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HOMOOPATHIE
Wissenschaft und aktuelle Diskussion

Diese Zusammenstellung bietet einen Uberblick zu wichtigen Forschungsarbeiten aus
» der Humanmedizin
» der Tiermedizin
» der Versorgungsforschung
» der Grundlagenforschung

Die Grundlagenforschung zeigt, dass spezifische physiko-chemische Effekte fiir poten-
zierte Substanzen wie Globuli messbar sind. Darliber hinaus werden Heilungserfolge in
einer wachsenden Zahl von klinischen Studien beobachtet und quantifiziert. Daher ent-
spricht eine Verbreitung pauschaler Negativurteile nicht dem Standard guter For-
schungspraxis. Die hier wiedergegebenen Abstracts aus den einzelnen Forschungsfel-
dern ermoéglichen dem Leser einen eigenstandigen Einblick in die aktuelle Entwicklung
einer modernen, evidenzbasierten Homdopathie.

Voreilige Urteile - Eine Hauptquelle der menschlichen Irrtumsfahigkeit

,Es ist unmoglich,
Flugmaschinen zu
bauen, die schwe-
rer sind als Luft!“!

,Diese Strahlen des
Herrn ROntgen wer-
den sich als Betrug

erweisen!”

,Das Radio hat
keine Zukunft!“

So informierte der fiir seine Erfindungen geadelte Physiker und Elektrizitdtsforscher
Lord Kelvin die Biirger und das englische Parlament, das er zu Forschungsfragen beriet.
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Da wir als Menschen - wie als Wissenschaftler - ebenso irrtumsfahig wie erkenntnisbe-
gabt sind, griindet sich die moderne evidenzbasierte Medizin bisher auf dre/ Sdulen.

1. Die Erfahrung und die Erkenntnis des Therapeuten
2. Die Werte und Wiinsche sowie die Erfahrung des Erkrankten
3. Der aktuelle Stand der Wissenschaft und des medizinisch Wissbaren

Die womdglich wichtigste Saule der evidenzbasierten Medizin wird in der aktuellen

Debatte oft ausgelassen:
Es ist der Mensch, um den es geht.

Zur zentralen patientenorientierten, zweiten Saule der evidenzbasierten Medizin
Zu den Erfahrungen und Beobachtungen der betroffenen Biirger gibt es in der EU einen
hohen Forschungsbedarf fir komplementdre Methoden wie die Homd&opathie." Zu-
gleich existiert interessante Evidenz durch Birgerbefragungen: In Deutschland und
Frankreich® leben fast 30 % der EU Bevdlkerung. Laut aktuellen und unabhangigen Be-
fragungen haben in diesen beiden Landern ber 85 Millionen Menschen selbst Erfah-
rungen mit Homoopathie gemacht. 72 % von ihnen sind mit dem Ergebnis zufrieden
oder sehr zufrieden.

- 73% der dazu befragten Biirger wiinschen, dass die Homdopathie im Gesund-
heitssystem zur Verfiigung steht und von den Krankenkassen finanziert wird.

- In Deutschland wiinschen sich 85 % der Bevolkerung die Erforschung der Ho-
moopathie an Universitaten.

- Rund 3 von 4 Birgern erwarten, dass diese Erforschung durch fachkompetente
Wissenschaftler auch vom Staat finanziert wird®.

Das deutsche Grundgesetz schiitzt diese an der eigenen Gesundheitserfahrung orien-
tierten und selbstbestimmten Wuiinsche seiner Burger ausdrucklich:

Artikel 1
Die Wiirde des Menschen ist unantastbar.

Artikel 2, 1)
m Jeder hat das Recht auf die freie Entfaltung seiner
S Personlichkeit, soweit er nicht die Rechte anderer
verletzt und nicht gegen die verfassungsmiBige
Ordnung oder das Sittengesetz verstoBt.

! What Attitudes and Needs Do Citizens in Europe Have in Relation to Complementary and Alternative Medicine?

N. Nissen S. Schunder-Tatzber W.Weidenhammer H. Johannessen, Forschende Komplementarmedizin, 19/2012, 9-17

2 Deutschland Bevolkerung 2019 | Bevolkerungsuhr, https://countrymeters.info/de/Germany: Unserer Schatzung zufolge
umfasst die Bevolkerung Deutschland 81 402 348 Menschen Ende 2018. In Frankreich leben rund 65 649 091 Menschen
https://www.laenderdaten.info/Europa/Frankreich/bevoelkerungswachstum.php; https://countrymeters.info/de/France
3 Forsa Umfrage zur Homd&opathie im Auftrag des BPI, Bund Pharmazeutischer Industrie, 2017
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Artikel 2, 2)
Jeder hat das Recht auf Leben und koérperliche
Unversehrtheit. Die Freiheit der Person ist unverletzlich.

Nach den Erfahrungen von schwerem Missbrauch in deutschen Diktaturen stellt das
Grundgesetz die Felder Berufswahl* sowie Forschung und Lehre ausdriicklich frei:

Artikel 5,3)
Kunst und Wissenschaft, Forschung und
Lehre sind frei°.

Die entsprechenden Artikel in der EU-Charta der Grundrechte sind nahezu gleichlau-
tend.

Zur ersten Saule der evidenzbasierten Medizin

Auf nationalen wie auf internationalen Fachtagungen berichten die homdopathischen
Therapeuten Ubereinstimmend, dass tUberwiegend Patienten bei ihnen Hilfe suchen,
bei deren Erkrankung andere, meist konventionelle Therapieverfahren nicht oder nicht
ausreichend gewirkt haben oder wenn Antibiotika bei ihnen bakterielle Resistenzen er-
zeugt hatten. Wenn dann die Patienten, wie die zitierten Umfragen zeigen, haufig po-
sitive Erfahrungen mit der homdopathischen Therapie machen, kommen auch weitere
Familienmitglieder mit ungel6sten medizinischen Fragen zur homo&opathischen Thera-
pie. Die vielfache Erfahrung umfassend ausgebildeter Therapeuten bestatigt positive
Erfahrungen der meisten betroffenen Patienten.

Arztliche Kollegen aus anderen Fachbereichen negieren diese Beobachtungen und Er-
fahrungen mitunter. Allerdings kennen sie selbst oft weder die therapeutischen Be-
obachtungen, noch die Eigenerfahrung der betroffenen Patienten, noch den Stand der
Forschung. Dennoch entscheiden iiberwiegend fachfremd besetzte Arztegremien in
mehreren deutschen Bundeslandern aktuell Gber den Fortbestand der arztlichen Ho-
moopathieausbildung. Hier zeichnet sich ein wichtiges, neues Forschungsfeld ab: Die
Bedeutung und Auswirkung von Vorurteilen innerhalb jeder Saule der Evidenz.

Zur dritten wissenschaftlichen Saule der evidenzbasierten Medizin
Die bisherige Forschung weist anhand einer Reihe von gut durchgefiihrten Studien da-
rauf hin, dass homd&opathische Arzneimittel in klinischen Untersuchungen sowie in
Grundlagenexperimenten
- wirksamer sind als Placebo und/oder
- bei bestimmten Indikationen ahnlich wirksam sind oder mitunter sogar wirksa-
mer als eine alleinige konventionelle Standardtherapie.

4 DGG, Artikel 12,1
5 Diese Freiheit wird ausdricklich im Kontext der anderen relevanten Artikel formuliert: Die Freiheit der Lehre entbindet nicht
von der Treue zur Verfassung.
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Auf den folgenden Seiten kénnen Sie selbst Einblick in die Literatur zur Forschung tiber Ho-
moopathie nehmen: Sie finden die zusammenfassenden Abstracts
- von klinischen Studien aus der Humanmedizin und Versorgungsforschung,
- von Veterindrmedizinischen Studien,
- von Metastudien sowie aus der
- Grundlagenforschung.

Ein Click im Inhaltsverzeichnis genligt, um an die entsprechende Textstelle zu gelangen.

Wenn Sie einen Artikel ganz lesen mochten, finden Sie ihn unter dem Titel, der Gber dem
Abstract steht, Giber eine einfache Internetsuche.

Wichtige Artikel, die frei zuganglich sind (open Access), sind in ihrer Ganzheit im Reader ab-
gedruckt.

Vor die verschiedenen Forschungsgebiete haben wir jeweils eine Einleitung gesetzt. Seiten
mit diesen einleitenden Gedanken haben zur besseren Erkennbarkeit einen blauen Rand-
streifen.

Am Ende des Readers finden Sie Informationen liber die Akademie.
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Wichtige klinische Studien

Die folgenden Studien zur Homdopathie zeigen entlang anerkannter Kriterien guter
Forschungspraxis klare Hinweise fiir eine nebenwirkungsarme und gleichzeitig signifi-
kante Wirksamkeit der homdopathischen Therapie. Sie erfillen zentrale Kriterien flr
gut angelegte Studien und zeigen jede einzeln eine eindeutige Wirkung der homdoo-
pathischen Therapie im Vergleich zu Placebo oder zu einer anderen konventionellen
Standardtherapie.

Das erklart womaoglich, wie sich die Homdopathie Gber 200 Jahre, trotz starker theore-
tischer Hinterfragungen zu einer der weltweit meist genutzten Einzeltherapien entwi-
ckeln konnte. Die Studien zeigen deutlich, wie wichtig es ist, die kompetente Forschung
im Sinne der betroffenen Birger zu fordern, um mehr tber ihre Signifikanz, ihre sinn-
volle Anwendung und Uber ihr Wirkprinzip zu erfahren.

Hintergrund: Die Homoopathie ist eine der am haufigsten eingesetzten Einzel-
therapien der Welt:

- Alleine in Indien gibt es tGber 100 Universitaten, die rein homoopathisch appro-
bierte Arzte ausbilden, die einen groBen Teil der Bevélkerung arztlich versorgen.

- FUr Europa lasst sich abschatzen, dass mehr als 100 000 000 Menschen homoo-
pathische Arzneien eingenommen haben. ®

- Auf dem gesamten amerikanischen Kontinent und in Afrika wird die Homdopa-
thie ebenfalls zunehmend angewandt.

Wie einleitend dargestellt, wiinschen sich 85% der von Forsa befragten Biirger eine
Erforschung der Homdopathie an Universitaten und fast 3 der Blrger fordern eine
staatliche Finanzierung. Gute Forschung muss heute sehr hohe Standards erfillen. Das
macht sie kostspielig und enorm zeitaufwendig: Fir eine konventionelle medizinische
Studie in der Medikamentenentwicklung rechnen Universitaten und Forschungsteams
heute 1-250 Millionen Euro ein.

Entgegen dem klar entwickelten Birgerwillen sind die Bedingungen fir homoopathi-
sche Forschung bislang ungewéhnlich unginstig:

Es gibt - ganz anders als in der konventionellen Medizin und entgegen den Wahlver-
sprechen fast aller Parteien — in Deutschland, wie in anderen EU Landern - nahezu kei-
nerlei staatliche Forderung. Unter diesen in der Medizin ungewdhnlich harten, forde-
rungsarmen Bedingungen entwickelt sich die Studienlage’ zwar langsam, doch dafiir

6 Allein in Frankreich und Deutschland haben laut aktuellen Befragungen iber 80 000 000 Biirger homéopathi-
sche Arzneien ausprobiert. Von ihnen sind in beiden Landern 72 % zufrieden oder sehr zufrieden (Forsa Um-
frage zur Homdopathie im Auftrag des bpi 2017 und Umfrage des Ypsos Instituts, publiziert am 9.11.2018 ),
https://www.ipsos.com/fr-fr/lhomeopathie-plebiscitee-par-les-francais

’ Friihe Studien erfiillten oft die heutigen Rahmenbedingungen fiir Studien noch nicht umfassend. Das

gilt fur altere Studien in der konventionellen Medizin ahnlich.
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erstaunlich positiv fort. In den Jahren seit der Jahrtausendwende ist das Niveau der
homdopathischen Forschung kontinuierlich gestiegen und eine zunehmende Zahl von
Studien erfullt aktuell fir wichtig gehaltenen Kriterien einer evidenzbasierten Medizin.
Das gilt fiir die klinische ebenso wie fiir die Grundlagenforschung.®

Qualitatskriterien fiir Studien

Zu den wichtigen aktuellen Qualitatsstandards fiir neue Studien gehdren die
Cochrane Kriterien: Zum essentiellen Goldstandart zahlt hier eine Studie, die als RCT,
also ,randomised controlled” durchgefiihrt wurde, oder/und gegen den SOC, also
den ,Standard of Care” gemessen wurde. RCT heil3t, dass es mindestens zwei Stu-
dienarme gibt, denen die Patienten zufallig zugewiesen werden. Je nach Zuweisung
erhalten sie dann - wenn maoglich doppelt verblindet - entweder die zu prifende
Therapie oder Placebo oder eine Standard-Therapie.

Fiir alle medizinischen Studien gilt:

Naturgemal zeigt nicht jede Studie ein positives Ergebnis. Das kann an der Frage-
stellung ebenso liegen, wie an den Rahmenbedingungen oder an der konkreten
Durchfiihrung. Dies gilt in der Hom&opathie genauso wie in der konventionellen Me-
dizin. Ein aktueller Review zeigt, dass bei konventionellen Studien zu neuen Wirk-
stoffen in der Onkologie nur 5% der Studien signifikant positive Ergebnisse zeigen
und in der Psychiatrie sogar nur 2,6%°. Auch diese falsifizierenden Studien zu Ein-
zelthesen ermdoglichen oft wichtige Erkenntnisse, um sodann die nachfolgende For-
schung im jeweiligen Fachgebiet besser auszurichten

Wichtige Studien zu ADHS, Angststérungen, Depressionen und adjuvanter Krebsthe-
rapie finden Sie auf den folgenden Seiten.

8 Siehe dazu den Survey zur Grundlagenforschung Seite 70, sowie Seite 71
9 Siehe Clinical Development Success Rates 2006-2015, https://www.bio.org/sites/default/files/Clinical%20De-
velopment%20Success%20Rates%202006-2015%20-%20BI0,%20Biomedtracker,%20Amplion%202016.pdf
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Humanmedizin und Homéopathie

ADHS | Attention Deficit Hyperactivity Disorder

Frei H', Everts R, von Ammon K, Kaufmann F, Walther D, Hsu-Schmitz SF, Collenberg M, Fuhrer K, Has-
sink R, Steinlin M, Thurneysen A.
Eur J Pediatr. 2005 Dec;164(12):758-67. Epub 2005 Jul 27.

Homeopathic treatment of children with attention deficit hyperactivity disorder: a ran-
domised, double blind, placebo controlled crossover trial.

AUTHOR INFORMATION

An increasing number of parents turn to homeopathy for treatment of their hyperactive child.
Two publications, a randomised, partially blinded trial and a clinical observation study, con-
clude that homeopathy has positive effects in patients with attention deficit hyperactivity dis-
order (ADHD).

The aim of this study was to obtain scientific evidence of the effectiveness of homeopathy in
ADHD. A total of 83 children aged 6-16 years, with ADHD diagnosed using the Diagnostic
and Statistical Manual of Mental Disorders-1V criteria, were recruited. Prior to the random-
ised, double blind, placebo controlled crossover study, they were treated with individually
prescribed homeopathic medications.

62 patients, who achieved an improvement of 50% in the Conners' Global Index (CGI), partici-
pated in the trial. Thirteen patients did not fulfill this eligibility criterion (CGI). The responders
were split into two groups and received either verum for 6 weeks followed by placebo for 6
weeks (arm A), or vice-versa (arm B).

At the beginning of the trial and after each crossover period, parents reported the CGI and
patients underwent neuropsychological testing. The CGI rating was evaluated again at the
end of each crossover period and twice in long-term follow-up.

At entry to the crossover trial, cognitive performance such as visual global perception, impul-
sivity and divided attention, had improved significantly under open label treatment
(P<0.0001). During the crossover trial, CGI parent-ratings were significantly lower under
verum (average 1.67 points) than under placebo (P =0.0479). Long-term CGI improvement
reached 12 points (63%, P <0.0001).

CONCLUSION

The trial suggests scientific evidence of the effectiveness of homeopathy in the treatment of

attention deficit hyperactivity disorder, particularly in the areas of behavioural and cognitive

functions.

Comment in

e Homeopathic treatment of children with attention deficit disorder: a randomized,

double blind, placebo-controlled crossover trial. H. Frei R. Everts, K.v. Ammon et al.
Eur ) Pediatr. 2005; 164: 758-767. [Eur J Pediatr. 2007
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Angststorungen und Depressionen | Anxiety and Depression

Grimaldi-Bensouda L2, Abenhaim L*#, Massol J°, Guillemot D®’, Avouac B8, Duru G°, Lert F'°, Magnier
AM", Rossignol M2, Rouillon F'3, Begaud B'*; EPI3-LA-SER group.
BMC Complement Altern Med. 2016 May 4;16:125. doi: 10.1186/512906-016-1104-2.

Homeopathic medical practice for anxiety and depression in primary care: the EPI3 co-
hort study.

BACKGROUND

The purpose of the study was to compare utilization of conventional psychotropic drugs
among patients seeking care for anxiety and depression disorders (ADDs) from general prac-
titioners (GPs) who strictly prescribe conventional medicines (GP-CM), regularly prescribe ho-
meopathy in a mixed practice (GP-Mx), or are certified homeopathic GPs (GP-Ho).

METHODS

This was one of three epidemiological cohort studies (EPI3) on general practice in France,
which included GPs and their patients consulting for ADDs (scoring 9 or more in the Hospital
Anxiety and Depression Scale, HADS). Information on all medication utilization was obtained
by a standardised telephone interview at inclusion, 1, 3 and 12 months.

RESULTS

Of 1562 eligible patients consulting for ADDs, 710 (45.5 %) agreed to participate. Adjusted
multivariate analyses showed that GP-Ho and GP-Mx patients were less likely to use psycho-
tropic drugs over 12 months, with Odds ratio (OR) = 0.29; 95 % confidence interval (CI): 0.19
to 0.44, and OR = 0.62; 95 % CI: 0.41 to 0.94 respectively, compared to GP-CM patients. The
rate of clinical improvement (HADS <9) was marginally superior for the GP-Ho group as com-
pared to the GP-CM group (OR = 1.70; 95 % CI: 1.00 to 2.87), but not for the GP-Mx group
(OR = 1.49; 95 % CI: 0.89 to 2.50).

CONCLUSION

Patients with ADD, who chose to consult GPs prescribing homeopathy reported less use of
psychotropic drugs, and were marginally more likely to experience clinical improvement, than
patients managed with conventional care. Results may reflect differences in physicians' man-
agement and patients' preferences as well as statistical regression to the mean.

KEYWORDS
Anxiety; Depression; Homeopathy; Primary care
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Additive Homoopathie bei Krebspatienten | Additive homeopathy in cancer
patients

Frass M', Friehs H? Thallinger C3, Sohal NK* Marosi C°, Muchitsch I%, Gaertner K’, Gleiss A% Schuster
E®, Oberbaum M.

Complement Ther Med. 2015 Jun;23(3):309-17. doi: 10.1016/j.ctim.2015.03.004. Epub 2015 Mar 23.
PMID: 26051564

Influence of adjunctive classical homeopathy on global health status and subjective
wellbeing in cancer patients - A pragmatic randomized controlled trial.

OBJECTIVES

The use of complementary and alternative medicine has increased over the past decade. The
aim of this study was to evaluate whether homeopathy influenced global health status and
subjective wellbeing when used as an adjunct to conventional cancer therapy.

DESIGN

In this pragmatic randomized controlled trial, 410 patients, who were treated by standard
anti-neoplastic therapy, were randomized to receive or not receive classical homeopathic ad-
junctive therapy in addition to standard therapy. The study took place at the Medical Univer-
sity Vienna, Department of Medicine [, Clinical Division of Oncology.

MAIN OUTCOME MEASURES

The main outcome measures were global health status and subjective wellbeing as assessed
by the patients. At each of three visits (one baseline, two follow-up visits), patients filled in
two different questionnaires.

RESULTS

373 patients yielded at least one of three measurements. The improvement of global health
status between visits 1 and 3 was significantly stronger in the homeopathy group by 7.7 (95%
CI 2.3-13.0, p=0.005) when compared with the control group. A significant group difference
was also observed with respect to subjective wellbeing by 14.7 (95% CI 8.5-21.0, p<0.001) in
favor of the homeopathic as compared with the control group. Control patients showed a
significant improvement only in subjective wellbeing between their first and third visits.

CONCLUSION

Results suggest that the global health status and subjective wellbeing of cancer patients im-
prove significantly when adjunct classical homeopathic treatment is administered in addition
to conventional therapy.
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Add-on Therapien bei Carcinomen | Add-on Therapies in the Treatment of
Cancer Patients

Naumann J, Guethlin C, Guenther L, Bartsch HH, Walach H.
BMC Cancer. 2011 Jan 17;11:19. doi: 10.1186/1471-2407-11-19.
Rostock M1,

Classical homeopathy in the treatment of cancer patients--a prospective observational
study of two independent cohorts.

BACKGROUND
Many cancer patients seek homeopathy as a complementary therapy. It has rarely been stud-
ied systematically, whether homeopathic care is of benefit for cancer patients.

METHODS

We conducted a prospective observational study with cancer patients in two differently
treated cohorts: one cohort with patients under complementary homeopathic treatment (HG;
n = 259), and one cohort with conventionally treated cancer patients (CG; n = 380). For a di-
rect comparison, matched pairs with patients of the same tumour entity and comparable
prognosis were to be formed. Main outcome parameter: change of quality of life (FACT-G,
FACIT-Sp) after 3 months. Secondary outcome parameters: change of quality of life (FACT-G,
FACIT-Sp) after a year, as well as impairment by fatigue (MFI) and by anxiety and depression
(HADS).

RESULTS

HG: FACT-G, or FACIT-Sp, respectively improved statistically significantly in the first three
months, from 75.6 (SD 14.6) to 81.1 (SD 16.9), or from 32.1 (SD 8.2) to 34.9 (SD 8.32), respec-
tively. After 12 months, a further increase to 84.1 (SD 15.5) or 35.2 (SD 8.6) was found. Fatigue
(MFI) decreased; anxiety and depression (HADS) did not change. CG: FACT-G remained con-
stant in the first three months: 75.3 (SD 17.3) at t0, and 76.6 (SD 16.6) at t1. After 12 months,
there was a slight increase to 78.9 (SD 18.1). FACIT-Sp scores improved significantly from t0
(31.0 - SD 8.9) to t1 (32.1 - SD 8.9) and declined again after a year (31.6 - SD 9.4). For fatigue,
anxiety, and depression, no relevant changes were found. 120 patients of HG and 206 pa-
tients of CG met our criteria for matched-pairs selection. Due to large differences between
the two patient populations, however, only 11 matched pairs could be formed. This is not suf-
ficient for a comparative study.

CONCLUSION

In our prospective study, we observed an improvement of quality of life as well as a tendency
of fatigue symptoms to decrease in cancer patients under complementary homeopathic
treatment. It would take considerably larger samples to find matched pairs suitable for com-
parison in order to establish a definite causal relation between these effects and homeo-
pathic treatment.
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Add-on Therapie bei beatmeten Intensivpatienten | Add-on Therapy on
COPD

Frass M', Dielacher C, Linkesch M, Endler C, Muchitsch I, Schuster E, Kaye A.
Chest. 2005 Mar;127(3):936-41.

Influence of potassium dichromate on tracheal secretions in critically ill patients.

BACKGROUND

Stringy, tenacious tracheal secretions may prevent extubation in patients weaned from the
respirator. This prospective, randomized, double-blind, placebo-controlled study with parallel
assignment was performed to assess the influence of sublingually administered potassium
dichromate C30 on the amount of tenacious, stringy tracheal secretions in critically ill patients
with a history of tobacco use and COPD.

METHODS

In this study, 50 patients breathing spontaneously with continuous positive airway pressure
were receiving either potassium dichromate C30 globules (group 1) [Deutsche Homoopathie-
Union, Pharmaceutical Company; Karlsruhe, Germany] or placebo (group 2). Five globules
were administered twice daily at intervals of 12 h. The amount of tracheal secretions on day 2
after the start of the study as well as the time for successful extubation and length of stay in
the ICU were recorded.

RESULTS

The amount of tracheal secretions was reduced significantly in group 1 (p < 0.0001). Extuba-
tion could be performed significantly earlier in group 1 (p < 0.0001). Similarly, length of stay
was significantly shorter in group 1 (4.20 +/- 1.61 days vs 7.68 +/- 3.60 days, p < 0.0001
[mean +/- SD]).

CONCLUSION

These data suggest that potentized (diluted and vigorously shaken) potassium dichromate
may help to decrease the amount of stringy tracheal secretions in COPD patients.
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Sepsis

Frass M, Linkesch M, Banyai S, Resch G, Dielacher C, Lébl T, Endler C, Haidvogl M, Muchitsch I, Schus-
ter E.
https://doi.org/10.1016/j.homp.2005.01.002Get rights and content

Adjunctive homeopathic treatment in patients with severe sepsis: a randomized, dou-
ble-blind, placebo-controlled trial in an intensive care unit.

