% im-
provement in 20.5% (n = 17); 25% to < 50% improvement in 2.4%
(n = 2); and 19.3% (n = 16) did not experience a significant change.
Results were better for moderately and severely depressed patients,
compared to those suffering from mild depression.

A retrospective case series of 15 patients diagnosed with depression
found statistically significant improvements on the Montgomery ;\sberg
Depression Rating Scale (MADRS) at the 2™ (mean 7 weeks) and 3¢
(14.5 weeks) consultation (p < 0.001) [22]. A minimum improvement
of 50% was found in 14 out of 15 patients by the 3™ consultation.

The remaining four titles included two small prospective studies,

Intervention

Sample, recruitment, setting

RCT Design
* Four armed trial: Intervention and verum, each in treatment arms with shorter (30 min) and more extensive (60 min) consultations.

** Results were also statistically significant at 4 weeks, but only 6-week results are presented in the table.

Author, year,
country

HRSD/HAM-D: Hamilton Rating Scale for Depression (17-item) Homeopathic remedies potentised (diluted & succussed) at following concentrations C30 = 1x107%°, €200 = 1x10°*°° (both surpass Avogadro’s number).

SCID: Structured Clinical Interview. MADRS: Montgomery & Asberg Depression Rating Scale. Homeopathic remedies potentised (diluted & succussed) at following concentrations Q2 = 2x10~'®, Q3 = 8x107?!,
BDI: Beck Depression Inventory. GS: Green Climacteric Scale (vasomotor, somatic and psychological symptoms, and sexual function). SF-12: Short Form-12 Health Survey.

Q4 = 1.6 x 10" (Q4 surpasses Avogadro’s number). Tolerability measured using the side effect rating scale of the Scandinavian Society of Psychopharmacology.

Table 1 (continued)
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Random sequence generation

Allocation concealment

Blinding (participants & personnel)

Blinding (assessment)

Incomplete outcome data addressed

Selective reporting

Other risk of bias

0000000
0000000
0000000
0000000

Fig. 2. Risk of bias assessment for RCTs comparing homeopathic medi-
cines to placebo for depression.

Risk of bias indications: Plus (+) = Low risk of bias. Question mark (?) =
Uncertain risk of bias. Minus (-) = High risk of bias.

* Adler et al. 2013a compared HMPs to placebo, Adler et al. 2013b compared
shorter to longer consultations.

Rationale for intervention

Principles consistent with therapy

Practitioner qualified & experienced

Outcome measure reflects expected effect

Outcome measure sufficiently sensitive

Follow-up length appropriate

000000
000000
000000

Fig. 3. Model validity for RCTs comparing homeopathic medicines to
placebo for depression.

Model validity indications: Plus (+) = Acceptable model validity. Question
mark (?) = Uncertain model validity. Minus (-) = Inadequate model validity.
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one with marked improvement in more than half the patients using the
SF-36 wellbeing questionnaire at 12 months [23], a second with im-
provement in depression in almost three quarters of patients after at
least 2 months [26], and a third with 10%-100% improvement in de-
pression severity after at least 2 months [25]. Results of the last study
are presented in the safety section [27].

All uncontrolled studies have a high risk of selection, performance
and detection bias, as there are no control groups and there is no
blinding of patients, practitioners and assessors (Fig. 6). Risk of re-
porting bias was considered to be low for most studies
[22-26,28,30-33]. Only two studies had low risk of attrition bias and
other forms of bias [22,29]. The remaining studies only provided lim-
ited information about depression and used outcome measures not
validated for depression, therefore leading to uncertain risk of attrition
bias and other forms of bias. A single study was considered to have
acceptable model validity [22] and one had inadequate model validity
[27] (Fig. 7). The remaining had overall uncertain model validity as
each of these had at least one unclear key domain (rationale, principles,
appropriate and sensitive outcome measure).

3.5. Safety of homeopathic medicines and treatment by homeopaths in
depression

Four controlled trials [16-19], a cohort study [21], and nine un-
controlled studies provided data relating to the safety of homeopathy
[22-24,27,29-33]. No serious adverse events were reported according
to NIH/NCI criteria (2010).

Adverse events in the homeopathy and fluoxetine groups were
comparable in three placebo-controlled double-blinded trials [16-18].
No patient needed to interrupt treatment due to adverse events [18], or
adverse events were more common in the fluoxetine (21.4%) than the
homeopathy (10.7%) group [16]; more patients discontinued treatment
due to adverse events in the fluoxetine (n = 8) than the homeopathy
(n = 3) group; and a greater number of patients randomised to ho-
meopathy (n = 5) than fluoxetine (n = 1) were excluded from the trial
as a result of an intensification of depressive symptoms. However, these
trials were not powered to assess adverse effects and differences were
not statistically significant. The cohort study did not detect statistically
significant differences in the prevalence of self-reported injuries (GP-Ho
9.5%, GP-Mx 7.1%, GP-CM 14.8%) or suicide attempts (GP-Ho 1.5%,
GP-Mx 1.9%, GP-CM 5.0%) [21]. In the non-placebo RCT, the stan-
dardised HMP was better tolerated than fluvoxamine, but no sig-
nificance tests were presented [19].

