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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,

* Corresponding author.

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

23

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

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

24

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



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

(98pd 1x2u UO panunU0I)

%Ly 'd ‘%T'ST d ‘%6'ST *H

”Ah—mmm uo uononpal

uﬁwom L r:Ev SYeoMm 91le uorssturey
(1000 > d)

%9°TT :d “%E'T¥ A ‘%by'¥S H
:(dS¥H uo

9SBAIIAP 040G UTUL) SHooM g dsuodsay
*0qade[d Uey} 19119q JOU SUNAXON[
*9UMPXON[ UeY) 19)39q Jou ‘ogaded
uey) 19119q Ayredoswoy ‘(2000 = d)
S9OURILYIP JuUedYIUSIS A[[ed1IsnelS :SH
doURIYIP

Juedyrudis A[esnisnels oN :1ag
(100°0 > d) syurod

2°¢ £q oqooed uey) 19)19q dUNRXON[
(100°0 > d) syutod (°g £q oqaderd
uey) 19139q Aypedoswioy :ASYH
S}OM 9 Iy

uoneapt

SPIOINS OU 33 SJUSA 9SISAPE SNOLISS ON
%EY9 ‘(Y1

J0) 6 = u:d "%E'E€9 (0€ Jo) 61 = U:H
‘SJU9AD 3SISAPY

149 pue  -INVH uo ogadeld

pue saupIpauwr d1yredoswoy usamIaq
S9OUSIJJIP JUBAS[SI ON :S}ooM 9 1Y
Appandiidsap pasAeue Afuo eieq
Pa)NIdAI €T JO INO i A[UQ
(tco=d1=u4

‘G = U :H :3uruasiom 0] anp papnIxyg
(oo=dg=u

1] '€ = U :H :HV 0] anp panunuodsiq
(820 =D %p'1T

A ‘%01 ‘H :(dV) SIUDAS 3SIDAPY
d1qeredwod AIfIqeId[oL,

TL0 =d ‘%yTL / %6'9L SYOM 8
Th'0 = d ‘%E'SS / %Ly YoM
e 9[qeredwod

SIoM g / H S9jBI UOISSTWY

%8°C8 / %9'¥8 SNo9M §

%8°S9 / %6°C9 SNM

e 9[qeredwod

dIaM g / H 10J sajea asuodsay
10000 > d

sdnoid y10q 10J 39952 duIL],
eo=d

LL°0 ‘S0"9- ID %S6) SY29M g

pue

(59°0 = d ‘980 ‘56°9- ID %S6) SHooM
¥ e uﬁmuﬂwﬁwwmuﬁoﬁu 91028 SHAVIN
UBdW 10J 2oUaIdIP dnoid usamiag
S}99M § pUR { e dUNIXON[J

03 JouRjul-uou Aypedoswoy

SyeaMm 9
R  SJUIAD ISIDAPY
SY99M 9 B 1B D
$oom 9 3 18 Iad
SS9 10

syutod / :uorssTwoy
9SBIIDIP

00S uTW :dsuodsay
:A1epuodas

sjurod

€ ‘urur :juedyrusis
Aqresury

SEOM 9 B
(W-£1)

QSYH :Arewg

suorjeydadxa
JuswIIeaI],

SJUDAD ISIDAPY
syoaMm 9

R ¥ ‘T 1ad B ¢1-dS
SYo9M ¥ B C A-INVH
:ATepuodas

S EEI

9 A-INVH :Arewid

Syoom
83 ¥ 1e LIIqes[or,
Syoom §

{7 Je s9jel uOoISSTua.I
3 asuodsay
:A1epuodag

SYooMm 8 B i 38
SYAVIN :Arewrag

¢y = u pedoowoy ® YIIM

suoneynsuod snid ‘QumpIpauwr drypedosuroy

10J ogadeld + aunaxonyq 10j 0oqade[d
(d) T 1013U0)

