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Abstract

Purpose In this systematic review we included clinical studies from 1800 until 2020 to evaluate evidence of the effectiveness
of homeopathy on physical and mental conditions in patients during oncological treatment.

Method In February 2021 a systematic search was conducted searching five electronic databases (Embase, Cochrane,
PsychInfo, CINAHL and Medline) to find studies concerning use, effectiveness and potential harm of homeopathy in cancer
patients.

Results From all 1352 search results, 18 studies with 2016 patients were included in this SR. The patients treated with
homeopathy were mainly diagnosed with breast cancer. The therapy concepts include single and combination homeopathic
remedies (used systemically or as mouth rinses) of various dilutions. Outcomes assessed were the influence on toxicity
of cancer treatment (mostly hot flashes and menopausal symptoms), time to drain removal in breast cancer patients after
mastectomy, survival, quality of life, global health and subjective well-being, anxiety and depression as well as safety and
tolerance. The included studies reported heterogeneous results: some studies described significant differences in quality of
life or toxicity of cancer treatment favouring homeopathy, whereas others did not find an effect or reported significant dif-
ferences to the disadvantage of homeopathy or side effects caused by homeopathy. The majority of the studies have a low
methodological quality.

Conclusions For homeopathy, there is neither a scientifically based hypothesis of its mode of action nor conclusive evidence
from clinical studies in cancer care.

Keywords Homeopathy - Cancer - Complementary alternative medicine - Oncological treatment - Adverse events

Introduction Homeopathy is a CAM system that, globally, became more

and more popular over the past decades. Based on the “Law

Cancer embodies one of the leading causes of death; mor-
bidity and mortality due to cancer are increasing steadily
(Radtke 2022). Receiving the diagnosis, many patients are
desperate and try additional treatment to their standard can-
cer therapy. More than 25% of the general population in
Europe is using complementary and alternative medicine
(CAM) regularly on less severe health conditions such as
neck pain or allergies (Laura et al. 2018), prescribed by some
physicians as a placebo with few side effects. Faced with a
cancer diagnosis, many patients revert to the use of CAM.
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of Similars” by the German physician Samuel Hahnemann,
homeopaths assume that a substance, which causes certain
effects, can also be used to treat them if prescribed in a very
low dosage (Shah 2018). Therefore, homeopathic remedies
(e.g. plant, animal or mineral) are diluted to so-called poten-
cies. In classical homeopathy, these steps of dilution (1:10;
1:100 or 1:50.000) are repeated so many times that there is
not a single molecule of the substance left in the remedy
(Tschech 2022). Nevertheless, homeopaths are convinced of
the effectiveness of homeopathic treatments, while science
expresses criticism and doubt. Some explanation attempts
for the mode of action of homeopathy are nanoparticles and
water memory, but none of these were verified through clini-
cal studies yet (Fritzsche 2011; Nuhn 2005).

The most common dilution (1:100) is the C- potency,
or, using Hahnemann’s dilution method, CH-potency.
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Repeating this dilution-method for a second time creates
a C2-potency (1:10.000). C2 diluted again results in a
C3-potency and so forth (Genneper 2017). There exist
three main approaches to homeopathic prescribing: in the
individualised or classical homeopathy single remedies
are used depending on the patients individual condition
and history, in the clinical homeopathy the same remedy
is used for a group of patients with specific conditions
and in the complex homeopathy a number of remedies is
used in a defined combination for particular symptoms
(Pérol et al. 2012).

Due to the controversial discussions on homeopathic
therapies, a wide variety of publications exists address-
ing this matter. But for homeopathy being such a popular
treatment method, there are surprisingly few clinical stud-
ies, systematic reviews (SRs) or meta-analyses, and only
of limited quality. Likewise, only a few studies examine
the influence of homeopathy on carcinoma, while home-
opathy is frequently used against the toxicity of cancer
treatments and even for its cure. Therefore, SRs and an
extensive evaluation of clinical studies are needed to pro-
vide high-level evidence of the effects of homeopathy in
cancer patients.

Table 1 Inclusion and exclusion criteria

Methods

Criteria for including and excluding studies
in the review

Inclusion and exclusion criteria are listed in Table 1 based
on a PICO- model. Generally, all study types were included
if they reported patient-relevant outcomes after guideline-
based treatment of adult cancer patients with any interven-
tion containing homeopathy. Because of the wide range of
application fields, all cancer entities were included. Since
little high-quality evidence was expected, systematic reviews
and randomized controlled trials were included as well as
controlled trials, one-armed studies and retrospective stud-
ies. Criteria for rejecting studies were primary prevention,
grey literature, other publication type than primary investi-
gation/report (e.g. comments, letters, abstracts) and study
population with children (under the age of 18) or precancer-
ous conditions, if results or numeral details of adult patients
with cancer were not reported separately. Additionally,
studies were excluded if they reported no patient centred
outcomes (laboratory parameters except Prostate Specific
Antigen (PSA) which is a valuable parameter for cancer
progression of prostate cancer). Language restrictions were
made to English and German.

PICO Inclusion criteria

Exclusion criteria

Patients Cancer patients (all entities and stages)
Adult patients (age > 18)

Guideline-based cancer treatment

Intervention Every intervention containing homeopathy

Preclinical studies

Study population with children or only precancerous conditions,
if numeral details are not reported separately

Primary prevention

No restrictions regarding the type of homeopathy, dose, mode

of application

Comparison All possible control groups (active control, placebo, standard

care, observation)

Outcome
and vomiting, joint pain and stiffness, oral mucositis)
Time to drain removal
Survival
Menopausal symptoms
Quality of life and other psychological outcomes
Sleep
Safety and side effects
Others
and retrospective studies)
Language: German and English
Full publication

Influence on toxicity of cancer treatment (skin reaction, nausea

All study types (including SRs, RCTs, CTs, one-armed studies

No patient centred outcomes (e.g. laboratory parameters)

Other publication type than primary investigation/report

Case reports

Gray literature (conference articles, abstracts, comments, letters,
ongoing

studies, unpublished literature, etc.)

Full text not available in German or English
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Study selection

A systematic research was conducted using five databases
(Medline (Ovid), CINAHL (EBSCO), EMBASE (Ovid),
Cochrane CENTRAL and PsycINFO (EBSCO)) in February
2021. For each of these databases a complex search strategy
was developed consisting of a combination of MeshTerms,
keywords and text words in different spellings connected
to cancer and homeopathic therapy (Table 2). The search
string was highly sensitive, since it was not restricted by fil-
ters of study or publication type. After importing the search
results into EndNote X9, all duplicates were removed and a
title- abstract- screening was carried out by two independent
reviewers (AW and JD). In case of disagreement consensus
was made by discussion or a third reviewer was consulted
(JH). After that, all full texts were retrieved and screened
again independently by both reviewers. When title and
abstract did not have sufficient information for screening
purposes, a full-text copy was retrieved as well. Additionally
bibliography lists of all retrieved articles were searched for
relevant studies.

Assessment of risk of bias and methodological
quality

All characteristics were assessed by two independent review-
ers (AW and JD). In case of disagreement a third reviewer
was consulted (JH) and consensus was made by discussion.

The risk of bias in the included studies was analysed with
the SIGN- Checklist (“https://www.sign.ac.uk/what-we-
do/methodology/checklists/””) for controlled trials Version
2.0 and IHE Quality Appraisal Checklist for Case Series
Studies (“http://sandbox.ihe.ca/research-programs/metho
dology-development/case-series-studies-quality-appraisal/
cssqac-about”). In addition, blinding of researchers, blinding
of outcome assessment and comparability of groups before
treatment, not only in terms of demographic variables but
also concerning the outcomes, was examined.

The included studies were rated with the Oxford crite-
ria. Additional criteria concerning methodology were size
of population, application of power analysis, dealing with
missing data and drop-out (report of drop-out reasons, appli-
cation of intention-to-treat-analysis), adequacy of statistical
tests (e.g. control of premises or multiple testing) and selec-
tive outcome reporting (report of all assessed outcomes with
specification of statistical data as the p-value).

Data extraction

Data extraction was performed by one reviewer (AW) and
controlled by two independent reviewers (JD, JH). As a
template for data extraction, the evidence tables from the
National Guideline on Complementary and Alternative

Medicine in Oncological Patients of the German Guideline
Program in Oncology (“https://www.leitlinienprogramm-
onkologie.de/english-language/”) were used. Concerning
systematic reviews, only data from primary literature meet-
ing the inclusion criteria of the present work were extracted.

Results

The systematic search revealed 1352 results. No study was
added by hand search. At first, duplicates were removed
leaving 1007 studies. After screening title and abstract, 110
studies remained to complete review.

Finally, 18 publications were considered relevant due to
the inclusion criteria of this present work and were included
in this SR. We included 11 studies for endpoints: 0 SRs, 9
randomized controlled trials (RCTs) (Balzarini et al. 2000;
Frass et al. 2015; Frass et al. 2020a, b; Heudel et al. 2019;
Jacobs et al. 2005; Lotan et al. 2020; Luca Sorrentino 2017;
Pérol et al. 2012; Thompson et al. 2005) and 2 controlled
trials (CTs) (Karp et al. 2016; Steinmann et al. 2012) which
investigated the efficacy of homeopathic treatment in can-
cer therapy. These studies were heterogeneous in terms of
the assessed homeopathic intervention and cancer type.
Additional seven studies were included only for safety and
side effects due to severe lack of methodical and reporting
quality (one uncontrolled three-armed pilot outcome study,
five prospective single-armed studies and one single-armed
retrospective study). The majority of studies observed breast
cancer patients, the most common primary endpoint was
influence of homeopathic treatment on toxicity of cancer
treatment and one of the most frequent secondary endpoints
was QoL. Detailed characterization of the included studies
may be seen in Table 3. The flow of studies through the
review can be seen in Fig. 1.

