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ConvenJonal medicine and homeopathy work well together. 

Quality of life improves with addiJve homeopathy in paJents with non-small cell lung cancer 
(NSCLC). 

 Survival improves with addiJve homeopathy in paJents with NSCLC. 

Background 

PaJents with advanced non-small cell lung cancer (NSCLC) have limited treatment opJons. Alongside 
convenJonal anJcancer treatment, addiJve homeopathy might help to alleviate side effects of 
convenJonal therapy. The aim of the present study was to invesJgate whether addiJve homeopathy 
might influence quality of life (QoL) and survival in paJents with NSCLC. 

Methods 

In this prospecJve, randomized, placebo-controlled, double-blind, three-arm, mulJcenter, phase III 
study, we evaluated the possible effects of addiJve homeopathic treatment compared with placebo 
in paJents with stage IV NSCLC, with respect to QoL in the two randomized groups and survival Jme 
in all three groups. Treated paJents visited the outpaJents' centers every 9 weeks: 150 paJents with 
stage IV NSCLC were included in the study; 98 received either individualized homeopathic remedies 
(n = 51) or placebo (n = 47) in a double-blinded fashion; and 52 control paJents without any 
homeopathic treatment were observed for survival only. The consJtuents of the different 
homeopathic remedies were mainly of plant, mineral, or animal origin. The remedies were 
manufactured by stepwise diluJon and succussion, thereby preparing stable Good Manufacturing 
PracJce grade formulaJons. 

Results 

QoL as well as funcJonal and symptom scales showed significant improvement in the homeopathy 
group when compared with placebo amer 9 and 18 weeks of homeopathic treatment (p < .001). 
Median survival Jme was significantly longer in the homeopathy group (435 days) versus placebo 
(257 days; p = .010) as well as versus control (228 days; p < .001). Survival rate in the homeopathy 
group differed significantly from placebo (p = .020) and from control (p < .001). 

Conclusion 

QoL improved significantly in the homeopathy group compared with placebo. In addiJon, survival 
was significantly longer in the homeopathy group versus placebo and control. A higher QoL might 



have contributed to the prolonged survival. The study suggests that homeopathy posiJvely influences 
not only QoL but also survival. Further studies including other tumor enJJes are warranted. 

Discussion 

AddiJve homeopathy significantly improved QoL and survival when compared with placebo and 
control (Fig. 1). A higher QoL might have contributed to the prolonged survival. The results of this 
study suggest that homeopathy posiJvely influences both QoL and survival. Further studies including 
other tumor enJJes are warranted. 

Details are in the capJon following the image 

Figure 1 
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Kaplan-Meier esJmates of overall survival Jme in the three groups. Crosses indicate Jme points of 
censoring (i.e., no paJents died amer this Jme point in this study group). Bold italicized values are 
staJsJcally significant. 

Trial Informa@on 

 

Disease  Advanced cancer/solid tumor only 

Disease  Lung cancer – NSCLC 

Stage of Disease/Treatment  MetastaJc/advanced 

Prior Therapy  No Prior Therapy 

Type of Study  Phase III, randomized 

Primary Endpoint  Quality of life 

Secondary Endpoint  Overall Survival 

AddiJonal Details of Endpoints or Study Design 

Sample size calculaJon was based on a significance level of 5% and a median survival of 10.1 months 
[26]. Furthermore, a 60-month recruitment period with a 24-month observaJonal period in each 
paJent was planned. Under these assumpJons, 300 paJents (corresponding to an average accrual 
rate of five paJents per month) gave 85% power to detect a difference of 10.1 versus 14.5 months. 
Because the trial duraJon was quite long, a two-stage design (O'Brien-Fleming type with equal 
informaJon rates) with an interim analysis was planned using the above assumpJons (Addplan, 
version 6.0.8). An interim analysis with nonbinding stopping for fuJlity opJon was projected amer the 
observaJon of 140 events. Early rejecJon of the null hypothesis at interim was planned to be tested 
at a two-sided significance level of .0052; the null hypotheses were accepted at interim (stopping for 
fuJlity) if the p value exceeded .5. The two-sided significance level for the second stage was .048. 

Accrual: Amer 5 years, enrollment of paJents was terminated because the proposed Jme frame for 
recruitment and the proposed number for an interim analysis was reached. Baseline paJent 
characterisJcs are shown in Table 1. From February 2012 to July 2017, 158 White paJents with NSCLC 
stage IV were enrolled in the study, 52 of whom did not consent to parJcipate in the randomized 
experiment but agreed to observaJon of their course of disease as controls with no parJcipaJon in 
any homeopathic intervenJon (Fig. 2). The remaining 106 paJents were randomized. Eight of the 
randomized paJents had to be excluded because of sensiJzing EGFR mutaJons or ALK translocaJons 
reported immediately amer randomizaJon (four in the homeopathy group, four in the placebo group). 
This lem 98 paJents in total in the two double-blind groups. Each paJent was observed for 24 months 
independently of the date of his or her study inclusion. Data were sent blinded to the staJsJcian. 
Tables 2 and 3 show the results of the paJent-completed quesJonnaires. Table 4 shows the 24-month 
mortality in each group. 

