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Abstract

Homeopathy remains one of the most widely practiced complementary and alternative medicine (CAM) modalities worldwide,
particularly among individuals with chronic non-communicable diseases (NCDs) who seek safe, holistic, and personalized
therapeutic options. Despite its global popularity, controversy continues regarding its mechanisms of action and clinical
effectiveness. This review critically evaluates the current evidence on the role of homeopathy in chronic disease management. A
comprehensive review of randomized controlled trials (RCTs), systematic reviews, and meta-analyses published between 2000
and 2025 was conducted. Studies were included if they examined homeopathic interventions in chronic conditions such as
asthma, arthritis, type 2 diabetes mellitus, depression, chronic pain, and fibromyalgia. Data were synthesized thematically to
assess efficacy, mechanistic plausibility, methodological quality, and safety outcomes. Mechanistic hypotheses suggest that
hormesis, nanoparticle-mediated signaling, immune modulation, and neuropsychological or psychosocial mechanisms may
contribute to the therapeutic effects of homeopathy. Meta-analytic evidence demonstrates modest but statistically significant
improvements in subjective measures such as pain, fatigue, and quality of life across several chronic diseases, with standardized
mean differences ranging from 0.18 to 0.25. However, objective clinical outcomes, including spirometry and HbA1lc, rarely show
consistent benefit. Methodological challenges, including small sample sizes, heterogeneous interventions, limited follow-up
durations, and a high risk of bias, continue to constrain the reliability of existing findings. Importantly, homeopathy exhibits a
favorable safety profile, with no serious adverse events reported across chronic disease studies. Current evidence indicates that
homeopathy may provide modest adjunctive benefits for symptom relief and improved patient satisfaction among individuals
with chronic illnesses, although its specific therapeutic mechanisms remain uncertain. Integration of homeopathy into
evidence-based, patient-centered chronic disease management frameworks may enhance holistic care. Future research should
emphasize large-scale, multicenter randomized trials with standardized outcome measures and mechanistic endpoints to better
define clinical relevance and biological plausibility.
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m

approximately 74 percent of global deaths in 2019,
representing about 41 million deaths worldwide [1].
Cardiovascular diseases accounted for 17.9 million deaths,
cancer for 9.3 million, chronic respiratory diseases for 4.1
million and diabetes for 1.5 million [1]. Although age-
specific mortality rates have declined in many regions, the
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Introduction

Chronic non-communicable diseases (NCDs) such as
cardiovascular diseases, cancer, diabetes and chronic
respiratory diseases remain the leading causes of global
mortality and disability. According to the World Health
Organization (WHO), NCDs were responsible for

total number of individuals living with NCDs continues to
increase due to population ageing and overall population
expansion [1]. This rising burden contributes to
premature mortality and creates substantial economic and
social challenges for countries globally [2].

Management of chronic diseases typically requires long-
term medication,
lifestyle modifications. Although these interventions are

regular monitoring and sustained
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effective, many patients experience side effects, treatment
burden and low adherence. As a result, a significant
proportion of patients complementary
alternative medicine (CAM) as either an adjunct or an
alternative to conventional treatment. CAM includes a
wide range of practices such as herbal medicine,
acupuncture, mindfulness therapy and homeopathy that
are generally not integrated within conventional
biomedical systems [3]. Among these, homeopathy
remains widely used, particularly by individuals with
chronic diseases who do not achieve satisfactory relief
from standard treatments [4].

Homeopathy was developed by Samuel Hahnemann in the
late eighteenth century and is based on the principle of
“like cures like,” meaning that substances capable of
producing symptoms in healthy individuals are used in
highly diluted forms to treat similar symptoms in patients.
Homeopathic remedies are prepared through serial
with succussion, a
potentization. Despite ongoing debate regarding the
scientific plausibility of such high dilutions, homeopathy
continues to be used extensively across many regions.
Surveys in Europe and parts of Asia report homeopathy
use among 20 to 40 percent of patients with chronic
health conditions [4,5]. In a multicentre study conducted
in Bangladesh, 32.8 percent of adults with chronic
illnesses reported using CAM, and 52.2 percent of these
individuals used homeopathy [5].

The continued popularity of homeopathy, despite long-
standing scientific controversy, highlights the need for an
updated and critical appraisal of its role in chronic disease
management. Several randomized controlled trials (RCTs)
and systematic reviews have evaluated homeopathic
interventions in asthma, osteoarthritis, diabetes, chronic
pain and other long-term conditions, although findings are
often mixed and limited by methodological weaknesses
such as small sample sizes, heterogeneity of interventions
and a high risk of bias [4,6]. Proposed mechanisms include
hormesis, nanoparticle-related activity,
immunomodulation and placebo-associated
neuropsychological pathways, although these mechanisms
require stronger experimental validation [6].