Characteristics of included studies

Concerning all relevant studies, 2016 patients were included,
of whom 1594 were analysed, due to 422 drop-outs. The age
of the mostly female patients ranged from 20 to 87 years,
with a mean age of 54.5 (47.9-64.9) years. Reported was the
inclusion of patients with breast cancer (N = 1448), lung can-
cer (N=213), gastrointestinal cancer (N = 54), hematological
cancer (N =45), head and neck tumours (N =40), renal cell
cancer (N =28), sarcoma (N =23), pancreas cancer (N=9)
and other types of cancer (N=61).

Risk of bias in included studies

The results are presented in Table 4. Eleven of the included
studies have moderate quality. Seven studies were included
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Table 2 Search Strategy

Datenbase Search Strategy
Ovid Medline 1. Homeopathy/or homeopath$.mp. or homoepath$.mp

2. exp neoplasms/or neoplasm$.mp or cancer$.mp. or tumo?r$.mp. or malignan$.mp. or oncolog$.mp. or carcinom$.mp.
or leuk?emia.mp. or lymphom$.mp. or sarcom$.mp

3.1 AND 2

4. Limit 3 to English or limit 3 to German

5. Limit 4 to yr="1800 -1995" OR limit 4 to yr="2018-current”

6. (5 and humans/) or (5 not animals/)

7. ((((comprehensive* or integrative or systematic*) adj3 (bibliographic* or review* or literature)) or (meta-analy* or
metaanaly* or "research synthesis" or ((information or data) adj3 synthesis) or (data adj2 extract*))).ti,ab. or (cinahl
or (cochrane adj3 trial*) or embase or medline or psyclit or (psycinfo not “psycinfo database”) or pubmed or scopus or
“sociological abstracts” or “web of science” or central).ab. or ("cochrane database of systematic reviews" or evidence
report technology assessment or evidence report technology assessment summary).jn. or Evidence Report: Technology
Assessment*.jn. or (network adjl analy*).ti,ab.) or (((review adj5 (rationale or evidence)).ti,ab. and review.pt.) or meta-
analysis as topic/ or Meta-Analysis.pt.)

8. Randomi?**ed controlled trial?.pt. or controlled clinical trial?.pt. or randomi?***ed.ti,ab.or placebo.ti,ab. or drug
therapy.sh. or randomly.ti,ab. or trial?.ti,ab. or group?.ti,ab

9.6 AND (7 OR 8)

10. 6 NOT 9

Ovid Embase 1. Homeopathy/ or homeopath$.mp. or homoepath$.mp

2. Exp neoplasm/ or neoplasm$.mp or cancer$.mp. or tumo?r$.mp. or malignan$.mp. or oncolog$.mp. or carcinom$.mp.
or leuk?emia.mp. or lymphom$.mp. or sarcom$.mp

3.1 AND 2

4. Limit 3 to English or limit 3 to German

5. Limit 4 to yr="1800-1995" OR limit 4 to yr="2018-current”

6. (5 and humans/) or (5 not animals/)

7. ((((Comprehensive* or integrative or systematic*) adj3 (bibliographic* or review* or literature)) or (meta-analy™* or
metaanaly* or “research synthesis” or ((information or data) adj3 synthesis) or (data adj2 extract*))).ti,ab. or (cinahl
or (cochrane adj3 trial*) or embase or medline or psyclit or (psycinfo not “psycinfo database”) or pubmed or scopus or
“sociological abstracts” or “web of science” or central).ab. or (“cochrane database of systematic reviews” or evidence
report technology assessment or evidence report technology assessment summary).jn. or Evidence Report: Technology
assessment®.jn. or (network adjl analy*).ti,ab.) or (exp Meta Analysis/or ((data extraction.ab. or selection criteria.ab.)
and review.pt.))

8. Crossover procedure/or double-blind procedure/or randomized controlled trial/or -lind procedure/or (random$ or
factorial$ or crossover$ or (cross adjl over$) or placebo$ or (doubl$ adjl blind$) or (singl$ adj! blind$) or assign$ or
allocat$ or volunteer$).ti,ab,de

9.6 AND (7 OR 8)

10. 6 NOT 9

Cochrane #1. [mh homeopathy] or homeopath* or homoepath*

Ebsco—PsychINFO

#2. [mh neoplasms] or neoplasm* or cancer? or tum*r? or malignan* or oncolog* or carcinom* or leuk*mia or lym-
phoma? or sarcoma?
#3.#1 AND #2

S1. Homeopath* OR homoepath*

S2. ((DE “Neoplasms” OR DE “Benign Neoplasms” OR DE “Breast Neoplasms” OR DE “Endocrine Neoplasms” OR
DE “Leukemias” OR DE “Melanoma” OR DE “Metastasis” OR DE “Nervous System Neoplasms” OR DE “Terminal
Cancer”) OR (TX neoplasm* OR TX cancer OR TX tumo#r OR TX malignan* OR DE ,,oncology *“ OR TX oncolog*
OR TX carcinom* OR TX leuk#emia OR TX lymphoma OR TX sarcoma))

S3. (LA German OR LA English)

S4.S1 AND S2 AND S3

S5. ((Comprehensive* OR integrative OR systematic*) N3 (bibliographic* OR review* OR literature)) OR (meta-analy*
or metaanaly* or “research synthesis” OR ((information OR data) N3 synthesis) OR (data N2 extract*)) OR ((review N5
(rationale OR evidence)) AND DE “Literature Review”) OR (AB(cinahl OR (cochrane N3 trial*) OR embase OR med-
line OR psyclit OR pubmed OR scopus OR “sociological abstracts” OR “web of science” OR central)) OR DE “Meta
Analysis” OR (network N1 analy*)

S6. DE “Treatment Effectiveness Evaluation” OR DE “Treatment Outcomes” OR DE "Psychotherapeutic Outcomes" OR
DE "Placebo" or DE "Followup Studies" OR placebo* OR random* OR "comparative stud*" OR (clinical N3 trial*) OR
(research N3 design) OR (evaluat* N3 stud*) OR (prospectiv* N3 stud*) OR ((singl* OR doubl* OR trebl* OR tripl*)
N3 (blind* OR mask*)

S7.S4 AND (S5 OR S6)

S8.S4 NOT S7
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Table 2 (continued)

Datenbase

Search Strategy

Ebsco- CINAHL

S1. MH “Homeopathy” OR TX homeopath* OR TX homoepath*

S2. (MH “Neoplasms +” OR TX neoplasm* OR TX cancer OR TX tumo#r OR TX malignan* OR TX oncolog* OR TX
carcinom* OR TX leuk#emia OR TX lymphoma OR TX sarcoma)

S3. (LA German OR LA English)

S4.S1 AND S2 AND S3

S5. (TI (systematic* n3 review*)) or (AB (systematic* n3 review*)) or (TI (systematic* n3 bibliographic*)) or (AB
(systematic* n3 bibliographic*)) or (TI (systematic* n3 literature)) or (AB (systematic* n3 literature)) or (TI (com-
prehensive* n3 literature)) or (AB (comprehensive* n3 literature)) or (TI (comprehensive* n3 bibliographic*)) or (AB
(comprehensive* n3 bibliographic*)) or (TI (integrative n3 review)) or (AB (integrative n3 review)) or (JN “Cochrane
Database of Systematic Reviews”) or (TI (information n2 synthesis)) or (TI (data n2 synthesis)) or (AB (information n2
synthesis)) or (AB (data n2 synthesis)) or (TI (data n2 extract*)) or (AB (data n2 extract*)) or (TI (medline or pubmed
or psyclit or cinahl or (psycinfo not “psycinfo database”) or “web of science” or scopus or embase)) or (AB (medline or
pubmed or psyclit or cinahl or (psycinfo not “psycinfo database”) or “web of science” or scopus or embase or central))
or (MH “Systematic Review”) or (MH “Meta Analysis”) or (TI (meta-analy* or metaanaly*)) or (AB (meta-analy* or
metaanaly*)) or network nl analy*

S6. (MH “Clinical Trials +”) or PT Clinical trial or TX clinic* n1 trial* or TX ((singl* nl blind*) or (singl* nl1 mask*)) or
TX ((doubl* n1 blind*) or (doubl* n1 mask*)) or TX ((tripl* n1 blind*) or (tripl* nl mask*)) or TX ((trebl* nl blind*)
or (trebl* nl mask*)) or TX randomi* control* trial* or (MH “Random Assignment”) or TX random* allocat* or TX

placebo* or MH “Placebos”) or MH “Quantitative Studies”) or TX allocat* random*

S7.S4 AND (S5 OR S6)
S8.S4 NOT S7

only for side effects and AEs due to their severe lack of
methodological and reporting quality (poor quality).

Excluded studies

A list of excluded studies after full-text screening and rea-
sons for the exclusion can be seen in Table 5. The studies
that could not be found for full-text screening (eSupplement)
are listed in the appendix. One of the studies (Genre et al.
2003) was not available and our lending request remained
unanswered, so we were not able to analyse the results. But
while searching for the study we came across the following
two reviews that had excluded the study: Mathie et al. (2013)
rated the trial as a minor journal article with only an abstract
available and Kassab et al. (2009) excluded the study for the
following reason: “it was only available in abstract form and
the results were not included in the abstract [...]: the lead
author was contacted but not willing to provide us with the
results as the data was not published”.

Efficacy of homeopathic therapy
Influence on toxicity of cancer treatment: skin reaction

Balzarini et al. (2000) analysed the effects of Belladonna
7CH globules (two times a day) and X-ray globules (once
a day) associated in the treatment of acute radiodermati-
tis compared to a placebo in 61 randomized breast cancer
patients. Over 30 days after radiotherapy the physician
assessed skin color, temperature to the touch, edema and
hyperpigmentation at eight defined times (11-¢8). There were

no differences in skin color (all p’s>0.050) and hyperpig-
mentation (all p’s >0.050) but the study found significant
differences in temperature for ¢3, ¢4, t6 and 77 (p = 0.008;
p=0.016; p=0.023; p=0.011) in favour of the homeopathy
group. They also found a difference for oedema on at ¢5 and
t6 in favour of the placebo group (p =0.025; p=0.025).