InvesJgator's Analysis  AcJve and should be pursued further 

 



Drug Informa@on 

 

Generic/Working Name  Homeopathic medicinal products 

Trade Name  Several medicinal products were used in the study 

Company Name  Maria Treu Pharmacy, Vienna, Austria 

Drug Type  Homeopathic medicinal products 

Drug Class  Schedule was individualized 

Dose  Dosage was individually adjusted as drops or globules 

Route  Oral (po) 

Schedule of AdministraJon 

Schedule was individually adjusted. DiluJons were taken daily on a 3-week interval. Homeopathic 
medicinal products are detailed in Tables 6 and 7. 

Treatment Course: Ninety-eight paJents received allocated treatment (51 in the homeopathy group 
and 47 in the placebo group). Fimy-two control paJents were observed regarding the course of 
disease without any homeopathic intervenJon. Altogether, 150 paJents were invesJgated. Seventy-
nine paJents (46 paJents in the homeopathy group and 33 paJents in the placebo group) aPended 
the third visit. All paJents were treated as intended (Fig. 2). Figure 3 shows the CONSORT diagram. 

There were no staJsJcally significant differences between the groups with respect to gender 
distribuJon, age, age groups, Karnofsky index, smoking status, T-staging, M-staging, stage groups (IIIB, 
IIIC, IV), radiotherapy, brain or liver metastases, whole brain radiaJon therapy, surgery, 
pneumonectomy, chemotherapy cycles, change to carboplaJn, and immuno-oncological therapy 
(Table 1). There was a staJsJcally significant difference between treatment groups and the control 
group with regard to N stage with a higher number of paJents with N stages 0 and 1 in the control 
group and more paJents with N stage 3 in the treatment groups (p = .010); however, no difference 
between the two treatment groups was found. 

Histology revealed adenocarcinoma in 39 paJents in the homeopathy group and 40 paJents in the 
placebo group, squamous cell carcinoma in 10 paJents in the homeopathy group and 4 paJents in 
the placebo group, lung carcinoma not otherwise specified in 1 paJent in the homeopathy group and 
3 paJents in the placebo group, and large-cell bronchial carcinoma in 1 paJent in the homeopathy 
group and none in the placebo group (p = .219; Table 1). There was also no significant difference from 
the control group (p = .421). 

Pa@ent Characteris@cs 

Number of PaJents, Male  81 

Number of PaJents, Female  69 

Stage  NSCLC stage IIIB, IIIC and IV 

Age  Mean (range): 63.2 (33–87) years 

Number of Prior Systemic Therapies  0 



Karnofsky Index  85.6 (15.7) 

Cancer Types or Histologic Subtypes  Adenocarcinoma, 117; squamous cell carcinoma, 27; lung 
carcinoma not otherwise specified, 5; large-cell carcinoma, 1 

 

Primary Assessment Method: Experimental 

Title  Overall Survival 

Number of PaJents Screened  55 

Number of PaJents Enrolled  51 

Number of PaJents Evaluated for Efficacy  51 

EvaluaJon Method  EsJmated mean survival Jme 

(Median) DuraJon Assessments OS  435 

Outcome Notes 

QoL as well as funcJonal and symptom scales showed significant improvement in the homeopathy 
group when compared with placebo amer 9 and 18 weeks of homeopathic treatment (p < .001; Table 
2). Median survival Jme was significantly longer in the homeopathy group (435 days) versus placebo 
(257 days; p = .010) as well as versus control (228 days; p < .001; Table 4). Survival rate in the 
homeopathy group differed significantly from placebo (p = .020) and from control (p < .001). 

 

Primary Assessment Method: Placebo 

 

Title  Overall Survival 

Number of PaJents Screened  51 

Number of PaJents Enrolled  47 

Number of PaJents Evaluated for Efficacy  47 

EvaluaJon Method  EsJmated mean survival Jme 

(Median) DuraJon Assessments OS  257 

Primary Assessment Method: Control 

Title  Overall Survival 

Number of PaJents Screened  52 

Number of PaJents Enrolled  52 

Number of PaJents Evaluated for Efficacy  52 

EvaluaJon Method  EsJmated mean survival Jme 

(Median) DuraJon Assessments OS  228 



 

Assessment, Analysis, and Discussion 

 

CompleJon  Study completed 

InvesJgator's Assessment  AcJve and should be pursued further 

 

Lung cancer is the second most common cancer in men and women, as well as the leading cause of 
cancer-related mortality in the U.S. [1], accounJng for 29% of all cancer-related mortaliJes in men 
and 26% of those in women [2]. More than 85% of lung cancers are non-small cell lung cancer 
(NSCLC) [3], for which surgery is the preferred therapy in the early stages. Unfortunately, most 
paJents are diagnosed at stages III or IV, by which Jme NSCLC is inoperable [4]. Chemotherapy is the 
standard treatment for unresectable NSCLC [5], but its adverse reacJons frequently prevent 
compleJon of the recommended number of cycles [6]. AddiJonal approaches to reduce 
chemotherapy's toxicity and enhance its clinical efficacy are, therefore, warranted. 

