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Background: Clinical studies are mandatory to investigate the influence of homeopathy on cancer patients. 
A retrospective evaluation of a study on the effect of additive homeopathy on life quality and subjective 
well-being of cancer patients suggested a better survival in patients with advanced tumor stages. 
Therefore, we planned a prospective, randomized, placebo-controlled, double-blind, multicenter study 
evaluating survival and quality of life in patients with advanced malignant tumors with or without add-on 
homeopathy. 

 

Methods: A study has been planned to include 300 patients suffering from advanced tumor stages 
(glioblastoma IV, metastasized sarcoma, non-small cell lung carcinoma IV). Survival, starting from 
diagnosis, and quality of life, measured by the QLQ-C30, the SF-36 and a subjective well-being 
questionnaire, are the study endpoints. Methodological challenges encountered during the planning stage 
and specific for trials including homeopathic treatment have been documented. After the start of the trial 
these challenges are now classified and discussed.  

Conclusions:  

Our findings highlight that additive homeopathic treatment evokes specific challenges for investigators 
planning a cancer trial. Homeopathic studies differ essentially from conventional studies, the methodological 
specifics of two different medical approaches have to be covered. Therefore a homeopathic study 
embedded in a traditional medical environment demands additional staff, financial and spatial resources. 
Hopefully our reflections are helpful for the design of future studies in this field. 

Randomization 

Compliance of patients sceptic  
towards homeopathy 

Patients that are sceptic towards homeopathy might 
not answer all anamnestic questions. These 
questions, however, are crucial to the homeopathic 
prescription. 

Stratified randomization 
Using stratified randomization it is assumed 
that uncompliant patients will be evenly 
allocated to the two treatment groups.  
Stratification is by tumor entity (NSCLC / 
Glioblastoma / Metast. Sarcoma), age, sex, 
Karnofsky index and center.  

Placebo treatment 

Blinding 

Further study 
design issues 

Multiple centers 

Results: 

Placebo control 
While the quality of life outcome has already 
been investigated in a previous retrospective 
study (ICCMR 2011) this study focuses on the 
“harder” objective survival outcome. In an 
attempt to obtain widely accepted results the 
study includes a placebo control.  

Recruitment within hospital 
Patients are recruited by  three oncological 
outpatient departments. Homeopathic 
appointments take place in the respective 
hospitals thus increasing compliance. 
Costs for the homeopathic medication are 
covered by  the Institute of Homeopathic 
Research, Vienna. 

Central drug preparation 
The inclusion of centers was restricted to 
European countries. Homeopaths from all 
participating centers send prescription forms 
to the central drug preparation. Based on 
web-based randomization either placebo or 
verum is produced and sent directly to the 
patient, thus guaranteeing a double-blind 
treatment allocation.  

Patient questionnaire 
All patients are asked questions about their 
beliefs of their add-on treatment and about 
their general attitude towards homeopathy  
(cf. White & Witt, 2011). 

Preparation of homeopathic drug 
All homeopathic drugs are prepared in a 
central pharmacy and sent directly to the 
patients. The way of drug preparation is thus 
standardized across centers. However, the list 
of possible homeopathic drugs is not limited. 

Difficulty to recruit patients 
Patients amenable to homeopathic treatment might 
be unwilling to participate due to the chance of being 
randomized to a placebo. 

Specific and non-specific effects 
By using a placebo control it is assumed that specific 
and non-specific effects are separable and do not 
interact (cf. Fisher et al, 2011). If on the other hand 
the study should be accepted in the non-CAM 
community a placebo control is mandatory.  

Costs 
Since costs for the homeopathic add-on are not 
covered by social insurance patients have to pay for 
it. However, it seems unaccepatable to let patients 
pay for a placebo. 

Limit number of tumor entities 
The present study is limited to patients 
suffering from NSCLC,  Glioblastoma  and  
Metastatic Sarcoma.  

Objective vs. subjective endpoints 
While objective study endpoints such as survival are 
of primary interest in oncological trials CAM studies 
are  more easily accepted by ethical commitees and 
cooperating clinicians if “softer” subjective 
endpoints are chosen such as quality of life. 

Study endpoints 
The primary outcome of the present study is 
quality of life measured by QLQ-C30 and SF-36 
while patient survival is declared a secondary 
outcome.  

Time-dependent covariables 
Additional conventional therapies will be 
modelled as time-dependent covariables. 
Effect modification of the homeopathic add-on 
by the conventional regime will be modeled. 

Multiple homeopathic sessions 
Homeopathic prescription needs a series of sessions 
within a certain time between them to “tune” the 
prescription. Meanwhile, survival time is already 
recorded and early events (deaths) may occur. 

Intention-to-Treat 
The primary analysis will be done according 
to the Intention-to-Treat principle such that 
events are atrributed to the randomized 
treatment even during the “tune-in” period. 
Furthermore, the time spans between 
diagnosis, patient inclusion and the 
homeopathic sessions are minimized.  
A secondary Per-Protocol analysis will include 
only “better” patients that survived until the 
third session. 

Add-on prescription 
The effect of the homeopathic prescription might be 
dependent on the respective conventional therapy 
(that is decided upon independent of our study). 

General aspects 

Criticism of Randomized Clinical Trials 
During the last decade fundamental objections have 
been rasied against double-blind placebo-controlled 
randomized clinical trails as the highest source of 
evidence (see Kaptchuk, 2001; Walach et al, 2006). 

Center specific traditions 
Ways of prescribing the homeopathic medication 
and traditions regarding the starting dilution and 
prescription regimes may differ between centers. 

Centers outside Europe 
Due to a different pharmacopoeia the inclusion of 
centers outside Europe would add additional sources 
of variability. 

Choice of homeopathic drug 
If limits are set to the choice of the homeopathic 
add-on the effectiveness would be restricted (cf. 
Flower et al, 2012), but on the other hand the 
conclusion of the study would be more focussed and 
sources of variability could be limited. 

Difficulty to gauge  
the treatment effect 

It is difficult for the blinded homeopath to gauge the 
effect of homeopathic treatment as opposed to 
possible placebo effects. This might even affect the 
therapist’s own believe in his “therapeutic model” 
(“healing myth”, cf. Walach, 2007). 
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Pragmatically unparagmatic 
The clinical “every day” setting for a homeo-
pathic add-on in oncology patients is close to 
our study setting: First, these patients are 
expected to be compliant. Second, the 
homeopathic treatment is offered in the same 
hospital as the cancer treatment. Therfore the 
gap between efficacy and effectiveness is 
believed to be small in our case. 

Efficacy vs. effectiveness 
Essential discrepancies between the goals and 
instruments of efficacy studies and studies of 
effectivesness have been spotted (see Witt, 2009; 
Katz et al, 2005). 

Number of tumor entities 
A broad add-on effect of homeopathy in cancer 
patients demands a larger number of included 
tumor entities. On the other hand, this would result 
in additional sources of variability that could dilute 
the effect or would demand a larger total sample 
size. 