Influence on toxicity of cancer treatment: nausea
and vomiting

Pérol et al. (2012) included 403 breast cancer patients in a
RCT to investigate chemotherapy-induced nausea and vom-
iting. Patients in the intervention group took the complex
homeopathic remedy “Cocculine”, while the control group
was given a placebo in addition to the standard antiemetic
therapy during six chemotherapy cycles. Instruments to
assess nausea and emesis were the Functional Living Index
for Emesis questionnaire, patient diaries and the Common
Terminology Criteria for Adverse Events Scale. There was
no significant difference between the arms during first, sec-
ond or third chemotherapy cycle (all p’s > 0.050), except
for significantly more vomiting episodes during third cycle
(assessed with patient diaries, p =0.030) in favour of the
homeopathy arm.

Influence on toxicity of cancer treatment: joint pain (JP)
and joint stiffness (JS)

In an open, not randomized CT by Karp et al. (2016) 27

breast cancer patients were included, taking only aro-
matase inhibitors in the control group or additionally Ruta
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Fig. 1 Flow Diagram
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graveolens SCH and Rhus toxicodendron 9CH (twice a
day for 3 months) in the homeopathic group. The overall
scores showed a significant advantage in the homeopathic
arm for JP (p =0.000) but not for IS (p =0.057). More
results of significance, all in favour of the homeopathy
arm, were frequency, intensity and number of sites regard-
ing JP (p =0.000; p =0.000; p =0.032), morning (not day-
time) intensity, worsening of JS and time to disappearance
of morning stiffness and (p =0.020; p=0.179; p=0.014;
p=0.022) as well as frequency and increase of analgesic
use concerning JP (p =0.003; p =0.008). At inclusion, 65%
and 80% of patients in the homeopathic and control arm
complained of JP, whereas 76.9% and 62.5% had taken anal-
gesics in the week before inclusion.

Influence on toxicity of cancer treatment: oral mucositis

Another non-blinded and not randomized CT by Stein-
mann et al. (2012) analysed the grade of oral mucositis in
20 patients with head and neck tumours receiving radio-
therapy or radio-chemotherapy. Patients in the homeopathic

arm carried out mouth rinses with a Traumeel S solution,
the control group with sage tea (Salvia officinalis) for
6—7 weeks. The authors found no significant differences in
the grade of oral mucositis between both groups (no p values
given) and reported a consistent worsening of intraoral pain
during the study period, except for one single time in week 5
in the homeopathic arm. At the end of the study, 6 and 3 out
of 10 patients took systemic analgesics in the homeopathic
and placebo arm, while 5 and 1 out of 10 patients used local
analgesics, but no statistical analysis was made. Regarding
xerostomia (difficulty in speech and eating), they reported
a significant difference in preservation of taste favouring
Traumeel in week 4, but presented no p value.

Influence on toxicity of cancer treatment: influence of JP
onsleep

Twenty-seven breast cancer patients were assessed regarding
the impact of JP on quality and quantity of sleep in an open,
not randomized CT by Karp et al. (2016). While patients
in the control group were taking aromatase inhibitors only,

@ Springer
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Table 4 Risk of bias
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patients in the homeopathic group received additionally Ruta
graveolens SCH and Rhus toxicodendron 9CH (twice a day
for 3 months).

The impact of JP on sleep after 3 months showed a signif-
icant difference in favour of the homeopathy arm (p = 0.008).
No statistical analyses were done for the results of patients
who stated that pain never disturbed their sleep.

Time to drain removal after mastectomy

A RCT by Luca Sorrentino et al. (2017) observed 53 breast
cancer patients (intention to treat (ITT)-sample; in the per
protocol (PP)-sample 43 patients) who were either taking
Arnica montana 1000 K or a placebo (3 times a day) from
one day before until 4 days after surgery. The results of
reduction in drained blood and serum volumes were ana-
lysed with three different models.

Regarding the changes in volume collected from day one,
analysed with the analysis of variance (ANOVA), neither the
PP- nor the ITT- sample showed significant overall differ-
ences (p =0.772; p=0.122). When analysed with the regres-
sion model including treatment and collected volume on the
day of intervention, the differences between the groups in the
PP-sample were significant on days 2 and 3 to the advantage
of homeopathy (p =0.033; p =0.022). The estimates of the
mean difference in total volume analysed with regression
models showed significant differences only in the PP-sample

@ Springer

for the model including treatment, collected volume on the
day of surgery and patient weight (p =0.030). The differ-
ences in the ITT- sample were not significant (p = 0.600).

Regarding self-evaluation of pain, bruises and haema-
tomas or breast swelling after surgery both arms showed
no significant differences (p >0.050; p =0.670; p =0.570).

Fifty-five patients with breast cancer or risk patients
wishing for risk reduction by undergoing mastectomy
and immediate breast reconstruction were assessed in a
RCT (Lotan et al. 2020). Patients were either taking three
globes of Arnica montana Bellis C30 & perennis C30 each
or a placebo until drain removal. Concerning this matter,
a significant difference favouring homeopathy was found
(11.1+6.1 days in study group, 13.5 +6.4 days in placebo
group, p <0.050), but because the amputated breast weight
and implant volume may affect drainage and differed signifi-
cantly between both groups (p < 0.001), this result cannot be
fully attributed as intervention effect. Concerning postopera-
tive pain, haemoglobin, opioid intake and cortisol levels, no
significant differences were found.

Survival

Frass et al. (2020a, b) observed 150 randomized patients
with advanced non-small cell lung cancer until death or in
case of survival for a maximum of 24 months. Fifty-two
patients gave no consent to randomization and were, there-
fore, used as a control group for this endpoint only (arm C),
while the other groups received chemotherapy and either
individualized homeopathic medicine (daily on a 3-week
interval, arm A) or a placebo (arm B). Over the observed
2 years, median- and 2-year mortality differed significantly
between arm A and B (435 and 257 days, p=0.010; 45.1%
and 23.4%, p =0.020), arms A and C (228 days, p <0.001;
13.5%, p <0.001) but not between arms B and C (p =0.258;
p =0.154). Further significant differences were found for
the estimated survival time between arms A and B (477
and 352 days, p=0.014), arms A and C (477 and 274 days,
p<0.001) but not arm B vs arm C (p =0.145), as well as for
patients who died within the 2 years (A vs C, p=0.020; not
AvsBp=0.172 and B vs C p =0.747).

Hot flashes (HF) and other menopausal symptoms

To explore the effect of homeopathy on HF, Jacobs et al.
(2005) conducted a randomized study with 66 breast can-
cer patients receiving either a placebo combination medi-
cine and a homeopathic single remedy (arm A), a homeo-
pathic combination medicine (Hyland’s Menopause) and a
placebo single remedy (arm B) or 2 placebos (single and
combination remedy, arm C). The overall results regard-
ing severity and frequency of HF and typical menopausal
symptoms (via Kupperman Menopausal Index) did not differ



1799

Journal of Cancer Research and Clinical Oncology (2023) 149:1785-1810

(youaiy ur A[uo 9[qeree Apnjs) o3en3ue] Suropn

ad£) voneorqnd 1010

ad£) uoneorqnd 10410

Pa1oBIAI J[ONIY

ordoy asteq

papnyour Apeaife 10 o1do) astey sarpnys Jo Ayrtofewr S
o1doy asteq

ad£y uonesrqnd 10yO

o1do) asteq

Kyenb [eatpoyjewr 1004
ordoy asteq
ordoy asteq

sqIay Apysouwr ‘Ayjedoowioy Inoqe sarpnis maf AJuo ym S
o1doy asfeq

UIP[IYD [IAM pajonpuod ‘Ayyedoawioy Jnoqe Apmis auo ATuo S
Kyenb earpoyjewr 1o0d

ad£y uoneorqnd 10410

ad£) voneorqnd 1010

o1doy asfeq
o1doy asfeq

S0 [
QOUIPIAD 1594, Y} S0P JeyA :sjuaned 1ooued ur Kyyedoswor]

POYIRIA oredoswiol AT :10oue))

PassaIppe 2q 01
SBIq pUB SMEBJ [BON)SIBIS [UB[IJA Ul UQWOM POZIWIO}I)SEW Ul
Surpas|q 2anerado-isod pue uorog woiy eorury orgjedoswoy

Apms [eorur[o 2Anoadsoid e :S100UBD IOAT] pue
‘onearoued ‘ropperq 1es ‘yoewols Sunean ur Aderay) wnuriosq

SI90UBD JOAT] pue ‘searoued ‘Ioppe[qres ‘yoewo)s
Sunean ur Adeoy) wnuriosd JuUaUIEAI) JOOUBD JATIRUI)[E
ue SUTAJOAUT ApPNJS [BOTUT[O [BUOTIBAIISQO 9AT}0dsoxd v

MITAQI OIRWIAISAS  :Ade1oty) ouLd
-opua jueAn(pe Sur03I9pun SIOATAINS JIJUED JSBAIQ FUoWE
911 Jo Kypenb pue jusweSeuew woydwAs uo sUOHUIAIIUT
[eo1Sojooewreyd-uou pue [eor3ojooewreyd Jo $)03J5 2y,
QUIDIPAW JIOUBD XOPOIIou[)
s3uraoxd uo peseq arnord Snip e—elny,
K1931ng 0[N JO SINSIY puy Y} JO UONBAISSQQ

Aderayroway) SurA1009y syuaned ur ondneq
JIoJ yuauneai], orgiedoawoy jo Apmg A[IqIses] [-Jo-N Uy