BACKGROUND

Mortality in patients with severe sepsis remains high despite the development of several ther-
apeutic strategies. The aim of this randomized, double-blind, placebo-controlled trial was to
evaluate whether homeopathy is able to influence long-term outcome in critically ill patients
suffering from severe sepsis.

METHODS

Seventy patients with severe sepsis received homeopathic treatment (n = 35) or placebo (n =
35). Five globules in a potency of 200c were given at 12h interval during the stay at the inten-
sive care unit. Survival after a 30 and 180 days was recorded.

RESULTS

Three patients (2 homeopathy, 1 placebo) were excluded from the analyses because of in-
complete data. All these patients survived. Baseline characteristics including age, sex, BM],
prior conditions, APACHE 1II score, signs of sepsis, number of organ failures, need for mechan-
ical ventilation, need for vasopressors or veno-venous hemofiltration, and laboratory parame-
ters were not significantly different between groups. On day 30, there was non-statistically
significantly trend of survival in favour of homeopathy (verum 81.8%, placebo 67.7%, P=
0.19). On day 180, survival was statistically significantly higher with verum homeopathy
(75.8% vs 50.0%, P = 0.043). No adverse effects were observed.

CONCLUSIONS

Our data suggest that homeopathic treatment may be a useful additional therapeutic meas-
ure with a long-term benefit for severely septic patients admitted to the intensive care unit. A
constraint to wider application of this method is the limited number of trained homeopaths.
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Fibromyalgie | Fibromyalgia

Bell IR, Lewis DA 2nd, Brooks AJ, Schwartz GE, Lewis SE, Walsh BT, Baldwin CM.
Rheumatology (Oxford). 2004 May;43(5):577-82. Epub 2004 Jan 20.

Improved clinical status in fibromyalgia patients treated with individualized homeo-
pathic remedies versus placebo

OBJECTIVE:
To assess the efficacy of individualized classical homeopathy in the treatment of fibromyalgia.

METHODS:

This study was a double-blind, randomized, parallel-group, placebo-controlled trial of home-
opathy. Community-recruited persons (N = 62) with physician-confirmed fibromyalgia (mean
age 49 yr, s.d. 10 yr, 94% women) were treated in a homeopathic private practice setting. Par-
ticipants were randomized to receive oral daily liquid LM (1/50,000) potencies with an indi-
vidually chosen homeopathic remedy or an indistinguishable placebo. Homeopathic visits in-
volved joint interviews and concurrence on remedy selection by two experienced homeo-
paths, at baseline, 2 months and 4 months (prior to a subsequent optional crossover phase of
the study which is reported elsewhere). Tender point count and tender point pain on exami-
nation by a medical assessor uninvolved in providing care, self-rating scales on fibromyalgia-
related quality of life, pain, mood and global health at baseline and 3 months, were the pri-
mary clinical outcome measures for this report.

RESULTS:

Fifty-three people completed the treatment protocol. Participants on active treatment
showed significantly greater improvements in tender point count and tender point pain,
quality of life, global health and a trend toward less depression compared with those on pla-
cebo.

CONCLUSIONS:

This study replicates and extends a previous 1-month placebo-controlled crossover study in
fibromyalgia that pre-screened for only one homeopathic remedy. Using a broad selection of
remedies and the flexible LM dose (1/50,000 dilution factor) series, the present study demon-
strated that individualized homeopathy is significantly better than placebo in lessening ten-
der point pain and improving the quality of life and global health of persons with fibromyal-

gia.
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Menopausales Syndrom | Menopausal Syndrom

Jean-Claude Colau Stéphane Vincent Philippe Marijnen Francois-André Allaer
August 2012, DOI: 10.2165/11640240-000000000-00000 - Source: PubMed
A Multicenter, Randomized, Double-Blind, Placebo-Controlled Trial

First Online: 18 December 2012

Efficacy of a Non-Hormonal Treatment, BRN-01, on Menopausal Hot Flashes

BACKGROUND
Homeopathic medicines have a place among the non-hormonal therapies for the treatment
of hot flashes during the menopause.

OBJECTIVE
The objective of this study was to evaluate the efficacy of the non-hormonal treatment BRN-
01 in reducing hot flashes in menopausal women.

STUDY DESIGN
This was a multicenter, randomized, double-blind, placebo-controlled study carried out be-
tween June 2010 and July 2011.

SETTING

The study was conducted in 35 active centers in France (gynecologists in private practice).
Patients: One hundred and eight menopausal women, >50 years of age, were enrolled in the
study. The eligibility criteria included menopause for <24 months and >5 hot flashes per day
with a significant negative effect on the women'’s professional and/or personal life.

INTERVENTION

Treatment was either BRN-01 tablets, a registered homeopathic medicine containing Actaea
racemosa (4 centesimal dilutions [4CH]), Arnica montana (4CH), Glonoinum (4CH), Lachesis
mutus (5CH), and Sanguinaria canadensis (4CH), or identical placebo tablets, prepared by La-
boratoires Boiron according to European Pharmacopoeia standards. Oral treatment (2 to 4
tablets per day) was started on day 3 after study enrollment and was continued for 12 weeks.

MAIN OUTCOME MEASURE

The main outcome measure was the hot flash score (HFS) compared before, during, and after
treatment. Secondary outcome criteria were the quality of life (QoL) [measured using the Hot
Flash Related Daily Interference Scale (HFRDIS)], severity of symptoms (measured using the
Menopause Rating Scale), evolution of the mean dosage, and compliance. All adverse events
(AEs) were recorded.
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RESULTS

One hundred and one women were included in the final analysis (intent-to-treat population:
BRN-01, n = 50; placebo, n = 51). The global HFS over the 12 weeks, assessed as the area un-
der the curve (AUC) adjusted for baseline values, was significantly lower in the BRN-01 group
than in the placebo group (mean + SD 88.2 + 6.5 versus 107.2 + 6.4; p = 0.0411). BRN-01 was
well tolerated; the frequency of AEs was similar in the two treatment groups, and no serious
AEs were attributable to BRN-01.

CONCLUSION

BRN-01 seemed to have a significant effect on the HFS, compared with placebo. According to
the results of this clinical trial, BRN-01 may be considered a new therapeutic option with a
safe profile for hot flashes in menopausal women who do not want or are not able to take
hormone replacement therapy or other recognized treatments for this indication.

Trial registration number (EudraCT): 2009-016959-21.

Keywords: Hormone Replacement Therapy Vasomotor Symptom Homeopathic Treat-

ment Homeopathic Medicine Menopause Rate Scale
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Multimorbide Patienten | Multimorbid Patients

Heiner Frei
https://doi.org/10.1016/j.homp.2014.09.001Get rights and content
Copyright © 2014 The Faculty of Homeopathy. Published by Elsevier Ltd. All rights reserved.

Homeopathic treatment of multimorbid patients: a prospective outcome study with
polarity analysis

HIGHLIGHTS

We examined the treatment outcome with polarity analysis in 50 multimorbid patients.
43 patients were successfully treated and reached an average improvement of 91%.
The cost of homeopathic treatment is estimated to be 41% of a conventional therapy.
Thus, homeopathy can play a substantial role in treating multimorbid patients.

BACKGROUND

The treatment of multimorbid patients who have a combination of three or more concurrent
complaints is one of the core competencies of homeopathy. In this article we introduce the
application of polarity analysis (PA) in multimorbidity. PA came to prominence through the
Swiss homeopathic ADHD double-blind study, which successfully demonstrated a significant
difference between highly dilute homeopathic remedies and placebo. PA enables homeo-
paths to calculate a relative healing probability, based on Boenninghausen's grading of polar
symptoms. After its evaluation in the treatment of a variety of acute and chronic disease,
which showed improved results compared to a conventional homeopathic approach, it was a
challenge to test PA with multimorbid patients. Since such patients almost invariably have a
multiple symptoms, the question was whether we can nevertheless successfully use Polarity
Analysis or whether the method is rendered ineffective by the multitude of symptoms.

METHODS
We treated 50 multimorbid patients with PA and prospectively followed them over one year.

RESULTS

43 patients (86%) completed the observation period, achieving an average improvement of
91% in their initial symptoms. Six patients dropped out, and one did not achieve an improve-
ment of 80%, and was therefore also counted as a treatment failure. The cost of homeopathic
treatment was 41% of projected equivalent conventional treatment.

CONCLUSION

Polarity Analysis is an effective method for treating multimorbidity. The multitude of symp-
toms does not prevent the method from achieving good results. Homeopathy may be capa-
ble of taking over a considerable proportion of the treatment of multimorbid patients, at
lower costs than conventional medicine.

KEYWORDS

Homeopathy Multimorbid patients Polarity analysis Prospective outcome study, Treatment
costs
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Diarrhoe bei Kindern | Diarrhea in Children

Jennifer Jacobs, Stephen S. Gloyd, James L. Gale, L. Margarita Jiménez, Dean Crothers
Pediatrics May 1994, VOLUME 93 / ISSUE 5

Treatment of Acute Childhood Diarrhea With Homeopathic Medicine: A Randomized Clinical
Trial in Nicaragua;

OBJECTIVE

Acute diarrhea is the leading cause of pediatric morbidity and mortality worldwide. Oral rehy-
dration treatment can prevent death from dehydration, but does not reduce the duration of
individual episodes. Homeopathic treatment for acute diarrhea is used in many parts of the
world. This study was performed to determine whether homeopathy is useful in the treat-
ment of acute childhood diarrhea.

METHODS

A randomized double-blind clinical trial comparing homeopathic medicine with placebo in
the treatment of acute childhood diarrhea was conducted in Ledn, Nicaragua, in July 1991.
Eighty-one children aged 6 months to 5 years of age were included in the study. An individu-
alized homeopathic medicine was prescribed for each child and daily follow-up was per-
formed for 5 days. Standard treatment with oral rehydration treatment was also given.

RESULTS

The treatment group had a statistically significant (P < .05) decrease in duration of diarrhea,
defined as the number of days until there were less than three unformed stools daily for 2
consecutive days. There was also a significant difference (P < .05) in the number of stools per
day between the two groups after 72 hours of treatment.

CONCLUSION

The statistically significant decrease in the duration of diarrhea in the treatment group sug-
gests that homeopathic treatment might be useful in acute childhood diarrhea. Further study
of this treatment deserves consideration.

Received December 22, 1992.

Accepted October 25, 1993.
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Metaanalyse: Diarrhoe bei Kindern | Diarrhea in Children

Jacobs J', Jonas WB, Jiménez-Pérez M, Crothers D.
Pediatr Infect Dis J. 2003 Mar;22(3):229-34.
Copyright © 1994 by the American Academy of Pediatrics

Homeopathy for childhood diarrhea: combined results and metaanalysis from three
randomized, controlled clinical trials.

BACKGROUND

Previous studies have shown a positive treatment effect of individualized homeopathic treat-
ment for acute childhood diarrhea, but sample sizes were small and results were just at or
near the level of statistical significance. Because all three studies followed the same basic
study design, the combined data from these three studies were analyzed to obtain greater
statistical power.

METHODS

Three double blind clinical trials of diarrhea in 242 children ages 6 months to 5 years were
analyzed as 1 group. Children were randomized to receive either an individualized homeo-
pathic medicine or placebo to be taken as a single dose after each unformed stool for 5 days.
Parents recorded daily stools on diary cards, and health workers made home visits daily to
monitor children. The duration of diarrhea was defined as the time until there were less than
3 unformed stools per day for 2 consecutive days. A metaanalysis of the effect-size difference
of the three studies was also conducted.

RESULTS

Combined analysis shows a duration of diarrhea of 3.3 days in the homeopathy group com-
pared with 4.1 in the placebo group (P = 0.008). The metaanalysis shows a consistent effect-
size difference of approximately 0.66 day (P = 0.008).

CONCLUSIONS

The results from these studies confirm that individualized homeopathic treatment decreases
the duration of acute childhood diarrhea and suggest that larger sample sizes be used in fu-
ture homeopathic research to ensure adequate statistical power.

Homeopathy should be considered for use as an adjunct to oral rehydration for this illness.
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Neurodermitis | Atopic Dermatitis

Rossi E', Picchi M?, Bartoli P?, Panozzo M?, Cervino C? Nurra L2,

Homeopathy. 2016 Aug;105(3):217-224. doi: 10.1016/j.homp.2016.03.001. Epub 2016 Apr 13.
Homeopathic Clinic, Campo di Marte Hospital, Local Health Unit No. 2, Lucca, Italy. Electronic address:
omeopatia@usl2.toscana.it.

Homeopathic Clinic, Campo di Marte Hospital, Local Health Unit No. 2, Lucca, Italy.

Homeopathic therapy in pediatric atopic diseases: short- and long-term results.

AIM
To study the outcomes of atopic diseases in children treated with homeopathy at the Home-
opathic Clinic of Lucca (Italy) and related long-term results after approximately an 8-year pe-
riod.

MATERIALS AND METHODS

Our data derive from an observational longitudinal study carried out on 857 pediatric pa-
tients who consecutive visited from 1998 to 2014. Children with atopic diseases were 325
(37.9%), 126 (39%) suffered from atopic dermatitis, 72 (22%) from allergic rhinitis, and 127
(39%) from asthma.

Moreover, a long-term study was conducted on a subset of 107/165 patients, consecutively
visited from 1998 to 2006, and with >5 years follow-up. The study also investigated the evo-
lution of overall symptoms in those patients with a complex atopic symptomatology.

RESULTS

75.8% of atopic children had moderate or major improvement (67.1% with asthma as the pri-
mary disease; 84.2% rhinitis; 84.2% dermatitis). At re-evaluation after 5-10 years, complete re-
mission of atopic symptoms was obtained in 70.1% of the children: 84.2% in dermatitis;
48.1% in allergic rhinitis; 71.4% in asthma. Children with two or three atopic diseases at the
first visit were completely cured in 40% of cases.

CONCLUSION
The results seem to confirm that homeopathic medicine produces positive therapeutic re-
sponse in atopic children.

Copyright © 2016 The Faculty of Homeopathy. Published by Elsevier Ltd. All rights reserved.
KEYWORDS:

Allergic rhinitis; Asthma; Atopic diseases; Dermatitis; Homeopathy; Short and long term re-
sults
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Infektionen der oberen Atemwege | Upper Respiratory Tract Infection

Grimaldi-Bensouda L', Bégaud B2, Rossignol M3, Avouac B* Lert F>, Rouillon F®, Bénichou J’, Massol J8,
Duru G°, Magnier AM', Abenhaim L', Guillemot D'?
PLoS One. 2014 Mar 19;9(3):€89990. doi: 10.1371/journal.pone.0089990. eCollection 2014.

Management of upper respiratory tract infections by different medical practices, in-
cluding homeopathy, and consumption of antibiotics in primary care: the EPI3 cohort
study in France 2007-2008.

BACKGROUND
Prescribing of antibiotics for upper respiratory tract infections (URTI) varies substantially in
primary care.

OBJECTIVES

To describe and compare antibiotic and antipyretic/anti-inflammatory drugs use, URTI symp-
toms' resolution and occurrence of potentially-associated infections in patients seeking care
from general practitioners (GPs) who exclusively prescribe conventional medications (GP-CM),
regularly prescribe homeopathy within a mixed practice (GP-Mx), or are certified homeo-
pathic GPs (GP-Ho).

METHOD

The EPI3 survey was a nationwide population-based study of a representative sample of 825
GPs and their patients in France (2007-2008). GP recruitment was stratified by self-declared
homeopathic prescribing preferences. Adults and children with confirmed URTI were asked to
participate in a standardized telephone interview at inclusion, one-, three- and twelve-month
follow up. Study outcomes included medication consumption, URTI symptoms' resolution
and potentially-associated infections (sinusitis or otitis media/externa) as reported by pa-
tients. Analyses included calibration to account for non-respondents and groups were com-
pared using multivate analyses adjusting for baseline differences with a propensity score.

RESULTS

518 adults and children with URTI (79.3% rhinopharyngitis) were included (36.9% response
rate comparable between groups). As opposed to GP-CM patients, patients in the GP-Ho
group showed significantly lower consumption of antibiotics (Odds ratio (OR) =0.43, 95%
confidence interval (CI): 0.27-0.68) and antipyretic/anti-inflammatory drugs (OR =0.54, 95%
CI: 0.38-0.76) with similar evolution in related symptoms (OR =1.16, 95% CI: 0.64-2.10). An ex-
cess of potentially-associated infections (OR =1.70, 95% CI: 0.90-3.20) was observed in the
GP-Ho group (not statistically significant). No difference was found between GP-CM and GP-
Mx patients.

CONCLUSION

Patients who chose to consult GPs certified in homeopathy used less antibiotics and antipy-
retic/anti-inflammatory drugs for URTI than those seen by GPs prescribing conventional med-
ications. No difference was observed in patients consulting GPs within mixed-practice. A non-
statistically significant excess was estimated through modelling for associated infections in
the GP-Ho group and needs to be further studied
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Otitis Media
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Accepted for publication Sept. 22, 2000.

Homeopathic treatment of acute otitis media in children: a preliminary randomized
placebo-controlled trial

BACKGROUND

The use of antibiotics in the initial treatment of acute otitis media is currently being ques-
tioned. Homeopathy has been used historically to treat this illness, but there have been no
methodologically rigorous trials to determine whether there is a positive treatment effect.

METHODS

A randomized double blind placebo control pilot study was conducted in a private pediatric
practice in Seattle, WA. Seventy-five children ages 18 months to 6 years with middle ear effu-
sion and ear pain and/or fever for no more than 36 h were entered into the study. Children
received either an individualized homeopathic medicine or a placebo administered orally
three times daily for 5 days, or until symptoms subsided, whichever occurred first. Outcome
measures included the number of treatment failures after 5 days, 2 weeks and 6 weeks. Diary
symptom scores during the first 3 days and middle ear effusion at 2 and 6 weeks after treat-
ment were also evaluated.

RESULTS

There were fewer treatment failures in the group receiving homeopathy after 5 days, 2 weeks
and 6 weeks, with differences of 11.4, 18.4 and 19.9%, respectively, but these differences were
not statistically significant. Diary scores showed a significant decrease in symptoms at 24 and
64 h after treatment in favor of homeopathy (P < 0.05). Sample size calculations indicate that
243 children in each of 2 groups would be needed for significant results, based on 5-day fail-
ure rates.

CONCLUSION

These results suggest that a positive treatment effect of homeopathy when compared with
placebo in acute otitis media cannot be excluded and that a larger study is justified.

© 2001 Lippincott Williams & Wilkins, Inc.
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Ubersichtsstudie zu Muskuloskeletalen Erkrankungen
Musculoskeletal Disorders

Rossignol M1, Begaud B, Engel P, Avouac B, Lert F, Rouillon F, Bénichou J, Massol J, Duru G, Magnier
AM, Guillemot D, Grimaldi-Bensouda L, Abenhaim L; EPI3-LA-SER group.

Pharmacoepidemiol Drug Saf. 2012 Oct;21(10):1093-101. doi: 10.1002/pds.3316. Epub 2012 Jul 11.
Copyright © 2012 John Wiley & Sons, Ltd.

Impact of physician preferences for homeopathic or conventional medicines on pa-
tients with musculoskeletal disorders: results from the EPI3-MSD cohort.

OBJECTIVE

The objective of this study was to assess the effect of physician practicing preferences (PPP)
in primary care for homeopathy (Ho), CAM (Complementary and alternative medicines) with
conventional medicine (Mx) or exclusively conventional medicine (CM) on patients with mus-
culoskeletal disorders (MSDs), with reference to clinical progression, drug consumption, side
effects and loss of therapeutic opportunity.

METHODS

The EPI3-MSD study was a nationwide observational cohort of a representative sample of
general practitioners (GP) and their patients in France. Recruitment of GP was stratified by
PPP, which was self-declared. Diagnoses and comorbidities were recorded by GP at inclusion.
Patients completed a standardized telephone interview at inclusion, one, three and twelve
months, including MSD-functional scales and medication consumption.

RESULTS

1153 MSD patients were included in the three PPP groups. Patients did not differ between
groups except for chronicity of MSDs (>12 weeks), which was higher in the Ho group (62.1%)
than in the CM (48.6%) and Mx groups (50.3%).

The twelve-month development of specific functional scores was identical across the three
groups after controlling for baseline score (p > 0.05). After adjusting for propensity scores,
NSAID use over 12 months was almost half in the Ho group (OR, 0.54; 95%CI, 0.38-0.78) as
compared to the CM group; no difference was found in the Mx group (OR, 0.81; 95% CI: 0.59-
1.15).

CONCLUSION

MSD patients seen by homeopathic physicians showed a similar clinical progression when
less exposed to NSAID in comparison to patients seen in CM practice, with fewer NSAID-re-
lated adverse events and no loss of therapeutic opportunity.
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Ubersichtsstudie bei chronischen Riickenschmerzen:

Chronischer Riickenschmerz | Chronic Low Back Pain

Witt CM1, Liudtke R, Baur R, Willich SN
Clin J Pain. 2009 May;25(4):334-9. doi: 10.1097/AJP.0b013e31819050bb.

Homeopathic treatment of patients with chronic low back pain: A prospective observa-
tional study with 2 years’ follow-up.

OBJECTIVES
To evaluate the details and effects of an individualized homeopathic treatment in patients
with chronic low back pain in usual care.

METHODS

Prospective multicenter observational study. Consecutive patients beginning homeopathic
treatment in primary care practices were evaluated over 2 years by using standardized ques-
tionnaires. Diagnoses (ICD-9) and symptoms with severity, health-related quality of life (QoL),
medical history, consultations, homeopathic and conventional treatments, and other health
service use were recorded.

RESULTS

One hundred twenty-nine adults (64.3% women, mean age 43.6 +/- 12.7 y) were treated by
48 physicians. The patients mainly had chronic low back pain (average duration 9.6 +/- 9.0 y)
and other chronic diseases. Nearly all the patients (91.3%) had been pretreated. The initial
case-taking took 113 +/- 36, and the case analysis took 31 +/- 38 minutes. The 7.4 +/- 8.1
subsequent consultations (duration: 23.7 +/- 15.2 min) cumulated to 204.5 +/- 184.6 minutes.
The patients received an average of 6.8 +/- 6.3 homeopathic prescriptions.

The severity of the diagnoses and complaints showed marked and sustained improvements
with large effect sizes (Cohen's d from 1.67 to 2.55) and QoL improved accordingly (SF-36
physical component scale d = 0.33; mental component scale d = 0.54). T

he use of conventional treatment and health services decreased markedly: the number of pa-
tients using low back pain-related drugs was half of the baseline.

DISCUSSION

Classic homeopathic treatment represents an effective treatment for low back pain and other
diagnoses. It improves health-related QoL and reduces the use of other healthcare services
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Homeopathic medical practice: Long-term results of a cohort study with 3981
patients

BACKGROUND

On the range of diagnoses, course of treatment, and long-term outcome in patients who
chose to receive homeopathic medical treatment very little is known. We investigated home-
opathic practice in an industrialized country under everyday conditions.

METHODS

In a prospective, multicentre cohort study with 103 primary care practices with additional
specialisation in homeopathy in Germany and Switzerland, data from all patients (age >1
year) consulting the physician for the first time were observed. The main outcome measures
were: Patient and physician assessments (numeric rating scales from 0 to 10) and quality of
life at baseline, and after 3, 12, and 24 months.

RESULTS

A total of 3,981 patients were studied including 2,851 adults (29% men, mean age 42.5 +
13.1 years; 71% women, 39.9 + 12.4 years) and 1,130 children (52% boys, 6.5 + 3.9 years; 48%
girls, 7.0 = 4.3 years). Ninety-seven percent of all diagnoses were chronic with an average du-
ration of 8.8 + 8 years. The most frequent diagnoses were allergic rhinitis in men, headache in
women, and atopic dermatitis in children. Disease severity decreased significantly (p < 0.001)
between baseline and 24 months (adults from 6.2 + 1.7 to 3.0 + 2.2; children from 6.1 + 1.8
to 2.2 + 1.9). Physicians' assessments yielded similar results. For adults and young children,
major improvements were observed for quality of life, whereas no changes were seen in ado-
lescents. Younger age and more severe disease at baseline were factors predictive of better
therapeutic success.