 

Some 90% of paJents with advanced NSCLC experience two or more disease-related symptoms, 
including pulmonary complaints, such as cough and dyspnea, and general faJgue, pain, and anorexia 
[7], which can significantly impact the emoJonal, social, physical, and spiritual well-being of paJents, 
as well as their funcJoning [8-12]. One survey found that 68% of paJents preferred treatment that 
eased disease-related symptoms without prolonging their life [13]. Moreover, shorter overall survival 
has been associated with poor health-related quality of life at diagnosis and higher symptom burden 
at the outset of treatment [14, 15]. There is growing understanding of the extent to which mind and 
body are connected and awareness that psychosocial characterisJcs and variables can contribute to 
both the symptom experiences and to paJent outcomes, including survival [16]. 

 

Homeopathy is one of the most popular forms of complementary and alternaJve medicine. It is 
rooted in two theories: one, that “like cures like”—that is, disease can be cured by a substance that 
produces similar symptoms in healthy people; and, two, “the law of minimum dose”—the lower the 
dosage the more effecJve the medicaJon [17, 18]. A detailed clinical history is recorded by the 
homeopath, relying on the totality of symptoms described by the paJent. The symptoms are then 
listed and repertorized, which means that the homeopath matches the complete symptom profile of 
the paJent to the symptom profile of the remedy. Then, the homeopath determines the least 
amount of medicine needed to achieve the desired effect. The medicaJons are not only diluted but 
also succussed, thereby enhancing the effect of the remedies on the paJent. 

 

Homeopathy is a system in which remedies are customized to individuals, based on broad themes 
characterisJcs elicited from the totality of the presenJng physical, mental, and emoJonal symptoms 
[17, 18]. Because homeopathy sees disease as unique to each paJent and thus treats it with a 
unique, specifically tailored medicaJon, it is difficult to perform randomized, controlled trials—a 
method suited to research on groups rather than individuals. 

 



We published the results of a pragmaJc, randomized, controlled trial of 410 cancer paJents in which 
homeopathic treatment was an add-on therapy to convenJonal oncological treatment [19]. In this 
trial, the global health status and subjecJve well-being of these paJents improved significantly with 
individualized homeopathic treatment. An oncologist at our medical center noJced that cancer 
paJents treated with adjunct homeopathy seemed to have an improved survival rate. A retrospecJve 
evaluaJon found that homeopathic therapy administered to paJents with advanced cancer seemed 
to provide a staJsJcally significant advantage (p < .001) for survival, compared with control [20]. 

 

We decided, therefore, to validate the results of our pragmaJc open trial regarding quality of life 
(QoL) and subjecJve well-being, under double-blind condiJons in paJents with advanced NSCLC [19]. 
We also wanted to evaluate whether survival is impacted by homeopathic treatment in paJents with 
stage IV NSCLC in a prospecJve, randomized, placebo-controlled, double-blind, study. Since the 
beneficial effects of homeopathy are omen aPributed to a placebo effect, we added a third group of 
paJents, who received no add-on homeopathic treatment, as a nonintervenJonal control group. Our 
hypothesis was that there is no significant difference between homeopathy and placebo regarding 
QoL and survival. 

Material and Methods 

This phase III study, which examined homeopathic treatment as an add-on therapy to convenJonal 
treatment, was prospecJve, three-arm, randomized, double-blind, placebo-controlled, straJfied, and 
mulJcenter; neither the paJents nor the managing physicians knew the specific study substances 
during the study period unJl the end of the staJsJcal analysis. 

The three arms evaluated were addiJve homeopathy, placebo, and control. Two parallel groups 
randomized to homeopathy or placebo were compared in a double-blind fashion. Controls (third 
group) were paJents who refused parJcipaJon in the randomized trial, but agreed to observaJon of 
their course of disease without any homeopathic intervenJon (Fig. 2). The study was conducted in 
four outpaJents` centers: the Medical University of Vienna (General Hospital of Vienna), Department 
of Medicine I, Division of Oncology; the OPo Wagner Hospital, Department of Pulmonology I, Vienna; 
the Hospital of Lienz, Department of Medicine, Tyrol; and the Elisabethinenspital, Department of 
Medicine, Linz, Austria. 

The study protocol was approved by the ethics commiPees of the parJcipaJng insJtuJons (Ethical 
CommiPee of the Medical University of Vienna No. 709/2010). The study was conducted in 
accordance with the DeclaraJon of Helsinki, Good Clinical PracJce Guidelines, and applicable local 
regulaJons, and registered at Clinical Trials.gov (ClinicalTrials.gov IdenJfier: NCT01509612). All 
parJcipaJng paJents gave their wriPen informed consent prior to study entry. The full trial protocol 
can be accessed by contacJng the corresponding author. 

Regarding eligibility, paJents with histologically or cytologically confirmed stage IIIB, IIIC, or IV NSCLC 
diagnosed within the past 8 weeks were invited to parJcipate in the study. The date of the printed 
histology/cytology finding was determined as date of diagnosis. PaJents were randomly assigned at a 
raJo of 1:1 to either classical individualized homeopathic treatment or placebo as add-ons to 
convenJonal treatment. PaJents who chose not to parJcipate in the study served as a no-add-on 
control group amer signing informed consent [21]. This control group was formed to exclude a 
possible placebo effect of the homeopaths. No homeopathic case histories were taken from them, 
and they received no treatment in addiJon to convenJonal therapy. PaJents who refused to be 



randomized and opted to undergo homeopathic treatment were not considered any further in this 
study (Fig. 2). 