JuoneurIojursiur yireay 1o Aderoyjoyohsd
0 2AnEUIR)R UR :ured pojeaI-1ooued Joj Adeidy) 0qaoe[d

(9AnRIuasaIdar uoA st
1SI9)UDD 2IBD JAneI[[ed YOUSL] UI QUIOIPIW paseq-uoneoadxg

ured
orpedoinau 10y suoneredaid 1o syonpoid [eurdrpowt [eqIoH

syueld yyim 3ur[eay jo Aem [eurdLio ue — aurdrpaw JLk3edg

ared aantoddns ur surorpaw Arejuswo[dwos pue [euonIpen
JurAvom :)seq S[PPIIA U} UT YOIB3SaI AF0[00UO dATIRISIUT
(£)101X030WAYD [8IGAISD) UTRIQOWSYD
JO juowear) pue uonuaaald oy} 10j (00} Mmau e ‘Ayjedoowoy

A30[0ouQ ur A31o1X0j0WAYD) [BIQAID) 0) PAIR[AY
s19)sn[) woldwAg pue Bruwosy] Jo juauneal], orgredoswoy

Qoudrradxa Jo s1eak G1 Jo
Jmay oy :a1ed aantoddns 1ooued ut sordeIayosI-o019)ay Jurs)

Se1q oW [e}IOWWI JO S Y
-sjuaned 1ooued ur Ayredoswoy Jounflpe £Aq awmnaji paguojoid

IQOUER)) PUR JOAJIS [epIO[[0D) 11adXd oyl YsY

(8107) SIA[BOUOD "V ‘I[[IASUUON P Y
(6100)
YeasD

(8107) punpyiofq H ‘ojoqunaiy) °s

(1702) TepueIA *S “Aekypedopniy
g ‘eAreyoeneyq 'S eal1oney) v ‘semsig ‘[ ‘eslroney)d v

(6007) AeAypedoy[nj
- ‘semsig [ ‘ealIoNEy) Y Y eARyOENRYY ‘S ‘9alIONEYD) Y

(0207) MeT°H ' 'd
‘uey) 'S N ' oyD N Y ‘Suomy S ‘IRL " ‘UeYD H M D
(9861) werIsseD A 'd
(0861) 11°qdwe) "y
($107) Juvh1g d D

(8107) 1098 " “n[uI' ‘Z ‘uofeq ‘[ :9MmIg ‘q

(0200
unoynbjo) *( “SUIg " ‘UNSL] 'V Y ‘SSOY "N ‘uoj[reiq 'y

(0202) uoj[rerg -y

(610¢) ySnOuOIIN *S “[19€ 'd “19YdI[]
-uouueH ‘W ‘(11D D ‘ASLINH 'V ' Aopyealqd D ‘phog 'Y
(800¢) uows *[ “_[porYISpUIg H

(2107) vewuwaqyig

‘N ‘A9 " ‘snowrel ‘N Y ‘YUY () ‘A njSojeiny Y ‘ues
-seH g ‘oS A TwloN ‘N eKeS-TY 'S ‘I h1y-ueg ‘H
(0207) 103eg 11
(810C) Sut[pusp [ “euea(] "N ‘PNEYOAIRIA "N “03eq T [

(910¢) 103eg 1T

(9102) sy ‘N
(0207) Joprury -1,

UOISN[OXd J0J UOSEIY

9PLL

SQOUQIRJOY

SOIPN)S PUB SMATAI PIpN[OXT § d|qeL

pringer

A's



Journal of Cancer Research and Clinical Oncology (2023) 149:1785-1810

1800

Apnis [eorur[oid

ad£y voneorqnd 1010

ordoy asteq

papnjour Apeais[e SaIpns JUBAS[I
‘posaLIBIILUNS 9 JOU UBD SAIPNIS ‘AJI0UaZ010)aY [BoTUI[d YSTH

ad£y uoneorqnd 10410
(Ayredoawoy Jnoqe jou) 21do) asyey S
ad£y voneorqnd 10410
ad£) uoneorqnd 10410

ad£) voneorqnd 1010

ordoy asteq

ordoy asteq
ad£) voneorqnd 1010
ordoy asteq
ordoy asteq

sarpnys ased Jurpnpour ad4) uonesrqnd 0YQO
ad£) uoneorqnd 10410

ad£) uoneorqnd 10410

o1doy asteq

o1doy asteq

ad£) voneorqnd 1010

Inj[ng pue Awnjeioyrad
wnotdAy ‘ereyns 1oddo) jo suonnyi(q oryredoswo [e1Iss
JO SUOISSTWSURI], JYSTT JS[OIARI)[[] URIPIJA] Ul SOUIYI(]

s)oensqQy uonejuasald :Ayyedoswioy

ur yoreasay a8pyg Sumn) ‘L[0T BIBIN [YH' ' MOIA0Y ¥
:AyyedooWOH U0 oI9Sy Ul SPOYIRJA PIseg-UonIsuel] aseyd

SuoneS1ISeAU] [eoul[) uewny Jo[id pue [ed
-IUI[D-21d—OUIDIPIA JIPAAINAY-OUBN pue A30[0UloAOUBN
uaa1n) y3noayJ, Aderoy], 100ue)) Jsearg ur sayoeoiddy moN

sjuaw
-eI1) JOOUED JO S}O9YO 9SIQAPE J0f saurdIpaw oryjedodwor]

190URD PIM Fureaq

SOYo9 oe[q JO K)OJes ) JO MIIAI JNEWISAS Y
qurorpaw [edrsAyd pue Anerpod ur sarde1ay) aaneaouuy
arepdn K10je[n3oy

MOTARI dIBWA)SAS Y ¢ AdeIay) Jown)

jueAn(pe 10j 9[qeIIns (U1 wnIjojro1onb uoIpusposrxo],)
*1 UOIPUSPODIXO} snyy Jo suoneredaid oryredoswoy a1y
dn-mo[[oy DS Yim Apnis [EOIUI]D B :SPIOIQY UL

eruwosur 10j armoundnoe

‘uorssardop 1oy (T Urwe)IA ‘SISO[NoIAQN} JUBISISAI-SnIpnnw

10§ Ayredoswoy ‘sNLIYIIL09)s0 10J Ade1ay) poy oneusew
-013099 “190ued dnearoued 10 (90JO[ISIW) WNG[E WNISIA

eruroynaf oneydwA] 9)noe ur wnrwoIg
uonn(I( YSTH pue UONESI[ENpIAIPU]
9J11 Jo Aypenb pue 100uB))

100lo1g
BINg BOIPIJA BLIJBJAl 9U) JOJ WnoneLnu ey jo Arewwing

QuIdIpaW dAlRUId)[E pue Arejuswo[dwo))
siown) jueugIew pasueape ur Ayjedoowoy
dnpunoy v :ouIdIpojA Arejuswe[dwo) pue Io0uB))

(s1d) syuaned (O g) 190ued ISeaIq A[Te? Juowe an3ney
pue (JAVDQ) SUIdIpaul dAneUIde-AIejuswa[dwoo [e1o Jo asn)

KoueuSiTew Jo sased SuISusTeyod JO 218D JUIOYFH

(€£107) JIoM "N ‘1oupeSwney *S ‘Sipueg 'y Uy "g 'S

(8107) Toupeswneq 'S YAzoruioNoy 'O ‘N

(0200

med ‘A Y IYSof ‘N D TewnyeysIe(q " "y ‘SSOpuBYON
seaInyq "y " ‘ewuIsUS "  odiyy, ©D A ‘AIoyoeyLIey]
AV imey Y Y uepueyoqooyy N

(6007) 19Us1q
‘d ‘US[ASBH UBA Y ‘ZIIAOMIOE 'S ‘sTurwrwun)) ‘JA ‘qessey 'S
(1102) am3rey v
(€002) 18ug g Aopuny v
(0107) ZnMmolIoH 'S
(8107) SoWIOH ‘W

(8007) aureH 'H
(£007) 1St " YSuIS ‘A ‘eidnn "N ‘eidng 'n

(ST0T) 1med [ ‘UOWIS-URUROID) Y
(S961) uur] g f

(8107) 19UsT ‘d

(9107) 19UsT ‘d

(6107) 101 "L

(9007) susqny [ "N "D *dWS[] ‘[
(1107) hong "L v

(6107) uoreq y

(0200
OISO I 'V *SINT-ZBA [ ‘S[AIYDT *§ *2IPUY *f ‘sewn(y 'y
SQ[[RIAUIIAl *D) LINSYT Y M0 d “JueIN0) *) (I_IUUOW |
‘[ SpIBYIOAH S SXNAALY °d ‘nedpe) D ‘I[usid ‘g Ayoneq
'S S9[IRYD "D ‘UMMBIN " ‘noudqn) Y ‘seArH [ ‘[eyelq N

(1100) epuedyseq ¥ 'S

UOISN[OXd I0J UOSBIY

9PLL

SQOUQIJY

(ponunuoo) g sjqey

pringer

Qs



1801

Journal of Cancer Research and Clinical Oncology (2023) 149:1785-1810

o1doy asfeq

ordoy asteq
ad£) uoneorqnd 10410

S)[NSaI ONIS[eIUN ‘ATUO SALIAS 9seD pue s)10dar ase)

ad£y vonyeorqnd 1010

ad£) uoneorqnd 10410

ordoy asteq

ssa13oxd ur [[0s sse001d JusunIMINY

ad£) voneorqnd 1010
ad£) voneorqnd 1010

ad£) uoneorqnd 10410

ad£y voneorqnd 1010
o1doy asteq

ordoy asfeq

papnjour Apearfe sarpnys

ad£y vonesrqnd 1010

ad£7, uoneosrqng 2d4£) uonesrqnd 10y10
ad£y voneorqnd 1010

ad£y uoneorqnd 1010

Apmis Teorur[oa1g

o1doy asfeq

ad£) voneorqnd 1010

100URD JSBAIq JO AI0)STY
B [)IM USWOM UI SAYSN 101 JOJ SUONIUIAINUI [EUOULIOY-UON

Iooue)) Jsealq Joj uonerpel] SuLng snpeuoq

ANOY JO UONUAIJ Y] 0] QUIR[OL], YIAN paredwo)