CONCLUSION

Disease severity and quality of life demonstrated marked and sustained improvements fol-
lowing homeopathic treatment period. Our findings indicate that homeopathic medical ther-
apy may play a beneficial role in the long-term care of patients with chronic diseases.
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BACKGROUND

Homeopathy is one of the most frequently used and controversial systems of complementary
and alternative medicine. It is based on the 'principle of similars', whereby highly diluted
preparations of substances that cause symptoms in healthy individuals are used to stimulate
healing in patients who have similar symptoms when ill [1]. When a single homeopathic rem-
edy is selected based on a patient's total symptom picture, it is called 'classical’ homeopathy
[2]. According to a survey in the US [3], the proportion of patients obtaining homeopathic
care has quadrupled in the last seven years. A survey in Britain [4] estimated that annual ex-
penditures reached £34.04 million (out-of-pocket £30.74 million, NHS £3.3 million). For Ger-
many, the country in which classical homeopathy originated, a recent survey demonstrated
that approximately 10% of men and 20% of women in the general population used homeo-
pathic medicines during the previous year [5]. General trends show a rise in the number of
individuals utilising naturopathic and homeopathic therapeutic methods [6].

The General Medical Council in Germany grants an official certification in homeopathy to
physicians upon successful completion of a three-year-long training programme. Approxi-
mately 4,500 physicians in Germany hold this additional certification [6]. However, with the
exception of some randomised, controlled trials including patients with selected diagnoses
[2,7] there is no data on the health care offered by classical homeopathic medical practices.
Therefore, it is impossible to assess the state of homeopathic health care and its effective-
ness. We designed this project with the goal of systematically collecting data in the area of
homeopathic health care for the first time in Germany. The aim of the present study was to
determine the spectrum of diagnoses and treatments, as well as the course of disease over
time among patients who chose to receive homeopathic treatment.

METHODS

Patients were included consecutively in this prospective, multi-centre observational study
upon their first consultation with a participating physician and were followed up for a total of
24 months. Evaluations were made using standardised questionnaires. In order to provide as
representative a picture of homeopathic health care as possible, patients were included in the
study regardless of their diagnosis. Patients were eligible for the study if they were consulting
the participating physician for the first time and were at least 1 year of age. In order to partic-
ipate in the study, physicians were required to have passed certified training in classical ho-
meopathy and at least three years of experience in its practice. A total of 187 physicians be-
longing to four different working groups were contacted either by post or telephone and in-
formed about the study. Of these, 103 physicians chose to participate. Each participating phy-
sician was trained in study procedures and was subject to at least one monitoring visit during
the study period. All study participants provided written, informed consent, and the study
protocol was approved by the appropriate ethics review boards.

OUTCOME MEASURES

For patients, we developed different questionnaires for three different age groups: 1-6 years
of age, 7-16 years of age, adults (>16 years of age). All questionnaires were designed to doc-
ument sociodemographic data, as well as information on prior medical history, patient symp-
toms and complaints, quality of life, and the use of any treatment other than homeopathy. At
baseline, patients recorded the complaints that led them to consider homeopathic treatment.
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Independently of their physicians, patients rated the severity of their complaints on a numeric
rating scale (0 = no complaints, 10 = maximum severity) [8]. All complaints listed by patients
in their baseline questionnaire were transferred to their follow-up questionnaires by the study
office personnel. This ensured that each baseline complaint was assessed at each subsequent
follow-up. For children between 1 and 6 years of age, the KITA questionnaire [9] was used to
assess general health-related quality of life. It was completed by the children's parents. Pa-
tients between 7 and 16 years of age completed the KINDL questionnaire [10,11]. In addi-
tional, parents were asked to provide the required medical information. For the adults, gen-
eral health-related quality of life was assessed using the MOS SF-36 questionnaire [12]. The
results of the SF-36 are presented in normalised scores, the results being scaled in such a way
that the normal German population has a mean score of 0 and a standard deviation of 1.

The first questionnaire was distributed to the patients by the study physician and completed
prior to the start of therapy (baseline). Patients sent their completed questionnaires to the
study office in sealed envelopes. Follow-up questionnaires were sent to all patients by the
study office at 3, 12, and 24 months.

For physicians, we developed a standardised questionnaire that allowed for continuous docu-
mentation during the treatment/follow-up period (24 months), as well as standardised points
of assessment at 0, 3, 12 and 24 months. At each of these time points, the severity of a maxi-
mum of 4 diagnoses and maximum of 8 symptoms was rated by participating physicians us-
ing a numerical rating scale [8]. This information was then forwarded to the study office. The
type of homeopathic treatment, the use of any conventional therapy, as well as any referrals
to other physicians were recorded on a continuous basis.

STATISTICS

Data was double entered manually into an ACCESS® database and subsequently compared
using the SAS® system followed by plausibility data checks if necessary. The diagnoses, docu-
mented by study physicians, were encoded in ICD-9 format and recorded by two specially

trained study staff members using DIACOS. Statistical analysis was performed using
SAS/STAT® software (Version 8.2).

Data for adults (>16 years) and for children/adolescents were analysed separately. In order to
calculate the average severity of the physicians' diagnoses, we took the four diagnoses
named first for each patient during the baseline examination. For each of the follow-up as-
sessment points (i.e. at 3, 12, and 24 months) we ascertained the respective severity ratings
made by study physicians.

All results reported here are based on the intention-to-treat approach, i.e. each included pa-
tient entered the final analyses. If patients dropped out or withdrew from the study we re-
placed the respective missing values: baseline complaints that had been cured were given a
severity rating of 0 in all following examinations. For patients who died during the study, we
inserted the maximum severity rating of 10. Other missing values were multiply imputed fol-
lowing the suggestions of Rubin [13]. Instead of filling in a sing/e value as a substitute for a
missing value, multiple imputation is a strategy by which each missing value is replaced sim-
ultaneously by a set of plausible values that represents the uncertainty about the right value
to impute. Thus, the missing values are filled in several times generating several distinct data
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tables, each with a complete set of data without any missing value. These complete data ta-
bles are analyzed separately using appropriate statistical models. Afterwards, the results from
all statistical analyses are pooled to generate treatment effects and p-values. In our study we
used the MCMC (Marcov chain Monte Carlo) replacement method and created 5 multiple im-
puted data tables.

For each imputed data set, treatment effects were estimated on the basis of generalized lin-
ear regression models. Generalized linear regression models are flexible and powerful tools
to describe data from cohort studies [14]. They are generalizations of the well known and of-
ten applied multiple regression models which often appear to be too simple to describe lon-
gitudinal data adequately. A generalized linear model is best described by two components.
First, the mean course of the outcome, and second, the correlation structure for measure-
ments taken at the same individual at different times. In our study we divided the 2-year fol-
low-up period into two parts. During the first part (months 0-3) we assumed that mean out-
come increases (or decreases) linearly. For the second part (months 3-21) we assumed that
the mean outcome increases (or decreases) according to a quadratic term. Moreover, we as-
sumed that the correlation between two measurements can be described by a simple expo-
nential function. This essentially means, that the correlation only depends from the time span
between the two measurements, and it decreases the bigger this time span is. This approach
is completely analogous to the recommendations given by Diggle, Liang, and Zeeger in their
standard text book on the analysis of longitudinal data [14].

Subgroup analyses are based on essentially the same statistical approach adding the respec-
tive factors as a fixed covariate into the models. For subgroup analyses adults' and children's
data were pooled.

Usually, patients for clinical studies are not selected randomly from a target population but
according to some selection criteria that sample patients according to extreme measure-
ments (high blood pressure, severe pain, low quality of life, ...). This inevitably leads to regres-
sion-to-the-mean, a statistical phenomenon that makes natural variation look like real
changes [15]. Separating regression-to-the-mean effects from true treatment effects can be
difficult but is at least feasible when the mean and the standard deviation of the target popu-
lation are known. In this situation it is possible to calculate the expected outcome for each
patient when regression-to-the-mean occurs [16]. In our study we made a rather conservative
assumption on the target population (chronically ill patients seeking homeopathic care): to
have the same quality of life as the general German population (i.e. a mean SF-36 score of 0
and a standard deviation of 1). From this we calculated the expected regression-to-the mean
effect and compared it to the actually observed change of the SF-36 scores.

RESULTS

A total of 103 physicians participated in the study (51 male, 45 + 7 years of age; 52 female,
45 + 7 years of age). Twenty-six percent of the participating physicians were specialists (10%
internists, 9% paediatricians, 7% other) and 74% were general practitioners. The average du-
ration of overall medical practice was 17.4 + 8.4 years with 9.0 + 4.4 years of practice in ho-
meopathy (range 3-20 years). Forty percent of the physicians were certified to work in the
public health care system, and 60% were in private practice.
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Patients were recruited for the study between September 1997 and December 1999. Of the
patients who met the inclusion criteria, 3981 (68%) chose to participate and were included in
the study (for patient selection see Figure Figure1).1). Of these, 2851 were adults (71%
women) and 1130 were children (48% girls). The baseline characteristics are listed in Table
Table11.

Patients eligible
N=5854
included
N=3981
I
[ |
Adults Children
N=2851 N=1130
Baseline Baseline
Questionnaire returned: 2843 Questionnaire returned: 1126
3 months 3 months
Questionnaire returned: N=2473| | Questionnaire returned: N=1001
Under treatment: N=2555 Under treatment: N=1037
12 months 12 months
Questionnaire returned: N=2417| | Questionnaire returned: N=1005
Under treatment; N=1742 Under treatment; N=749
24 months 24 months
Questionnaire returned: N=2235| | Questionnaire returned: N=955
Under treatment: N=1230 Under treatment: N=574

Table 1
Baseline characteristics of study population

Adults  Children

Gender (% female) 70.8 48.3
Age (years, mean = std) 40.7 £ 12.7 6.7 £ 4.1
Marital status (% living in partnership) 84.0 /
Education (% attending school >10 years)  85.0 /
Belief in homeopathy (%) 65.7 68.6'

Duration of disease (years, mean + std) 103 +9.8 43 +37
Intake of conventional drugs (%) 50.2 31.7
t Parents' perspective

On average, the homeopathic physicians made 2.6 + 1.2 diagnoses per patient (2.8 + 1.1 in
adults, 2.3 £ 1.1 in children). Ninety-seven percent of all diagnoses were classified by these
physicians as chronic with a median duration of 4.3 + 2.7 years in children and 10.3 £ 9.8
years in adults. Almost all patients had received conventional treatment (95%) or had already
contacted another physician (95%) prior to the start of this study. The most common diagno-
sis in women was migraine (9.7%), in men allergic rhinitis (10.3%), and in children of both
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genders atopic dermatitis (20%), for details see [17]. For the most common disease groups
see Figure Figure22.

E1 Skin EBMuscle and Skeletal Bl Respiratory B Mental disorders
30% A
25% -
20% - i : 6.4%
m 5.3% o
15Dfﬂ h 16.1% .'.l..:._l..:_:.
i 6.8% 9.5%
10% - 5 79 SETae [k
0.8%
5% - o N
e ] 6.4% “As.6%
ﬂ% — s T T T 1
Women

Most common medical complaints as reported by the homeopathy physicians (in % of docu-
mented complaints).

All patients underwent an initial homeopathic anamnesis, lasting an average of 2.0 + 0.7
hours. Following enrolment in the study, patients had to wait an average of 57 + 84 days be-
fore undergoing the initial anamnesis. During the 24-month observation period, patients
consulted their physicians an average of 7.8 + 8.4 times. During the study period, half of the
patients (50.3%, adults: 50.8%, children 48.9%) noted additional visits to non-study physicians
(gynaecologists and dentists excluded). The intake of conventional medication decreased
from 45.0% at baseline (adults: 50.2%, children 31.7%) to 26.8% after 24 months (adults:
31.8%, children 14.2%).

According to patient assessments, disease severity decreased significantly between baseline
and 12 months, as well as between 12 months and 24 months (see Table Table2).2). Accord-
ing to physician assessments, 25.7% (adults: 21.9%, children: 37.6%) of the diagnoses were no
longer present at 24 months, whereas patients judged 23.0% (adults 19.7%, children 32.8%)
of the medical complaints to have resolved by this point. Thirteen percent of the patients
documented that they had no complaints whatsoever at 24 months.
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Table 2
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Course of outcome parameters and estimated mean changes of outcome parameters

Adults

Patients assess-
ments (NRS) #

Physicians assess-
ments (NRS) #

SF-36 QoL physi-
cal scale

SF-36 QoL mental
scale
Children

Patients assess-
ments (NRS) #

Physicians assess-
ments (NRS) #

KINDL QoL

KITA QoL men-
tal/physical dimen-
sion

KITA QoL aspects
of daily living

Base-
line

SD

6.2 +
1.7

6.0 +
1.6

46.5
10.1

393 +
11.8

6.1+
1.8

59 +
1.7

69.3 +
13.3

67.6 *
16.9

58.6 +
18.3

3 mon- 12 24
ths months month
mean * mean £ mean + mean *
SD SD SD
3.8 + 33+ 29 +
2.2*% 2.1* 2.2*%
39 + 28 * 2.1 +
2.1* 2.1* 2.0*
491+ 50.1+ 507+
9.5* 9.6* 9.5*
446 + 455+ 464 +
10.8* 10.8* 10.6*
32 + 25 + 2.2 +
2.3* 2.1* 2.0*
32+ 20+ 15%
2.2* 1.5* 1.8*
721+ 680+ 673+%
12.6 9.2 9.9*
754+ 770+ 775+
14.6* 14.1* 14.3*
669+ 691+ 706+
15.9* 16.7* 16.0*

Open in a separate window

Estimated changes compared to

A 3 mon-
ths

mean
(95%(CI)

-24 (-2.5
to -2.3)
-2.1(-2.2
to -2.0)
2.6 (2.3 to
2.9)

56 (5.2to
6.0)

-3.1(-3.3
to -2.9)
-2.7(-2.8
to -2.6)
2.7 (1.7 to
3.7)

8.3 (6.6 to
10.0)

8.5(7.2to
9.8)

baselinet

A 12 mon- A 24 mon-

ths

mean
(95%(CI)

-2.8 (-2.9
to -2.7)
-3.1(-3.2
to -3.0)
353.0to
3.9)

6.2 (5.7 to
6.7)

-3.5(-3.7
to -34)
-3.8 (-4.0
to -3.7)
-04 (-1.5
to 0.8)

ths

mean
(95%(CI)

-3.1(-3.2
to -3.0)
-3.7 (-3.8
to -3.6)
413.51t0
4.6)

6.9 (6.3 to
7.6)

-39 (-4.0
to -3.7)
-4.4 (-4.6
to -4.3)
-2.2 (-3.6
to -0.8)

93 (7.7to 10.0 (8.3 to

10.8)

11.6)

10.4 (8.8 to 11.6 (9.7 to

12.0)

13.5)

t estimations are based on generalised linear models, see text; ¥ = lower values indicate bet-

ter status and negative A indicates improvement

QoL = quality of life; NRS = numeric rating scale, * p < 0.001 versus baseline
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In adults, large improvements in quality of life were observed on both component scales
(mental and physical) during the first three months of treatment, and continued to improve
during the course of the study (see Table Table2).2). Even with the pessimistic assumption
that the test-retest correlation of the SF-36 is only 0.7 and that the study population is no
more ill than a random sample of the general population, one could expect an improvement
of only 3.8 (1.2) score points on the mental (physical) component scale, attributable to re-
gression-to-the-mean [16], markedly lower than the 5.6 (2.6) score points observed in our
study (Table (Table2).2).

Statistically, the baseline quality of life of non-completers was not significantly lower than in
other patients (p-values: MCS: p = 0.37; PCS: p = 0.48, Wilcoxon-tests).

Quality of life in young children (age 1-6 years) also improved markedly during the observa-
tion period (Table (Table2),2), having already risen during the first three months of study
therapy as measured on both scales of the KITA questionnaire (mental-physical dimension
and aspects of daily living, each p < 0.001, see Table Table2).2). These improvements contin-
ued over the course of treatment (p < 0.001, see Table Table2).2). In school children and ado-
lescents, however, an improvement in quality of life was only visible during the first three
months of study therapy (p < 0.001, see Table Table22).

The diagnosis had no relevant influence on the changes in patient complaints or quality of
life as measured in this investigation.

In patient and physician assessments, younger patients showed greater improvements than
did older patients and more severe disease at baseline was followed by greater improve-
ments compared to less severe disease (see Table Table3).3). Gender, duration of disease and
belief in homeopathy had only a minor influence on improvements.
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Table 3
Subgroup analyses for patients and physicians assessments (mean changes of outcome pa-
rameters after 24 months compared to baseline, negative A indicates improvement)

Patients assessments (NRS) Physicians assessments (NRS)
Meant 95%-CI pvalue* Meant 95%-CI  p value*

Total (n = 3981) -33 -34to-3.2 -39 -40to-38 0,060
Gender

Female (n = 2560) -34 -35to-3.2 -39 -40to-38

Male (n = 1412) -33 -34to-3.1 0387 -39 -40to-3.8 0,060
Age groups (years)

<10 (n = 839) -40 -42to-3.8 -44  -461t0-4.2

10-19 (n = 355) -35 -37to-3.2 <0.001 -43 -45to-40 0.149

20-39 (n = 1456) -34 -36to-3.3 <0.001 -3.7 -38to-3.6 <0.001

40-59 (n = 1041) -28 -38to-2.0 <0.001 -3.6 -38to-3.5 <0.001

> 60 (n = 281) -26 -29to-2.2 <0.001 -35 -38to-3.2 <0.001
Baseline severity of disease

NRS < 6.0 (n = 1660) -2.1 -2.3to0-2.0 -3.1 -32to-30

NRS > 6.0 (n =2310) -41 -42to-40 <0001 -46 -47to-45 <0.001
Duration of disease in adults (years)

<10 (n = 1878) -3.2 -34to-3.1 -3.7 -38t0-3.6

> 10 (n = 927) -29 -31to-27 <0.001 -36 -3.7to-34 0.043
Intake of conventional drugs at baseline

Yes (n = 1788) -33 -35to-3.2 -3.8 -39to-37

No (n = 2188) -33 -35to-32 0.157 -39 -40to-39 0.029
Belief in homeopathy

Strong (n = 2656) -34 -3.5to-3.1 -39 -40to-3.8

Weak (n = 1316) -3.1 -33to-3.0 <0.001 -38 -39to-3.7 0.563

Open in a separate window
T estimations are based on generalised linear models, NRS = numeric rating scale; * per item
each subgroup compared to the first listed subgroup

DISCUSSION

Patient and physician assessments of disease severity and quality of life consistently demon-
strated substantial improvements following homeopathic treatment, which were maintained
through 24 months' follow up. Improvements were more pronounced in younger patients
and in those with greater disease severity compared to older patients and those with less se-
vere disease at baseline.
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To our knowledge, the present study is the first to evaluate systematically the range of diag-
noses and therapies in classical homeopathic medical practices in Germany and Switzerland.
In addition, the study provided information on the course of illness in patients receiving ho-
meopathic treatment, as assessed by patients and physicians.

The methodological strengths of our study include consecutive enrolment of a large sample
size, the participation of approximately 2% of all physicians certified to practice homeopathy
in Germany and 28% of all members of the Hahnemann Association (an organisation for phy-
sicians practicing only 'classical' homeopathy) and the use of standardised outcome instru-
ments also used in studies on conventional therapy.

One limitation of our study is that the observed effects cannot be categorized with respect to
specificity, i.e. we cannot draw conclusions as to the beneficial mechanisms. Furthermore pa-
tients were allowed to use conventional therapies during the study period in addition to ho-
meopathic treatment. Thus, the observed improvement cannot be attributed to homeopathic
treatment alone. The aim of the investigation, however, was not to test the effectiveness of
homeopathic treatment alone, but rather provide systematic and detailed information about
the current status of homeopathic medical care in routine practice and its effectiveness.

These data may also be helpful in the planning of further research projects on homeopathy.
The effects observed by patient and the physician assessment, as well as those seen with re-
gard to quality of life, deserve additional comments. The average severity of the chronic dis-
eases was reduced by approximately 50% after only 3 months of homeopathic treatment, and
remained around this level during the follow-up period. Physician assessments tended to be
more positive than patient assessments.

The improvements we observed in our patients cannot be attributed solely to regression-to-
the-mean, because the improvements were greater than could be expected even under con-
servative model assumptions. This is supported by the fact that patients did not visit the
study physicians when they were feeling the worst, but rather after a long waiting period.

A strength of this study is that patients with all diagnoses were included. Therefore, no dis-
ease-specific measurement instruments could be used. To assess the severity of different
medical complaints, there is no other generally accepted measuring instrument available. In-
stead numerical rating scales [8] were applied, which would allow for the determination of ill-
ness severity in a diagnosis-independent manner.

Compared to the other quality two of life questionnaires used in our study, the KINDL ques-
tionnaire for the age group 7 to 16 years was not sensitive to change, as has been shown in
other studies [18,19]. Other explanations might be that children adapt easier to perceived
quality of life and that the dimensions of Quality of life used for adults are not transferable to
children. However, there is no other generally accepted measuring instrument available in
German-speaking countries.

In the range of baseline diagnoses, chronic illnesses clearly predominated (>95% of diagno-

ses). Among these, headache and atopic disease (allergic rhinitis, asthma and atopic dermati-
tis) were the most common diagnoses. As the clinical histories of our patients showed, most
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of our patients decided to consult a homeopathic physician only after having received con-
ventional treatment. This, together with the extensive initial case taking and the reputation of
homeopathy as a "medicine designed to treat the individual as a whole™ causes a selection
for chronic illnesses.

We were unable to confirm the common notion that homeopathy is frequently used for trivial
complaints or diseases. The duration of disease in study patients was very long and their
symptoms were, on average, of moderate severity.

In this study we were not able to evaluate different types of homeopathic strategies. For
quality assurance purposes, we avoided selecting a random sample of homeopathic physi-
cians for the study, choosing instead to recruit physicians schooled and certified in 'classical’
homeopathy. The results of our study are, therefore, representative only for the classical type
of homeopathy that was practised by participating physicians. Compared to conventional
medical practices, headache and atopic disease (allergic rhinitis, asthma and atopic dermati-
tis) were the most common diagnoses in homeopathic practices (as opposed to hyperten-
sion, hyperlipidemia and low back pain in 70,000 patients treated conventionally) [9]. An
American study [20] found asthma, depression, otitis media, and allergic rhinitis to be the
most common diagnoses treated in homeopathic practices, compared to hypertension, upper
respiratory tract infection, otitis media and diabetes mellitus, which were treated most com-
monly in conventional practices.

A health insurance company project that included about 900 patients treated with homeopa-
thy in routine care [21] showed an improvement in quality of life and in physician assessment.
In Guthlin's study [21], however, only physicians certified to work in the public health care
system were able participate. Homeopaths working in private practices (i.e. the great majority
in Germany) were excluded. The advantage of the present study is that doctors in private
practice were also included, thus providing a more detailed and broader basis for describing
the current status of homeopathic health care. Another controlled study in cooperation with
a German health insurance company [22], indicated similar overall effectiveness of homeo-
pathically versus conventionally treated patients for selected diagnoses and in some groups,
superiority of homeopathic treatment.

CONCLUSION

We evaluated for the first time the range of diagnoses and therapies at medical practices of-
fering classical homeopathic treatment in Germany and Switzerland. The findings of our study
demonstrate that patients who seek homeopathic treatment are primarily those suffering
from long-standing, chronic disease. Both according to physician and patient assessments,
the severity of complaints decreased markedly over the 24-month observation period.
Younger patients and those with more severe disease appear to benefit most from homeo-
pathic treatment. Among adults and children, we observed an increase in quality of life. Our
findings indicate that homeopathic medical therapy may play a beneficial role in the long-
term care of patients with chronic diseases.
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Homeopathic treatment for chronic disease: a 6-year, university-hospital out-
patient observational study.

OBJECTIVE

The aim of this study was to assess health changes seen in routine homeopathic care for pa-
tients with a wide range of chronic conditions who were referred to a hospital outpatient de-
partment.

DESIGN
This was an observational study of 6544 consecutive follow-up patients during a 6-year pe-
riod.

SETTING
Hospital outpatient unit within an acute National Health Service (NHS) Teaching Trust in the
United Kingdom.

PARTICIPANTS
Every patient attending the hospital outpatient unit for a follow-up appointment over the
study period was included, commencing with their first follow-up attendance.

MAIN OUTCOME MEASURE
Outcomes were based on scores on a 7-point Likert-type scale at the end of the consultation
and were assessed as overall outcomes compared to the initial baseline assessments.

RESULTS

A total of 6544 consecutive follow-up patients were given outcome scores. Of the patients
70.7% (n = 4627) reported positive health changes, with 50.7% (n = 3318) recording their im-
provement as better (+2) or much better (+3).

CONCLUSIONS

Homeopathic intervention offered positive health changes to a substantial proportion of a
large cohort of patients with a wide range of chronic diseases. Additional observational re-
search, including studies using different designs, is necessary for further research develop-
ment in homeopathy.

COMMENT IN
Observational study on homeopathic treatment. [J Altern Complement Med. 2006]
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Berlin, D-10098 Berlin, Germany. thomas.keil@charite.de, Complement Ther Med. 2008 Feb;16(1):15-
21. doi: 10.1016/j.ctim.2006.10.001. Epub 2006 Dec 27.
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Homoeopathic versus conventional treatment of children with eczema: a
comparative cohort study.