One uncontrolled study identified mild to moderate adverse events
in 26% (n = 9) of patients [27]. Four studies did not identify any ad-
verse events [29], or any deterioration of health [30-32], whereas
others reported one [22,24], or two patients with slight deterioration
[33], or three that were not better or worse [23].

In summary, few adverse events or cases of deteriorated state of
health were reported and there was no evidence to suggest that treat-
ment provided by homeopaths for patients suffering from diagnosed or
self-reported depression was unsafe.

4. Discussion

This systematic review adds 17 original research studies to a pre-
vious systematic review [7], and includes only one title identified in the
previous review. This updated review adds to the evidence of the effi-
cacy of HMPs and changes in patient-reported outcomes following
treatment provided by homeopaths. We cannot exclude the possibility
that some studies have been overlooked particularly as we excluded
conference abstracts from our search strategy. However, we reduced
the risk of between-studies publication bias through the use of several
large generic databases and smaller homeopathy- and CAM-specific
databases, by not setting any language limitations, and by contacting
experts in the field in 19 countries. We consider it less likely that results
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Random sequence generation

Allocation concealment

Blinding (participants & personnel)

Blinding (assessment)

Incomplete outcome data addressed

Selective reporting

Other risk of bias

0@ @
- 0-0- -
0°0-000

Fig. 4. Risk of bias assessment for observational studies and non-placebo
trials assessing the effectiveness of treatment by homeopaths.

Risk of bias indications: Plus (+) = Low risk of bias. Question mark (?) =
Uncertain risk of bias. Minus (-) = High risk of bias.

of unidentified studies would significantly affect the overall results, as
the results for non-English studies and studies published in non-peer-
reviewed journals suggested comparable results.

The review used a novel approach to the assimilation of evidence by
considering three different types of evidence: those assessing the effi-
cacy of HMPs; those assessing the effectiveness of treatment by ho-
meopaths; and those describing the outcomes of patients treated by
homeopaths.

A weakness of the overall evidence is the limited extent to which
aggregated results can be presented due to the heterogeneity of studies.
Placebo-controlled RCTs can help answer the question of whether a
specific part of an intervention, in this case HMPs, are effective to treat
depression. Pragmatic RCTs and cohort studies can be used to test the
effectiveness of the “whole treatment package”, in this case treatment
provided by homeopaths for depressed patients. The evidence from two
placebo-controlled double-blinded trials, one with high and another
with low risk of bias, suggests that homeopathic medicines may be non-
inferior to fluoxetine. These findings are supported by two studies as-
sessing the effectiveness of treatment by homeopaths; an observational
study of GPs which found less use of psychotropic drugs and improved
results for patients consulting with GPs prescribing HMPs, and a non-
placebo RCT suggesting that the effectiveness of a standardised ho-
meopathic medicine is comparable to the effectiveness of an anti-
depressant. The results of these non-blinded studies must be interpreted
with caution as they were associated with high risk of bias. However, a
single placebo-controlled trial with low risk of bias found homeopathic
medicines were superior to placebo and the results were clinically
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Rationale for intervention

Principles consistent with therapy

Practitioner qualified & experienced

Outcome measure reflects expected effect

Outcome measure sufficiently sensitive

Follow-up length appropriate
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Fig. 5. Model validity for RCTs comparing homeopathic medicines to
placebo for depression.

Model validity indications: Plus (+) = Acceptable model validity. Question
mark (?) = Uncertain model validity. Minus (-) = Inadequate model validity.

significant.

The lack of controls and randomisation in uncontrolled studies
precludes any conclusions about the effectiveness of interventions, but
provides evidence of patient-reported outcomes following treatment by
homeopaths. Most uncontrolled studies were small and had limitations
reducing the reliability of results: high or unclear risk of detection,
reporting and attrition bias due to no use of blinded assessors, in-
sufficient information on drop-out and non-responders, and with the
exception of two studies, outcome measures had not been validated for
depressed patients. Strengths of uncontrolled studies were that all ex-
cept one referred to patients with a diagnosis of depression, and de-
scribed their reported changes in depression symptoms in “real world”
practice [35]. Results showed at least moderate improvement in most
patients in 10 out of 12 studies, whereas one only reported changes in
symptoms and the other only adverse events. Model validity was un-
certain or inadequate for all except one uncontrolled study. It is
therefore not possible to say if the treatments are representative of “best
practice”.

Overall, the results should be interpreted with caution due to high
and unclear risk of bias for most dimensions in most trials and studies.
The highest quality evidence from a single randomised placebo-con-
trolled trial found HMPs were non-inferior to antidepressants and su-
perior to placebo. The remaining research evidence suggested that
HMPs were non-inferior to antidepressants or patients improved over
the duration of a treatment course provided by homeopaths. There was
no evidence to suggest treatment was harmful.