SIBUDYO B[NPUS[E]) JO [BLL], PIZIWOPUEY [II 9seyd
sresodoid pue sisA[euy :Ayyedoswoy

JO SSOUAATIOQYQ [BOTUI[O ) UO JJodal JUSWUISAOS UBI[RISNY

SO119S 9sed pue s310da1 9sed paysi|
-qnd JO M3TAI OTJBWIRISAS W :Ayjedoawioy JO S109JJ9 9SIAPY

soroudjod [eWISI[IW ()G Y} PUE JOUB))

Aqyedosowoy ut
SIOPIOSIp [edIS0[0JeWdRY PAI[[E PUE BIWALYNI] JO JUSWATRUBIA

sproiqy auron dnewoydwAs uo saroudjod
[WISAUAD SIA- B-SIA SAIOUD)0d [RWISI[IW AIJY UI SQUIDIPAW
oryjedosowoy Jo TerI) [edTUID PIZIWOPULI JLUDN[AW Y

USWIOA) TOOUED) Jsearq I0J Juawu
-Jeal], pUE UOT)USAAIJ SHIBULIOPOIPEY U0 AOBOLJH JUSW)BaI],
sryjedoswioy winjewolg winipey Sunenjeaq [eLi], I[] 9seyd

Juauneal], AyredoowoH INOYIIA PUB (I
100uR)) Isearq 10} Aderayjorpey Surng ansne] Jo JUSWSSISSY

sjuaned Ieoue)) ul Ayiedodwoy 9ANIppY

Kdeioy ], oriedooWOl 9ATIIPPY INOYIA
PUE )M\ SIUSNEd JOWn], JO saIreuuonsang) Jo uoneneAs

uon
-ONpONUI U :9NS1)e] Paje[aI-Iadued 10J SAIdeIoy) SARUIY

{sourorpaw Arejuawa[dwons ur s,Jey s

qIed 100UBD
ojut uorjer3ayur :sarderoy) Areyuowodwos pue dATIRUINY

jusurjean) 1eoued ur Aderoy) orgredoswoy jo Adeouyq

100ued 10j AdeIoy) J0peoSs]

Jrepdn uy :Ayyedoowol] Ur YoIeasoy

yoeay s,Ayjedoowoy Surpuaxyg

[1-3ed ‘wnoI[[eIow Wnrwped YPIm saouarradxa AN
JUSWUSSISSE [BIUS

-110dx9 :saurdrpaw dryredodowoy 1 Jo s310949 onsejdodunuy

190ued Jo Ade1oy) wnqre wnosIA

1] urmod oY1y, Jo 2onoeid ay) Sur
-nunuod — 1 11ed 2180 190UEd Ut AYjedoowoy “a1ed pajeIdajuy

(0107) BISA "D HIRIBRT ‘N
“ SOUSIO “D ‘ue[eqI0)) ‘[ ‘elojued ‘I, ‘oumde)) " ‘epey 'O

(#00T) UOQIEQIUOIA] X (oL
-1e)) *)) {SAIqUOH (] 'V ‘YorAUNS 'l “ZOWOL) * ‘IO ‘d

(8107) uradod g

(2107) 18u1g " ‘1QreIofy 'V ‘1yzZpesod ‘d
(8007) 19%ed 'd g

(9861) Yoared 'S I

(9107) dekeN *D ‘y3urg ‘A ‘ueyqeuewr
-ped ‘N ‘1A9( d ‘ewreys Y eyrereyg ‘A 'S Y T ‘ualog
VY cewreyS ‘g yiey d ‘ISeuvIeA ¥y eIpuf ‘g 1eqQ d

(8102) N

(9100) PN
(T100) PN

6000) N

(L661) TN ‘N
6107) SISOIN "D

(8661) UOIA "

9007) Isurg “H <[[ossmy ‘N “0ZZEB[IA S
(1102) ©WPIN

(6102) sIypa ¥

(6107) e N "L ¥

(9007) 1o1seN [

(L661) TeyeIEN d "L
(8L61) 10107 Y

(¥000) ¥T1°0 D

UOISN[OXd I0J UOSBIY

9PLL

SQOUQIJY

(ponunuoo) g sjqey

pringer

A's



Journal of Cancer Research and Clinical Oncology (2023) 149:1785-1810

1802

ad£) uoneorqnd 10410
ordoy asteq

ordoy asteq
ad£) voneorqnd 1010
ad£y voneorqnd 1010

Ayredoowoy jnoqge 1pnis auo ATUo YPIm YS

papnjour ApeaIfe saIpnjs JUBAJ[I S

Ayredoowoy Inoqe 2rpnis U0 ATUO M YS
ordoy asteq

ad£) uoneorqnd 10y10
ad£y uoneorqnd 1010

ordoy asyeq
ad£) voneorqnd 1010

ordoy asfeq
o1doy asfeq
ad£y uonesrqnd 10yO

(paaodar oua
-19Ja1 ou Inq) Ayyedoawoy Jnoqe | AJUo ‘saIpnis ¢ ATUO YIIM S

ad£y voneorqnd 1010

2d£) uoneorqnd 10410

0qooe[d snsioa sjuened 190UEBD JO JUSUNEIT)
oryredoawioy pazifenpIAIpur Yy SuIssasse Apnis purjq-9[3urg
({2[110q 9} UI S JeYA\—SUIOIPIW [eqIOH

sjuow
-Jea1) Jo0UED 9ATIRUIS)[E J0J suStedwred SUIpuUNpMoId Sjusned
Kdezoyyowrayd Surpnjout ewoydwA| 0) yoroidde pojerdajur AN
sjuaSe 1eouronjUE S sjonpoid [eInjeN

STeLI} eOTUI[D PI[[OIUOD JO
MITAQI J1JRWISAS 7 :AS0[0jetUIap UT SArpawal O1yjedooowoH

hehlilg)

ur Aderoypowray) pue AdeIdyiorpey] Jo s109Jq 9SIIAPY Ul
AyredoowOY JO S[BLI], PO[[OTIUO)) JO MITAIY ONEWISAS Y

SasA[eue-ejow

pUB MIIADI OIJBWISAS Y :SIOAIAINS JOUED JO JJI JO Ayfenb
) UO QUIDIPAW AANRUIANE pue ATejuswd[dwod Jo 1999 Y],

surorpawr 03 wopSury jue[d SY3 JO UOHNQIIUOD Y],
syuoned 190UBD

10} Ayjedoowroy Jo 1Y UB :1SINUI JO SIOIJUOD JO 2INSO[D
-s1p pue soqaoe[d ‘Surpurjq proAe 0} uoIsIAp onewseld y

I90UR)) J0J SPIIM
JI9JURD JSBAIq YIIM PISOUSEIP USWOM UT SUIOIPIW
aaneuId)e pue Krejuswo[dwrod Jo asn oy} Surmor[oj sisousSoiq

Iaoue)) Jsealq Uy sepo)) dryredosowoy Suryoer)

soAnoadsiog armng
)im 9JI' JO puy pue uonerfed ured Jooue)) ur Ayyedooowo]
(A1e31) BOONT JO [e3IdSOF] oY) Ul JIp pue JUIdIpoW AIe)
-uowa[dwos Y syuaned 1eoued oy} 0) yorordde aanei3aug
Y11 SuLImd Y], 03 UONINP
-onur ue — | 31ed :o1ed 100ued Ul Ayyedoowoy "a1ed pajeISAul
[suoneray d1peA( Jo SISATeUY Uy
:S9SBASI(J JNEWOS 9I0AQS UT QOUDI[ISAY PUE SSANSI(T [BIUIIA]
[eL1) pa[[onu09-0qade[d pazruopuer
© JO synsay ¢ suaned 100ued Jsea1q Ul SIsowe Aderayjowayd
-3s0d jo [onuos o aaoxdwr Ayjedoswoy juean(pe ue)
s1ouonnoeid
[e10Ud3 JO 939[[0D) [BAOY Y} PUEB SUIDIPIA ATEBI[[ed JO UON
-BI00SSY () Y} AQ PasIopud A12100S ured ysniig ay) woij
aAnoadsiad e :ured 100ued Xo[dWOd puE poje[eI-jUSUNEIT)
‘@Inoe ‘Ajrunwod 9y ut juswadeuew (sarderoy) Arejusw
-1[dwod pue euonjuaAIiul ‘TedrsAyd :g 1xed :ured 1ooue)

(9100) ®BII°qBIEd "A “0ATES 1A
S ‘oue[ng ‘N "D ‘odue[el, ]
(2007) sneng g °S

(6102) Preyme) [, ‘10pAug
(S007) Wrws 'S
(¥661) ure[ S ‘eyuIg °S

(1107) I9B[AIRIA 9T ‘A ‘0qedeqey] *D “Ieuows '],

(6107) BISTA 'd :Sred 'O "I “YekeN "D ‘epnyS g

(€102)
udy) ' "A ‘PIRYUIRIN) G 9[eD) "N ‘B[DSB], "], ‘UosIdouys ‘D

(8L61) PII_YS [ H

(S107) WneqrqQ ‘I *sseld ‘I ‘meys ‘d
(S102) yeus 's

(2107) 20191 d [ ‘UBWMAN 'V ‘A ‘uosioned ‘g Y ‘qinbeg
N SAsus[peN T ‘uelerejeN T ‘IoyIed 'V g ‘qmbeg 1
(0T0?) ueyes 3 ‘N