OBJECTIVES
To assess, over a period of 12 months, whether homoeopathic treatment could influence ec-
zema signs/symptoms and quality of life (QoL) compared with conventional treatment.

DESIGN
PROSPECTIVE MULTI-CENTRE COHORT STUDY.

SETTING
Children with eczema aged 1-16 years were recruited from primary care practices.

INTERVENTIONS
Conventional versus homoeopathic treatment.

OUTCOME MEASURES

Patients (or parents) assessed eczema symptoms by numerical rating scales as well as dis-
ease-specific Atopie Lebensqualitaets-Fragebogen (ALF) and general quality of life (KINDL,
KITA) at 0, 6 and 12 months.

RESULTS

A total of 118 children were included: 54 from homoeopathic (mean age+/-S.D. was 5.1+/-3.3
years; 56% boys) and 64 from conventional practices (6.2+/-3.8 years; 61% boys). Eczema
symptoms (assessed by patients or their parents) improved from 0 to 12 months for both
treatment options, but did not differ between the two groups: 3.5-2.5 versus 3.4-2.1; p=0.447
(adjusted). Disease-related quality of life improved in both groups similarly. In the subgroup
of children aged 8-16 years the general quality of life showed a better trend for conventional
treatment compared with homoeopathic treatment (p=0.030).

CONCLUSIONS

This observational study is the first long-term prospective investigation to compare homoeo-
pathic and conventional treatment of eczema in children. Over a period of 12 months, both
therapy groups improved similarly regarding perception of eczema symptoms (assessed by
patients or parents) and disease-related quality of life.
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Sharples FM', van Haselen R, Fisher P.
Academic Unit, Royal London Homeopathic Hospital, UCL Hospitals NHS Trust, London , UK.
PMID: 15022657, Complement Ther Med. 2003 Dec;11(4):243-8.

NHS patients' perspective on complementary medicine: a survey.

OBJECTIVES

To examine patients' reasons for seeking complementary and alternative medicine (cam) in
the national health service, including the nature and duration of the patient's main health
problem, the impact of cam on this, satisfaction with clinical care, and usage of conventional
prescription medication.

DESIGN
survey (n=499).

SETTING
Out-patient department, the royal London homeopathic hospital, a national health service
facility dedicated to cam.

RESULTS

Five hundred and six questionnaires were returned, 499 were analysed. patients' most fre-
quent reasons for seeking cam were that other treatment had not helped, and concerns
about or experience of adverse treatment reactions. two hundred and ninety-seven patients
(63%) had had their main problem for more than 5 years. musculoskeletal system problems
were the most frequent diagnostic group (n=151, 32%). satisfaction with clinical care was
high (443/490: 90%). three hundred and eighty patients (81%) indicated their main problem
had improved very much, moderately or slightly. Of the 262 patients who had been taking
prescription medicines when they first attended, 76 (29%) had stopped, and 84 (32%) had
reduced their intake.

CONCLUSIONS

The results suggest that orthodox medicine is not meeting the needs of some patients and
that cam may wholly or partly substitute for conventional medicines. Most patients indicated
their problem had improved with cam. Implications for future research are discussed.

Zusammenfassung HRI

Eine Erhebung unter 500 Patienten am Royal London Homeopathic Hospital (RLHH) zeigte,
dass viele Patienten die Einnahme schulmedizinischer Medikamente nach einer homd&opathi-
schen Behandlung verringern oder diese sogar absetzen konnten.Der Grad der Besserung va-
riierte in Abhangigkeit von der Diagnose. Beispielsweise berichteten 72 % der Patienten mit
Hautbeschwerden, sie hatten ihre schulmedizinische Medikation absetzen oder senken kon-
nen; bei Krebspatienten konnte die schulmedizinische Medikation nicht reduziert werden. Die
Studie zeigte zudem, dass viele Patienten sich homdopathischen Therapien zuwenden, da sie
Bedenken hinsichtlich der Sicherheit einer schulmedizinischen Behandlung haben.
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Thompson EA', Mathie RT, Baitson ES, Barron SJ, Berkovitz SR, Brands M, Fisher P, Kirby TM, Leckridge
RW, Mercer SW, Nielsen HJ, Ratsey DH, Reilly D, Roniger H, Whitmarsh TE.

1 Bristol Homeopathic Hospital, Bristol, UK. elizabeth.thompson@ubht.nhs.uk

PMID: 18657769 DOL 10.1016/j.homp.2008.06.005

Homeopathy. 2008 Jul;97(3):114-21. doi: 10.1016/j.homp.2008.06.005.

Towards standard setting for patient-reported outcomes in the NHS homeo-
pathic hospitals.

INTRODUCTION

We report findings from a pilot data collection study within a programme of quality assur-
ance, improvement and development across all five homeopathic hospitals in the UK Na-
tional Health Service (NHS).

AIMS

(1)To pilot the collection of clinical data in the homeopathic hospital outpatient setting, re-
cording patient-reported outcome since first appointment; (2) to sample the range of medi-
cal complaints that secondary-care doctors treat using homeopathy, and thus identify the na-
ture and complexity of complaints most frequently treated nationally; (3) to present a cross
section of outcome scores by appointment number, including that for the most frequently
treated medical complaints; (4) to explore approaches to standard setting for homeopathic
practice outcome in patients treated at the homeopathic hospitals.

METHODS

A total of 51 medical practitioners took part in data collection over a 4-week period. Consec-
utive patient appointments were recorded under the headings: (1) date of first appointment
in the current series; (2) appointment number; (3) age of patient; (4) sex of patient; (5) main
medical complaint being treated; (6) whether other main medical complaint(s); (7) patient-
reported change in health, using Outcome Related to Impact on Daily Living (ORIDL) and its
derivative, the ORIDL Profile Score (ORIDL-PS; range, -4 to +4, where a score <or=-2 or
>or=+2 indicates an effect on the quality of a patient's daily life); (8) receipt of other comple-
mentary medicine for their main medical complaint.

RESULTS

The distribution of patient age was bimodal: main peak, 49 years; secondary peak, 6 years.
Male:female ratio was 1:3.5. Data were recorded on a total of 1797 individual patients: 195
first appointments, 1602 follow-ups (FUs). Size of clinical service and proportion of patients
who attended more than six visits varied between hospitals. A total of 235 different medical
complaints were reported. The 30 most commonly treated complaints were (in decreasing or-
der of frequency): eczema; chronic fatigue syndrome (CFS); menopausal disorder; osteoarthri-
tis; depression; breast cancer; rheumatoid arthritis; asthma; anxiety; irritable bowel syndrome;
multiple sclerosis; psoriasis; allergy (unspecified); fibromyalgia; migraine; premenstrual syn-
drome; chronic rhinitis; headache; vitiligo; seasonal allergic rhinitis; chronic intractable pain;
insomnia; ulcerative colitis; acne; psoriatic arthropathy; urticaria; ovarian cancer; attention-

Seite | 40


https://www.ncbi.nlm.nih.gov/pubmed/?term=Thompson%20EA%5BAuthor%5D&cauthor=true&cauthor_uid=18657769
https://www.ncbi.nlm.nih.gov/pubmed/?term=Mathie%20RT%5BAuthor%5D&cauthor=true&cauthor_uid=18657769
https://www.ncbi.nlm.nih.gov/pubmed/?term=Baitson%20ES%5BAuthor%5D&cauthor=true&cauthor_uid=18657769
https://www.ncbi.nlm.nih.gov/pubmed/?term=Barron%20SJ%5BAuthor%5D&cauthor=true&cauthor_uid=18657769
https://www.ncbi.nlm.nih.gov/pubmed/?term=Berkovitz%20SR%5BAuthor%5D&cauthor=true&cauthor_uid=18657769
https://www.ncbi.nlm.nih.gov/pubmed/?term=Brands%20M%5BAuthor%5D&cauthor=true&cauthor_uid=18657769
https://www.ncbi.nlm.nih.gov/pubmed/?term=Fisher%20P%5BAuthor%5D&cauthor=true&cauthor_uid=18657769
https://www.ncbi.nlm.nih.gov/pubmed/?term=Kirby%20TM%5BAuthor%5D&cauthor=true&cauthor_uid=18657769
https://www.ncbi.nlm.nih.gov/pubmed/?term=Leckridge%20RW%5BAuthor%5D&cauthor=true&cauthor_uid=18657769
https://www.ncbi.nlm.nih.gov/pubmed/?term=Leckridge%20RW%5BAuthor%5D&cauthor=true&cauthor_uid=18657769
https://www.ncbi.nlm.nih.gov/pubmed/?term=Mercer%20SW%5BAuthor%5D&cauthor=true&cauthor_uid=18657769
https://www.ncbi.nlm.nih.gov/pubmed/?term=Nielsen%20HJ%5BAuthor%5D&cauthor=true&cauthor_uid=18657769
https://www.ncbi.nlm.nih.gov/pubmed/?term=Ratsey%20DH%5BAuthor%5D&cauthor=true&cauthor_uid=18657769
https://www.ncbi.nlm.nih.gov/pubmed/?term=Reilly%20D%5BAuthor%5D&cauthor=true&cauthor_uid=18657769
https://www.ncbi.nlm.nih.gov/pubmed/?term=Roniger%20H%5BAuthor%5D&cauthor=true&cauthor_uid=18657769
https://www.ncbi.nlm.nih.gov/pubmed/?term=Whitmarsh%20TE%5BAuthor%5D&cauthor=true&cauthor_uid=18657769
mailto:elizabeth.thompson@ubht.nhs.uk
https://doi.org/10.1016/j.homp.2008.06.005
https://www.ncbi.nlm.nih.gov/pubmed/18657769

)ﬂ&\/i AKADEMIE WISSENSCHAFTLICHE HOMOOPATHIE

deficit hyperactivity disorder (ADHD); epilepsy; sinusitis. The proportion of patients with im-
portant co-morbidity was higher in those seen after visit 6 (56.9%) compared with those seen
up to and including that point (40.7%; P<0.001). The proportion of FU patients reporting OR-
IDL-PS>or=+2 (improvement affecting daily living) increased overall with appointment num-
ber: 34.5% of patients at visit 2 and 59.3% of patients at visit 6, for example. Amongst the
four most frequently treated complaints, the proportion of patients that reported ORIDL-
PS>or=+2 at visit numbers greater than 6 varied between 59.3% (CFS) and 73.3% (menopau-
sal disorder).

CONCLUSIONS

We have successfully piloted a process of national clinical data collection using patient-re-
ported outcome in homeopathic hospital outpatients, identifying a wide range and complex-
ity of medical complaints treated in that setting. After a series of homeopathy appointments,
a high proportion of patients, often representing "effectiveness gaps" for conventional medi-
cal treatment, reported improvement in health affecting their daily living. These pilot findings
are informing our developing programme of standard setting for homeopathic care in the
hospital outpatient context.

Zusammenfassung HRI

Eine Beobachtungsstudie am Bristol Homeopathic Hospital umfasste mehr als 6.500 konseku-
tive Patienten mit Gber 23.000 Patientenbesuchen in einem Zeitraum von sechs Jahren. 70 %
der nachuntersuchten Patienten berichteten, dass sich ihr Gesundheitszustand gebessert
hatte; 50 % stuften die Besserung sogar als ,deutlich” ein. Am ausgepragtesten war dies bei
kindlichem Ekzem oder Asthma sowie bei entziindlichen Darmerkrankungen, Reizdarm,
Wechseljahresbeschwerden und Migrane.

Seite | 41


http://www.akademie-wissenschaftliche-homoeopathie.org/

Witt C, Keil T, Selim D, Roll S, Vance W, Wegscheider K, Willich SN.

Institute for Social Medicine, Epidemiology and Health Economics, Charité University Medical Center,
10098 Berlin, Germany. claudia.witt@charite.de,
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PMID: 16036164 DOL 10.1016/j.ctim.2005.03.005

Outcome and costs of homoeopathic and conventional treatment strategies:
a comparative cohort study in patients with chronic disorders.

OBJECTIVES
To evaluate the effectiveness of homoeopathy versus conventional treatment in routine care.

DESIGN
Comparative cohort study.

SETTING
Patients with selected chronic diagnoses were enrolled in medical practice.

INTERVENTIONS
Conventional treatment or homeopathy.

OUTCOME MEASURES
Severity of symptoms assessed by patients and physicians (visual rating scale, 0-10) at base-
line, 6 and 12 months and costs.

RESULTS

The analyses of 493 patients (315 adults, 178 children) indicated greater improvement in pa-
tients' assessments after homoeopathic versus conventional treatment (adults: homeopathy
from 5.7 to 3.2; conventional, 5.9-4.4; p=0.002; children from 5.1 to 2.6 and from 4.5 to 3.2).
Physician assessments were also more favorable for children who had received homoeopathic
treatment (4.6-2.0 and 3.9-2.7; p<0.001). Overall costs showed no significant differences be-
tween both treatment groups (adults, 2155 versus 2013, p=0.856; children, 1471 versus 786,
p=0.137).

CONCLUSION

Patients seeking homoeopathic treatment had a better outcome overall compared with pa-
tients on conventional treatment, whereas total costs in both groups were similar.
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Department of Public Health and General Practice, Norwegian University of Science and Technology
(NTNU), Trondheim, Norway. aslak.steinsbekk@ntnu.no

Patients' assessments of the effectiveness of homeopathic care in Norway: a
prospective observational multicentre outcome study.

OBJECTIVE
To evaluate the patient reported effects of homeopathic care 6 months after first consulta-
tions.

METHODS

Prospective uncontrolled observational multicentre outcome study. All patients visiting 80
homeopaths all over Norway for the first time in eight different time periods from 1996 to
1998 were approached. Patients wrote down their main complaint and scored its impact on
daily living on a 100 mm Visual Analogue Scale (VAS) at the first consultation. Six months
later they were asked to score again. The homeopaths recorded treatments given for up to
two follow-up consultations.

MAIN OUTCOME MEASURE
Predefined as a reduction of at least 10 mm in the VAS score between the first consultation
and follow-up.

RESULT

Patients 1097 were recruited, 654 completed the follow-up questionnaire. The main com-
plaint improved by at least 10mm on the VAS for 71% (95% confidence interval 67-74%) of
patients. The average reduction was 32mm (95% CI 30-35 mm). Fifty-one per cent (95% CI
48-55%) of the patients had an improvement in their general well being of more than 10 mm.
The mean reduction in the whole group was 14mm (95% CI 12-16 mm). The proportion of
patients using conventional medication reduced from 39% to 16%. Regression analysis
showed that lower age and higher baseline score were predictors of better outcome.

CONCLUSION

In this study, seven out of ten patients visiting a Norwegian homeopath reported a meaning-
ful improvement in their main complaint 6 months after the initial consultation.
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Veterindrmedizin und Homoéopathie

Auch in der Veterinarmedizin sind in den letzten Jahren einige sehr gute Studien und
Reviews und eine Metaanalyse erschienen:

- In einer randomisierten, Placebo-kontrollierten, doppelblinden Studie zur An-
wendung der Homoopathie bei durch das Bakterium Escherichia coli hervorge-
rufenem Durchfall bei Ferkeln konnte bereits 2010 gezeigt werden,
dass in der homoopathischen Gruppe signifikant weniger Ferkel an durch E.
coli bedingtem Durchfall erkrankten (p < 0,0001; linear model)

Zudem war der Schweregrad der Erkrankung geringer und der Durchfall, so-
fern er auftrat, von kiirzerer Dauer (CAMERLINK et al., 2010)

» CAMERLINK, I, ELLINGER, L., BAKKER, E.J., LANTINGA, E.A. Homeopathy as re-
placement to antibiotics in the case of Escherichia coli diarrhea in neonatal
piglets. Homeopathy 2010;99:57-62

- Eine randomisierte kontrollierte Studie verglich die Wirksamkeit hom&opathi-
scher Behandlung mit antibiotischer Therapie und Placebo bei milder bis mo-
derater klinischer Mastitis bei Kiihen
Bei pathogen-positiven Mastitiden war die Heilungsrate nach vier und acht
Wochen ahnlich zwischen den beiden Behandlungsstrategien (21% vs 18%
bzw. 24% vs 31%), die Differenz zwischen homd&opathischer Therapie und Pla-
cebo war am Tag 56 signifikant (31% vs 4%; p < 0,05; Kruskal-Wallis Test)

Die Ergebnisse indizieren einen therapeutischen Effekt der homdopathischen
Behandlung bei milder und moderater Mastitis bei Kiihen (WERNER et al.,
2010)

» WERNER, C.,, SOBIRAJ, A, SUNDRUM, A. (2010): Efficacy of homeopathic and
antibiotic treatment strategies in cases of mild and moderate bovine clinical
mastitis. J Dairy Res 77(4): 460-467.

- ZEISE und FRITZ (2019) untersuchten 32 Studien zu Mastitis von Kiihen von
1982 bis 2016 unter Anwendung eines Qualitatsscores und schlussfolgerten
aus den 8 qualitativ hochwertigsten Studien Wirksamkeit der Homdopathie
In einer Studie bei durch euterpathogene Bakterien bedingter Mastitis bei Ku-
hen wurde im Vergleich zu Placebo die Wirksamkeit der homdopathischen
Therapie (p<0,05; Chi-Quadrat-Test, t-Test, logistische Regression) sowie ge-
samt eine Reduktion des Antibiotikaeinsatzes um bis zu 75% gezeigt (MERCK
2004)

» ZEISE, J., FRITZ, J. (2019): Use and efficacy of homeopathy in prevention and
treatment of bovine mastitis. Open Agricult 4: 203-212.
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» MERCK, C. C. (2004): Etablierung der homdopathischen Mastitistherapie in ei-
nem biologisch-dynamischen wirtschaftlichen Milcherzeugerbetrieb unter Be-
ricksichtigung 6kologischer, epidemiologischer und 6konomischer Gesichts-
punkte, Abschlussbericht zum Forschungsvorhaben 99UMO032, Tierklinik fir
Fortpflanzung, Fachbereich Veterindarmedizin, Freie Universitat Berlin.

- MAESCHLI et al. (2019) konnten zeigen, dass im Rahmen des Kometian Pro-
jekts in der Schweiz bei komplementarmedizinischer, vorwiegend homoopathi-
scher Betreuung die betriebliche antibiotische Behandlungsinzidenz signifikant
(p < 0,001; Wilcoxon-signed-rank Test) von 27 auf 18 Behandlungen pro 100
Tiere im ersten Jahr sank

» MAESCHLI, A, SCHMIDT, A, AMMANN, W., SCHURTENBERGER, P., MAURER,
E., WALKENHORST, M. (2019): Einfluss eines komplementarmedizinische telefo-
nischen Beratungssystems auf den Antibiotikaeinsatz bei Nutztieren in der
Schweiz. Complement Med Res 9: 1-8.

- KELLER et al. (2019) untersuchten Milchviehbetriebe in Deutschland, Frankreich
und Spanien und stellten fest, dass lege artis durchgefiihrte homdopathische
Behandlungen inklusive Nachkontrollen sowie adaquater Dokumentation ge-
nau wie fur andere komplementarmedizinische Verfahren und die konventio-
nelle Medizin entscheidend sind.

Ein adaquates Monitoringsystem wirde zur weiteren Prifung der Wirksamkeit
der Homoopathie beitragen. Entsprechend ausgebildete Tierarzte sind Grund-
voraussetzung, dass Landwirte diese in die homdopathische Therapie involvie-
ren.
Zur Erfullung dieser Forderungen braucht es weitere hochqualitative Studien und ent-
sprechend in Homdopathie ausgebildete Tierarzte

» KELLER, D., BLANCO-PENEDO, I, DE JOYBERT, M., SUNDRUM, A. (2019) How
target-orientated is the use of homeopathy in dairy farming= A survey in
France, Germany and Spain. Acta Vet Scand 61(1):30.

- Auch die Metaanalyse zu Veterinarhomoopathie von MATHIE und CLAUSEN
(2015) zeigt eine limitierte Evidenz flr die Wirksamkeit der veterinarmedizini-
schen Homoopathie gegentiber Placebo.

18 RCTs — Placebo-kontrolliert, 3 ausgeschlossen, da Daten nicht auslesbar, N
=15

p=0,01 fir n=15, pooled OR=1,69 (CI=1,12-2,56)

p=0,02 fir n=2, pooled OR=2,62 (CI=1,13-6,05)

» MATHIE, R. T., CLAUSEN, J. Veterinary homeopathy: meta-analysis of random-
ised placebo-controlled trials. Homeopathy 2015;104: 3-8
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PMID: 20129177 DOIL 10.1016/j.homp.2009.10.003

Copyright 2009. Published by Elsevier Ltd.

Diarrhoe (E.coli) bei Ferkeln

In einer randomisierten, Placebo-kontrollierten, doppelblinden Studie zur Anwendung der
Homoopathie bei durch das Bakterium Escherichia coli hervorgerufenem Durchfall bei Ferkeln
konnte bereits 2010 gezeigt werden, dass in der homdopathischen Gruppe signifikant weni-
ger Ferkel an durch E. coli bedingtem Durchfall erkrankten (p < 0,0024; linear model)

Zudem war der Schweregrad der Erkrankung geringer und der Durchfall, sofern er auftrat,
von kirzerer Dauer (CAMERLINK et al., 2010); CAMERLINK, I, ELLINGER, L., BAKKER, E.J., LAN-
TINGA, E.A. Homeopathy as replacement to antibiotics in the case of Escherichia coli diarrhea
in neonatal piglets. Homeopathy 2010;99:57-62, Homeopathy. 2010 Jan;99(1):57-62. doi:
10.1016/j.homp.2009.10.003.

Homeopathy as replacement to antibiotics in the case of Escherichia coli diarrhoea in
neonatal piglets.

BACKGROUND

The use of antibiotics in the livestock sector is increasing to such an extent that it threatens

negative consequences for human health, animal health and the environment. Homeopathy
might be an alternative to antibiotics. It has therefore been tested in a randomised placebo-
controlled trial to prevent Escherichia coli diarrhoea in neonatal piglets.

METHOD

On a commercial pig farm 52 sows of different parities, in their last month of gestation, were
treated twice a week with either the homeopathic agent Coli 30K or placebo. The 525 piglets
born from these sows were scored for occurrence and duration of diarrhoea.

RESULTS

Piglets of the homeopathic treated group had significantly less E. coli diarrhoea than piglets
in the placebo group (P<0.0024). Especially piglets from first parity sows gave a good re-
sponse to treatment with Coli 30K. The diarrhoea seemed to be less severe in the homeo-
pathically treated litters, there was less transmission and duration appeared shorter.
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Einfluss eines komplementarmedizinischen telefonischen Beratungssystems
auf den Antibiotikaeinsatz bei Nutztieren in der Schweiz

HINTERGRUND

Der Antibiotikaeinsatz bei Nutztieren fordert die Entwicklung antibiotikaresistenter Bakterien.
Die Komplementarmedizin kénnte einen Beitrag zur Reduktion von Antibiotika leisten, wird
bisher jedoch nicht flaichendeckend angeboten. Das Beratungsprogramm “Kometian” unter-
stitzt teilnehmende Landwirte darin, ihre Tiere komplementarmedizinisch zu behandeln.

METHODEN UND RESULTATE

128 von 223 teilnehmenden Betrieben nutzten in den ersten 3 Projektjahren die telefonische
Beratung von Kometian. Die Mehrheit der Landwirte hielt Milchkuhe. Frihestens 1 Woche
nach der Kometianberatung wurde eine telefonische Nachfrage beim Tierbesitzer hinsichtlich
des Gesundheitszustandes des Tieres durchgefiihrt. Es konnten so 661 Beratungsfalle recher-
chiert werden. In 486 Fallen erfolgte keine weitere schulmedizinische Behandlung, in 373 Fallen
gab der Landwirt einen Behandlungserfolg an. Von 188 angefragten und seit mindestens einem
Jahr an Kometian teilnehmenden Betrieben stellten 46 ihre Behandlungsjournale zur Verfii-
gung. Die betriebliche antibiotische Behandlungsinzidenz sank signifikant (p < 0,001) von 27
vor Beitritt auf 18 Behandlungen pro 100 Tiere im ersten Jahr.

SCHLUSSFOLGERUNG

Es scheint, dass Kometian einen Beitrag dazu leisten konnte, den Antibiotikaeinsatz auf Be-
triebsebene zu reduzieren.
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Use and efficacy of homeopathy in prevention and treatment of bovine mas-
titis

Abstract

Bovine mastitis is an important disease in dairy farming. As alternative therapy to antibiotics,
whose use is seen as increasingly critical, farmer try to treat mastitis with homeopathy, for
example. The present study examined whether homeopathic treatments for bovine mastitis can
have positive treatment outcomes, ii) which treatments have been successful and under which
conditions, iii) indications for future studies and applications for homeopathy to treat mastitis.
32 studies published to date have been evaluated. Assessment criteria and a rating score of 0
to 5 points were fixed for the appraisal. Healing and prophylaxis of mastitis were the primary
focus to highlight the medication success and its framework for suitable

mastitis therapy. The top eight studies of this quality ranking were subjected to differentiated
evaluation. The selected studies showed a positive treatment outcome of homeopathy. Due to
the homeopathic effect and the most used remedies in the selected studies, the medication
should be chosen according to the homeopathic drug picture. With homeopathic drugs it was
possible to reduce the antibiotic use by up to 75%. Some studies indicated

that homeopathy might have a positive long-term effect. Furthermore, the results suggested a
high self-healing ability in bovine mastitis.