4.1. Comparison with other interventions and recommendations for future
research

“Talking therapies” and antidepressants remain the interventions
most commonly recommended for depressed patients by health



European Journal of Integrative Medicine 22 (2018) 22-36

P. Viksveen et al.

(8pd 1x2u UO panunU0d)

(uonyedIpawr Aue 3unye) Jou
SeM 9UO) (Z = U Ueysdun ‘g = u uoissaidap
103) uonedrpaw Ja1) paddoss syusned 11 jo 8

%001

‘%06 ‘%06 %09 (b = u) (syruow j°xeur)
uoissaxdop

padojaaap Apuadaa yusuasoxdury

%00T

‘%06 ‘%08 ‘%08 %0E (S = ) (SIA purur)
uoissaxdop Surpuels-3uof juswasoaduy
%001

-0601 d8uey '0506-GS 23uer a[nrenbisjuy
‘(b = U) %06 SpOW ‘%S URTPIN
:uorssaxdop ur Juswraaoxdur]

‘paodax

Jou sjuaned passardap 10y a1l asuodsay
(228 = u) %Gp dsuodsar ou (gLET = U) %SG
((00sz = W)

suone)msuod dn-moj[oj je aje1 asuodsay
(10W100]

995) UONEBIOLIDIAP - uawaAoldwr +

%00 0 = U p-/€/T—

%NULI=U:1-

%000 =u:0

%LLI=U:T+

%' IC € =UT+

%EPYI 6 =UE+

:uonelmsuod dn-mogoy je SYN Jutod-z

(%S°ZT) € = U :9s10M/JuswdAoIdur oN
(%€°€E) 8 = U udwaA0IdWI SJRISPON
(%Z'+S) €1 = u auawaAoiduwl payIey

JUSUIIBT) PalIB)S o)k Jeak |

Adeiay

3nap juessardopniue 1oy pardyal jusned suQ
(%€6) syuaned g1

JO {1 UI 3103 SYQVIA UI 9SBIIDP 905 <
((SYooMm G- UeaW) UONBINSUOD pai€ W
$9100S

$SISSE 0] BIRP JUSIDNSU] “UONRINSUOD f IV
$9100S

SUAVIA Ul uononpar juedyrudis A[[esnsneis
{UONEINSU0d € B ,,T W

juaned

£q pajerdwod aareuuonsanb [eisod
JusuUNEII)

I9)Je SYIUOW QE-7 JUSLISSISSE
9uadrad ur uaa1d uoissardap

ur JuswaAoidurr pajrodai-jjas

9SINU 10 I0100p B JO 2DUISqE )
ur uoneynsuod dn-mof[oj 19Je Y19
Jmurp e yim juaned £q pajejduron
suoneINsuod dn-moj[oJ e a[eds
Bune1 partodar-Jjes [edrewnu jutod-/

(1ouonnoeid

Jou) J9YdIeasaI AQ pafed ‘auoydarel
9y 19A0 paje[dwod aireuuonsand)
Jjuaunea) payrels

noA 19)Je 1edA T I[edY INOA d)en[esd
noA op moy :g uonsanb ‘9g-4s

aInseaur awrodIno paje[dwod-jusried
S9JBI UOISSTWY

suone)nsuod dn-mof[oy 921y} ISIY Je
21038 SYAVIN

juauIssasse
I19)Je 0) d10Jog

JuauWISSasSe
JI9)je 0] a10jog

JUSWISSISSE
I91Je 0] d10Jog

JuouIssasse
JI9)Je 0] aI0jag

1 :ypedoswoy

juowr 1 urw

10 Juaunean ‘ednoeid sdurs e ur
JudurIean d1yredodawoy pasIfenpIAIpuf

(1 <) umowyu :syredoswioy
(sypuowr ZT porad

Apnis) umowyun juduriean jo sielnq
uaurean) dryredoswoy pasifenpIAIpuf

¢ sypedoswioy

syjuour 9 pue ¢ je dn-mof[od

(owm) a1} Je Apauwrax

auo uey arour) Ayredoswoy IsyeIn|d

1 :ypedoswoy

JUaURA) JUILINJUOD I9YI0 ON
paqusaid arom

sarpawz dryjedoauwioy JUSIYIP OT
‘suonejmnsuod

01 dn 10j Ayyedoswroy pasifenpIArpuy

QIYSHIOX
1s9M ‘@ondeid 4o SHN :3unies
SdD WOIJ JUUNINIINY

Z = u uorssaidap [ejeu-1sod

¢ = u uorssaidap pIIA

8 = u uorssazdaQg

21 = N uoissaidap pasoudeiq

S[PM 38priquny, Orurp jusapedino
Tendsoy srypedoswoy :3unjes
$10J20p

readsoy pue sqH WO JUSUNININDY
$1 = u (ssurejdwod

SNOLIBA (IIM sjuaned SAIINDASUOD
000T WOJj) Ised1q 3} JO BUIOUIDIRD
m syuaned ur uorssaxdop pasouderq
QUIDIPAW [RUOTIUSAUOIUN