Inclusion criteria were (a) histologically or cytologically confirmed stage IIIB/IIIC or IV NSCLC within 
the preceding 8 weeks and (b) aged older than 18 years. 

Exclusion criteria were numerous: (a) sensiJzing mutaJon of the EGFR gene or translocaJon of the 
ALK gene; (b) refusal to sign informed consent; (c) pregnancy; (d) hematological, hepaJc, or renal 
pathology; (e) coronary heart disease; (f) history of secondary tumor; (g) major surgery within 4 
weeks prior to study entry; (h) acJve infecJon, and symptomaJc peripheral neuropathy (NaJonal 
Cancer InsJtute's common toxicity criteria, version 2, grade ≥2); (i) central nervous system 
metastases unless the metastases were treated and stable; (j) acJve autoimmune disease; (k) use of 
systemic immunosuppressive treatment; (l) use of systemic treatment during the previous 2 years; 
(m) acJve intersJJal lung disease, or a history of pneumoniJs for which glucocorJcoids were 
prescribed; (n) previous systemic therapy for metastaJc disease or previous irradiaJon; and (o) use of 
any complementary and/or alternaJve therapy, including homeopathy other than the research 
treatment, during the trial. 

Chemotherapy 

CisplaJn plus gemcitabine or cisplaJn plus pemetrexed was the standard regimen for first-line 
treatment of advanced squamous or non-squamous NSCLC at the start of our study [22]. 
Chemotherapy consisted of cisplaJn 80 mg/m2 or carboplaJn 5 mg/ml*minute given intravenously 
on day 1 combined with either gemcitabine 1,000 mg/m2 given intravenously on day 1 and day 8 or 
with pemetrexed 500 mg/m2 given intravenously on day 1 every 3-week cycle for up to six cycles. 

Homeopathic Medicinal Products 

Homeopathy uses a wide variety of source materials, which means that various methods of 
preparaJon are necessary depending on the substance being processed. Homeopathic medicines are 
derived from plants, herbs, minerals, or animal products [23]. 

All study medicaJons (D, CH, LM, and Q-Potencies) were prepared (Maria Treu Pharmacy, Vienna, 
Austria) in accordance with the current version of the European Pharmacopoeia (Ph.Eur.), the 
German Homoeopathic Pharmacopoeia (GHP), and the Q-potencies according to Hahnemann's 6th 
ediJon of the Organon of Medicine [17]. In brief, the consJtuents of the homeopathic medicinal 
products (HMP) are mainly plants, minerals, or of animal origin. The HMPs are manufactured by 
stepwise diluJon and succussion, thereby preparing stable GMP-grade formulaJons. 

 

Homeopathic medicines were produced through sequenJal agitated diluJons in alcohol/water or by 
trituraJon in powdered lactose in decimal (1:10), centesimal (1:100) or quinquaginta millesimal 
(1:50,000) potencies (Q-potencies) / LM- potencies (Table 5) [23]. 

 

All homeopathic therapies started with Q1 potencies of the selected remedies for 3 weeks, and 
conJnued in ascending order with Q2, Q3, of either the same remedy or a selected alternaJve (3 
weeks each) toward Q30. Where the study substance was changed, whatever the reason, the new 
cycle started from the beginning with Q1. A primary reason for changing the study substance was 
disease deterioraJon. 



 

The Q-potencies were applied as liquids, amer being shaken and diluted daily by the paJent (Table 5). 
The package leaflet also menJons the number of succussions to be carried out by the paJent every 
day and the number of drops or spoonfuls to be taken [23]. They were used in the trial as 
consJtuJonal medicaJon based on the mental, emoJonal, and physical symptoms displayed by any 
paJent. The D-, C-, and LM-potencies were applied as sugar granules. Five pellets comprised one 
dose, which was taken orally by sucking. 

Treatment Protocol 

PaJents newly diagnosed as suffering from a NSCLC by pulmonal oncologists who did not parJcipate 
in the study, were invited to parJcipate in the study. At study entry, all eligible paJents (those who 
met all the inclusion and none of the exclusion criteria, and had signed informed consent) were 
required to complete a series of quesJonnaires - the EORTC QLQ-C30 [24], the SF-36 [25], the 
SubjecJve Well-Being QuesJonnaire, and one which gauged their a}tudes toward homeopathy and 
CAM. All quesJonnaires were given and explained to paJents and collected from them amer 
compleJon by individuals uninvolved in the study. Safety was assessed by evaluaJng the incidence of 
adverse clinical events and laboratory variables, graded according to the NaJonal Cancer InsJtute's 
Common Terminology Criteria for Adverse Events, version 4.0. PaJents in the third non-randomized, 
untreated group were compared with the two treatment groups solely with respect to overall 
survival, and therefore did not complete quesJonnaires. Demographic informaJon was collected, 
amer which a thorough and detailed homeopathic medical history was taken for all paJents [19]. 
Based on these homeopathic case histories, homeopathic physicians determined the most 
appropriate consJtuJonal and symptomaJc remedies for each individual following the classical 
principles of homeopathy of individualizaJon. 

ConsJtuJonal remedies were largely tailored for mental, emoJonal and general symptoms, 
regardless of reacJons to the anJ-cancer treatment. SymptomaJc remedies were given to combat 
the adverse effects of this treatment. The homeopathic physician explained the paJent how to 
prepare and how to take the prescribed homeopathic Q-potencies amer vigorous succussion, diluJon 
and sJrring on a daily basis. 