Keywords:
homeopathy, dairy cow, complementary; veterinary medicine, antibiotics, clinical trials
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Reviews und Metastudien

Zum Thema der Meta-Analysen sei verwiesen auf das aktuelle Gutachten von Helmut
Kiene und Harald J. Hamre vom Institut fir angewandte Erkenntnistheorie und medi-
zinische Methodologie an der Universitat Witten/Herdecke ,Wissenschaftliches Gut-
achten zum Antrag V-0 ,Echter Patient*innenschutz: Bevorteilung der Homoéo-
pathie beenden!” zur Bundesdelegiertenkonferenz von Biindnis90/DieGriinen
am 15.-17. November 2019 in Bielefeld.

Dieses Gutachten ist gewissermalBen wie das Exzerpt einer Meta-Meta-Analyse. Wir
empfehlen dringend die Lektire dieses Gutachtens, auch tUber das Thema der Meta-
Analysen hinaus. Hinsichtlich der Meta-Analysen sind die zentralen Aussagen:

Seit 1996 wurden sechs Meta-Analysen von randomisierten, Placebo-kontrollierten
klinischen Homdopathiestudien veroffentlicht; sie umfassten alle Behandlungsindika-
tionen der Humanmedizin: Drei der Meta-Analysen betrafen jegliche Art von Homdo-
pathie:

e Boissel 1996 und Cucherat 2000
e Linde 1997 und 1999
e Shang et al 2005/Ludtke 2008

Zwei Meta-Analysen betrafen nur individualisierte Homdopathie:
e Linde 1998
e Mathie et al 2014

Eine Meta-Analyse betraf nur nicht-individualisierte Homoopathie:
e Mathie et al 2017

Alle sechs Meta-Analysen zeigen positive Therapieeffekte der Homdopathie tber Pla-
cebo hinaus (6 von 6 Meta-Analysen), die statistisch signifikant sind (explizit 5 von 6
Meta-Analysen). Sofern in diesen Meta-Analysen zusatzliche Sensitivitatsanalysen
durchgefihrt wurden, blieben die positiven Therapieeffekte weiterhin iberwiegend
signifikant, auch unter Berlicksichtigung einer hohen Zahl von Qualitatsindikatoren
und neuen verbesserten Analysestandards.

Noch eine kurze Bemerkung zu der Meta-Analyse von Shang et al (2005): In dieser
Meta-Analyse waren Auswertungstechniken verwendet worden, die nicht empfohlen
sind und kritisch diskutiert werden'® - siehe dazu auch die Analyse auf S.57. Unter

10

Cochrane  Handbook for Systematic Reviews of Interventions (https://train-

ing.cochrane.org/handbook/current)
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diesen Vorzeichen ist auch das damals als negativ interpretierte Ergebnis dieser
Meta-Analyse zu sehen. Durch Re-Analyse von Lidtke (2008) entstand schlieBlich ein
differenzierteres und fir die Homdopathie positives Ergebnis.

Die methodisch mit Abstand beste Meta-Analyse ist die von Mathie (2014) zur indivi-
dualisierten Homdopathie. Sie zeigt ein statistisch signifikantes positives Ergebnis,
das robust ist gegeniber Sensitivitatsanalysen.

Sterne JAC, Egger M, Smith GD: Investigating and dealing with publication and other biases in meta-analysis
BMJ 2001;323:101
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Metaanalyse von Linde
Linde K', Clausius N, Ramirez G, Melchart D, Eitel F, Hedges LV, Jonas WB.
Lancet. 1997 Sep 20;350(9081):834-43. Erratum: Lancet 1998 Jan 17;351(9097):220.

Are the clinical effects of homeopathy placebo effects? A meta-analysis of placebo-con-
trolled trials.

Die Evidenz der analysierten 89 Studien ist in dieser Metaanalyse von 1997 statistisch signifi-
kant positiv zu Gunsten der Homdopathie (OR: 2.45; 95% CI 2.05 — 2.93). Dies schlie3t auch
die Subgruppenanalyse der 26 Studien ein, diese mit bester Qualitat, fallt deutlich positiv aus
(OR: 1.66; 95% CI 1.33 — 2.08). Die Autoren kommentieren zuriickhaltend kritisch und fordern,
wie in der Wissenschaft tUblich, weitere Studien:

“The results of our meta-analysis are not compatible with the hypothesis that the clinical ef-
fects of homeopathy are completely due to placebo. However, we found insufficient evidence
from these studlies that homeopathy is clearly efficacious for any single clinical condition. Fur-
ther research on homeopathy is warranted provided it is rigorous and systematic.”

BACKGROUND

Homeopathy seems scientifically implausible, but has widespread use. We aimed to assess
whether the clinical effect reported in randomised controlled trials of homeopathic remedies
is equivalent to that reported for placebo.

METHODS

We sought studies from computerised bibliographies and contracts with researchers, institu-
tions, manufacturers, individual collectors, homeopathic conference proceedings, and books.
We included all languages. Double-blind and/or randomised placebo-controlled trials of clin-
ical conditions were considered. Our review of 185 trials identified 119 that met the inclusion
criteria. 89 had adequate data for meta-analysis, and two sets of trial were used to assess re-
producibility. Two reviewers assessed study quality with two scales and extracted data for in-
formation on clinical condition, homeopathy type, dilution, "remedy", population, and out-
comes.

FINDINGS

The combined odds ratio for the 89 studies entered into the main meta-analysis was 2.45
(95% CI 2.05, 2.93) in favour of homeopathy. The odds ratio for the 26 good-quality studies
was 1.66 (1.33, 2.08), and that corrected for publication bias was 1.78 (1.03, 3.10). Four studies
on the effects of a single remedy on seasonal allergies had a pooled odds ratio for ocular
symptoms at 4 weeks of 2.03 (1.51, 2.74). Five studies on postoperative ileus had a pooled
mean effect-size-difference of -0.22 standard deviations (95% CI -0.36, -0.09) for flatus, and -
0.18 SDs (-0.33, -0.03) for stool (both p < 0.05).

INTERPRETATION

The results of our meta-analysis are not compatible with the hypothesis that the clinical ef-
fects of homeopathy are completely due to placebo. However, we found insufficient evidence
from these studies that homeopathy is clearly efficacious for any single clinical condition. Fur-
ther research on homeopathy is warranted provided it is rigorous and systematic.
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THE LANCET
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First author n Jadad/”
(ref) IV seore
Allergy

Feilly (14} 28 100/93
Reilly (97} 30 s0/B0D
Reilly (98) 162 100/93
Wiesenauer {(112) 121 80/79
Wiesenauer (103} 142 80/79
Wiesenauer (111} 243 80/86
Wiesenauer {113} 1684 &0/79
Dermatology

Labrecque(T8) 174 807100
Leaman{ 73] 34 40/50
Massinger (B8} 144 40736
Paterson (193) 40  80/64
Paterson (2831 180 40/57
Paterson (393) 2 40767
Paterson (423) 39 4057
Schwab (1102) 13  BN/T1
Schwab {2102) 16  40/71
Gastroenterology

Bignamini {41} 31 4A0/64
Jacobs (73) 34 60/64
Jacobs (72) 92 100/86
Massinger (186) 53 20/29
Missinger (286) 16  20/29
Ritter (99} 147 40/50
Missinger (300 14 0/14
Rahlfs (D&} 119 40/79
Rahlfs (95} 72 A0/T9
Musculoskeletal complaints
Bahmer (44} 102 100/100
Zell (114) 73 100100
Thiel { 104) 20 4079
Mdssinger (386] 4T 20429
Missinger (486) 34  20/29
Missinger (586) 48  20/29
Neurology

Albertini {36} 60  20/36
Brigo (45) B0 40/79
Dexpert (56} 56 20/29
Ponti (34) 93  20/50
Master (83) 36 40/29
Savage (100 40 &0/84
Savage (101) 40 B80/T9
Obstetrics & gynascology
Bekkering (40) & 60/5T
Carey (47) 40 40057
Chapman (50) 10 80/T1
Coudert (52} 34 40/84
Dorfman (58] 93 B0/TL
Gauthier (65) 24 80/80
Hofmeyr (T0) 122 100100
Kubista (T7) 118 40/587
Lepaisant (81) 45 B0/84

Ustianowski (105) 200 20/29

Condition

Allergic asthma
Pollinosis
Pollinosis
Pollinosis
Pollinosis
Pollinosis
Pollinosis

Warts
Minor bums.
Pyodermia
5kin lesions
Skin lesions
Skin lesions
Skin lesions
Dermatoses
Dermatoses

Anal fissune
Diarrhoea
Diarrhoea
Gastritis
Gastritis
Gastritis
Chalecystopathia
Imitable bowel
Iritable bowel

Sprains
Sprains
Haemarthrosis
Cramps
Cramps
Cramps

Dental newralgia
Migraine
Seasickness
Seasickness
Aphasia

Stroke

Stroke

Menopause
Vaginal discharge
Premenstrual syndr
Childbirth
Childbirth
Menopausal compl
Childbirth
Mastodynia
Premenstrual syndr
Cystitis

Intervention

Individual nosode C30
Pollen C30

Pollen C30

Galphimiz D4
Galphimia D&
Galphimia C2
Galphimia D4

Outcome

Odds ratio (95% CI)

Fawours placebo ! Favours homosopathy

YAS improvement (mm}*
Global assessment patient
YAS improvement (mm)*
Improvermnent ocular symptams
Improvermnent ocular symptoms
Improvermnent ocular symptoms
Improvernent ocular symptoms

Thuya C30, Ant C5, Ac_nitr.CT Disappearance of warts

Cantharis C200

Hepar sulfuris 04

Mustard gas C30

Individual treatment

Rhus tox C30

Mustard gas C30

(only patients fitting) Sulphur
[only patients fitting) Sulphur

Acidum nitrigum C3
Individual treatment in C30
Individual treatment in C30
Nux vomica D4

Mux vomica D30

Nux vomica D4

Absinthium 02

Asa foetida D3

Asa foetida D1

Traumeal (complex)
Traumeeal (complex)
Traumeal (complex)
Cuprum D30
Cuprum D4

Cuprum D200

Arnica C7, Hypericum C15
Individual treatment in C30
Cocculine (complex)

Pain {area under curse)*

Days to healing [days)*

Depth of lesion

Depth of lesion

Depth of lesion

Depth of lesion

Predictad reactions on remedy
Predicted reactions on remedy

Improvernent

Duration of diarrhoea (days)*
Dwration of diarrhoea (days)*
Global assessment, physician
Global assessment, physician
Global assessment, physician
Global assessment, physician
Global assessment, patient
Global aszessment, patient

Global assassment , patient
loint movement

loint movement

Global assessment, physician
Global assessment, physician
Global assessment, physician

Global assassment , patient
Global assassment, patient
Global assassment, physician

Nux C2, Cocewlus C2, Tab C2 Global assessment, patient

Individual treatment
Arnica C30
Arnica M

Famasan {complex )
Candida C30
Indiividual treatment
Caulophyllum C&
Complex

Lachesis C30

Arnica D6 (D300
Mastodynon (complex)
Folliculinuem C9
Staphisagria C30

* Trials with continuous outcomes (comverted to odds ratics)

Table 2: Trials in meta-analysis
*=[Cor prevention trials, presented odds ratic=1+actual odds ratio. Jadad/IV score: actual number of guality criteria met:< 100=maximum possible
scora. URI=upper respiratory tract infection, ENT=ear, nose, and throat, VAS=visual analogue score.

Global assassment, physician
Survival
Survival

Symptom score*

Global assessment, physician
Global assessment, physician
Labour pains

Labour pains

Global assessment, patient
Perineal pain

Global assessment, physician
Global assessment, physician
Global assessment, physician

01

o

10 100

Ubersicht der Effektstiarken oberhalb der Signifikanz-Linie (>1)

Tab. 2: Forest-Plot zur grafischen Veranschaulichung der Ergebnisse einer Metaanalyse. Die
senkrechte Linie bezeichnet jenes Chancenverhaltnis oder Risikoverhaltnis, welches keinem
Zusammenhang zwischen untersuchtem Einflussfaktor und der abhangigen Vari-able ent-
spricht. Die Kreise stellen das Risiko-Maf der Einzelstudien dar, die waagerechten Linien die
jeweiligen Konfidenzintervalle. (aus Wikipedia)
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Randomised placebo-controlled trials of individualised homeopathic treat-
ment: systematic review and meta-analysis
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BACKGROUND

A rigorous and focused systematic review and meta-analysis of randomised controlled trials
(RCTs) of individualised homeopathic treatment has not previously been undertaken. We
tested the hypothesis that the outcome of an individualised homeopathic treatment ap-
proach using homeopathic medicines is distinguishable from that of placebos.

METHODS

The review’'s methods, including literature search strategy, data extraction, assessment of risk
of bias and statistical analysis, were strictly protocol-based. Judgment in seven assessment
domains enabled a trial’s risk of bias to be designated as low, unclear or high. A trial was
judged to comprise ‘reliable evidence’ if its risk of bias was low or was unclear in one speci-
fied domain. ‘Effect size’ was reported as odds ratio (OR), with arithmetic transformation

for continuous data carried out as required; OR > 1 signified an effect favouring homeopathy.
Results: Thirty-two eligible RCTs studied 24 different medical conditions in total. Twelve trials
were classed ‘uncertain risk of bias’, three of which displayed relatively minor uncertainty and
were designated reliable evidence; 20 trials were classed ‘high risk of bias’. Twenty-two trials
had extractable data and were subjected to meta-analysis; OR = 1.53 (95% confidence inter-
val (CI) 1.22 to 1.91). For the three trials with reliable evidence, sensitivity analysis revealed
OR = 1.98 (95% CI 1.16 to 3.38).

CONCLUSIONS

Medicines prescribed in individualised homeopathy may have small, specific treatment ef-
fects. Findings are consistent with sub-group data available in a previous ‘global’ systematic
review. The low or unclear overall quality of the evidence prompts caution in interpreting the
findings. New high-quality RCT research is necessary to enable more decisive interpretation.

KEYWORDS
Individualised homeopathy, Meta-analysis, Randomised controlled trials, Systematic review
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In an empirical evaluation of the funnel plot, researchers could not visually
identify publication bias.
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BACKGROUND AND OBJECTIVE

Publication bias and related biases can lead to overly optimistic conclusions in systematic re-
views. The funnel plot, which is frequently used to detect such biases, has not yet been sub-
jected to empirical evaluation as a visual tool. We sought to determine whether researchers
can correctly identify publication bias from visual inspection of funnel plots in typical-size
systematic reviews.

METHODS

A questionnaire with funnel plots containing 10 studies each (the median number in medical
meta-analyses) was completed by 41 medical researchers, including clinical research fellows

in a meta-analysis class, faculty in clinical care research, and experienced systematic review-

ers.

RESULTS

On average, participants correctly identified 52.5% (95% CI 50.6-54.4%) of the plots as being
affected or unaffected by publication bias. The weighted mean percent correct, which ad-
justed for the fact that asymmetric plots are more likely to occur in the presence of publica-
tion bias, was also low (48.3 to 62.8%, depending on the presence or absence of publication
bias and heterogeneous study effects).

CONCLUSION

Researchers who assess for publication bias using the funnel plot may be misled by its shape.
Authors and readers of systematic reviews need to be aware of the limitations of the funnel
plot.

Diese empirisch hergeleitete Kritik bedeutender Statistiker an der funnel plot
Methode als bias-fordernd setzt ein wichtiges wissenschaftliches Fragezeichen
vor die nachfolgende Shang-Studie, deren Ergebnisse sich aus dieser Methode
herleiten. Dennoch ist die Shang Studie in der Regel die einzige Studie, die von
grundsatzlichen Gegnern der Homoéopathie zitiert wird.
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Are the clinical effects of homoeopathy placebo effects? Comparative study of placebo-
controlled trials of homoeopathy and allopathy.

BACKGROUND
Homoeopathy is widely used, but specific effects of homoeopathic remedies seem implausi-
ble. Bias in the conduct and reporting of trials is a possible explanation for positive findings
of trials of both homoeopathy and conventional medicine. We analysed trials of homoeopa-
thy and conventional medicine and estimated treatment effects in trials least likely to be af-
fected by bias.

METHODS

Placebo-controlled trials of homoeopathy were identified by a comprehensive literature
search, which covered 19 electronic databases, reference lists of relevant papers, and contacts
with experts. Trials in conventional medicine matched to homoeopathy trials for disorder and
type of outcome were randomly selected from the Cochrane Controlled Trials Register (issue
1, 2003). Data were extracted in duplicate and outcomes coded so that odds ratios below 1
indicated benefit. Trials described as double-blind, with adequate randomisation, were as-
sumed to be of higher methodological quality. Bias effects were examined in funnel plots and
meta-regression models.

FINDINGS

110 homoeopathy trials and 110 matched conventional-medicine trials were analysed. The
median study size was 65 participants (range ten to 1573). 21 homoeopathy trials (19%) and
nine (8%) conventional-medicine trials were of higher quality. In both groups, smaller trials
and those of lower quality showed more beneficial treatment effects than larger and higher-
quality trials. When the analysis was restricted to large trials of higher quality, the odds ratio
was 0.88 (95% CI 0.65-1.19) for homoeopathy (eight trials) and 0.58 (0.39-0.85) for conven-
tional medicine (six trials).
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Pooled Clinical Data on Homeopathy

SUMMARY

In the first decade of the evidence-based era, which began in the mid-1990s, meta-analyses
were used to scrutinize homeopathy for evidence of beneficial effects in medical conditions. In
this review, meta-analyses including pooled data from placebo-controlled clinical trials of ho-
meopathy and the aftermath in the form of debate articles were analyzed. In 1997 Klaus Linde
and co-workers identified 89 clinical trials that showed an overall odds ratio of 2.45 in favor of
homeopathy over placebo. There was a trend toward smaller benefit from studies of the high-
est quality, but the 10 trials with the highest Jadad score still showed homeopathy had a sta-
tistically significant effect. These results challenged academics to perform alternative analyses
that, to demonstrate the lack of effect, relied on extensive exclusion of studies, often to the
degree that conclusions were based on only 5-10% of the material, or on virtual data. The
ultimate argument against homeopathy is the ‘funnel plot’ published by Aijing Shang'’s re-
search group in 2005.

However, the funnel plot is flawed when applied to a mixture of diseases, because studies with
expected strong treatments effects are, for ethical reasons, powered lower than studies with
expected weak or unclear treatment effects. To conclude that homeopathy lacks clinical effect,
more than 90% of the available clinical trials had to be disregarded. Alternatively, flawed sta-
tistical methods had to be applied. Future meta-analyses should focus on the use of homeop-
athy in specific diseases or groups of diseases instead of pooling data from all clinical trials.

INTRODUCTION

Homeopathy has a long tradition in European medicine but remains controversial due the un-
known mechanism of action. Although the lack of such knowledge is not unique for treatments
used in the clinic, the skepticism expressed by academic scientists in this case is fueled by the
difficulty perceiving a biologically reasonable explanation for why homeopathy would be ef-
fective [1].

A new era in the dispute between believers and non-believers began in the mid-1990s when
evidence-based medicine was first popularized. A mechanism of action no longer needed to
be proved as long as it could be demonstrated statistically that the therapy was effective. What
‘worked’ could be shown with large randomized double-blind trials but, more commonly, by
systematic reviews and meta-analyses.

METHODOLOGY
Evidence-based medicine initiated a decade of struggle

Seite | 59


http://www.akademie-wissenschaftliche-homoeopathie.org/

between believers and non-believers in which meta-analyses were used as the tool of analysis.

All of them were based on virtually the same material, but authors arrived at different conclu-
sions. The aim of the present re-appraisal of this period was to scrutinize the arguments used
and to illustrate what non-believers rely on to advocate abandoning homeopathy in the evi-
dence-based era.

RESULTS

Linde and Colleagues’ Meta-Analysis In 1997 Klaus Linde and co-workers in Munich received
much attention after publishing a meta-analysis of homeopathy clinical trials in The Lancet [2].
The researchers had searched for homeopathy studies in a wide selection of databases. Out of
186 trials, the group identified 119 that were randomized placebo-controlled studies of clinical
conditions. Of these studies, 89 provided data that were adequate for a meta-analysis.

When all data were pooled, the odds ratio and 95% confidence interval (CI) were 2.45 (2.05-
2.93) in favor of homeopathy. After correction for publication bias, the odds ratio decreased to
1.78 (1.03-3.10). When only the 26 studies of highest quality were included, the benefit was
somewhat weaker but still statistically significant, 1.66 (1.33-2.08).

The study by Linde and co-workers [2] demonstrated, with a likelihood of more than 95% CI,
that homeopathy is overall a more effective remedy than placebo. The path was then opened
for the unusual approach of pooling all published studies of one type of treatment regardless
of disease and specific remedy used for the cure.

STUDY QUALITY

The earliest criticism of Linde et al.'s meta-analysis [2] focused on the fact that high-quality
studies seemed to show weaker effects than studies of lower quality. In 1999, Linde's group re-
assessed this issue [3]. They divided the studies into subgroups instead of using a weighting
system to consider differences in quality. Naturally, the use of subgroups reduced the capacity
of the available clinical trials to demonstrate differences between treatment and placebo.

The 89 clinical trials were grouped according to the Jadad score, which describes the quality of
clinical trials on a scale ranging from 0 to 5. Linde et al. [3] found that the strength of a meta-
analysis became gradually poorer when dealing with studies of higher quality, but the relation-
ship was not linear; the 10 studies with the highest quality score (Jadad 5) had greater strength
in favor of homeopathy than those with Jadad 3 (19 studies) and Jadad 4 (11 studies). For all 6
Jadad score levels, homeopathy was still statistically superior compared to placebo.

Linde et al. [3] also divided the studies into 12 subgroups according to the group’s own Internal
Validity Scale, in which the capacity to disclose statistically significant differences at each step
was further reduced. Here, homeopathy was statistically superior to placebo at all quality levels
except the highest, where 5 clinical trials yielded an odds ratio of 1.55 (0.77- 3.10). However,
the best estimate of the odds ratio did not differ from previous evaluations, and the lack of
statistical significance is explained by the fact that the calculation is based on only a few studies.
In a subanalysis of 32 trials of individualized homeopathic treatment, Linde and Melchart [4]
found an overall odds ratio of 1.62 (1.17-2.23) in favor of homeopathy. Based on the study with
the best quality, the odds ratio was 1.12 (0.87-1.44), which is not statistically significant.
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EDZARD ERNST

Since 1997, attempts to invalidate Linde et al.'s [2-4] results have followed the path of exclud-
ing most of the clinical trials or, for various reasons, focused on smaller subgroups of studies.
The first claim was made by the German-British physician Edzard Ernst, a former professor of
complementary medicine in UK. In 1998, he selected 5 studies using highly diluted remedies
from the original 89 and concluded that homeopathy has no effect [5].

In 2000, Ernst and Pittler [6] sought to invalidate the statistically significant superiority of ho-
meopathy over placebo in the 10 studies with the highest Jadad score. The odds ratio, as pre-
sented by Linde et al. in 1999 [3], was 2.00 (1.37-2.91). The new argument was that the Jadad
score and odds ratio in favor of homeopathy seemed to follow a straight line (in fact, it is
asymptotic at both ends). Hence, Ernst and Pittler [6] claimed that the highest Jadad scores
should theoretically show zero effect. This reasoning argued that the assumed data are more
correct than the real data.

Two years later, Ernst [7] summarized the systematic reviews of homeopathy published in the
wake of Linde’s first metaanalysis [2]. To support the view that homeopathy lacks effect, Ernst
cited his own publications from 1998 and 2000 [5, 6]. He also presented Linde's 2 follow-up
reports [3, 4] as being further evidence that homeopathy equals placebo. Moreover, Ernst cited
a book chapter [8] that will be commented upon later.

CUCHERAT AND COLLEAGUES

Another meta-analysis of pooled clinical data on homeopathy was authored by Cucherat et al.
[9]. The group identified 118 randomized controlled clinical trials as being potentially evaluable,
but excluded all except 17 (hence, 86% were disregarded). The most common reason for ex-
clusion was that the primary end point was judged to be unclear. Prevention trials and those
evaluating only biological effects were also excluded.