3umnoeid $10100p 921} YUM

J1UI[D kAL :3UNISS/IUAUNINIINY
yg=u

(SUOTITPUOD DTUOIYD puUB AINJE-qNS
m pasoulerp sjuared aAIINIISUOD
819 Jo o) uoissaxdop pasoudelq
[1zeig ‘feipuny

‘sIOPIOSIP dAIssaIdop 10j dTuId
Ayredoswoy :3umnes/IULUNINIISY
(09-T 28uer ‘g1-G ¥OI)

sypuowr £ uerpawr :3unsey aposids Ise
(2z-0 @8ue1 ‘GI-T YOI

s1eak ¢ uerpaw :uoissaxdap jo 312suQ
SI=N

pouad yauour QT B 1240 (dIDS

0] Surp10dde AI-INSQ) uoissaidap
m pasouderp syuened mau Iy

aAndadsoriax
‘syuanied Jo uondIAS
wopuel Jo AoAIng

[sz]
NN ‘8661 1Isdwaq

30

¥zl
Aoamg N ‘000T 12401
Apmis [ez] Arexn

pafjonuodun ‘9andadsoid ‘0002 ‘Te 19 eUSNY

[cz] nzeag

2A1309dsox1a1 ‘SaLIas aseD) ‘800C T 19 B[PV

synsoy

$9INSEaW JWO0IINO

[onuo)

UOTJUSAIIU]

Bunyes quaunmidar ‘ordures

Anunod

udrsaq ‘Ieaf ‘r0UINY

aanseawr awodno Arewrid uorssaxdaq

‘sypedoawioy Aq papiaoid jusuneas) Jaye 1o Jurmp sswodino jusned uo Juniodar sAoams pue SaIpnIs Pa[[oNUOIUN

€ d1qeL



European Journal of Integrative Medicine 22 (2018) 22-36

P. Viksveen et al.

(98pd 1x2u UO panunuU0d)

SUON :SIUSAS ISIDAPY
6.0 921 199534 "100°0 = d

:(S159) S, UBWPALLY) SYIUOW ZT B 9 € T-IDD
(I-1) T sypuow

21 (€-7) ¢ ssypuowr € (YOI ‘uerpaur) g-1DD
28°0 921 39954 ‘1000 = d

:(S359) S,UBWPALLY) SPUOW ZT 8 9 °€ 0 T-IDD
(Z-1) 1 syiuowr

21 ‘(S-T’€) ¥ :durpesed (YOI ‘uerpaur) 1-1DD
TL0 = 921s 19944 ‘1000 = d

{(VAONV

aImses[ pareadar) sypuowt g1 R 9 ‘€ ‘0 Idd
(£'8) 1°L sypuowr

T1 (6'9) ¥'€T dureseq :(ds ueaw) 1ad
:A1epu0d9ag

¥£°0 = 9215 39344 '100°0 = d :(VAONV
aanses]Al pajeadar) sypuow Z1 R 9 ‘€ ‘0 SYAH
(6'S) 8°G syIuowW g1 "(6'%) 86°L1 :dulPseq
(s ‘ueoun) surpeseq SYAH :Arewrrid

¢ =ujo

-doiq 'gg = u dn-mofjoj Yy :sjuedpnred
(e-/2

-/1-) UONRIONIDISP pue () 2Insun/a3ueyd ou
‘(1+) Jusuaoxduur prrur 10y USAIS Jou eleq
%9'€9 ‘G = U

(€ + 10 g+ ) Jusurasoxdur ajeIspout 1o Jofejy
:((§S = U) uoneINSU0d

dn-morjoj 1s93e] J8 SYN Iutod-£
Juoneutiojur ayenbapeur,,

01 91p (%0°0T) £ = U ‘e1ep SUISSI

(1 = w) Aprurey yum

[Loeunsqo,, (1 = u) L1v1xue ‘(g = u) due
C=mw

suoIsa] unys uoneurenbsap ‘(¢ = u) sydepesy
:Burpnpur (%9z)

6 = U :)eIdpoul 0) PIIA :suoneseiddy
SWI0DINO SSAUIATIIRYID ON

angnej/ssaupain ‘sadueqInIsip

doars ‘Aistxue 1o/pue erpuoydodAy
9rm3/yoeoidai-jjos ‘ssousSI[YIIOM

Jo s3urpaay ‘ssaussaadoy ‘OpIoIns,/yieap Jo
s)y3noy ‘Aofua/[99y 031 Afiqeur ‘uoissaidop
:Burpnpour

(222 30 €91) %t L swoldwAs pasoxduy
(syuaned Gg Jo 97) %E . ‘uoissaidap oN
:uorssaxdap ur yuswaaoxdury