The name and all other details of prescribed medicaJons were faxed to the pharmacy (Maria Treu 
Pharmacy), where both homeopathic remedies and placebo for the study were prepared. 

Method Used to Generate the Random Alloca@on Sequence 

Subjects were randomized for permuted blocks randomizaJon in a 1:1 raJo by a web-based 
randomizaJon service (Randomizer, Medical University of Graz, Austria), straJfied by age, gender, 
Karnofsky performance status, and treatment center. RandomizaJon for homeopathy and placebo 
medicaJon was carried out at the pharmacy by a person not involved in the preparaJon of the 
remedies on receipt of the medicaJon name determined and faxed by the physician for each 
individual paJent. InvesJgators and paJents were blinded to treatment allocaJon unJl study 
compleJon and finish of data analyses. 

 

Following randomizaJon, a pharmacist prepared the prescribed study substances 
(placebo/homeopathic medicine) for the respecJve paJent. Homeopathic medicine and placebo 
showed idenJcal appearance. To avoid contact between pharmacist and paJents and, thus, any 
informaJon bias, medicaJons were sent to paJents by regular mail together with plasJc cups and 



spoons in neutral wrapping. The study substances were labeled with a code held at the pharmacy not 
visible to the homeopathic physicians. This design was set up to maintain the double-blind design of 
the study; neither the treaJng physician nor the paJent knew which treatment he/she received. 

 

The pharmacy was responsible for both preparing the study medicaJons and dispatching them to 
paJents via regular mail in neutral wrapping. Names of remedies were kept from paJents to maintain 
double-blind design and to obviate any aPempt to avoid the placebo. 

 

PaJents were followed up every 9 weeks unJl death. At each visit, the homeopathic physician 
evaluated whether to conJnue with the same remedies or change them, based on paJent reporJng 
and rouJne cancer assessment. PaJents were asked to complete again the quesJonnaires they 
answered on study entry [19]. The physician completed a case report form (CRF) at every visit. The 
duraJon of the first visit at the homeopath's office was about 60 minutes; the follow-up visits, which 
took place every 9 weeks, lasted for approximately 30 minutes. All paJent data, including the 
quesJonnaires, were sent blinded to two people with no involvement in the study, using a double-
entry method to record data on the “Research, DocumentaJon and Analysis” (RDA) pla~orm of the 
Medical University of Vienna. 

Sta@s@cal Analysis and Sample Size Calcula@on 

Sample size calculaJon was based on a significance level of 5% and a median survival of 10.1 months 
[26]. Furthermore, a 60-month recruitment period with a 24-month observaJonal period in each 
paJent was planned. Under these assumpJons, 300 paJents (corresponding to an average accrual 
rate of 5 paJents per month) gave 85% power to detect a difference of 10.1 versus 14.5 months. 
Because the trial duraJon was quite long, a two-stage design (O'Brien-Fleming type with equal 
informaJon rates) with an interim analysis was planned using the above assumpJons (Addplan, 
Version 6.0.8): An interim analysis with nonbinding stopping for fuJlity opJon was projected amer the 
observaJon of 140 events. Early rejecJon of the null hypothesis at interim was planned to be tested 
at a two-sided significance level of .0052, the null hypotheses were accepted at interim (stopping for 
fuJlity) if the p value exceeded .5. The two-sided significance level for the second stage was .048. 
Maximum sample size was esJmated to be 302 (corresponding to 279 events), expected (average) 
number of events was 209 under the null hypothesis and 242 under the alternaJve. 

 

Efficacy was assessed in the intenJon-to-treat sample, which included all randomized paJents. Safety 
was assessed in the as-treated sample, which included all randomized paJents who had received at 
least one dose of the assigned therapy. Randomized paJents were prescribed at least three Q-
potencies of the assigned homeopathic therapy. 

 

IBM SPSS staJsJcs 26.0 was used for all analyses, α = 5% (two-sided). Frequencies (n) and valid 
percentage were used for reporJng dichotomous and categorical data; minimum and maximum 
(range), mean and standard deviaJon for conJnuous variables. Group comparisons for 2×2 crosstabs 
were calculated via Fisher's exact test, those for larger crosstabs via χ2-test. Univariate comparisons 
of two group means were done with t-test for homogenous respecJvely heterogenous variances 
(homogeneity tested by Levene's test), comparisons of two group medians with Mann-Whitney-U-



tests, univariate comparisons of three group means by analyses of variances (ANOVA) and prior 
tesJng of homogeneity of variances and co-variances (Levene test) and pairwise post hoc Scheffé 
tests. MulJvariate comparison of means for mulJple assessment scales of psychological tests was 
done via General Linear Model (mulJvariate analyses of variances with preceding test for 
homogeneity of variances and covariances via Box-M-Test) respecJvely via General logisJc model for 
repeated measurements (with preceding test for homogeneity of variances and covariances via Box-
M-Test test esJmaJon: Wilk's λ). Kaplan-Meier curves were used to graphically display the survival 
comparison between the groups, Log-Rank-test (Mantel-Cox; two-sided) was used to assess group 
differences in survival, esJmates of mean survival Jme in days (hazard raJos) and 95% CIs are given 
overall and as well for each study group. Survival rates for study groups are given in %, Wilcoxon 
(Gehan) StaJsJc is used for overall and pairwise comparison of rates. 