9 =u

pedoswoy e YIIM SUONEINSUOD

snyd ‘aumrpaw d1ypedoswoy 105 oqade[d
+ aunaxonyq :(4) T [oNU0D

A[rep sumipau dryredoswoy

0@ade[d + Yredoauroy [IIM UOTIBINSUOD

yedoswoy e yIm suoneInsuod snid 1oy
aumIpaw d1yredoswoy ogase[d + asuodsai ou
J1 SY9M §, 191J8 SWI Ofy 01 PISBAIdUL ‘SYo9M §
10 ‘Afrep Sur g (4) SULIO[YI0IPAY-aUrISXoN]g

1 :ypedoswoy

br=u

pedoswoy e YIIM SUONEINSUOD

snyd ‘ouneoxonyj 10j oqade[d + surdIpaw
S11edodwoy :(H) UONUdAISIUL

1 :pedoswioy
Aqrep

(H) suprpaw dryjedoswoy + yredoswoy

M UOTBINSUOD

1 :ypedoswoy

redoswoy € YIIM SUOTIEINSUOD

snid ‘syoom

8 10J ‘QULIOTUY20IPAY-2UNSXON[j 10j
oqoderd + (H) sumrpawr dryjedosuroy

P[esH Jo AnSIuIN

‘0d1X9IAl 9P zaren( [ejidsoH :Sumyas
uonedod reydsoy 10y sanydoiq

2115 Apn3s Je s1v3sod ‘syeuoissajoid
yIreay ym uoster| ‘sdnoid Arunuruod
‘SJUSUIASTIIDAPE JOUISIU] JUIUIININDY
€T =N

uswom [esnedousw-isod pue

-11ad ur (-1 21098 QSYH uoissaidop
Jo 92139p ‘AI-INSA 03 Surpiodoe

pasouderp) uoissaidop 919A3s 0) 31LISPOIA

urpIag urzipaw
-SIEMSIOAIUN) — ILIEYD 313 JO OrUld
Juanedino auPIPIIA 2AneISANU] :Sunes
surern} punoidiopun pue srodedsmau

UT JUSWISIIIDAPR ‘SMIIAIIUL AL, 38

orpel ‘sadnoeld Juenedino JuLUNINIDY

=N

(b2-LT 21028 Q-INVH 92139p uoissaxdop
‘stsouderp 1stnerydAsd) (sposida
9jeIapowr) uorssaidap Jofeur andy

ot jyusnedino uorssarda( :3umnies
walsAs I[eay

o1qnd UM [R1IRJRI QA JUSUNINIIY
€ = U (J) SumpIipsw

orqredoawoy oqade[d + aurexonyg

8F = U (H) aunaxonyj

10§ 0gade[d + supIpaw dryredoswoy
16 =N

(ST unu

91005 SYAVIN + IDS 01 Surpiodde
AIFINSQ) uorssa1dop 21943 0] 3JeIOPOIA

Aurunp

-3[qnop ‘paput[q
-d[qnop Tern
Ppa[[o1u02-0gade[d

et
parjonuos-oqaserd
PpauLIe-INO

‘pa[jonuod
-oqoaoerd ‘Awrwmp
-3[qnop ‘paput(q
-9[qnop suLre g
[ern
AIoLIRJuUI-UON

[81] 0dIxaIN
‘€T0T ‘Te 10
$9110D-SRIRIA

[£1]
Auewrian

‘€102 e 1 B[Py

[1zeig
[91]
1102 'Te 32 B[pY

synsoy

SaInseawl WO0dINQ

[onuo)

UONUIAINU]

Sumes quaunnidal ‘Srdures

udisad LY

Anunod
‘1eaf ‘royiny

25

P. Viksveen et al.

*(dwodno ureur) uoissaidap 10j 0qaderd o3 sauIpawr dryledoswoy Jurredurod s[err} pa[oNUOd pasiuIopuey
1 9lqeL



P. Viksveen et al. European Journal of Integrative Medicine 22 (2018) 22-36

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
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- 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

: @ @ @ ‘ ' l61] $00Z DISMI[ISEA
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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
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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.
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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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