IsterydAsd

JUB)[NSUOD pue SI0Je3TISoAUT

Aq pa3o9[[0d pue syuaned

£q para1durod saInseswr awoNQ
SJUSAS ISISAPY

syuowr gI B 9 ‘€ ‘0 e

219D ‘1-19D ‘1ad

:A1epuodas

syuow 21 33 9 ‘¢ ‘0 38 SYAH
Arewrag

pedoswoy YIIM UONRINSUOD

e dwodIno pajejdwod-jusned
SYIUOW 9 "Xeur

‘uone)nsuod dn-mo[[oj 1se[ 1e 3[eds
Buner pajrodai-jjes [esrownu jurod-£

SOUIODINO SSIUIATIIAYD ON
swoyduwAs

Mmau jo douereadde 1o swoydwiAs
snotaaxd ur asearour :suoneaeiddy

Ay1sua)ur 10 IOqUINU

ur paseazdur swojduwiAs :Ps1o0M (D
pasdueypun (g

JI2qUINU UT SUII9P

/Teaddesip swoyduwiAs :pasoxdu] (v
:$911089)8D

asuodsal m ‘Aderat)) 193je 03 210Joq
wroJj Jsierdads e Aq JUSWISSISSY

JUSUWISSISSe Io)Je
3 3ump ‘a10jog

JuauISSasse
JI9)je 0] a1ojag

JjusuIssasse
I9)Je 0) 210jog

JuauwIssasse
JI9)Je 0] aI10jag

Ppay1ads jou sypedoswoy jo quinN
sgjuour 9
9uaunean d1yredoswoy pasienpIATpul

41 syredoswoy
Jusuryean) d1yredoawoy pasifenpIAIpul

pa11odar jou :syjedoswioy

Jusunean dryjedoawoy pasienpIAIpur
£q pamorjoj ‘syuedmonred e 01

DO WNOHRLINW WNLIEN PIsIpIepuels

Ppayads jou sypedoswoy jo quinN
syjuour grurur

10 JusuneaI)

‘(payroadsun) 11oddns [emoraeyasq nq
UAUIIEaI) [RUONIUIAUOD JUSLINOUOD OU
‘quauriean) dryledoawoy pasIenpIAIpU]

e[eIdy ‘wrede)oy

QIMINSU] 2Ieasay [enU) “w:«ﬁom
Jusuntedap

Juaned Ioopul NINSUI A

0] PaNIWpE SIUSNRJ :JUSUNINIIY
(2O'T AS) s1eak g6’ ueaw
:oposida uoissaidap jo 19suQ
€=U

(oqgooerd jo yoom T

I93je SYH Ul JUaURA0IdWI 94,67 “UTW

J1 papnpaxa ‘swojdwAs uowrwod g
+ swoydwAs [ea1d£) g "utw ‘erra)nn
01-aDI) uoissaxdop pasouderq
PUB[02S pue

pueduy ur ‘seonoeid 4o Ayredosuwoy

ajeand g pue SHN 01 :8umjes
(g = u) souonndeid

aeard 10§ [e1I9JI-J[os ‘Aem [eurIou
9} U 10120p JIRY) papualie syusned
(0T = ) 549 SHN 104 JUSUNINIISY

sg=1u

(syurerdurod

SnoLIeA [PIm sjuaned ANINDISUOD
196 Jo) uoissaxdap pasouderq

pa1iodar jou :3unies

paiiodal JoU JULUNINIINY

se=u

SUBI9IDA Tem UT UoIssaidap druoIy)

eqND 9p oSenues

Jo Terouan reydsoy 3uryoes],
SQUIDIPSIA [RUONIPRIL], pUR [RINIEN
Jo Juawdoraas( 10y 193ud) :Sures
JEI[OUN JUIUNINIDY

ge=1u

(papnoxa sjuaned [epIams)
(01-aor) uoissaxdap pasouderq

aandadsoxd
‘Apnis pajjonuodun

[62] erpur
‘€10T ‘Te 19 Te1_qO

31

andadsoxd
‘Apms pafjonuodun

[82] YN ‘9002
uosuIqoy B AYIEN

Apms pajjonuodun ue
0] 19139q spuodsariod nq
‘ aaneyenb, se pajzodoy

[£2] weig
‘ST0T ueIpnowtep

[9z]
©qnD Y102 Te 1
S9II0], Nwhhmxwmﬂuvm

aandadsoxd Ajqeqoxd
Jsouwr ‘Apnis pajjonuodun

synsoy

$9INSEaW AWO0IINO

[onuo)

UOTJUIAIIU]

unyes quaunmidar ‘ordures

Anunod

u8iseq ‘1eaf ‘royiny

ainseawr swodino Arewrrid uorssaxda

(panupuod) g dqeL



European Journal of Integrative Medicine 22 (2018) 22-36

P. Viksveen et al.

(98pd 1x2u UO panunuU0d)

(LT = u) %00T el asuodsay :sjuedonied
sjuessa1dopriue aNUNUOISIP 10 NP
Apuedyrusis 0] a[qe a1om (%gS) siusned 41
(210t100J 935) UOTIRIOLISIAP SIIBIIPUT -
‘quouraaoxduir sajed1pur +