The obtained and recorded raw data from this three-arm trial were sent blinded to the staJsJcian 
and used to compare between the two randomized groups with regard to the following outcomes: 

 

    Primary outcome: QoL as evaluated as global health status and subjecJve well-being at 18 weeks 
(third visit amer second prescripJon) versus base line (EORTC-QLQ-C30 remaining dimensions; SF-36; 
subjecJve well-being) in the two treatment groups using the EORTC QLQ-C30-scoring manual. 

    Secondary outcome: overall survival Jme. 

    All three groups were compared overall and pair-wise to each other with respect to overall survival. 
Amer staJsJcal analysis, data were unblinded. 

 

We used the CONSORT checklist by Schulz KF et al. for the CONSORT Group 2010 Statement: updated 
guidelines for reporJng parallel group randomized trials, which can be found at 
hPps://www.jclinepi.com/arJcle/S0895-4356(10)00079-X/fulltext. 

Results 

Lists of prescribed homeopathic remedies Q-, LM-, C- and D-potencies are shown in Tables 6 and 7. 
There was no difference between homeopathy and placebo groups with respect to selecJon of 
homeopathic remedies or change of Q-potencies between the two treatment groups (change of Q-
potencies: 11 Jmes (21.6%) in homeopathy paJents, 14 Jmes (29.8%) in placebo paJents, p = .242). 

PaJents' Use of AlternaJve Treatments (Table 8) 

Regarding previous alternaJve treatments, no staJsJcally significant difference could be found 
between the two treatment groups. Psychotherapy was the most used alternaJve method in all 
groups. 

QuesJonnaire EORTC QLQ-C30 Data (Table 2) 

 

The changes in global health status, funcJonal scales, and symptom scales at baseline, 9 and 18 
weeks (visits 1, 2 and 3) for paJents in the treatment groups are summarized in Table 2. 

 



At baseline, there were no significant differences between the treatment groups found apart from 
consJpaJon (p = .048), which was more common in the homeopathy group. At 9 and 18 weeks, the 
global health status of the verum group was significantly higher than that of the placebo group (p < 
.001). According to all the funcJonal scales, apart from cogniJve funcJoning (no difference between 
groups amer 9 weeks), paJents in the homeopathy group at both follow-up visits were significantly 
more funcJonal than paJents in the placebo group, both by univariate analysis of the individual 
funcJonal scales and by mulJvariate consideraJon of all funcJonal scales. MulJvariate analysis 
(general logisJc model for repeated measurements, test size: Wilk's λ) revealed a significant Jme 
effect (p < .001) for the funcJonal scales, i.e., the mean scale values change between the survey 
Jmes, with a significant difference both between baseline and 9 weeks and between baseline and 18 
weeks (p < .001 and p < .001, respecJvely), and a significant group effect (<.001), but addiJonally a 
significant interacJon between Jme and group (<.001), caused by an improvement in homeopathic 
group and worsening in the placebo group. 

 

Amer 9 weeks, all symptom scales except pain, diarrhea, and financial difficulJes scores were 
significantly lower (i.e., less symptom burden) in the homeopathy group than in the placebo group by 
both univariate analysis of the individual symptom scales and by mulJvariate analysis of all symptom 
scales. Amer 18 weeks, scores were significantly lower for all symptom scales in the homeopathy 
group than in the placebo group by both univariate and mulJvariate analysis. There was also an 
improvement between visit 1 and visit 2 and between visit 2 and 3 within the homeopathy group, but 
not in the placebo group. MulJvariate analysis revealed a significant Jme effect both between 
baseline and 9 weeks (p < .001) and baseline and 18 weeks (p < .001) and a significant group effect (p 
< .001), and also a significant interacJon between Jme and group (p < .001). 

 

The same effects could be seen for Global Health status, with a significant Jme effect (p < .001), 
group effect (p < .001), and interacJon between Jme and group (p = .002). 

QuesJonnaire SF-36 (Table 3) 

 

The changes in the indices of the SF-36 quesJonnaire at baseline, 9 and 18 weeks for the treatment 
groups are summarized in Table 3. 

A}tude Towards Homeopathy (Table 9) 

 

No differences regarding a}tude toward homeopathy were detected between the two treatment 
groups except for referral to previous homeopathic treatment and expectaJon regarding prognosis: 
while the majority of homeopathy paJents (57.1%) had been referred by pracJJoners (only 17.6% of 
placebo paJents), placebo paJents significantly more omen opted for homeopathic treatment 
themselves (47.1%, only 7.1% in homeopathy paJents; p = .039). In the homeopathy group, the 
expectaJon of the effect of homeopathy on the prognosis was significantly more negaJve (p = .010). 
In the placebo group, paJents perceived significantly more minor side effects such as nausea and 
diarrhea (p = .023). 

Survival (Table 4) 



 

The median survival Jme over the observaJon period of 730 days for the homeopathy group (435 
days) was significantly longer than the placebo group (257 days; p = .010). Median survival of the 
control group (228 days) was significantly shorter than that of the homeopathy group (p < .001), but 
not than that of the placebo group (p = .258). 