The patient outcomes were not pooled which is an uncommon approach in meta-analyses.
Instead, the significance values (p) from the different studies were combined to arrive at an
overall grand p. Out of 7 ways to combine such significance values the authors chose the one
that was least prone to show a favorable outcome for homeopathy. The overall treatment effect
in the 17 studies was still highly statistically significant in favor of homeopathy, p < 0.000036
(risk is less than 3.6 out of 100,000 that the difference can be explained by chance). The clarity
of this result was diluted by the subsequent removal of studies according to quality. Not much
strength was lost when studies were removed that were open instead of blinded. When the 9
studies included that were randomized and double-blinded but had lost less than 10% of pa-
tients on follow-up, the p value was still 0.0084 (risk is less than 8.4 out of 1,000 that the effect
is due to chance). Finally, when only the significance values for the 5 studies with less than 5%
loss during follow-up were pooled, the difference between homeopathy and placebo was only
close enough to be statistically significant (p = 0.082, risk of 8.2 in 100 that the superiority of
homeopathy over placebo is explained by chance). Cucherat et al. [9] remained skeptical about
homeopathy although their data, even after most of the statistical power was removed by ex-
cluding 86% of the clinical trials, showed that the therapy is superior to placebo. Their impres-
sion was that the studies were of poor quality, a view not shared by others [2, 10]. Cucherat et
al. [9] provided odds ratios along with the exclusion exercise, which is honest. However, the
reasons for exclusion and the subsequent loss of analyzing power are unbalanced. For example,
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there is little reason to exclude half of the material (from 9 to 5 studies) just because the drop-
out incidence is reduced from <10 to <5%. In fact, a dropout incidence much higher than 10%
would normally be acceptable in a clinical trial and can be handled by statistical methods.

SHANG AND COLLEAGUES

The meta-analysis published by Shang et al. in 2005 [10] identified essentially the same set of
clinical trials as Linde et al., although some recently published material was added. The purpose
was to compare homeopathic remedies with conventional medical therapy, although the af-
termath focused entirely on the clinical efficacy of homeopathy. The group identified 165 pub-
lications and excluded 60 for various reasons, one being that an appropriate match with a
conventional medical treatment study could not be found. The authors also excluded cross-
over studies. The final material consisted of 110 homeopathic trials and 110 using conventional
medications.

No odds ratio was presented for the effect of homeopathy versus placebo in these 110 studies,
although the authors mentioned that it was in favor of homeopathy. Instead, all except 21
studies were excluded, based on quality measures. Again, no statistics were provided. The au-
thors then created a second set of exclusions, down to 8 studies, without clearly explaining
why. Their final claim, after having disregarded 95% of the available clinical trials, was that the
inverse odds ratio for homeopathy was 0.88 (0.65-1.19), which is not statistically significant.
This means that the best estimate of the treatment effect is 1/0.88, i.e. homeopathy is 13%
more effective than placebo.

Shang et al. [10] used the ‘funnel plot’ in the same way as the senior author (M. Egger) applied
to Linde's work in a book chapter 4 years earlier [8]. This is a scatter plot of the odds ratios
versus the standard errors for a group of studies. Small studies are more likely to be published
when they show a positive result, while such publication bias is more unlikely to occur when a
study sample is large. As larger studies usually have smaller standard errors, the overall ‘true’
odds ratio is the one indicated when the regression line in the funnel plot approaches a stand-
ard error of zero. This means that the positive results of smaller studies are disregarded as they
are assumed to be balanced by negative outcomes in studies that never came to press. By
relying on a funnel plot for interpretation, conclusions are based on the existence of data we
believe exist, although we do not know for sure.

The funnel plot is a hopeless research tool when making conclusions about treatment effects
in a mixed set of medical conditions, because studies are powered according to expected treat-
ment effects. For example, new studies of homeopathy in allergic and rheumatic diseases can-
not, for ethical reasons, include a large sample due to the positive effects reported in previous
publications [7, 11, 12]. In contrast, studies of conditions where the treatment effect is expected
to be low or uncertain have to have a larger sample to reach adequate ‘power.’ Therefore, when
applied to a mixture of diseases, it is impossible to alter the shape of the funnel plot shown by
Shang et al., regardless of how effective homeopathy might be in allergic and rheumatic dis-
eases. Treatment effects will always be poorer in the largest studies if we power them according
to previous works in the field.

These calculations made by Shang et al. [10] have been widely used by academics and skeptics
as well as by the Editor of The Lancet to claim that homeopathy lacks clinical effect. A critical
discussion about this conclusion followed in a later issue of the journal [13-15].

Seite | 62



)ﬂ;\\i AKADEMIE WISSENSCHAFTLICHE HOMOOPATHIE

DISCUSSION

Meta-Analysis as a Research Tool Many researchers are skeptical to the placebo-controlled
randomized clinical trial (RCT) as the optimal tool to evaluate methods in complementary med-
icine. The RCT provides highly valid information about the efficacy of clearly defined treatments
but is poorly suited to evaluate the efficiency of more complex interventions [16]. However,
one cannot disregard the fact that the placebo-controlled RCT and the subsequent pooling of
data in the form of meta-analyses are highly ranked scientific methods in school medicine.
Their results will continue to have a strong impact in society’s opinion about the usefulness of
complementary medicine. However, meta-analyses can arrive at different conclusions despite
being based on virtually the same material. They are not performed according to strict meth-
odology and are, to a variable extent, guided by creativity, interpretation, and personal bias.
This is why everyone can find arguments for and against homeopathy in the meta-analyses of
the pooled clinical data. The heterogeneity encourages critical reading including personal re-
flections about why the various authors have chosen to present their analysis in the way they
do.

EXTENSIVE EXCLUSION OF DATA

Our considerations should include the fact that some studies rely on extensively excluding data.
There must always be a sound balance between the scientific gain made by excluding studies
and the limitations imposed by the associated loss of statistical power. Some of the works
reviewed here, and in particular works by authors who are negative about homeopathy, reach
their conclusions after having excluded 90-95% of the available trials. This is done with refer-
ence to quite small differences in quality, such as whether the dropout frequency is <10 or
<5%, or with no reference at all. Little attention is given to the fact that the statistics then
become based on much smaller groups of patients, which rapidly hampers the possibility of
disclosing true differences between homeopathic and placebo treatments. Extensive exclusion
exercises are normally excused by academic rigor but also constitute a tempting way for the
non-believer to ruin any evidence there might be. The challenge for the researcher is to evalu-
ate the available data and not to exclude virtually all of them. Studies of very poor quality and
those that do not contain necessary data must always be excluded, but the remainder should
be allowed to contribute to the conclusion, possibly after having been given graded im-
portance depending on how well the studies have been conducted.

Another drawback of excluding a large number of studies is that the composition of the finally
analyzed mix of conditions becomes very important to the conclusion. Here, one must remem-
ber that the overall conclusion made in these meta-analyses relates to the overall efficacy of a
heterogeneous group of treatments for a heterogeneous group of diseases. One example of
this problem is that the nonsignificant odds ratio for the effectiveness of homeopathy versus
placebo presented by Shang et al. [10] seems to be due to a single study of muscle soreness
in 400 long-distance runners [17]. Without this study, the result would have shown the statis-
tically significant superiority of homeopathy over placebo. Moreover, Shang et al. [10] excluded
all except 21 studies based on quality, and providing the results from all of them would have
demonstrated the statistically significant benefit of homeopathy over placebo [13]. Why the
number was further reduced from 21 to 8 was not explained beyond that the latter were ‘large’.
Critical readers suspect that the authors played around with the study selection until eventually
they found the desired result. Strong conclusions made about the usefulness of homeopathy
made in a previous report [7] and in public [14] could fuel such behavior.
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In the following debate Shang's study was criticized for lack of transparency and the highly
selected nature of the finally evaluated studies [13-15, 17].

EVIDENCE VERSUS RECOMMENDATION

Therapies should be evaluated in 2 steps. The first one is objective and summarizes the evi-
dence for the efficacy of the therapy. The second step is to make recommendations for use.
The clinical value of a treatment is then judged more subjectively with reference not only to
evidence but also to scientific, ethical, economic, and practical perspectives.

Authorities often ask different persons to do these parts when formulating clinical recommen-
dations or guidelines. The reason is that an objective evaluation of existing evidence should be
carried out regardless of what the consequences might be. If the same individual performs
both evaluations it is tempting to distort the evidence when other considerations disagree with
the evidence. This author believes that overlap between these 2 roles has been common in the
meta-analyses of the pooled clinical data about homeopathy. That is also why the conclusions
are vastly different and the debate about the evidence contains a certain degree of emotion.
Distortion of the evidence is also common in society.

The present review is based on a series of blog articles published in 2011 as a reaction to a
summer campaign against homeopathy organized by skeptics in Sweden. One claim was that
homeopathy is poorly studied. This is not true as the number of RCTs in this area is quite large.
Many therapies used in clinical medicine are based on much less data. Another widespread
argument, which was even adopted by politicians, is that not a single study on homeopathy
shows a positive treatment effect. In reality, the majority of RCTs on homeopathy shows posi-
tive effects. A third claim was that the studies are of low quality, which does not receive support
from researchers who have specifically evaluated this issue [2, 10]. A fourth point spread to
newspapers by a professional academic was that the analyses by Ernst [7] and Shang et al. [10]
demonstrate beyond a doubt that homeopathy is fraud and humbug. As we have seen, these
publications represent a biased selection of the literature.

IDEOLOGY PLAYS A PART

The reader of this literature must be aware that ideology plays a part in these meta-analyses.
For example, Ernst [7] makes conclusions based on assumed data [6] when the true data are at
hand [3]. Ernst [7] invalidates a study by Jonas et al. [18] that shows an odds ratio of 2.19 (1.55-
3.11) in favor of homeopathy for rheumatic conditions, using the notion that there are not
sufficient data for the treatment of any specific condition [6]. However, his review deals with
the overall efficacy of homeopathy and not with specific conditions. Ernst [7] still adds this
statistically significant result in favor of homeopathy over placebo to his list of arguments of
why homeopathy does not work. Such argumentation must be reviewed carefully before being
accepted by the reader.

The most believable of the meta-analyses is still Linde et al.'s work from 1997 [2] along with
the associated consideration of study quality [3] as the authors appear to maintain a reasonable
balance between exclusion and statistical power. The follow-up analyses by Cucherat et al. [9]
and Shang et al. [10] rest on such extensive exclusion of data that the conclusions are based
on only a tiny fraction of the published studies. These meta-analyses are good examples of
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how the same data can yield results that are statistically in favor and not in favor of homeopa-
thy, and having a negative result is most likely when making conclusions based on as little
material as possible. Applying funnel plots to a heterogeneous mix of remedies and diseases
is another example of playing around with data. If this approach is statistically correct, all fur-
ther clinical trials would have to include the same number of patients regardless of the ex-
pected clinical effect. Alternatively, all treatments must exert the same effect. If not, the funnel
plot is flawed.

THE WAY FORWARD

Meta-analyses of pooled data from the treatment of many conditions are difficult to interpret.
From a clinical point of view, such analyses are warranted only if the same effect is measured
[14]. They also provide many opportunities for those who strive to reach a predetermined con-
clusion to choose selectively. Further meta-analyses should focus on areas where homeopathy
tends to be effective instead of diluting the results with data from diseases in which an effect
is unlikely. Socioscientific issues are also relevant to discuss [19]. In the meantime, the issue
continues to be a struggle between believers and non-believers, guided by plausibility bias
[20].

Homeopathy is not a very strong remedy but seems to show better effects than placebo par-
ticularly in conditions that either are known or can be assumed to arise from the immunologic
system. A guide was given in Linde et al.'s study [2] in which good clinical effects were to be
found in allergic rhinitis, rheumatology, dermatology (except warts), and certain neurological
disorders, such as seasickness and migraine. Benefit was more uncertain or absent in asthma,
surgery, gastrointestinal disorders, anesthesiology, and gynecology [2].

As already stated, it can be argued that evidence-based approaches including the RCT are not
the best forms of evaluating the efficacy of homeopathic remedies, as well as the efficiency of
more complex interventions in complementary medicine. Traditional therapy might be a better
comparator than placebo due to the fact that complementary therapies often show a large
nonspecific effect (‘efficacy paradox’) [13, 16]. Recently, Mathie et al. [21] collected all current
263 highstandard RCTs of homeopathy in humans to enable future systematic reviews based
on specific traits, such as the type of condition and whether placebo or other treatments serve
as controls. Until alternative methods of evaluation have gained widespread acceptance, ho-
meopaths have a lot to gain by aligning their therapeutic ambitions to the areas and treatments
in which placebo-controlled studies have shown a better outcome than placebo. In reality, ho-
meopathic treatments are usually individualized while most of the performed clinical trials are
nonindividualized [13, 22]. Therefore, the practice is not evidence-based, regardless of the re-
sults of all the trials.

CONCLUSION

Clinical trials of homeopathic remedies show that they are most often superior to placebo.
Researchers claiming the opposite rely on extensive invalidation of studies, adoption of virtual
data, or on inappropriate statistical methods. Further work with meta-analyses should abandon
the concept of summarizing all available clinical trials and focus on the effects of homeopathy
versus placebo or other treatments in specific diseases or groups of diseases. One way to re-
duce future emotional-driven distortion of evidence by investigators and skeptics would be to
separate the evidence-seeking process from the formulation of clinical guidelines more clearly.
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The best studies show individualised homeopathic treatment has beneficial
effects beyond placebo

Several systematic reviews and meta-analyses of homeopathy have been performed. However,
none had looked solely at placebo-controlled trials of individualised homeopathic treatment
as delivered by homeopaths in practice. The research team of Mathie et al. 1 have now per-
formed such an analysis and found that homeopathic medicines, when prescribed during indi-
vidualized treatment, are 1,5 — 2-timesmore likely to have a beneficial effect than placebo. Use
of a rigorous and transparent methodology, including a sensitivity analysis, gives credibility to
these findings, which fundamentally challenge claims that homeopathy is purely a placebo ef-
fect.

INTRODUCTION

To date, many of the systematic reviews of clinical studies on homeopathy have analysed stud-
ies on all forms of homeopathic treatment together, in an attempt to answer the general ques-
tion, "Is homeopathy better than placebo?”. However, homeopathy takes several forms. ‘Indi-
vidualised homeopathic treatment’, consisting of a consultation plus personalised prescription,
is considered to be usual care as provided by homeopaths in real world clinics. In contrast,
‘non-individualised homeopathy’ involves the same remedy being used by all patients, based
on a clinical diagnosis only (e.g. over-the-counter homeopathic preparations containing mul-
tiple remedies for conditions such as hay fever or travel sickness). There is no reason to assume
that different homeopathic treatment approaches are equally effective or ineffective. It is there-
fore not surprising that studies combining the results of all homeopathy trials, with little or no
attempt to disentangle the different types of treatment involved, have led to some negative
studies and reports2,3 and ensuing heated debate. In Mathie et al.'s study, placebo-controlled
trials of individualised homeopathy have been analysed in isolation1, allowing us to explore
the key question - do homeopathic medicines, when prescribed during individualised homeo-
pathic treatment (IHT) have an effect beyond placebo?

META-ANALYSIS OF INDIVIDUALISED HOMEOPATHIC TREATMENT (IHT)

Mathie et al.identified 22 eligible clinical trials comparing Individualised Homeopathic Treat-
ment (IHT) to placebo for a range of clinical conditions. To ensure that the results would be
recognised by the wider academic world, Mathie's team used state-of-the-art methods for an-
alysing a large body of clinical trial data, namely a systematic review and meta-analysis (see
Definition box).

All 22 trials were assessed for quality using the wellrecognised Cochrane collaboration’s as-
sessment tool4 and given an overall "reliability” rating of A, B or C. Three of the 22 trials met
the strict criteria set by Mathie et al. to be designated as the most “reliable” evidence (i.e. rated
B1 and above); a meta-analysis of these three top trials found that IHT is more beneficial than
placebo. It is important to note that this definition of "reliable" is more stringent than that used
in previous meta-analyses of homeopathy performed by other groups (e.g. Shang et al 2). Also,
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this method of classifying study quality and "reliability” should not be misinterpreted as sug-
gesting that the remaining 19 trials are not meaningful: rather, they are simply lower down the
scale of relative reliability

KEY FINDINGS

Overall, IHT had a positive effect that was statistically different from placebo. Specifically, indi-
vidually prescribed homeopathic medicines were found to be 1.5- to 2- times more likely to
have a beneficial effect than placebo. The size of the treatment effect was measured by the
'Odds Ratio' (OR); if an OR is greater than 1.0, the effect of the intervention is positive, and the
greater the OR, the greater the size of that positive effect.

The treatment effect seen in the 3 trials designated as most "reliable" was calculated to be
OR=1.98 (95% CI [1.16 - 3.38]; p = 0.013.) As these results were based on only 3 studies, Mathie
et al. performed a ‘sensitivity analysis’ to check that they were robust i.e. the choice of trials
analysed was changed in multiple ways according to their quality rating to see whether this
caused the final result to alter (see Figure 1).

When analysing the 12 trials rated as B6 and above, the OR did not change significantly:
OR=1.63 (95% CI [1.24 - 2.14]; p < 0.001) (Fig. 1. Remove C1.0 studies); and when all 22 trials
were analysed together, regardless of quality, the result was again not significantly different:
OR=1.53 (CI[1.22 - 1.91]; p < 0.001) (Fig. 1. All studies). This sensitivity analysis demonstrates
that Mathie et al.’s findings are robust. It is also important to note that there is no evidence of
larger treatment effects being found in lower-quality trials, contradicting the notion that only
poor quality studies on homeopathy show positive results.

Odds Ratio OR 95%-Cl
All studies — 1.53 [1.22; 1.91]
Remove C2.5 studies —— 1.60 [1.27;2.03]
Remove C2.1 studies —— 1.63 [1.29; 2.06]
Remove C1.4 studies — 1.66 [1.30; 2.12]
Remove C1.3 studies = 1.64 [1.28;2.09]
Remove C1.2 studies —— 1.65 [1.28;2.12]
Remove C1.1 studies —i— 1.66 [1.28;2.17]
Remove C1.0 studies —— 1.63 [1.24; 2.14]
Remove B6 studies —— 1.65 [1.24;2.18]
Remove B4 studies —— 1.64 [1.17;2.29]
Remove B3 studies —— 1.66 [1.17;2.34]
Remove B2 studies —— 1.77 [1.18; 2.66]
B1 Reliable studies only ——— 1,98 [1.16; 3.38]

1

0.5 1 2

Figure 1: Sensitivity analysis. Meta-analysis results for various sub-groups of the 22 eli-
gible trials. Each line represents a different sub-group of trials according to their qual-
ity/reliability rating (C2.5 being the lowest and B1 the highest). The top line (“All studies”)
represents the odds ratio (OR) results from all 22 studies pooled together. Successive
lines from top to bottom represent the results after step-wise removal of trials with the
next reliability rating. The bottom line ("B1 Reliable studies only”) represents the results
when analysing the three ‘best’ trials only. (Figure reproduced with permission from
Mathie et al.1).
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When testing the efficacy of IHT for several different clinical conditions, one might expect the
results to vary depending on the condition being treated, making it more difficult to detect a
specific effect when all conditions are pooled: interestingly this was not the case. Additionally,
two of the three most "reliable" trials used homeopathic remedies that were diluted beyond
the Avogadro limit, yet a significant specific effect was still detected. This is a striking finding
considering that many detractors of homeopathy argue that this is either scientifically implau-
sible or simply impossible.

While the effect of individually prescribed homeopathic medicines was greater than placebo,
the clinical 'effect size' detected was "small". To put this into context, conventional drugs with
a similar effect size include sumatripan for migraine, fluoxetine for major depressive disorder
and cholinesterase inhibitors for dementia.

COMPARISON WITH OTHER STUDIES

Two previous systematic reviews of IHT have been performed. Ernst et al. (published in 1999)
located 3 randomised controlled trials comparing IHT to conventional medicine and the low
trial quality prevented any conclusions from being drawn7.In 1998 Linde et al's study looked
at 32 trials of IHT versus placebo and found a positive, but unconvincing, trend. Mathie et al.
added an extra level of significance to these previous systematic reviews performing a state-
of-the-art meta-analysis.

When the meta-analysis of Mathie et al. is directly compared with perhaps the most often cited
meta-analysis of “global” homeopathy performed by Shang et a | .2, which reached negative
conclusions, key differences between the two studies become clear:

e the criteria for reliability of the clinical trials used by Mathie et al. were more stringent

e the trials used by Mathie et al. were more up-to-date (14 of the 22 trials identified were
not included in Shang et al., published in 2005)

e the positive results of this study are based on trials which test individualised homeo-
pathic care; Shang et al. final conclusion that homeopathy does not have an effect be-
yond placebo was beses only on trials of non-individualised homeopathy

e Mathie et al. performed a rigorous sensitivity analysis to confirm that despite basing
their main conclusion on only 3 of 22 available studies, the findings are reliable. Shang
et al. did not perform such an analysis on their data, but other authors have shown that
their results (based on only 8 of 110 available studies) fail a rigorous sensitivity analysis
and are therefore unreliable.

IMPACT OF THE STUDY

In summary, Mathie et al. have taken the three most reliable, high quality studies of individu-
alised homeopathic treatment available and found that when the results are analysed together,
the result is positive, showing a beneficial effect of homeopathic medicines beyond placebo.
The input from two highly respected, independent biostatisticians from the University of Glas-
gow as co-authors gives further credibility to the findings.

Although the authors remain only cautiously optimistic about their findings, the meta-analysis
by Mathie et al, is well constructed and methodologically sound, providing a strong argument
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in favour of the existence of specific effects beyond placebo in real-world homeopathic treat-
ment. The results of this meta-analysis challenge the commonly repeated argument, ‘the best
studies show homeopathy doesn’t work’, and provide strong evidence that the opposite is
actually correct, i.e. the best studies show homeopathy works.

Definition box

A systematic review is a highly structured scientific method used to locate, collate, criti-
cally assess and evaluate all research studies available that address a particular question.
The highest quality evidence is then used to synthesise a final position and draw conclu-
sions.

A meta-analysis is a statistical method used to assess overall trends in the combined data
extracted from multiple individual studies identified through systematic review. A meta-
analysis assigns a level of statistical significance to the combined results (i.e. how likely it
is that the result is ‘real’ and not simply due to chance).
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Grundlagenforschung

Die Grundlagenforschung zeigt einen klaren Trend:

Die Qualitat der Grundlagenstudien nimmt seit der Jahrtausendwende deutlich zu -
siehe den Review von Klein, Wiirtenberger, Wolf, Baumgartner und Tournier Seite 67.
Ergebnis dieser Forschung sind klare Hinweise auf eine biologische oder physikalische
Wirkung potenzierter, also sukzessive verdunnter und dabei verschittelter Substanzen.
Diese beiden Schritte - verschitteln und verdiinnen - missen offenbar kombiniert wer-
den, da dann eine signifikante Wirkung in doppelblinden, placebokontrollierten Versu-
chen an Pflanzen, Tieren oder in Kristallisationsprozessen messbar wird.

Besonders interessante Ergebnisse zeigen die rein physikalischen Untersuchun-
gen von potenzierten Substanzen durch Spektroskopie, in Kristallisationsprozes-
sen, sowie in den NMR-Messungen potenzierter homoopathischer Substanzen
von Demangeat.

Fazit

Die Qualitat der klinischen Forschung und der Grundlagenforschung in der Homd&opa-
thie nimmt eindeutig zu. Sie zeigt in ganz verschiedenen hochwertigen Studien beim
Menschen, aber auch bei Pflanzen und Tieren und in Kristallisationsprozessen eine sig-
nifikant erhohte Wirkung gegeniiber Placebo. Diese Forschung im Sinne der Burger
auszubauen, bedarf der ausreichenden Forschungs-Finanzierung. Nur so lassen sich
schrittweise auch die Wirkmechanismen selbst erforschen.

Wichtig wird der wissenschaftliche Austausch mit anderen Forschungsfeldern
Alle medizinischen Wirkstoffe leisten einen Informationstransfer, sobald sie in Korpern
wirken. Aber kénnen nur Atome physikalisch-chemisch wirken? Dann mussten wir ab
sofort GPS-Navigation und Smartphone abschalten, weil die Gerate mit der Informa-
tion, die sie fur uns abrufen und senden, kein Atom mit den zugehdrigen Satelliten
austauschen, sondern physikalische Felder generieren und nutzen. Gerade weil sie
keine tragen Atome, sondern Feldwirkungen im Datentransfer einsetzen, sind sie so
schnell und weitreichend.

In der Biologischen Forschung liefert die neu entstehende Quantenbiologie interes-
sante Hinweise, dass in lebenden Organismen ebenfalls nicht atomare Prozesse'' zum
schnellen und weitreichenden Informationstransfer genutzt werden.

1. Klinman JP, Kohen A. 2013 Hydrogen tunneling links protein dynamics to enzyme catalysis. Annu. Rev. Bio-
chem. 82, 471-496.

- Narth C, Gillet N, Cailliez F, Lévy B, de la Lande A. 2015 Electron transfer, decoherence, and protein dynamics:
Insights from atomistic simulations. Acc. Chem. Res. 48, 1090-1097.