%0°0 0 = U :umowyun

%00 0 = U p-/€/T/1—

%S8I G =U:0

%LET=U'T+

%8V ¥y =0T+

%€'6S 9T = U i€+

%LET=Up+

:(9 "urwr

‘Sypuowl [ UBdW) JUSUNEBAN I9)Je SOOHD
6 =1 %yl

asuodsa1 ON ‘(GG = U) 9,98 d1e1 asuodsay
:syuedpnaed

syuessardopniue aNUNUOISIP

0] 9[qe 21oM 9uaurdAoIdu J[qRIDPISUOD
padustadxs oym syuaned o Sy

(210005

995) UONRIOLIARP - uaurdsoidwr +
%Ly 6 = U umouyun

%00 0 = U -/€-/T/1—

%9°ST 0T = U :0/1+

%8LS=UT+

%STI OF = U p+/€+

:(s1eah £

- syjuour g d3uer) Jusunean) J9)ye SOOHD
‘pa1todar jou uoneynsuod dn

-MO[[0J ou YIIm syuanied Jo Joquny ‘papnoul
suonelnsuod dn-mofoj yam syuaned A[uQ
‘palodax

Jou syuaned passaidop 10J aje1 asuodsay
:syuedionaed

(10W00)

995) UONRIOLIIRP - ‘Juaurasoidwt +

%00 0 = U -/€-/T/1—

%0°0S ST =U:0/1+

%E'ET L =0T+

%L9C 8 =Up+/E+

%0°0S ST = U p+/€+/T+

{(4°€ uedW ‘SUOTIBINSUOD

€ "urur) jusuneas) 1viye SOOHO

auwodno pajiodar

-uepRIUIP pue -juaped paurquio)
(9 "uru) syjuouwr [ ueaur
‘uaunesry 19ye SOHHD

pedoawoy Aq pajddf[od

BIEp ‘@UI0dINO pariodal-jusned
sIeak £ — syjuour

9 poriad JUSWISSISSE JUSUILIT)
Ioe (paiodai-J[9s) SOHHD

(aanpadoxd

Ie3[dUn) 3I103S SUIOIINO I}
3urp1odar w0} eredas e pajejdwod
10320p J1uId ‘Is1uondsdal 01

papuey awodIno pars[dwod-jusned
(1ea4 1 porrad Apnis)

(¢ "urwr) suonelnsuod

L'€ UBDU J9)Je JUaunear)

Toye (pariodary[as) SOHHD

JuouIssosse
JI9)Je 0] aI0jag

JusuwIssasse
JI9)je 0] a10jodg

JuauwIssasse

JI9)Je 0] aI0jag

1 :sypedosuwioy

(s1uaned

GG [[B) SUONIBINSUOD §°Z UBSUI

‘(9 "urwr) sypuow [T UedW ‘(I3YJ0)
SANUIW OF 10 (, 1) SAINUIW G, dn
-MO[[0] ‘s9INUIW G/ UONBINSUOD ISIT
Juaunean) dryredoswIoy pasifenpIAIpuy

1 sypedoswoy

saynurw Og dn

-MOT[0] ‘SINUI G/ UOIIBI[NSUOD ISIL]
Juaunean) dryredoswoy pasifenpIAIpuf

b sypedoswioy

e T

pouad

Apnis ‘(¢ urur) SUOIEINSUOD /'€ UBdW
“quaunear) d1yredoawoy PasIfenpIAIpU]

eLIqUINY OTUID

Ayredoswioy A 9reAlld :Sumnias
UTE}ISDUN JUSUNINIIY

Z=u

(syurejdwod snotrea ym syuaned
pasouderp A[[es1paul 9A1INIISUOD
GG Jo o) uorssaidap pasoudeiq

BLIQUIND OTUI[D

Apredoswoy QA 1eALd :Sumas
UTRLIAOUN JUSUNINIDY

y9=u

(syuredwod snotrea yIm syuaned
pasouderp A[[edIpaul 9ATINIISUOD
628 Jo o) uorssaidop pasouderq

100dI9ATT ‘QUIdIpaW

srredoawoy jo jusuntedaq :Sunies
SdDH WOJJ JUIUNINIY

og=u

(syurejdwod snotrea ym syuaned
pasouderp AJ[edrpaul 9ATINIISUOD
0011 Jo 1no) uoissaxdop pasouderq

aandadsoxd

‘Apms paqonuodun  [z€] MN ‘S00T 1eAdS

aAndadsoxd

‘Apms paqionuodun  [1€] MN ‘000T 1eAds

[o€]
Aoamg N ‘T00Z UOSpIeYdTY

synsoy

$9INSEaW AWO0IINO

[fonuo)

UOTJUIAIIU]

unyes quaunmidar ‘ordures

Anunod

u8iseq ‘1eaf ‘royiny

ainseawr swodino Arewrrid uorssaxda

(pomuuod) ¢ s1qeL

32



European Journal of Integrative Medicine 22 (2018) 22-36

P. Viksveen et al.

"UONBIOLIS)AP JOfR] €- ‘UONBIOLISISP ARISPOIN -

‘UONIRIOLIAISP PIIA T- @Insun 1o adueyd oN O JuswaAoIdwl PIIA T + Duaurasorduil 9)eI9poIy g + “Juauranoiduir Jofely € + :o1eds Suney [esrrowmnp jutod-£ :SYN Jurod-£ *921A19S Yi[esaH [euoneN :SHN :[£€] Te 10 aduads
"UOTJBIOLID)OP SNOIISESI(] -‘UOIIRIOLISIdP IOfeIN €-