 

When comparing treatment groups (homeopathy plus placebo group) to control group, there was a 
significant difference with regard to the pairwise comparison of homeopathy versus placebo 
(treatment groups vs. control: p = .002). 

 

Regarding paJents who died within the 730-day period, there was no significant difference in the 
median survival Jme between the homeopathy and the placebo groups (p = .172); however, the 
homeopathy group had a significantly longer survival Jme than the control group (p = .020). There 
was no significant difference between placebo and control groups (p = .747) or between the two 
treatment groups and the control group (p = .142). 

 

EsJmated survival Jme (hazard raJo for mean) was 477 (95% CI: 410–545) days in homeopathy 
group, 352 (95% CI: 278–427) days in placebo group and 274 (95% CI: 215–333) days in control group 
(p < .001 comparing all 3 groups; p = .014 homeopathy vs. placebo group; p < .001 homeopathy vs. 
control; p = .145 placebo vs. control group). Survival rate in the homeopathy group was 45.1%, in the 
placebo group was 23.4%, and in the control group was 13.5%. While survival rate in homeopathy 
group differed significantly from placebo (p = .020) and from control group (p < .001), the difference 
between placebo and control (p = .154) was not significant (overall difference was significant at p < 
.001). 

An independent doctor evaluated the cause of death and assured that all paJents who died did so as 
a direct consequence of their underlying cancer; none died because of other reasons such as 
myocardial infarcJon, pulmonary embolism, or other major diseases. No severe adverse effects were 
reported. 

Discussion 

Similar to our previous open randomized pragmaJc study [19], in our present randomized placebo-
controlled, double-blind study, addiJve homeopathic treatment in paJents with cancer significantly 
improved global health status, subjecJve well-being, and several funcJonal and symptom scales, 
according to European OrganisaJon for Research and Treatment of Cancer (EORTC) and 36-Item Short 
Form Health Survey quesJonnaires [24, 25]. 

Unexpectedly, homeopathy also increased survival Jme. Median survival in the homeopathy group 
was about 6 months longer than in the placebo group and 7 months longer than in the control group. 
The median survival in the placebo group was about 8.5 months, close to the data reported in the 
literature [26]. Furthermore, median survival in paJents who died during the observaJon period was 
significantly longer in the homeopathy group (8.4 months) than in the placebo group (6.4 months) 
and the control group (5.2 months). Overall survival was defined as the Jme from randomizaJon unJl 
death or unJl 2 years later. Date of death was provided by the independent InformaJon Technology 
SoluJon Center (ITSC), Austria, and recorded by an individual with no involvement in the study (E.E.). 



 

There were slightly more paJents with squamous cell carcinoma in the homeopathy group, but this 
difference was not significant. Because the prognosis of squamous cell carcinoma is worse than that 
of adenocarcinoma [27], this might support the results of our study. 

 

The difference between the placebo and control group in survival Jme in our study is in accordance 
with the results of Temel et al. [28]. Temel examined the effect of introducing palliaJve care early 
amer diagnosis on paJent-reported outcomes and end-of-life care among ambulatory paJents with 
newly diagnosed disease. PaJents with newly diagnosed metastaJc NSCLC were randomly assigned 
to receive either early palliaJve care integrated with standard oncological care or standard 
oncological care alone. Despite the fact that fewer paJents in the early palliaJve care group than in 
the standard care group received aggressive end-of-life care (33% vs. 54%, p = .05), median survival 
was longer among paJents receiving early palliaJve care (11.6 months vs. 8.9 months, p = .02). The 
authors concluded that among paJents with metastaJc NSCLC, early palliaJve care led to significant 
improvements in both quality of life and mood. Compared with paJents receiving standard care, 
paJents receiving early palliaJve care had less aggressive care at the end of life but had longer 
survival [28]. 

 

Deng et al. reported that physicians are omen asked about complementary therapies by paJents with 
cancer, and data show that the interest in and use of these therapies among paJents with cancer is 
common [29]. Therefore, it is important to assess the current evidence base on the benefits and risks 
of complementary therapies. Several complementary therapy modaliJes can be helpful in improving 
the overall care of paJents with lung cancer. Placebo effects seem to be of minor influence because 
homeopathy also works in criJcally ill paJents [30]. 

 

Quality of life (QoL) as well as the funcJonal and symptom scales showed a significant improvement 
in the homeopathy group when compared with the placebo group amer 9 and 18 weeks of 
homeopathic treatment (p < .001). In addiJon, results show that addiJve homeopathic treatment 
produced an overall survival benefit for paJents with advanced NSCLC, with a significant reducJon of 
2-year mortality from 86.5% in the control group to 76.6% in the placebo group and 54.9% in the 
homeopathy group. EsJmated median survival Jme was significantly longer in the homeopathic 
group. These results coincide with the previously reported approximately 50% reducJon in the risk of 
progression or death [20]. This is the first randomized trial to demonstrate a significant overall 
survival benefit for addiJve homeopathic therapy. 

 

By including the nonintervenJonal control group, it was possible to assess the real homeopathic 
effect on the homeopathic cohort, as the real effect will be the natural historical effect minus the 
placebo effect and the homeopathic effect. 