(6107) £&2@ ) ' ‘eAapyoes °f
(910¢) MWIp[eg T TULSD[[Od ‘AL IO "D {IYIIL ‘AT SISO

(¥007) 198s0Y "D

(1200
sneng g 1aqied W pruayos ‘S ‘UdYOrusef ‘(I \Jyepussoy ‘[
(6002) 10194 “( “prefeq "V 10AId "X ‘uns
-03y D ‘e[reisenn J ‘[ ‘umboer ‘g ‘[ oyjeo) " 10[ayorg
"L ‘pressog-ApIeH "D 'V ‘[edusnoid ‘[ ‘prenbo)-Aey 1T

(0107) @1ren( Y ‘uosuyor

N osyedeley " (YSno[nDIIA Y (Issor - ‘Sunox 'y

£K0I0DA( [ ‘YIS-Tomy "D ‘IOPIA ‘g Io[NId ‘N ‘uosdurg

'd°qq0Y Y Nauudg T N "U2I[] "D SSWRIIIM [ ‘IS
-renybre | ‘oLureq ‘[ ‘rezpowyy °S 10JsoH [ {[eeydey

UOISN[OXd I0J UOSBIY

9PLL

SQOUQIJY

(ponunuoo) g sjqey

pringer

Qs



1803

Journal of Cancer Research and Clinical Oncology (2023) 149:1785-1810

ordoy asteq

Kyenb [estpoyjewr 1004
ad£) uoneorqnd 10410

ad£) voneorqnd 1010
ad£) voneorqnd 1010

(popnyour uaIpqIyo) ojdwes SUOIA
ad£) uoneorqnd 10410

ad£) uoneorqnd 10410
o1doy asfeq

ordoy asteq

ordoy asteq

BIWOYNOT
PIO[RAIA OTUOIY) UT JUSWSAJOAU] [eUny AIe[[Npawen)Xq

Apms aanelend)

[[ews © JO s}Nsay :21e)) Jodue)) [ens[) 03 Joun(py ue se judw

-year], oryyedoowoy Yim saouarradxy pue Jo 9s() J0j SUOSEY

SMIIAY OTBWRISAS JO MIIAIOAQ UY
‘ureq 1ooue)) IO QUIDIPIJAl ANRUISNY pue Arejuswe[dwo)

Sa1pN)s [eyudWILIAdXa 0 [BSIUI[O WO JYIISur
doo( :3usunyean 100UED UT SYIOM QUIDIpaW dryjedoswoy MO

K3o10ouQ ur Ayyedoswoy Jo anfeA PIppPVY

JUQU}EaI) SUTATODQI JOOUBD
ym syuanyed 10J spisoonwi [e1o 3unuaadld 10J SUOTIUAIIU]

BOIPIIA BLIdIBIA AS0[00UQ) :sFni(] Jeoue)) oryedoswoy
7 red ‘190uBD JO Juunean osryjedoswoy Ay,
sarderoy) Areyuowrodwos jo asn)

Jqe

-[reaeun skempe jou Jnq paroiddeun) ¢siuounean [ejuowrradxyg

sreydsoy onyjedoswoy SHN
Ay} ur sawodno pajrodar-juaned 1oy Sumes pIepuels Spremo],

(6107) d1a032qynsny “( ‘SUnNog N [

(6107) WIOMNON(T *[ “UIIASYIA d 9PX D
(#102) 1om "H ‘utfoeq 'H :3uop
-Top\ T ‘ueyz °S iy 7 ‘Surdry (& (SutASuery 'Y nluex ‘g

(8107) 0vY 'S 'S ¥ "M 99[ "d ‘ArpeX Y
(8107) 1110 °[
(1107) "Te 10 Auue[D ‘W
'Y fssouIny *§ ‘ueAlg ‘O ‘uosyre[) g ‘[ ‘UoISUIYIIOM ‘A 'H
(8107) poom d
(8007) S1oquadUILY] UOA Y D
(¥661) STYIIA 'V

(0007) uosdwoyy,
(8007) usTeuniy A g 'L 10510y ‘H Aoy

‘@ hes1ey M H [ SUSS[RIN [ “H ‘TSI A\ S 93pInyoe]

‘M AQITY AL L SIRUSL d spueld ‘A ‘Z)A0NIog Y °S
‘uolreq ‘[ 'S ‘uosyeq 'S "g Q1IN "L ¥ ‘uosdwoy], v ‘g

UOISN[OXd I0J UOSBIY

9PLL

SQOUQIJY

(ponunuoo) g sjqey

pringer

a's



1804

Journal of Cancer Research and Clinical Oncology (2023) 149:1785-1810

significantly, except for an increase of headache in arm B at
6 and 12 months (p =0.040; p =0.030). A subgroup analysis
including only patients without tamoxifen regimen showed
significant differences, arm B, in HF severity score (fre-
quency times severity: B vs C p=0.010, A vs B p<0.001)
and in the total number of HF (B vs C p=0.006, A vs B
p =0.002). Furthermore, patients in arm A had a lower
severity score and fewer HF in total.

Assessing 53 breast cancer patients, a RCT by Thompson
et al. (2005) did not find any significant differences in activ-
ity- and profile-scores (all p’s > 0.05) between the interven-
tion group receiving individual homeopathic treatment for
16 weeks and the placebo group. No significant differences
were found in menopausal symptoms (conducted through a
questionnaire) as well, assessing night sweats frequency and
influence on sleep (p =0.750; p = 0.870) and day sweats fre-
quency and disturbance of everyday functioning (p =0.300;
0.220). Only the differences in terms of satisfaction were
significant, but in favour of the placebo group (p =0.010).
On HF -severity and -frequency no data were reported.

In another study, 138 randomised patients took the home-
opathic remedy BRN-01 (Actheane®) or a placebo twice a
day for at least 8 weeks in addition to their adjuvant endo-
crine therapy (aromatase inhibitor or tamoxifen with/without
ovarian suppression). There were no significant differences
in the HF-score after 4 or 8 weeks (p =0.756; p=0.775),
compliance (p = 0.606) or satisfaction (Heudel et al. 2019).

Quality of life (QoL), quality of recovery (QoR), global health
and subjective well-being

The influence of homeopathy on improving the global
health status or subjective wellbeing was assessed in an
RCT by Frass et al. (2015). For an unstated duration, 373
unblinded patients with different kinds and stages of car-
cinoma received either chemotherapy or radiotherapy only
or an additional individual homeopathic treatment. After
4 months, the arms showed significant differences in global
health (via EORTC QLQ-C30, p =0.005) and subjective
wellbeing (via visual analogue scale (VAS), p <0.001)
favouring homeopathy.

Assessing 150 patients with advanced non-small cell
lung cancer (NSCLC) receiving chemotherapy and an indi-
vidualized homeopathic treatment or a placebo, the authors
found comparable results in their RCT in 2020 after 9
and 18 weeks in global health status/QoL (p <0.001) and
subjective well-being (via SF-36, p <0.001) (Frass et al.
2020a, b). In both trials, most of the assessed function- and
symptom- scales showed significant differences favouring
homeopathy after 4 months (Frass et al. 2015): p <0.001 for
physical, cognitive, social and emotional functioning as well
as fatigue and pain; role functioning p = 0.040, dyspnoea
p=0.002, insomnia p =0.029, appetite loss p =0.007) and
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after 9 and 18 weeks (Frass et al. 2020a, b: p <0.001 for
physical, role, emotional and social functioning as well as
fatigue, nausea and vomiting, dyspnoea, insomnia, appetite
loss as well as constipation (p =0.008; p =0.005). Signifi-
cant differences only after 18 (and not 9) weeks were found
in cognitive function (p =0.113; p=0.001), pain (p =0.061;
p <0.001), diarrhoea (p =0.590; p =0.017) and financial dif-
ficulties (p =0.134; p =0.021). The results for vomiting and
nausea, constipation and diarrhoea in the study by (Frass
et al. 2015) did not reach significance.

Patients with former homeopathic experience were sur-
veyed regarding their attitude concerning homeopathy by
Frass et al. 2020a, b) in their study on patients with NSCLC.
The majority of patients in the study arm receiving homeop-
athy had been referred to the former homeopathic treatment
by doctors (57.1%, arm B 17.6%) and their expectations
regarding a homeopathic effect were significantly lower
(»=0.010) than the expectations of patients in the placebo
arm, who had significantly more often used homeopathy
without a doctor’s recommendation (p = 0.039).

In a RCT by Jacobs et al. (2005) 66 breast cancer patients
were analysed and received either a placebo combination
medicine plus a homeopathic single remedy (arm A),
Hyland’s Menopause (a homeopathic combination medi-
cine) plus a placebo single remedy (arm B) or 2 placebo
medications (arm C). After 1 year the study found significant
results in QoL not in terms of physical function but in gen-
eral health (via SF-36) favouring both homeopathic arms A
and B over placebo (p =0.020; p =0.030).

Further studies observing QoL did not find significant
differences: neither in a controlled trial with 20 non-blinded
and non-randomized patients with head and neck tumours
(Steinmann et al. 2012), no p values reported) receiving
Traumeel S or sage tea for mouth rinses against radiother-
apy- or radiochemotherapy- induced oral mucositis, nor in a
RCT with 138 patients who took, additionally to their adju-
vant endocrine therapy, the homeopathic remedy BRN-01
(Actheane®) or a placebo (Heudel et al. 2019). In the latter
study no statistical analysis was made between the groups
and the result presentation was incomprehensible.

Two RCTs (Lotan et al. 2020; Thompson et al. 2005)
found no significant differences in general health, QoL or
QoR comparing the effects of Arnica montana and an indi-
viualized homeopathic remedy to a placebo (no p value
reported; p =0.850).