-3urAl] AJrep Sunoajje ‘UOTIRIOLIANSP JIRISPOIA Z- ‘SUIAI] A[Iep UO 199]J9 OU ‘UOneIOLIdIap JYSIS - ‘@msup/23ueyd oN ( ‘Sural] A[rep uo 10aj3a ou Juawasoidwr JYSIS T + ‘Surar] A[rep Sunoaye Juawasoidwr 2)eISPO T +
JuowaAoidwy JofejN €+ ‘[eULIOu 0} 3oeg/paIny  + Surpnpour a[eds Sunel [esrrewmu juiod-g O[eds sawodnQ dryredoswoy [e3ldsoH moSse[D :SOHHD ‘92119 I[edH [euoneN SHN :[Z€] Ieads

‘UOTJRIOTIDOP SNOMSESI( -

‘uoneIonaap Iofely g- ‘ural] Ajrep Sundoye ‘UOTILIONIDIAP IBISPOIN Z- ‘SUIAI] A[TRp UO 1I9JJ9 OU ‘UONRIOLISIPP SIS [- ‘@Insun/23ueyd oN O ‘SuIAl] A[rep uo 199pa ou “quauwraaoxdur y31S 1+ ‘Surar Arep
Bunoaye quawasoidurr 9JeIdpo Z + Yuawasoxdwi] Jofe]y € + ‘[RULIOU 0) Yoeg/paIn) {+ Surpnpoul a[eds Sunes [esrswnu jurod-g 91eds sawodnQ dryredoswoy [e1rdsoq mo3se[d :SOHHD :[1€] 1eAdS ‘[0g] uospreyary
*(£~1 oress) yuswaaoidwi] [eqo[D [edMUID Z-I1DD

*(£~1 oreds) uoissaxdw] eqoro [edwur) :1-[9D “(durod-1g) A10jusau] uoissaxdaq yo9g :1ad “(Jurod-£1) a[eds Suney uoissaxdaq uoiTweH :SYJH "92I1AIS YI[edH [euoneN :SHN -o8uel a[nrenbiajur 401 :[67] ‘Te 10 1e19qQ
*9SI0M UINIA €- ‘©SI0M A[21BISPOIN/ISIOM g- ‘@sI0m AYSI[S T- ‘98ueyd ON ( ‘I0139q APYSIS T+ ‘19139q A[91eISpON/19)1d ¢ + 19119q UINA €+ :o[eds Suney [esupwmy juiod-/ :SYN utod-/ :[87] uosurqoy 3 IyIeN
*3SIOM UINIA §- ‘@SI0M A[91BIDPOIA/3SIOM T- @siom APYSIS T- @8ueyd oN 0 ‘1oneq APySIS T+ ‘191399 A[@IRISPON

/1om9g T + ‘1912q YoNIN € + :3upey [edrpumy Jutod-/ ;YN utod-£ :(000) 12A0[D "3[eds Suney uorssaida( 319qsy 3 ALRWOSIUON :SYAVIN “2Suer d[nrenbiaju] 4O “MIIAIRIU] [EIIUID PIINIdNIS :AIDS :[2Z] Te 32 B[PV

(¢ = u) (Quauryean
19130 "3°3) S10108J IS0 AQ PIJUSN[JUT dIoM
SI[NSAI 3] IO (§ = U) 2I0IS 0} A[qRUN IIM G

:sjuedpnreq
(10U3005 [03s1ag Orurp juaniedino ejrdsoy
995) UONRIOLIIRP - Juaurasoidwt + onpedoswoy Aisioarun SHN :Sures
%0°0 0 = U p-/€-/T— syueynSuod Isierdads
%O T =U:]— yredoawoy £q pajda[od Z1 sypedoowoy  [elidsoy pue s4H WIOIJ :JUSUNRIMIIY
%6°CC 9F = U :Q elep ‘Quodno payodar-jusned s1eak 9 porrad 102 = N
%6°L1 9 = U T+ (s1eak Apnis ‘(syuanied [[e 10J) SUOTIBI[NSUOD (omuIp
%E'VE 69 = U g+ 9 porrad Apm3s) uaa1d jou YI3ua[ 9°'¢ [e10) ueAW ‘so)nuIWI GT dn juanedino [e31dsoy-A}IsIaATUn € ur
%6'8T 8€ = U £+ ‘suoryelnsuod dn-mof[oJ Je a[ess JUSWISSISSE  -MO[[0] ‘SIINUILI Gf, UOIBINSUO0D 11  sjuaned pasouSerp aANNIISUOD 889 2Anadsoxd [e€] Mn
:SUOTIBINSU0D 9°¢ UBdW Ja)Je SYN Jutod-£  3umner pajiodai-jjas [edrawmu jurod-/ Io)je 0] 210jog  jusunear) dryiedoswroy pasifenpiAlpu]  woxj ‘QT-qDI) uoissaidap pasoudeiq ‘Apms pafjonuodun ‘G00Z Te 19 9duads
Anunod
synsay S9INSEIW SWOIINQ [onuo) UOTIUSAIIU] unyes quaunmidar ‘ordures udrsaq ‘1eaf ‘royiny