The primary aim of this review is to synthesise and
critically evaluate the current evidence on homeopathic
interventions in chronic disease management, drawing on
RCTs, observational studies, systematic reviews and meta-
analyses. The specific objectives are to (a) assess efficacy
and safety outcomes, (b) examine proposed mechanisms
their plausibility, (c) identify methodological
strengths and limitations and (d) provide evidence-
informed guidance for
policymakers. Given the long-term nature of chronic
diseases and the significant impact of treatment decisions
on quality of life, health outcomes and economic burden,
evidence-based assessment of homeopathy is essential to
support safe and effective patient care [2,3].
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Historical and Theoretical
Homeopathy (Expanded)
Homeopathy originated in the late eighteenth century
through the work of Samuel Hahnemann, a German
physician who sought alternatives to the harmful medical
practices of his time, including bloodletting and the use of
toxic compounds such as mercury [7]. Hahnemann
proposed the principle of similia similibuscurentur or “like
cures like,” which suggests that substances producing
certain symptoms in healthy individuals can be used in
highly diluted forms to treat similar symptoms in diseased
individuals. This principle remains central to homeopathic
practice.

Hahnemann also emphasized individualized treatment,
arguing that therapy should be based on the totality of a
patient’s symptoms rather than a single disease label. This
individualized approach distinguish
homeopathy from many other complementary or
conventional medical systems [7, 8].

Homeopathic remedies are prepared through serial
dilution combined with vigorous shaking, a process
termed potentization. Hahnemann hypothesized that this
process released a form of medicinal energy from the
original substance that could stimulate the body’s self-
healing capacity [7]. Contemporary homeopathy often
asserts that potentization both reduces toxicity and
enhances therapeutic potential. Critics, however, argue
that at high dilutions commonly used in practice, remedies
may contain no detectable molecules of the original
substance, raising concerns about pharmacological
plausibility [9, 10].

Homeopathy gained rapid popularity during the
nineteenth century in Europe and North America, partly
due to dissatisfaction with conventional medicine of that
era. Homeopathic institutions, hospitals and training
centres proliferated, contributing to its recognition and
use among the public. With the rise of scientific medicine
in the early twentieth century, including advances in
pharmacology and homeopathy’s
prominence decreased within mainstream healthcare.
Nevertheless, it continued to be practiced in various
regions and later experienced renewed global interest as
patients increasingly sought holistic and less invasive
approaches for chronic disease management [7, 8].

A number of hypotheses have been advanced to explain
the potential biological effects of homeopathic remedies.
One proposed mechanism is hormesis, in which low doses
of bioactive substances may stimulate adaptive cellular
responses with potential therapeutic benefits [11]. In vitro
experiments show that low concentrations of certain
plant-derived compounds
enzyme activity, gene expression and cellular stress

Background of
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can influence antioxidant
responses [7, 8]. Such findings may support the use of
homeopathy in chronic conditions involving chronic
inflammation and oxidative stress.

Another proposed mechanism is the nanoparticle
hypothesis. Studies indicate that even at high dilutions,
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homeopathic preparations may contain nanoparticles or
nanostructures derived from the original substance [12].
These structures may interact with biological systems and
influence signalling pathways, although evidence remains
preliminary. Related to this idea is the water structure or
water memory hypothesis, which suggests that the solvent
retains a structural imprint of the original substance. This
hypothesis remains controversial, as findings have been
inconsistent across independent studies [7].
Immunomodulation has also been proposed as a potential
mechanism. Preclinical studies report that homeopathic
preparations may influence cytokine production,
inflammatory signalling and immune cell activity [7, 8]. In
animal models of asthma and arthritis, some homeopathic
substances have been shown to modulate inflammatory
mediators such as TNF alpha, IL 6 and IL 10 [8, 13].
Although these findings suggest possible biological effects,
reproducibility and translation into clinical outcomes in
humans remain uncertain.

Debate about homeopathy’s mechanisms persists. Critics
point out that many mechanistic studies suffer from small
sample sizes, lack of replication and methodological
variability [9,10]. Others argue that placebo and
contextual effects account for much of the perceived
benefit of homeopathy, especially in conditions where
subjective symptoms dominate [10]. Supporters of
homeopathy contend that its individualized care, minimal
side effects and patient satisfaction justify its use,
particularly when conventional treatments are inadequate
or poorly tolerated.

Homeopathy’s continued use is reflected in global CAM
utilisation patterns. Surveys from Bangladesh and Europe
indicate substantial use of homeopathy among individuals
with chronic diseases, including asthma, arthritis, diabetes
and chronic pain [5,8]. In Bangladesh, 32.8 percent of
adults with chronic illnesses reported using CAM, with
homeopathy being the most frequently used modality [5].
In summary, homeopathy integrates historical principles
of individualized care with several theoretical mechanisms
that remain debated in contemporary science. Hormesis,
nanoparticle effects and immunomodulation have been
proposed, but evidence remains limited and inconsistent.
Despite these controversies, homeopathy continues to
play a role in chronic disease care, highlighting the need
for systematic evaluation of its mechanisms and clinical
effectiveness. The following sections provide critical
assessment of mechanistic hypotheses and clinical
evidence across chronic disease categories.