 

A limitaJon of the study is the relaJve long study period. However, during the whole study period, 
basic convenJonal therapy remained essenJally unchanged. A further limitaJon is that convenJonal 
therapy in this study was performed in almost all paJents without the nowadays usual immuno-



oncologic therapy [31] because the study started before 2015. Although EGFR/ALK tyrosine kinase 
inhibitors have become standard first-line strategy in paJents with advanced, EGFR-mutaJon–
posiJve or ALK fusion oncogene–posiJve NSCLC with improved outcome, standard therapy for 
control paJents suffering from NSCLC without mutaJons comprised convenJonal chemotherapy only 
during the study. The approvals of immune checkpoint inhibitors such as nivolumab, pembrolizumab, 
and atezolizumab for the second-line therapy of NSCLC amer plaJnum failure based on the 
CheckMate 017, CheckMate 057, KEYNOTE 010, and OAK trials might have had an influence on 
overall survival analysis of this trial. However, this potenJal bias is likely not relevant, because the 
number of paJents treated with subsequent immuno-oncological therapy was comparable (p = .942) 
between the groups (Table 1). 

 

Today, immuno-oncologic and chemotherapy are established as first-line therapy. Therefore, further 
studies with immuno-oncologic therapy are necessary to invesJgate the effect of homeopathic 
therapy with modern forms of therapy. A further limitaJon is that paJents of the control group were 
not randomized because of paJents’ preferences. 

 

Costs for addiJve homeopathic remedies are very low, compared with immuno-oncologic 
approaches. Thereby, addiJve expenses of homeopathic drugs are negligible in the context of 
anJcancer treatment costs. From a methodological point of view, add-on homeopathy provides a tool 
compaJble with all other convenJonal intervenJons. The advantages are that there are no 
interacJons with other methods and no burden to metabolism of the paJents and that the cost is 
low. 

Conclusion 

 

Addi@ve homeopathy significantly improved QoL and survival when compared with placebo and 
control. A higher QoL might have contributed to the prolonged survival [32]. 

 

The results of this study suggest that homeopathy posiJvely influences both QoL and survival. 
Further studies including other tumor enJJes are warranted. Our study supports trials in other fields 
of complementary medicine such as acupuncture for chemotherapy-induced peripheral neuropathy 
in breast cancer survivors [33]. 
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Table 6. Homeopathic remedies: Q-potencies (prescribed in series) 

image 

Table 7. Homeopathic remedies, LM-, C-, and D-potencies 

image 

Table 8. Previous alternaJve treatments 

image 

Table 9. A}tude toward homeopathy 

image 

Table 10. Self-assessment of subjecJve well-being (Visual Analog Scalea) 

image 

CiJng Literature 

 

Volume25, Issue12 

 

December 2020 

 



e13548 

This arJcle also appears in: 

 

    The Oncologist in Europe 

 

The Oncologist 5-year Impact Factor 

 

    Figures 

    References 

    Related 

    InformaJon 

 

Recommended 

 

    Does Marital Status Impact Survival and Quality of Life in PaJents with Non-Small Cell Lung Cancer? 
ObservaJons from the Mayo Clinic Lung Cancer Cohort 

    Aminah Jatoi, Paul Novotny, Stephen Cassivi, MaPhew M. Clark, David Midthun, ChrisJ A. PaPen, 
Jeff Sloan, Ping Yang 

    The Oncologist 

 

    GefiJnib and ErloJnib in MetastaJc Non-Small Cell Lung Cancer: A Meta-Analysis of Toxicity and 
Efficacy of Randomized Clinical Trials 

    Mauricio BuroPo, Elisabet E. Manasanch, Julia Wilkerson, Tito Fojo 

    The Oncologist 

 

    Intensity-Modulated RadiaJon Therapy May Improve Local-Regional Tumor Control for Locally 
Advanced Non-Small Cell Lung Cancer Compared With Three-Dimensional Conformal RadiaJon 
Therapy 

    Jingbo Wang, Zongmei Zhou, Jun Liang, Qinfu Feng, Zefen Xiao, Zhouguang Hui, Xiaozhen Wang, 
Jima Lv, Dongfu Chen, Hongxing Zhang, Zhe Ji, Jianzhong Cao, Lipin Liu, Wei Jiang, Yu Men, Cai Xu, 
Jiangrong Dai, Weibo Yin, Luhua Wang 

    The Oncologist 

 

    Adverse effects of homeopathy: a systemaJc review of published case reports and case series 



    P. Posadzki, A. Alotaibi, E. Ernst 

    InternaJonal Journal of Clinical PracJce 

 

Download PDF 

back 

The Oncologist Logo 

Copyright © 2024 by AlphaMed Press 

 

Print ISSN: 1083-7159 

 

Online ISSN: 1549-490X 

AddiJonal links 

About Wiley Online Library 

 

    Privacy Policy 

    Terms of Use 

    About Cookies 

 

    Accessibility 

    Wiley Research DE&I Statement and Publishing Policies 

 

Help & Support 

 

    Contact Us 

    Training and Support 

    DMCA & ReporJng Piracy 

 

OpportuniJes 

 

    SubscripJon Agents 

    AdverJsers & Corporate Partners 



 

Connect with Wiley 

 

    The Wiley Network 

    Wiley Press Room 

 

Copyright © 1999-2024 John Wiley & Sons, Inc or related companies. All rights reserved, including 
rights for text and data mining and training of arJficial technologies or similar technologies. 

 

Wiley Home Page 