ainseawr swodino Arewrrid uorssaxda

(pomuuod) ¢ s1qeL

33



P. Viksveen et al.

European Journal of Integrative Medicine 22 (2018) 22-36

Random sequence generation

Allocation concealment

Blinding (participants & personnel)

Blinding (assessment)

Incomplete outcome data addressed

Selective reporting

Other risk of bias

L 0000
L0- 0000
000000

-0- 0000

00 000@
0000000
@ @ @ ' ‘ ‘ ' [82] 9007 UOSUIqOY 79 AIYPEBIA
0000000 -
000000
000000 -
000000
L0- 0000

Fig. 6. Risk of bias assessment for uncontrolled studies.

Risk of bias indications: Plus (+) = Low risk of bias. Question mark (?) = Uncertain risk of bias. Minus (-) = High risk of bias.

Rationale for intervention

Principles consistent with therapy

Practitioner qualified & experienced

Outcome measure reflects expected effect

Outcome measure sufficiently sensitive

Follow-up length appropriate

000000
Q000 E ==
D000

0OLOO@

@ @ @ @ @ @ [9] 107 SOLIO ], BLLIBABYOOH]
@ ‘ ‘ @ @ ‘ [£2] 10T uBIpNOWYEBIA
@ @ @ @ @ @ 821 900 UOSUIGOY %3 AIYIEIA
@ @@ @ @ @ [67] 10T 181990

@ @ @ @ @ @ loe] 100 uospIeyory
@ @ @ @ @ @ l1€ 000T 1eAdS

@ @ @ @ @ @ [z€l G007 TeAds

@ @ @ @ @ @ el 60T douadg

Fig. 7. Model validity for uncontrolled studies.

Model validity indications: Plus (+) = Acceptable model validity. Question mark (?) = Uncertain model validity. Minus (-) = Inadequate model validity.

services. The research evidence presented in this systematic review
suggested HMPs might be at least as effective as some commonly used
antidepressants. Systematic reviews assessing antidepressants have
been associated with small effect sizes [e.g. [36]], with only clinically
significant effects for patients suffering from very severe depression
[34]. Does this mean that the effect of HMPs in the reported homeop-
athy trials, were placebo effects? Such an assumption was negated in
one of the trials identifying a statistically and clinically significant

34

effect of HMPs compared to placebo. Further research is needed in
order to confirm whether HMPs are superior to placebo and comparable
or superior to commonly used antidepressants, and whether they are
safe. Such results would also need to be carried out in different groups
of patients, including different depression severity groups (mild, mod-
erate and severe depression), different age groups (e.g. adolescents,
elderly), and patients with various comorbidities (e.g. pain, cancer), if
results are to be generalised to different populations of depressed
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patients. Moreover, pragmatic RCTs are needed in order to test the
effectiveness and cost-effectiveness of the “whole treatment package”
provided by homeopaths, including consultations and medication,
compared to commonly used interventions such as consultations with
psychologists or with GPs who prescribe antidepressants.

Although some authors report up to moderate effect sizes of psy-
chological interventions compared to waitlist or usual care controls for
patients with depression [e.g. [37]], the “true” effect is commonly
overestimated [e.g. [38]], and some authors found no significant dif-
ferences when comparing “talking therapies” such as psychotherapy to
antidepressants, or when comparing combinations of psychotherapy
and antidepressants to antidepressants alone [34]. No RCTs comparing
the effectiveness of the “whole treatment package” including con-
sultations and individually adapted medication provided by homeo-
paths to usual care were identified in the review. This research is re-
quired in order to assess the effectiveness of homeopathy in “real world
practice” as an alternative or an adjunctive intervention to “talking
therapy” interventions and antidepressant treatment.

The risk benefit ratio should also be considered for clinical decision
making. Transient mild to moderate adverse events were identified.
Although the studies included in our depression review were not
powered to assess adverse events, there was no evidence to suggest the
intervention was unsafe. Further sufficiently powered research should
look into the safety of homeopathic treatment.

5. Conclusions

The existing limited research evidence suggests that the effective-
ness of homeopathic medicinal products for depressed patients is
comparable to some antidepressants and superior to placebo, with
clinically significant effects. A significant proportion of patients report
improvements in depression following treatment provided by homeo-
paths in uncontrolled studies and surveys. No evidence suggested
treatment was unsafe. However, further research is still needed to test
the efficacy of homeopathic medicinal products, the effectiveness of
treatment provided by homeopaths, and the safety of the intervention.
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