Anxiety and depression

This endpoint was assessed by Thompson et al. (2005), who
found no significant differences for anxiety and depression
between the homeopathic and placebo arm in 53 randomized
breast-cancer patients.
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Safety, tolerance and side effects

Two studies analysed safety and side effects as one of their
secondary endpoints.

The reported adverse events (AEs) in the RCT by Luca
Sorrentinoet al. (2017) by five patients taking Arnica mon-
tana were not correlated with the homeopathic treatment.
None of the AEs stated in another RCT were related to the
study treatment with BRN-01 (Actheane®) or the placebo,
as well (Heudel et al. 2019).

Six studies reported no side effects related to the inter-
vention drug (Frass et al. 2015; Frass et al. 2020a, b;
Freyer et al. 2014; Karp et al. 2016; Lotan et al. 2020;
Pérol et al. 2012). Further four studies (Clover and Ratsey
2002; Gaertner et al. 2014; Schlappack 2004; Steinmann
et al. 2012) gave no information on side effects of the
study remedies. Because the studies assessed the homeo-
pathic treatment during cancer care, it was often impossi-
ble to define the exact cause of the reported AEs. Balzarini
et al. (2000) reported one drop-out due to homeopathic
exacerbation (Belladonna 7cH globules, two times a day
and X-ray globules once a day) and four drop-outs due to
the AE’s of radiation.

In another study (Jacobs et al. 2005) there were no AEs
reported by the breast cancer patients receiving a placebo
combination medicine and a verum single remedy in arm A,
a verum combination medicine (Hyland’s menopause) and
a placebo single remedy in arm B or 2 placebo medications
in arm C. But statistical analysis showed an increase of HF
and headaches in arm B although the overall incidence (any
type, any grade) was equally distributed between all groups.

Thompson et al. (2005) reported that about 25% of
patients in both groups (receiving an individualized homeo-
pathic remedy or a placebo) suffered side effects with only
minor differences in terms of aggravations, appearance of
new symptoms or return of former symptoms. Details about
severity, kind of AE and whether they relate to the remedies
were not given.

Further seven studies were included for side effects (Clo-
ver and Ratsey 2002; Forner-Cordero et al. 2009; Freyer
et al. 2014; Gaertner et al. 2014; Schlappack 2004; Thomp-
son and Reilly 2002; 2003). Of these, two studies reported
no information about AEs and were, therefore, mentioned
in the listing above (Gaertner et al. 2014; Schlappack 2004).

A study by Forner-Cordero et al. (2009) analysed 17
breast cancer patients after unilateral breast surgery with
exhibited arm- lymphedema, who were treated with oral
Lymphomyosot (15 drops or 3 tablets) for three times a day
over the study period, in combination with compression
hosiery, daily kinesiotherapy and skin care. Eight patients
experienced treatment-emergent AE ‘s and four patients
had to discontinue their treatment due to AEs (one patient
each with nycturia, hypertensive crisis, right hypochondrial

pain, heartburn, no further information given). Further AEs
reported were anxiety, constipation and dry mouth.

Another study by Thompson and Reilly (2002) reported
reactions of homeopathic remedies that were given accord-
ing to individual assessment in 17 of 57 patients with differ-
ent cancer types receiving conventional cancer treatments.
Reactions included aggravation of symptoms, development
of old symptoms from years ago (reported as part of the
healing) and transient worsening of symptoms (which set-
tled on stopping the remedy). None of the AEs necessitated
withdrawal of homeopathic medicines, but one patient was
advised to stop the treatment because of an acute blast phase
of chronic myeloid leukaemia.

In 2003 the authors assessed individualised homeopathic
medicine in breast cancer patients under conventional can-
cer therapy and reported new symptoms in 7 of 40 patients,
return of old symptoms in 10 patients and 1 patient suffer-
ing a difficult aggravation of symptoms which stopped with
pausing the homeopathic treatment (no further information
given) (Thompson and Reilly 2003).

Discussion

Before summing up the main results it should be noted
that due to the variety of remedies, potencies and indica-
tions used in the included studies, finding evidence of the
effectiveness of homeopathic treatment in cancer patients is
problematic. Patients receiving individualized and changing
homeopathic treatment even within a single study gener-
ate difficulties in deriving results for certain symptoms. As
heterogeneous as the homeopathic agents were the types of
cancer and, consequently, the conventional anti-cancer thera-
pies, leading to many different observed endpoints.

All of the included studies showed strong methodical
deficits in study design and reporting of the data such as
incomplete description of sample, patient characteristics,
drop-out, dose, duration of intervention or statistical data.

Regarding the influence of homeopathy on toxicity
of cancer treatment, one study analysed skin reactions of
irradiation (Balzarini et al. 2000) and obtained conflicting
results both to the advantage and disadvantage of homeopa-
thy which may have been biased by the small sample size.
The authors reported a trend of less dermatitis and for one
assessment (t5) interpreted a p =0.05 wrongly as signifi-
cant in favour of the homeopathy group. It remains unclear
why the authors used invalid scores instead of internation-
ally accepted and valid scores (Radiation Therapy Oncology
Group -score for example).

One study by Karp et al. (2016) addressed the homeo-
pathic influence on JP and JS caused by aromatase inhibi-
tors. Patients who received homeopathic treatment were
reported to have a significantly greater improvement in all
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results concerning JP and analgesic use. Contrary to this,
only a few measurements were significant (mean time to
disappearance of JS, morning intensity and worsening of
JS). Strangely, more patients in the control group stated JP
at inclusion, but took less analgesics than patients in the
homeopathic group. The analgesic consumption, however,
was not properly described at materials and methods. More-
over, the study shows severe methodological weaknesses:
both arms were unblinded, not randomized and important
inclusion criteria, such as cancer stage, are not mentioned.
The authors report only few p values that mostly refer to the
composite scores for joint pain and joint stiffness, leading to
highly significant p values. But these scores are not valid and
seem questionable. Moreover, the generated percentages are
based on different baseline values. For their calculations, the
authors seem to use either two different numbers of patients
at inclusion for each study arm or the number of patients
after 3 months. It remains incomprehensible and unreported
which dataset is used for which endpoint and some calcu-
lated results stay questionable. Also, some numbers reported
in the text differ from those in the tables. Furthermore, the
comparability of both groups is questionable: each group
was treated at a different hospital and patients showed severe
differences at inclusion already. Besides, the drop-out was
high and differed in both arms (homeopathy arm 45%, con-
trol arm 20%).

Chemotherapy-induced nausea and vomiting (Pérol et al.
2012) as well as oral mucositis during radiotherapy or radio-
chemotherapy (Steinmann et al. 2012) were studied in one
trial only, and both were unable to find a homeopathy effect.
Vomiting episodes that Perol et al. reported significantly
more often in the placebo group during the 3rd chemother-
apy cycle, were not obtained over the 4-6th cycle and had no
impact on the Functional Living Index. Although Steinmann
et al. reported a significant advantage for the homeopathic
group regarding preservation of taste in week 4, the authors
provided no data on significance for this statement that was
based on diaries of the 20 patients. Furthermore, the use of
systemic and local analgesics was higher in the homeopathy
group compared to the control group. Whether this is the
result of harm caused by the homeopathic remedy or other
reasons remains unclear.

Only one study assessed the influence on JP on quality
and quantity of sleep (Karp et al. 2016). The patients in
this controlled trial received either aromatase inhibitors
only or additionally Ruta graveolens SCH and Rhus toxi-
codendron 9CH. To the benefit of homeopathy, the study
showed a significantly worsened impact of pain on sleep
concerning JP in the placebo group after 3 months, while
the homeopathy group remained unchanged. Regarding the
results of patients whose sleep was never disturbed by pain,
no statistical analyses were done. However, the authors use
different baseline values for their calculations and it remains
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incomprehensible and unreported which dataset is used for
which result. Also, the patients in this study were neither
blinded nor randomized and important inclusion criteria,
such as cancer stage, was not reported. Furthermore, the
patients in the study arms showed strong differences right
from the start and were treated at two different hospitals,
which limits the comparability. Additionally, the drop-out
was high and uneven (homeopathy arm 45%, control arm
20%).

Inconsistent findings were obtained in two blinded and
placebo-controlled studies assessing the effects of homeo-
pathic interventions on time to drain removal in breast can-
cer patients after mastectomy (Lotan et al. 2020; Luca Sor-
rentino et al. 2017). Luca Sorrentino et al. (2017) reported
significant differences favouring homeopathy in two differ-
ent regression models of the per-protocol-analysis only: in
total volume (including treatment, collected volume on day
of surgery, patient weight) and in changes in volume col-
lected from day 1 to each following day in two time points
(including treatment, collected volume on day of surgery).
Yet, neither the overall results in the ANOVA—nor the
regression- model of the ITT-sample did reach significance.
The study lacks reporting quality: only few baseline charac-
teristics are described, details on cancer stage are missing
and the reporting of results for the endpoints is incomplete.
The comparability of both study arms is questionable due
to missing detail about whether mastectomy was performed
with or without reconstruction, which most likely affects
the amount of volume. Most importantly, the authors do not
report whether both arms of the PP-analysis are comparable
to the baseline data or not. That is why the results of the
PP-dataset are not usable. Furthermore, the high and uneven
drop-out (homeopathic arm 12%, placebo arm 26%) and the
small sample size (53 patients) may have biased the PP-data-
set and limits the generalizability of the results even more.

Lotan et al. (2020) reported significant advantages for
the homeopathic group, but included patients for therapeutic
as well as prophylactic mastectomy which may have gone
along with different radicality of the operation in both arms.
Also, the volume of the operated breast and the implant were
different in both arms. This, and a different radicalism of
the operation, most likely affected the drained volume and
postoperative complications and biased the outcome. Addi-
tionally, the durations until drain removal in the results are
in contrast with the range of drain times stated in the limi-
tations (3-32 days). Further severe inconsistencies are the
changed trial protocols during the study, as well as the une-
ven compliance and drop-out of patients. They were kept in
the statistical analysis as partially treated, but no data were
reported. Besides, only few patient characteristics are stated.
Last but not least, the authors either report wrong numbers
or transposed them. Further limitations of this study were
discussed by the authors. Hence, these trials cannot serve as
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evidence for the effectiveness of homeopathic treatment in
breast cancer patients.