-Brookes JC, Hartoutsiou F, Horsfield AP, Stoneham AM. 2007 Could humans recognize odor by phonon assisted
tunneling? Phys. Rev. Lett. 98, 38101.
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Physicochemical Investigations of Homeopathic Preparations:

A Systematic Review and Bibliometric Analysis—Part 1
Sabine D. Klein, PhD,1 Sandra Wiirtenberger, MSc,2 Ursula Wolf, MD, 1
Stephan Baumgartner, PhD,1,3,4 and Alexander Tournier, PhD1,5

OBJECTIVES

The last systematic review of physicochemical research performed on homeopathic prepara-
tions was published in 2003. The aim of the study is to update and expand the current state
of knowledge in the area of physicochemical properties of homeopathic preparations.

In part 1 of the study, we aim to present an overview of the literature with respect to publi-
cation quality and methods used. In part 2, we aim to identify the most interesting experi-
mental techniques. With this, we aim to be in a position to generate meaningful hypotheses
regarding a possible mode of action of homeopathic preparations.

METHODS

A two-step procedure was adopted: (1) an extensive literature search, followed by a biblio-
metric and quality analysis on the level of publications and (2) a thorough qualitative analysis
of the individual physicochemical investigations found. In this publication, we report on step
(1). We searched major scientific databases to find publications reporting physicochemical in-
vestigations of homeopathy from its origin to the end of 2015. Publications were assessed
using a scoring scheme, the Manuscript Information Score (MIS). Information regarding
country of origin of the research and experimental techniques used was extracted.

RESULTS

We identified 183 publications (compared to 44 in the last review), 122 of which had an MIS
5. The rate of publication in the field was *2 per year from the 1970s until 2000. Afterward, it
increased to over 5.5 publications per year. The quality of publications was seen to increase
sharply from 2000 onward, whereas before 2000, only 12 (13%) publications were rated as
"high quality” (MIS #7.5); 44 (48%) publications were rated as "high quality” from 2000 on-
ward. Countries with most publications were Germany (n = 42, 23%), France (n = 29, 16%),
India (n = 27, 15%), and Italy (n = 26, 14%). Techniques most frequently used were electrical
impedance (26%), analytical methods (20%), spectroscopy (20%), and nuclear magnetic reso-
nance (19%).

CONCLUSIONS
Physicochemical research into homeopathic preparations is increasing both in terms of quan-
tity and quality of the publications.

KEYWORDS

systematic review, homeopathy, physics, very high dilutions, serially diluted and agitated so-
lutions, ultrahigh aqueous dilutions
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A Systematic Review and Bibliometric Analysis—Part 2

Alexander Tournier, Sabine D. Klein, Sandra Wirtenberger, Ursula Wolf, Stephan Baumgartner
Published Online:19 Jul 2019 https://doi.org/10.1089/acm.2019.0064

OBJECTIVES

In Part 1 of the review of physicochemical research performed on homeopathic preparations
the authors identified relevant publications of sufficient reporting quality for further in-depth
analysis. In this article, the authors analyze these publications to identify any empirical evi-
dence for specific physicochemical properties of homeopathic preparations and to identify
most promising experimental techniques for future studies.

METHODS

After an update of the literature search up to 2018, the authors analyzed all publications in
terms of individual experiments. They extracted information regarding methodological crite-
ria such as blinding, randomization, statistics, controls, sample preparation, and replications,
as well as regarding experimental design and measurement methods applied. Scores were
developed to identify experimental techniques with most reliable outcomes.

RESULTS

The publications analyzed described 203 experiments. Less than 25% used blinding and/or
randomization, and about one third used adequate controls to identify specific effects of ho-
meopathic preparations. The most promising techniques used so far are nuclear magnetic
resonance (NMR) relaxation, optical spectroscopy, and electrical impedance measurements.
In these three areas, several sets of replicated high-quality experiments provide evidence for
specific physicochemical properties of homeopathic preparations.

CONCLUSION

The authors uncovered a number of promising experimental techniques that warrant replica-
tion to assess the reported physicochemical properties of homeopathic preparations com-
pared with controls. They further discuss a range of experimental aspects that highlight the
many factors that need to be taken into consideration when performing basic research into
homeopathic potentization. For future experiments, the authors generally recommend using
succussed (vigorously shaken) controls, or comparing different homeopathic preparations
with each other to reliably identify any specific physicochemical properties.

Homeopathy is a very popular complementary medicine worldwide." Scientific interest into
therapeutic efficacy of homeopathic remedies is reflected in the growing number of studies
and meta-analyses in clinical research.? However, specific efficacy and the mode of action of
homeopathic remedies—especially in high dilution—is still the subject of scientific debate.

A major challenge of homeopathic basic research is to decode any physicochemical mode of
action. The aim of this review project was to contribute to this effort through a systematic lit-
erature search and a thorough evaluation of the state of research in this field.
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In Part 1 of this review the authors presented the methodology of the literature search and a
bibliometric classification of the publications that were found.? In the present, second article,
the authors report on a methodological analysis of the investigations in the different physico-
chemical research areas. The authors focus on criteria such as blinding, randomization, use of
statistics, controls, independent sample preparation, and replicated experiments. The aim was
to identify any empirical evidence for specific physicochemical properties of homeopathic
preparations, and to identify most promising experimental techniques for future studies. In
the forthcoming Part 3 of this review, a qualitative in-depth analysis of the research field will
be performed to get clues about possible hypotheses for the physicochemical mode of ac-
tion.

In Part 1 of this review the authors described how they performed the literature search and
the procedure by which they assigned to each publication a Manuscript Information Score
(MIS) as a proxy for the reporting quality of the article.2 A total of 183 publications on physi-
cochemical experiments in homeopathy were retrieved; 122 of these had an MIS >5 and were
thus considered to be of sufficient quality to be included in this part of the review. On closer
inspection seven of these publications were found not to be relevant to this review and were

excluded (six because of duplications*2 and one because it was not standard homeopathy'9).

The authors performed an update of the literature search to cover all publications up to De-
cember 2018. The same search criteria and methods as previously were used.2 The update
uncovered 19 publications, reporting on 32 experiments. In this part of the review the authors
analyzed these 134 publications in terms of the 203 experiments they describe 21'='%3 The def-
inition of an experiment was taken as an intellectually conceivable unit with uniform meas-
urement methods and a homogenous set of samples. Thus, the authors split publications into
multiple experiments when different measurements procedures and/or differing sample
preparation methods had been applied. An experiment could be described in several publica-
tions and quite often a publication would contain several relevant experiments.

Detailed information for each experiment was extracted from the publications (see Box 1).

All data were independently extracted by two authors and compared. Conflicts were resolved
through discussion. The detailed data extraction sheet is available as Supplementary Data.
Two authors worked on each of the 11 research areas. Because of the search criteria exclud-
ing nonhomeopathy-specific articles, some work potentially relevant to the mode of action of
homeopathic dilutions were not included (see Limitations section).

To quantitatively compare any empirical evidence for specific effects of homeopathic prepa-
rations for the 11 research areas, we constructed a methodological score—the Methodologi-
cal and Frequency of Investigation (MFI) score—by taking the average of 5 quality criteria
(randomization, blinding, statistics, use of succussed controls, and use of multiple independ-
ent production lots) and weighing it by the number of studies in that research area.
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GENERAL INFORMATION
Authors, year of publication, title of publication, research area (one of 11 predefined catego-
ries), and type of Publication (journal, book, etc.) were the general information.

HOMEOPATHIC PREPARATIONS

Homeopathic preparations included potentized substances (Latin or chemical names),
method of potentization (multiple tube vs. single tube, hand vs. machine, succussion vs. vor-
tex vs. sonication), potency levels and dilution ratio, Substance of potency vessel, composi-
tion of potentization medium, production of potencies (self-made, off the shelf, and specific
external production), and physical modifications.

CONTROLS
Types of controls (unsuccussed medium, dilution without succussion, succussed medium, po-
tentized medium, none, and other).

BIAS PREVENTION AND STATISTICS
Number of independent homeopathic and control sample production lots; blinding, random-
ization, statistics (none, descriptive, inferential).

TECHNIQUES AND RESULTS

Measurement technique in more detail, summary of results, results reported by authors (evi-
dence or no evidence for empirical differences between homeopathic preparations and con-
trols).

FORMAL OVERVIEW

The 134 publications analyzed reported on a total of 203 experiments (Fig. 1). The majority of
experiments (72%) reported findings in line with the notion that homeopathic preparations
are different from the controls used (Table 1).
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(n = 289)
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{n=14]

[ Screening ] [Idunh‘ﬁr.atlm]

Full-text articles assessed according to
manuscript information score
{n = 183)

Full-text articles exclisded

nat homeopathy or low
patencies (o= 37)

nat physice-chemical n = 22)
review, overview (n = 16)
hypothesis, theary (m= 13)
editorial, letter 1o editor (n = 3)
{cenference) absiract (n = 7]
duplicate artide in differant
Language (= 2)

Articles included in gualitative synthesis
(=122}
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Update of literature search
{#19 publications, n=134)

r

Articles included in guantitatrve analysis
{n= 134)
Desgribing 203 expeniments

Full-teat artiches excleded upon
ervare detailed snalysi
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FIG. 1. PRISMA flow diagram describing the process of paper inclusion through Part 1
and Part 2 of the review to arrive at the 203 experiments being described. PRISMA, Pre-
ferred Reporting Items for Systematic Reviews and Meta-Analyses.
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Table 1. Physicochemical Experiments Reporting Differences Between Homeopathic
Preparations and Controls

Findings Count %
Differences reported 147 72
No differences reported 35 17
Mixed results 2 1
NA 19 9

Most experiments used plain (unsuccussed) potentizing medium as control, whereas less
than one third used potentized medium (Table 2); 23% of experiments used more than one
control. Twenty-three percent of experiments reported blinding and 21% reported randomi-
zation. Only 15% of the experiments reported measurements of multiple independent sample
production lots. Most of the experiments (59%) did not report the use of statistics to analyze
the data, whereas 28% reported use of inferential statistics.

Table 2. Controls, Bias Prevention and Statistics Used in Physicochemical Experiments

Count %

Controls?®

Potentized medium 57 28

Succussed medium 18 9

Dilution without succussion 24 12

Unsuccussed medium 109 54

Other 50 25

Unknown 15 7
Blinding

Yes 46 23

No 22 11

Not described 135 67
Randomization

Yes 43 21

No 20 10

Not described 140 69
Independent production lots

Unique production lot 43 21

Multiple production lots 31 15

Unknown 129 64
Statistics

Inferential 56 28

Descriptive 27 13

None 120 59
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Types of controls used in experiments, and information on whether sample blinding and ran-
domization was used, whether experiments used independent production lots (i.e., how many
times the homeopathic preparations were produced from the original substance) and
whether statistics were used and what type.? Experiments often used several controls.

Table 3 reports on specific aspects of the sample production. Two thirds of the experiments
used the multiple-tube method for potentization. Nearly half of the experiments declared use
of some form of potentizing machine. The majority of experiments used succussion as poten-
tization method. About two thirds of the preparations investigated were prepared by the re-
searchers in their own laboratory. Experiments most often investigated samples both above
and below the theoretical limit where nothing would be left of the original substance
(12c/24x, roughly corresponding to the inverse of Avogadro's number). Although the as-
sumption is generally that the effects of homeopathy are the result of as yet unknown water
characteristic, only 24% of experiments used ultrapure water as the medium for the dilu-
tion/succussion process. Most experiments (35%) used ethanol at different concentrations. Of
interest, 20% of experiments used specifically prepared water-based mediums such as solu-
tions of sodium bicarbonate, silicic acid, sodium chloride, and lithium chloride.

Table 3. Homeopathic Sample Preparation

Count %

Potentizing method

Multiple tube (Hahnemann) 124 61

Single tube (Korsakov) 11 5

Mixed 25 12

Unknown 43 21
Succussion method

Hand 56 28

Machine 81 40

Mixed 10 5

Unknown 56 28
Production

Self-made 119 59

Specific external 40 20

Off the shelf 27 13

Mixed 17 8
Potencies

<12¢, 24x 17 8

>12¢, 24x 42 21

Mixed 141 69

Unknown 3 1

Composition of potentization medium
Ethanol high concentration (>50%) 56 28
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Table 3. Homeopathic Sample Preparation

Ethanol low concentration

Ultrapure water

Water-based inorganic solutions

Mixed
DO

Unknown

Count %
15 7
49 24
40 20
13 6

3 1
27 13

AR

LR AKADEMIE WISSENSCHAFTLICHE HOMOOPATHIE

Methods that were employed in the production of the samples: potentizing method (multi-
ple- or single-vessel method), succussion method (hand, machine), production location (in-
house or outsourced), and dilution level (below or above the inverse Avogadro number, i.e.,

whether any of the original substance could be expected to remain in the sample).

A total of 192 different substances were investigated. The most used potentized substance
was Natrium muriaticum (sodium chloride), followed by 2.4-dichlorophenoxyacetic acid, Ar-
nica montana, sulfur, Nux vomica, and Sificea (Table 4).

Table 4. Substances Potentized Most Used in Experiments

Remedies

Natrium muriaticum
2,4-dichlorophenoxyacetic acid
Arnica montana

Sulfur

Nux vomica

Silicea

Argentum nitricum
Arsenicum album
Argentum metallicum
Cuprum sulfuricum
Magnesium muriaticum
Arsenicum sulphuratum rubrum
Plumbum nitricum
Aurum muriaticum
Lycopodium clavatum
Aurum metallicum
Zincum metallicum
Histaminum

Zincum oxidatum
Alcoholus (ethanol)

Usage
28
24
24
21

v o1 L1 O OO O N N ©
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Table 4. Substances Potentized Most Used in Experiments
Remedlies Usage
Bryonia S

Usage in number of experiments.

The most frequently used measurement techniques were electrical impedance, spectroscopy
followed by nuclear magnetic resonance (NMR) (Table 5). From the breakdown per method
we see that blinding and randomization was used most often in NMR, although still less than
half of the experiments used them. Use of inferential statistics was generally low except for
NMR where they were used often (77%). In terms of the use of succussed controls, these
were used less than half of the time except for NMR (63%). The use of independent produc-
tion lots was generally very low except for NMR (33%) and chromatography (100%). Accord-
ing to the methodological score applied (MFI score, see Materials and Methods section),
NMR comes out as the method with the most reliable empirical evidence for specific proper-
ties of homeopathic preparations (MFI score of 15.8), followed by spectroscopy techniques
(MFI score of 10.2), analytical methods (6.2), and electrical impedance (MFI score of 6.0).

Table 5. Experimental Methods Used

Methods Count Blin- Rando- Sta- Succussed Indepen- MFI  Diffe-
ding miza- tistics controls dentpro- score rences re-
(%) tion (%) (%) (%) duction ported (%)

lots (%)

NMR 30 40 50 77 63 33 15.8 73

Spectroscopy 39 31 21 31 38 10 10.2 79

Analytical me- 22 27 32 14 45 23 6.2 18

thods®

Electrical impe- 41 12 12 12 22 15 6.0 80

dance

Imaging me- 16 25 25 38 50 6 4.6 69

thods

Surface ten- 9 33 22 22 56 11 2.6 56

sion/various phy-

sical

Luminescence 11 18 18 27 36 9 2.4 100

Calorimetry 16 0 0 13 13 0 0.8 94

Raman 7 29 0 0 29 0 0.8 86

spectroscopy

Chromatography 3 0 0 0 0 100 0.6 100

Electrochemistry 9 0 0 0 11 0 0.2 89

Ordered by MFI score (see the Materials and Methods section). Count, number of experi-
ments per method. Blinding, randomization, inferential statistics, succussed controls, and in-
dependent production lots, frequency of use. Differences between homeopathic preparations
and controls as reported in publication: frequency.
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*The low level of reported differences in the Analytical Methods group is because of the fact
that many experiments used analytical methods to control sample purity, not as a technique
to compare samples.

MFI, Methodological and Frequency of Investigation.

If we look at the best experiments, defined as those that used blinding, randomization, and
inferential statistics, we find overall 24 experiments, of which 79% reported differences be-
tween homeopathic preparations and controls (Table 6). Of those, 10 fulfilled a further two
methodological criteria (use of succussed controls and use of independent lot production),
80% of which reported differences between homeopathic preparations and controls.

Table 6. High-Quality Experiments

Method Experiments ful- Reported dif- Experiments ful- Reported dif-

filling three crite- ferences (%) filling five crite- ferences (%)
ria ria

NMR 10 90 6 100

Spectroscopy 7 86 1 100

Imaging methods 4 75 1 0

Analytical methods 2 0 0 —

Surface tension/vari- 2 100 2 50

ous physical

Electrical impedance 2 50 0 —

Luminescence 2 100 0 —

Grand total 29 79 10 80

Number of experiments fulfilling three quality criteria (blinding, randomization, and inferen-
tial statistics) along with percentage of experiments reporting differences, number of experi-
ments fulfilling an additional two quality criteria (succussed controls and independent series
production) along with corresponding percentages of experiments reporting differences.
NMR, nuclear magnetic resonance.

For the purposes of this review, we define a replication as an experiment that used the same
investigative technique to measure the same physicochemical properties of homeopathic po-
tencies made of the same substances. Note that this is different from a reproduction where
the same instrument and potencies would have to be used, along with the same statistical
analysis, experiment protocol, and materials.

We extracted the replication data for all research techniques. The data tables summarizing
these replications for each of the 11 experimental methods are given in the Supplementary

Table 7. To score the different replications, we defined the Experimental Replication (ER)
score as the number of replications times the average methodological score of these replica-
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tions times the percentage of experiments reporting differences. This score enables to deter-
mine which replications have most reliably reported differences between homeopathic prep-
arations and controls and should therefore be replicated further to confirm (or not) their re-
sults.

Table 7. Replicated Experiments

Technique Replication se- No. of Average MFI No. of reported  ER
ries replications score differences (%) score

NMR T1, T2: Silicea 7 4.4 100 31.0

NMR T1, T2: Histamine 5 34 100 17.0

Spectroscopy UV: Sulfur 4 4.0 100 16.0

Spectroscopy  UV: Cuprum sul- 3 4.3 100 13.0
furicum

NMR T1, T2: Sulfur 2.1 44 8.4

Electrical impe- REDEM: Argen- 4 100 8.0

dance tum nitricum

Electrical impe- REDEM: Aurum 2 4 100 8.0

dance

NMR T1, T2: Nux 3 2.3 100 7.0
vomica

Luminescence  Thermo: Lithium 3 2.0 100 6.0
muriaticum

Imaging me- GDV: Natrium 2 2.5 100 5.0

thods muriaticum

Spectroscopy UV: Aconitum na- 3 1.7 100 5.0

pellus

Number of replications of a given experiment, showing average methodological (MFI) score
of experiments within a replication, how often differences between homeopathic prepara-
tions and controls were reported and associated ER score. Replications with ER score >5
sorted according to ER score.

ER, Experimental replication; GDV, gas discharge visualization; MFI, Methodological and Fre-
quency of Investigation; NMR, nuclear magnetic resonance; UV, ultraviolet.

We see that the seven replications investigating T1 and T2 NMR relaxation times of poten-
tized silica have high methodological scores and that all seven experiments reported differ-
ences between homeopathic preparations and controls, leading to a high ER score of 31.0.
Similarly, NMR relaxation time investigations of potentized histamine have a high score of
17.0 with 5/5 replications reporting differences.

In spectroscopy, we have two sets of ultraviolet (UV) measurements (Cuprum sulfuricum, sul-
fur potencies) with high ER scores. In electrical impedance, the two replications of the REDEM
experiments (black box measurements) stand out as having high methodological scores, and
both replication lines reported differences between homeopathic preparations and controls
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leading to a decent ER. We also see the three studies of thermoluminescence using homeo-
pathic preparations of Lithium muriaticum.

Appropriate controls for potentized preparations

A major question that came up during this review is how to define the most appropriate con-
trols for homeopathic preparations in physicochemical measurements. We can distinguish
two main classes of controls: (1) plain (unsuccussed) solvent or diluted (but not succussed)
homeopathic samples and (2) potentized or succussed (vigorously shaken) solvent. It is quite
evident that succussion of a fluid in ambient air leads to a number of effects such as for-
mation of air bubbles of different size with differential lifetimes, increased dissolution of air
components (N2, Oz, CO;) in the fluid, increased dissolution of potentization vessel wall mate-
rial (Si, B, Na, K etc.), and maybe cavitation effects!* These processes may lead to further
consequences such as increased oxidative processes (because of O dissolution), changes in
pH (because of CO; dissolution and acid formation), changes in nuclear magnetic relaxation
(O2 as relaxation agent), increased silica-hydrogel formation (because of increased Si dissolu-
tion), radical formation (because of cavitation), and potentially other effects.

When investigating the hypothesis that potentization of a given material leads to remedies
with specific effects, it is evident that any such specific effects have to be different from pure
succussion effects that are unspecific in the sense that they are not related to the substance
potentized. From this point of view, only succussed or potentized controls are valid controls
for demonstrating any evidence for specific (remedy-related) properties of potentized prepa-
rations.

Considering the hypothesis that succussion leads to some information transfer of the sub-
stance potentized to the potentization medium, the question arises what happens when pure
medium is potentized as control sample (e.g., potentized water). One could speculate that
the potentization process is amplifying some random information. This would lead to a situa-
tion where samples with specific information (homeopathic preparations) would be com-
pared with samples with random information (potentized water as control). In this sense po-
tentized medium (and by extension succussed medium too) might not to be the best controls
possible as they could introduce a random element.

On the contrary, one can argue that it would not be wise to compare homeopathic prepara-
tions with each other in case the measurement method used is not able to distinguish the
putative homeopathic structures. Because the nature of the homeopathic structures is not
known yet, it cannot be decided at present if a given measurement method is able or not to
distinguish the presumed structures.

We therefore recommend in future investigations the use of two types of controls: (1) poten-
tized solvent and (2) other homeopathic preparation(s). The use of several homeopathic sam-
ples increases the probability to identify different structures. Furthermore, if possible, we rec-
ommend the additional use of (3) unsuccussed and (4) succussed control samples that would
allow determining the effect of pure succussion. A study of the effect of succussion on the

observed physicochemical activities would be a welcome endeavor as it is currently lacking, in
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particular investigating the effect of the number of succussions would be very interesting.
Such a study would complement the work by Betti et al., which used wheat germination as-
says and the droplet evaporation method to explore this topic, showing a sigmoidal type be-

havior as a function of the number of succussions.’*>

As mentioned previously, certain experimental methods might be more suitable to investigat-
ing the presence/absence of such structures rather than distinguishing between such struc-
tures. The issue here is in conceiving appropriate controls that would not suffer from con-
founding factors such as gas dissolution for example. Such an approach is being pioneered
by the group of Prof. Elia in their conductivity measurement experiments; they used trace an-
alytics methods to levels of sodium in their samples and are thereby able to calculate the the-
oretical conductivity of the sample (sodium being the most relevant element for conductivity
in their setup) to obtain the so-called “excess conductivity” as the difference between the
measured conductivity and the theoretical prediction. This technique is interesting as in prin-
ciple it probes directly for the presence of structures with unexplained properties (here in
terms of conductivity). However, the technique does not currently control for other elements
and gases originating from the succussion process that could also play a role.

Bias prevention and statistics

Most of the studies neither used blinding nor randomization. This is not entirely unusual in
physicochemical research where one usually does not expect experimenter effects. Most of
conventional research does not invoke blinding on such experiments for that very reason.
Giving the history and heated debate surrounding homeopathy, we recommend implement-
ing blinding and randomization protocols in future investigations to ensure that experiment-
ers do not have any effect on the results.

Rather worrying is the lack of use of proper statistical tools. Part of the problem here is that
many of the studies are quite dated and statistical tools were often not used at that time. An-
other effect is that many experiments such as in spectroscopy have been rather descriptive
and therefore did not use statistical tools. Now, again given the controversy in the field, there
is a great need for proper statistical methods to be implemented, so as to quantify the de-
gree of uncertainty in the results and to avoid Type I and Type II errors.

We recommend the implementation of systematic negative control (SNC) experiments on a
regular basis. SNC experiments are full experiments with identical design and evaluation as
experiments with homeopathic preparations, but all samples are either from the same source
material (e.g., plain potentization medium) or consist of potentized medium, prepared analo-
gously as the homeopathic samples.™® Depending on the design of the experiments, system-
atic positive control (SPC) experiments may also be a valid approach, consisting of the same
sample (either a positive control or a homeopathic preparation), independently prepared in
the number of samples assessed in the “true” experiments. SNC and SPC experiments are ex-
cellent scientific tools to evaluate the stability of a given experimental system, to identify any
systematic error, and to assess applicability of statistical models. In this review, only one in-
vestigation implemented SNC experiments.?’