Frass et al. (2020a, b) conducted the only study observ-
ing the use of a homeopathic treatment on survival among
patients with advanced non-small-cell lung cancer. Signifi-
cant differences in median-, 2-year- mortality and estimated
survival time were found favouring a homeopathic over a
placebo and a not randomized control group. But as dis-
cussed by the authors the comparability between the arms
is restricted as there were significantly more patients with
N (Nodus) stages 0—1 in the placebo arm, and more patients
with N stage 3 in the homeopathic arm (p =0.010). Fur-
thermore, there are serious concerns with respect to the
reporting of this study: the authors gave contradictory state-
ments in the text and study protocol on whether the control
group, that refused randomization, was given verum or not.
Additionally, the high and uneven drop-out (homeopathy
9.8%, placebo 29.8%, no data for control group) might be
the result of some selection bias. A serious concern also is
the unusually high number of deaths in the first weeks in the
placebo group, for which there is no explanation. The fact
which is most serious concerning the scientific conduct of
the study is the fact that the trial protocol has been changed
for several times. This is well documented as the study was
registered in clinicaltrials.gov (‘“https://clinicaltrials.gov/ct2/
show/ NCT01509612?term =33010094 + %5BPUBMED-
IDS%5Dé&draw =2&rank =17). Instead of 3 pre-planned
only data on patients with one cancer type was reported,
instead of 600 participants as stated in the registration only
150 were included in the final manuscript of the study while
the number of exclusion criteria was raised from 1 to 20. The
date of a document with modifications (January 2011), is set
a year before the study was first registered in January 2012,
but already contains changed parameters similar to those
in the published paper (but lists 300 patients to include).
Moreover, the planned follow-up was reduced from 104 to
18 weeks.

Three studies assessed the influence of homeopathic
interventions on HF and menopausal symptoms. Two of the
studies, that were placebo-controlled and double-blinded,
demonstrated no significant effect on HF or menopausal
symptoms (Heudel et al. 2019; Thompson et al. 2005). On
the contrary, according to Thompson et al. (2005), patients
receiving homeopathy were, to a significant degree, even
more unsatisfied with the treatment than the placebo group.

Contrary to this, in a subgroup without tamoxifen regi-
men, a three-armed, placebo-controlled, blinded study
(Jacobs et al. 2005) showed a significant increase in the total
number of HF in arm B (homeopathic combination medicine
(Hyland’s Menopause)) compared to arm C (2 placebos) and
compared to arm A (placebo plus an individualized homeo-
pathic single remedy). Whether or not that was the result of
a harmful impact of the homeopathic combination remedy is

not discussed by the authors. The study also showed a lower
severity score and fewer HF in total in patients in arm A.
The p values for mean difference of HF severity score also
showed significance to the disadvantage of arm B, but look-
ing at the confidence intervals the calculated significance is
highly uncertain. The comparison of the single homeopathic
remedy and a placebo did not reach statistical significance.
While the patients in arm B showed a higher number of HF,
had a worse HF severity score and an increase of headache,
they showed, just as the single homeopathic remedy, a sig-
nificantly improved general health score (via SF-36) com-
pared to the placebo group after 1 year. Strangely, the non-
responding placebo group did not receive significantly more
changes of prescription. These inconsistencies might be the
result of numerous methodological weaknesses of the study:
most importantly, the high and uneven number of patients
that had dropped out at 12 months (single remedy 36.7%,
combination remedy 23.1%, placebo 40.7%), although all
of the randomized patients were analysed. Methodologically
questionable is the inclusion of patients with only 3 HF per
day, which leaves only a low potential for improvement. It
remains unreported whether patients in arm A had taken the
remedy before the first telephone interview (after 1 month)
because it was mostly given monthly or every 2 months.
Furthermore, the patients were analysed in small subgroups
with only ten patients in some groups. Baseline data for the
endpoints are missing, and many results were (most likely
due to missing significance) not reported at all. Therefore,
the statements in this study should be viewed with caution.

Six studies investigated the effect of homeopathic inter-
ventions on QoL and QoR. Two trials reported a positive
influence on global health status and subjective wellbeing
(Frass et al. 2015; Frass et al. 2020a, b). Significant dif-
ferences were found for the majority of the assessed func-
tion- and symptom-scales after 4 months or 9 and 18 weeks,
which were valued subjectively by the patients themselves.
Contrary to this, Jacobs et al. (2005) reported an effect of
homeopathy regarding QoL only in general health, but not
in physical function. Four studies (Heudel et al. 2019; Lotan
et al. 2020; Steinmann et al. 2012; Thompson et al. 2005) did
not show a significant effect on QoL or QoR.

Again, the seemingly positive studies have numerous
methodological weaknesses. The patients in the trial by
Frass et al. (2015) were unblinded and not compared to a
placebo- or active control group. Moreover, the results were
reported for patients without chemotherapy and metastases,
while the authors state that 24.4% of the patients had metas-
tases and 49.1% received chemotherapy. Furthermore, the
VAS used in the study is not a valid score. The authors used
multiple imputation models without reporting the quan-
tity of the calculated missings. Taking a closer look, 37
out of 410 randomized patients dropped out, leaving 373
patients to receive study treatment. Only 335 completed
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the questionnaires at the first and second visit and only 282
patients completed the third visit, while 373 patients were
analysed. Thus, about 10% of the data for the second visit
was imputed, about 24% for the third. Considering the high
dropout (homeopathic arm 34.8%, control arm 27.5%) and
the different attention between groups, the multiple imputa-
tion techniques that were used might have led to incorrect
results: patients in the homeopathic arm (who might expect
an improvement in well-being due to the remedy or talks to
a homeopath) are more likely to drop out because of disap-
pointment than patients in the control arm (mostly taking
part to support science). Perhaps because these results were
more pleasant for the authors, they compared only visit one
and three and did not report the results of the second visit.

The second study by the author Frass et al. 2020a, b) has
been discussed above— due to the serious concerns on that
study, also the data on QoL do not provide sound evidence.
The follow-up for QoL changed from 2 years to 18 months.
Likewise, as mentioned already, the drop-out in the study
by Jacobs et al. (2005) was high and uneven (single remedy
36.7%, combination remedy 23.1%, placebo 40.7%) and
might have, together with the small sample size of the sub-
groups (ten patients only in some groups) biased the results.

No effect of homeopathy was found regarding anxiety and
depression by Thompson et al. (2005), the sole study in this
review assessing that endpoint and lacking report quality.

All in all, our systematic review does not provide any
evidence on the effectiveness of homeopathy in cancer care
that is higher than a placebo effect.

As in higher dilutions there is no substance left any
more, this result is in accordance with scientific knowledge.
Accordingly, we doubt that any further well-conducted
studies will come to another result. Some physicians may
be inclined to use homeopathy as a placebo due to its high
acceptance and reputation in the society and for patients.
This makes it much easier to use the placebo effect than
prescribing an unknown receipt. Moreover, homeopathy
seemingly has no strong side-effects. Yet, lower dilutions
may contain an amount of the substance that may lead to
allergies or other side effects. Mostly, these effects will be
small. Yet, this seeming advantage is no argument to justify
the use of homeopathy as a placebo. Patients having a posi-
tive experience with homeopathy and other CAM tend to
use these ineffective methods also in case of serious diseases
(Huebner et al. 2014). Also, any delay in symptom manage-
ment during cancer treatments in favour of a homeopathic
treatment goes along with a deterioration of the patient’s
supportive management.

Important to know, homeopaths have their own interpre-
tation of symptoms going on or even increasing while the
patient is taking homeopathy: initial worsening allegedly is
a proof of the correct choice of the homeopathic remedy.
For cancer patients, this idea is highly dangerous as it may
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lead to a further delay of treatment. Such worsening has been
reported and misinterpreted in several studies in our review
(Balzarini et al. 2000; Jacobs et al. 2005; Thompson et al.
2005; Thompson and Reilly 2002; 2003).

Limitations of this work

This systematic review exhibits some limitations that must
be mentioned. As listed in the exclusion criteria in Table 1,
studies concerning children or teenagers were excluded
and only trials with adult patients were analysed in this SR.
Excluded were also other publication types than primary
investigations or reports; preclinical studies, case reports
or gray literature such as ongoing studies, unpublished lit-
erature, conference articles, abstracts, comments or letters.
Besides, we included only studies in English or German lan-
guage, leaving possible studies in other languages unconsid-
ered. Furthermore, we could not conduct a meta-analysis.
The essential reason for this is the large heterogeneity of the
included studies, which was already described in the begin-
ning of the discussion. We had to compare trials with dif-
fering design, endpoints, homeopathic intervention, type of
cancer, cancer stage or cancer care to gain a comprehensive
overlook. Besides, most of the subgroups were small and
the majority of studies had a high risk of bias. The points
mentioned would have limited the quality of a meta-analysis
severely so we decided to summarize the included studies as
a systematic review.

Conclusions

All in all, the results for the effectiveness of homeopathy in
cancer patients are heterogeneous, mostly not significant and
fail to show an advantage of homeopathy over other active
or passive comparison groups. No evidence can be provided
that homeopathy exceeds the placebo effect. Furthermore,
the majority of the included studies shows numerous and
severe methodological weaknesses leading to a high level of
bias and are consequently hardly reliable. Therefore, based
on the findings of this SR, no evidence for positive effective-
ness of homeopathy can be verified.
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