Another aspect that needs to be addressed in the future is the inherent variability present in
physicochemical studies of homeopathic remedies. It is quite clear that there is a high degree
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of variability in the experimental measurements, 32 which cannot be solely attributed to in-

strumental error and are because of the high variability inherent in water itself24 SNC and
SPC experiments are well suited to address these issues. In addition, adapted statistical mod-
els may be necessary to address variability in itself.

Most promising techniques

Looking at the results gathered in this review a number of experiments emerge as deserving
further replication and exploration. First of all, NMR relaxation studies of potentized silica and
histamine preparations have shown the most methodological rigor and the most promising
results, demonstrating the ability to distinguish between potentized silica or histamine, and
potentized controls. Of interest, potentized sulfur seems to be harder to distinguish from cor-
responding controls.

Based on the available data, UV spectroscopy seems to be the second most interesting tech-
nique. With this experimental approach only, a formal meta-analysis over three independent
experimental series yielded statistically significant differences between potencies of copper
sulfate and succussed medium.

Thermoluminescence on potentized lithium chloride seems to be the third promising tech-
nique, although it requires quite sophisticated and expensive equipment.

In contrast, both NMR relaxation and UV spectroscopy can be performed with desktop in-
struments, and can additionally be equipped with autosamplers to allow a high number of
samples to be measured. From a pragmatic point of view, these two methods therefore seem
to be most promising to be recommended for further replication studies.

Of interest, two unconventional experimental methods (so-called REDEM spectroscopy and
gas discharge visualization) also seem to have a potential to distinguish between potentized
preparations (silver nitrate, gold, sodium chloride) and controls. The disadvantage of these
approaches is that the exact measurement process is only partially understood, and cannot
be scientifically interpreted in a straightforward way.

Limitations

The search criteria defined homeopathic preparations as having undergone succussion steps,
as such a number of publications from the field of water research and of high-dilutions re-
search were not included. In particular the work of Pollack on “Exclusion Zone" (EZ) water,
which is often cited as a possible line of enquiry for explaining homeopathy, did not fulfill the
criteria and was not retained (for a overview of this field, the reader is referred to the book by
Pollack: “The Fourth Phase of Water"*8). Similarly, the work of Konovalov and Ryzhkina on
structures terms "Nanoassociates” at ultralow dilutions, did not meet the criteria and was not
retained (for more details the reader is referred to the review of the field by Konovalov and
Ryzhkina'®). It is quite clear that the homeopathic remedy production process with iterative
dilution and succussion steps raises fundamental questions in the realm of physics and chem-
istry that go far beyond the field of homeopathy research. A review on water structures and
water/ethanol structures and on physicochemical effects of succussion would be a very valua-
ble complementary approach for homeopathic basic research.
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Conclusions

We reviewed 134 publications describing 203 experiments in the area of physicochemical re-
search into homeopathically potentized preparations, which we analyzed in detail with the
aim of extracting relevant information about what has been learned in the field and which ex-
periments to undertake in the future.

To conclude, the most promising techniques used so far are NMR relaxation, optical spec-
troscopy, and electrical impedance measurements. In these three areas, several sets of repli-
cated high-quality experiments provide evidence for specific physicochemical properties of
homeopathic preparations.

For future experiments, we recommend using succussed controls, or comparing different ho-
meopathic preparations with each other to reliably identify any specific physicochemical
properties. We also recommend the use of systematic positive and negative control experi-
ments as a way of measuring the inherent variability in an experimental setup.

Further in-depth analysis of the experiments published is warranted to extract hypotheses re-
garding a possible mode of action of potentized remedies; such an analysis will be published
as Part 3 of this review.
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Review Article

ABSTRACT

Biological efficacy of infinitesimally diluted substances is still controversial. However, homeo-
pathic remedies are manufactured through an iterative dilution/dynamization procedure
which induces collateral phenomena, especially nanobubbles and release of silica from the
glass container.

Our own NMR studies and a review of the literature show that dilutions could contain much
more molecules than expected, moreover in nanoparticulate forms which increase with dilu-
tion.

Dilution/dynamization beyond a threshold of 10-6-10-8 generates superstructures associated
with the solute, which grow at each step by affixing layers of nanobubbles and silica, or by
self-assembly. Sizes from 1-2nm to hundreds of nanometers could be demonstrated by elec-
tron microscopy.

Dynamization appears crucial, by producing specific superstructures (distinguishable accord-
ing to the dissolved substance), and inducing paradoxical biological effects.

Superstructures are neither observed without dynamization nor at low dilution, where even a
paradoxical chaotropic effect on the solvent is observed by NMR.

Thus, a dual structure of the homeopathic medicine is highlighted. We postulate that dy-
namization and nanobubbles ensure formation, stereospecificity, growth and transfer of su-
perstructures across dilutions.

The sampling tip may play a major role by catching the superstructures and conveying the
encaged remedy across the successive dilutions.

Some studies managed to show the presence of the remedy source, as a non-zero asymp-
tote, in ultrahigh dilutions, far beyond the Avogadro’s limit. Owing to this physical duality,
low dilutions would act on organ receptors through ligand-receptor interactions, and high
dilutions on systemic size-dependent targets, due to peculiar properties of nanoparticles,
able, as a function of size,

e to cross physiological barriers,

e stimulate endocrine and immune systems or
e enter nerves to directly reach the brain.
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Inverse effects, observed within the 10-3-10-6 range, might correspond to the onset of the
nanoparticulate form.

The number of dynamizations could be the true factor for biological activity, rather than the
rate of dilution.

KEYWORDS
Homeopathy; Ultrahigh dilutions; NMR relaxation; Dynamization; Nanobubbles; Nanostruc-
tures; Homeopathic remedy as nanomedicine; Hormesis; Hypotheses about biological effects

ABBREVIATIONS

NMR: Nuclear Magnetic Resonance; NS: Nanostructure; NB(s): Nanobubble(s); NP(s): Nano-
particle(s); DLS: Dynamic Light Scattering; R/B: Rayleigh/Brillouin; (T)EM: (Transmission) Elec-
tron Microscopy; AFM: Atomic Force Microscopy; BBB: Blood-Brain-Barrier; OB: Olfactory Bulb

CONCLUSION AND PROSOPECTS

Homeopathic dilutions differ from conventional dilutions of physicochemistry. The specific di-
lution/dynamization procedure induces collateral phenomena, especially production of NBs
and release of silica and ions from the glass container, which lead, at high dilution beyond C3-
C4, to the formation of nanometric superstructures or NPs stabilized by internal and/or coating
silica. It has been here emphasized the fundamental role of dynamization and of NBs which
ensure the formation and growth of the nanostructures, their stereospecificity, their transfer
across dilutions, and their enhancement and/or regeneration by a second dynamization.

It has been hypothesized, from NMR studies, a structural duality of the homeopathic remedy,
likely to explain the differential and paradoxical actions recognized by the medical practice.
The remedy, in the "molecular” form at low dilution would act on organ molecular targets
through ligand-receptor interactions, as conventional medicines, and on systemic targets (im-
mune, endocrine, nervous) and transcriptional function at high dilution, due to the peculiar
properties of its nanoparticulate form.

Undoubtedly, homeopathic solutions can no more be considered as pure water. Numerous
studies in physics and EM attest the presence of nanoparticulate material in very high home-
opathic dilutions, even far beyond Avogadro’s limit.

However, although many studies do suggest it, the residual presence of the initial ingredient
in the ultramolecular dilutions remains to be proved, as the question of contamination can-

not be ignored [127,128]. But if this was definitely established, the notion of “"Memory of wa-
ter” would definitively lapse. Homeopathy would then be reduced to microdose pharmacol-

ogy, exhibiting hormetic-type responses which justifies the simile therapeutic principle [129],
and would be included in the present panoply of nanomedicine.

Research in this field has accelerated in recent years; efforts should focus on confirming first

the hypothesis of the residual presence of the remedy in ultramolecular dilutions (this could
be achieved quickly with current high-performance analytical methods), and second:
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the crucial role of the dynamization process, as it will probably emerge that the true factor of
the biological activity of homeopathic remedies is the number of dilution/dynamization steps
applied to reach a given dilution level, or the number of succussions applied within each step.
The use of decimal dilution and of various levels of dynamization could reach the same bio-
logical activities as ultra highly centesimal dilutions, while staying below the limit of Avoga-
dro and thus conferring a more rational character to homeopathy.

Nuclear Magnetic Resonance

Salin

4.3

Range 12c - 21c p < 0.0001

Demangeat Homeopathy (2013) 102, 87-105
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o

0 2 4 6 8 10 12
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Figure 5 Difference in absorbance at 605 nm between control and Giycerol 50M solutions of BDF as a function of pH. BDF is at a concen-
tration of 15 uM. Buffers (citrate pH 3—6; phosphate pH 6—8; borate pH 8—10; CAPS pH 10—11) are at a concentration of 20 mM (see
Materials and methods). Difference absorbance is shown att= 12 h; n = 5 for each pH value.
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Cartwright SJ
Homeopathy. 2016 Feb;105(1):55-65. doi: 10.1016/j.homp.2015.08.002. Epub 2015 Sep 16.
PMID: 26827998 DOI: 10.1016/j.homp.2015.08.002

Solvatochromic dyes detect the presence of homeopathic potencies

DiagnOx Laboratory, Cherwell Innovation Centre, Upper Heyford, Oxon, OX25 5HD, UK. Elec-
tronic address: steven.cartwright@oxford-homeopathy.org.uk.

A systematic approach to the design of simple, chemical systems for investigating the nature
of homeopathic medicines has led to the development of an experimental protocol in which
solvatochromic dyes are used as molecular probes of serially diluted and agitated solutions.
Electronic spectroscopy has been used to follow changes in the absorbance of this class of
dyes across the visible spectrum in the presence of homeopathic potencies. Evidence is pre-
sented using six different solvatochromic dyes in three different solvent systems.

In all cases homeopathic potencies produce consistent and reproducible changes in the spec-
tra of the dyes.

Results suggest that potencies influence the supramolecular chemistry of solvatochromic
dyes, enhancing either dye aggregation or disaggregation, depending upon dye structure.
Comparable dyes lacking the intramolecular charge transfer feature of solvatochromic dyes
are unaffected by homeopathic potencies, suggesting potencies require the oscillating dipole
of solvatochromic dyes for effective interaction.

The implications of the results presented, both for an eventual understanding of the nature of
homeopathic medicines and their mode of action, together with future directions for research
in this area, are discussed.

Copyright © 2015 The Author. Published by Elsevier Ltd.. All rights reserved.

KEYWORDS

Aggregachromism; Dye aggregation and disaggregation; Homeopathic potencies; Intramo-
lecular charge transfer; Solvatochromic dyes; Solvatochromism; Supramolecular chemistry
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Homeopathic Potencies May Possess an Electric Field(-like) Component:
Evidence from the Use of Encapsulated Solvatochromic Dyes

BACKGROUND

Homeopathic potencies have been shown to interact with a range of solvatochromic dyes to
produce spectroscopic changes in the visible region of the electromagnetic spectrum. Fur-
thermore, the nature of the changes observed under different experimental conditions is be-
ginning to limit the number of possible hypotheses that can be put forward regarding the
fundamental identity of potencies.

AIMS AND METHODS

The present study uses B-cyclodextrins to encapsulate solvatochromic dyes of widely varying
structures. The purpose of this approach is to de-couple the primary dye—-potency interaction
from any subsequent aggregation effects.

RESULTS

Despite large differences inmolecular structure between dyes, results show that potencies af-
fect all dyes according to the same fundamental principles. Specifically, positively and nega-
tively solvatochromic dyes collectively respond in opposite and complementary ways to po-
tencies in accordance with the differential stabilisation of their excited and ground lectronic
states. Under the conditions of encapsulation, positively solvatochromic dyes display a batho-
chromic shift of, on average, 0.4 nm with a 2% absorbance change, and negatively solvato-
chromic dyes display a hypsochromic shift of, on average, 0.2 nm with a 1% absorbance
change. This behaviour is only ever seen in two situations— where solvent becomesmore po-
lar or where an electric field is applied to solutions of dyes.

CONCLUSIONS

The conditions used in this and previous studies to investigate the interaction of potencies
with solvatochromic dyes preclude increased polarity of solvent as being responsible for the
observed effects and that an explanation in which potencies carry an electric field (or electric
field-like) component is by far the more likely. From the magnitude of the spectral changes
induced in the dye Brooker's merocyanine by Arsenicum 10M, an estimate of the strength of
the postulated electric field of 1.16 _ 107 V/m can be made, which is comparable with the po-
tential difference across cell membranes.

KEYWORDS
solvatochromic dyes, B-cyclodextrin, Arsenicum 10M, electric field, metastable state
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Characterization of Antimonium crudum Activity Using Solvatochromic Dyes

OBJECTIVE

The objective of the current study was to compare the biological effects of

Antimonium crudum (AC) previously obtained by our group and already described in the
literature with now measurable physico-chemical effects on solvatochromic dyes.

METHODS

Different dilutions of AC and succussed water have been characterized with

respect to their effect on the visible spectra of the solvatochromic dyes methylene
violet (MV), a pyridinium phenolate (ET33), and a dimethylamino naphthalenone (BDN)
compared with in-vitro action against Leishmania amazonensis-infected macrophages.

RESULTS

Dye responses varied according to the dye used and the level of AC dilution

and results were found to corroborate previously published in-vivo and in-vitro effects
of AC. In addition, a very significant enhancement in the absorbance increase of MV was
seen using the supernatant from AC 200cH-treated cells (15%; p<0.0001) over that

seen with AC 200cH itself (4%,; p%0.034), suggesting the amplification of ultra-high
dilution effects by biological systems. Furthermore, supernatants from AC-treated cells
increased the range of dilutions of AC that were capable of producing effects on the
spectra of MV. The effect of AC dilutions on dye ET33 was eliminated by a weak electric
current passed through potency solutions.

CONCLUSION

The data confirm a correspondence between the biological effects of

dilutions of AC in-vitro and physico-chemical effects on solvatochromic dyes as
measured by changes in their visible spectra. Results also indicate high dilutions of
AC are sensitive to exposure to electric currents and biological systems.

KEYWORDS
Antimonium crudum, Leishmania, amazonensis, solvatochromic dyes, macrophages, electric
current
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Bio-Crystallization

P Doesburg J.-O Anderse C Scherr S Baumgartner
Homeopathy 2016; 105(01): 12-13

DQI: 10.1016/j.homp.2015.12.014

Copyright © The Faculty of Homeopathy 2015

Replication of specific effects of a Stannum metallicum 30x preparation in a cress seed-
ling/biocrystallization test system

One of the aims of basic homeopathic research is to reveal any specific mode of action of po-
tentized preparations. This requires stable and reliable preclinical tests measuring either spe-
cific physicochemical properties or biological effects of homeopathic preparations.

Within a precursor project, we developed a bio-assay which yielded highly significant evi-
dence for specific effects of an ultra-molecular Stannum metallicum 30x preparation relative
to Water30x, based on 15 independent randomized and blinded experiments performed at
two independent laboratories.

The test system is based on cress seed germination, biocrystallization and subsequent com-
puterised image analysis of the biocrystallization patterns. The biocrystallization method is
based on the phenomenon that self-organizing, additive-specific crystallization patterns
emerge when a CuCl,.2H,0 solution with additives is crystallized on a glass plate. The
method acts as an indicator for systemic properties of the applied additive.

In the present project we investigated the reproducibility of the effects found in repeated ex-
periments based on improved methodology towards:

(i) optimization of the laboratory procedures to avoid any processing order effects,

(ii) full implementation of blinded systematic negative control (SNC) experiments,
and

(iii) Water 30x was replaced by Lactose 30x to control for the trituration of Stannum

metallicum. In total 10 + 10 independent randomized, coded experiments were
performed in two independent laboratories. In addition, 10 + 10 SNCs were per-
formed to control experimental stability.

Meta-analysis of the data revealed the same data structure in both projects, i.e. a reproduc-
tion of the significant differences between the two homeopathic preparations. The SNCs
showed no significant intra-day, inter-day or inter-lab differences, indicative of a robust and
reproducible test system.

We were thus able to establish a test system yielding reproducible biological effects of an ul-
tra-molecular homeopathic preparation. These ground-breaking results point to a promising
potential of the method to contribute to basic homeopathic research.

KEYWORDS
Bio-assay - Systemic properties - Stannum metallicum 30x - Systematic negative control ex-
periments - Reproducible effects
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Homeopathy and Traditional Medicine: From Zero Molecules to Macromolecules

Effects of potentised Stannum met. 30xin
a bioassay with Lepidium sativum
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Droplet evaporation method as a new potential approach for highlighting the effec-
tiveness of ultra high dilutions

OBJECTIVE

This study sought to verify whether the droplet evaporation method (DEM) can be applied to
assess the effectiveness of ultra-high dilutions (UHDs). We studied the shape characteristics
of the polycrystalline structures formed during droplet evaporation of wheat seed leakages.

METHODS

The experimental protocol tested both unstressed seeds and seeds stressed with arsenic tri-
oxide 5 mM, treated with either ultra-high dilutions of the same stressor substance, or with
water as a control. The experimental groups were analyzed by DEM and /n vitro growth tests.
DEM patterns were evaluated for their local connected fractal dimension (measure of com-
plexity) and fluctuating asymmetry (measure of symmetry exactness).

RESULTS

Treatment with arsenic at UHD of both stressed and non-stressed seeds increased the local
connected fractal dimension levels and bilateral symmetry exactness values in the polycrystal-
line structures, as compared to the water treatment. The results of /n vitro growth tests re-
vealed a stimulating effect of arsenic at UHD vs. control, and a correlation between the
changes in growth rate and the crystallographic values of the polycrystalline structures was
observed.

CONCLUSIONS

The results indicate that polycrystalline structures are sensitive to UHDs, and so for the first
time provide grounds for the use of DEM as a new tool for testing UHD effectiveness. DEM
could find application as a treatment pre-selection tool, or to monitor sample conditions dur-
ing treatment. Moreover, when applied to biological liquids (such as saliva, blood, blood-
serum, etc), DEM might provide information about UHD effectiveness on human and animal
health.

KEYWORDS

Droplet evaporation method; Fractal dimension; Fluctuating a symmetry; Wheat seedling
growth; Arsenic trioxide; Ultra high dilutions; Polycrystalline structures.
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Fiir diese Versuche wurden fiir jede der 4 Anordnungen 5 intakte Weizenkeime ausgesucht, mog-
lichst uniform nach Farbe, GroBe und Form.

e Die beiden Chargen fiir Versuch a) und b) wurden fiir 1 Stunde in destilliertem Wasser inkubiert,
e Die beiden Chargen fir Versuch c) und d) wurden zeitgleich in einer wéassrigen Loésung des
Zellgifts Arsen (5 millimolar) inkubiert.

AnschlieBend wurden aus allen Chargen Flissigkeitiiberstande entnommen und auf einen sauberen
Objekttrager getropft und bei 25 Grad in einem Warmeofen getrocknet. Wahrend dieses Trocknungs-
prozesses bildet der wissrige Uberstand von gesunden Weizenkeimen regelmaRige Kristallisations-
muster, die das bloRe Auge dhnlich einer Pflanzenformation wahrnimmt (Abb a), die jedoch zur ob-
jektiven Messung eine computergesteuerte Strukturanalyse durchlaufen.

Der Uberstand aus den mit Arsen geschidigten Keimen 16st diese Strukturbildung nicht mehr aus
(Abb c).

AnschlieBend wurden beide Weizenkeim-Chargen a) und c) mit einer homéopathisch potenzierten
Verdinnung von Arsen (D 45, jenseits der Avogadro Konstante) impragniert. Daraufhin zeigten die
anschlieRend entnommenen Flissigkeitschargen bei den gesunden b) wie bei den mit Arsen gescha-
digten Chargen d) diesmal beide eine Kristallisationsbildung. Die Versuche wurden an insgesamt

4 Tagen 3x repliziert.
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Evidenz und evidenzbasierte Medizin

Evidenz bezeichnet urspriinglich das dem Auge unbezweifelbar Erkennbare oder die
unmittelbare, mit einem besonderen Wahrheitsanspruch auftretende vollstandige Er-
kenntnis.

Immanuel Kant hat flr die geistige Bewegung der Aufklarung formuliert, dass wir ein
,Ding an sich” nicht erfassen kdnnen, sondern nur eine durch unsere Sinne vermittelte
indirekte Anschauung der Dinge wahrnehmen kénnen. Messgerate kénnen die An-
schauung unserer Sinne erweitern, doch das Ding an sich erfassen sie ebenfalls nicht.
Er hat sodann Evidenz als eine anschauende Gewissheit definiert. Innerhalb der Evidenz
definiert er apodiktische Aussagen genau wie Aristoteles als diejenigen, deren Wahr-
heitswert vollkommen unstrittig ist'%. Dieses so sagt Kant, ist im strengen Sinne nur in
der Mathematik gegeben.

Evidenzbasierte Medizin

Herkunft:

Der schottische Arzt George Fordyce veroffentlicht bereits 1793 eine Schrift An Attempt
to Improve the Evidence of Medicine.

Einfihrung in die moderne Medizin:
Die Bezeichnung evidence-based Medicine wurde in den 90er Jahren von Gordon Gu-
yatt eingefiihrt. Die beste Ubersetzung wire: Nachweisorientierte Medizin

Die moderne evidenzbasierte Medizin basiert bisher auf drei Saulen.

1. Die Erfahrung und die Erkenntnis des Therapeuten
2. Die Werte und Wiinsche und die Erfahrung des Erkrankten
3. Der aktuelle Stand der Wissenschaft und des medizinisch Wissbaren

12 siehe dazu Immanuel Kant, Die Kritik der reinen Vernunft
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Fazit

In der klinischen Forschung und in der Versorgungsforschung finden sich
in zahlreichen Studien deutliche Hinweise auf die Wirksamkeit einer
homoopathischen Therapie.

Eine Reihe von Grundlagenuntersuchungen - wie die von Baumgartner,
Cartwright und Demangeat etc. - zeigen eindeutig, dass homoopathische
Zubereitungen reproduzierbar messbare Effekte auf biologische und
physikalische Systeme haben, die signifikant Gber einer Placebo-Wir-
kung liegen.

WIE genau und WARUM es zu diesen Effekten kommt, ist bisher noch
nicht schliissig erklarbar.

Genau das ist der idealtypische Fall fir ein forschungswirdiges Feld: Es
wird ein Naturphianomen wiederholt beobachtet, das man mit bishe-
rigen Modellen nicht erkldren kann.

Exakt hier muss Forschung ansetzen und genau hier weist die Natur die
Richtung zu neuen Erkenntnisebenen.

Eine vierte Saule der Evidenz ist sinnvoll

Wir mdchten abschlieBend anregen, dass die Auswirkung von Bias also von
Vorurteilen innerhalb der ersten, interkollegialen” und der zweiten patien-
tenbasierten, sowie der dritten wissenschaftlich begriindeten Saule ein aus-
dricklich gefordertes, neues Forschungsfeld wird. So kann mit einer vierten,
tragfahigen Saule durch die Vorurteilsforschung eine besser evidenzbasierte
Medizin entstehen.
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Die Akademie

Die Akademie Wissenschaftliche Homéopathie fordert die

e Integrative Kooperation von internationalen Forscherteams

e Kooperation mit den bestehenden seriésen Verbanden und Institutionen im
Bereich der Homoopathie, der Komplementarmedizin, der Psychotherapie
sowie der Schulmedizin und mit Patientenverbanden

e Internationale Vernetzung exzellenter wissenschaftlicher Teams

e Entwicklung von traditionsorientierter zu evidenzbasierter Homoopathie
An die Homdopathen stellt sich aus Sicht der Wissenschaft die zukunftsori-
entierte Anforderung, ihr Fachgebiet aus einem historisierenden Kontext zu
befreien und forschend weiter zu entwickeln.

Die Akademie Wissenschaftliche Homo6opathie starkt die internationale

Forschung zu
e den charakteristischen Merkmalen von Krankheit, Gesundheit und Heilung

e der Wirkweise des Simileprinzips und der Homdéopathie
e der Methodenqualitat in der Homdopathie
e der Optimierung einer Integrativen Versorgung.

Die Internationale Akademie fiir Integrative Wissenschaftlich Orientierte Homoopa-
thie vertritt keine einzelnen Interessengruppen, denn sie ist gemeinnutzig. Sie ist
der Erkenntnis verpflichtet und dient der wissenschaftlich gepragten fairen Koope-
ration. Die Akademie fordert die Integrative Homdopathische Forschung und die
Information der Blrger.

Postadresse

Internationale Akademie flr Integrative Wissenschaftlich Orientierte Homdopathie e. V.
Bertha-von-Suttner-Str. 8a

77654 Offenburg

request@akademie-wissenschaftliche-homoeopathie.org
www.akademie-wissenschaftliche-homoeopathie.org

Weitere Forschungsdaten finden Sie unter:
www.wisshom.de
www.hri-research.org  www.hri-research.de
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