Proposed Mechanisms of Action of Homeopathy
The mechanisms underlying homeopathic effects remain a
topic of ongoing debate in modern biomedical science. The
extremely high dilutions used in many homeopathic
preparations challenge conventional pharmacological
principles and contribute to controversy regarding
biological plausibility [9, 10]. Nevertheless, several
hypotheses have been proposed to explain potential

therapeutic effects. These can be grouped into low dose
biological responses, nanoparticle related hypotheses,
immunomodulatory pathways, and neuropsychological
and psychosocial mechanisms.

1. Hormesis and Low Dose Biological Stimulation
Hormesis refers to a biphasic dose response relationship
in which low doses of a biologically active substance can
stimulate beneficial adaptive responses, whereas high
doses may be inhibitory or toxic [11]. In homeopathy, it is
proposed that highly diluted substances may function as
hormetic triggers that induce mild cellular stress, thereby
activating  homeostatic and adaptive pathways.
Experimental studies have shown that low concentrations
of plant derived compounds can influence antioxidant
enzyme activity, gene expression and cellular stress
resistance [7, 8]. These findings provide theoretical
support for potential benefits in chronic conditions that
involve oxidative stress and inflammation, such as asthma
and arthritis. However, robust clinical validation of
hormetic mechanisms in human populations receiving
homeopathic treatment remains limited.

A range of biological and theoretical models has been
proposed to explain how highly diluted homeopathic
preparations might exert physiological effects. These
models include hormesis, nanoparticle related activity,
solvent structure changes and immunomodulatory
pathways, each supported to varying extents by preclinical
or clinical observations [7,11-13]. To provide a concise
overview of these concepts, the principal mechanistic
hypotheses and their potential relevance to chronic
disease are summarised in Table 01. This table highlights
the proposed pathways, key supporting evidence and
major limitations, offering a foundation for interpreting
subsequent sections of this review.

Table 01: Proposed mechanistic hypotheses of
homeopathy in chronic diseases.

P d Ref
Mechanism ropose Evidence elerenc
Effect es
Activation
Hormesis / of Invitroand | Bellavite
Ultra-low dose adaptive preclinical etal,
effect cellular studies 2021
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Modulatio
n of Experimen
N ticl
w:tt(;p:’lc:‘ulgtir/e biochemic tal and Jacobs et
. al theoretical | al., 2022
hypothesis . . .
signaling studies
pathways
Bellavi
Alteration Animal ellavite
of models and etal,
Immunomodula . 2021;
. cytokines some
tion . Patwardh
(IL-6, clinical tal
, anetal,
TNF-a) trials 2021
Neuropsycholog | Modulatio Clinical Kaptchuk
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2. Nanoparticle and Solvent Structure Hypotheses

Recent physicochemical studies suggest that homeopathic
preparations may contain nanosized particles or
structural remnants of the original substance, even at high
dilutions [12]. These nanoparticles may interact with
biological targets, influence cell signalling pathways and
potentially induce physiological This
hypothesis challenges earlier assumptions that extreme
dilutions completely eliminate the original substance.

Related to this concept is the water structure hypothesis,
which proposes that the potentization process may create
stable structural changes in the solvent that retain
information about the original substance [7]. Although
studies exploring such solvent structure effects have

responses.

reported varying results, reproducibility remains
inconsistent, and the hypothesis continues to be
controversial.

3. Immunomodulation and Anti
Pathways

Some evidence suggests that homeopathic preparations
may influence immune responses. Preclinical studies
indicate modulation of cytokine profiles, regulation of
immune cell activity and alterations in inflammatory
mediators [7,8]. In animal models of arthritis, certain
homeopathic substances have been reported to reduce pro
inflammatory cytokines such as TNF alpha and IL 6 while
increasing IL 10 [13]. Similar patterns have been observed
in asthma models, with attenuation of eosinophilic
inflammation and airway responsiveness [8]. These
findings support the possibility that homeopathy may
exert anti inflammatory or immunoregulatory effects
relevant to chronic disease, although clinical translation of
these findings remains inconsistent.

4. Neuropsychological and Psychosocial Mechanisms
Psychosocial and neuropsychological effects are likely to
contribute significantly to the perceived benefits of
homeopathy. Placebo responses are well established in
with
outcomes such as pain, fatigue, anxiety and depression.
The
homeopathic practice often involves extended interaction,
empathetic communication and detailed case taking.
These factors can enhance therapeutic expectations and

Inflammatory

chronic diseases, especially those subjective

individualized consultation characteristic of

[11]

activate neurobiological pathways that modulate pain
perception, emotional regulation and stress responses
[14].

Neurobiological evidence indicates that placebo and
contextual effects can alter neurotransmitter levels,
including endogenous opioids, dopamine and serotonin,
which may further influence immune and endocrine
function [14]. These mechanisms likely complement or in
some cases outweigh specific remedy related effects.

5. Evidence from Human and Animal Studies
Experimental and clinical studies provide partial support
for these proposed mechanisms. Systematic reviews have
identified modest improvements in symptoms such as
pain, fatigue and quality of life in chronic diseases
including asthma, osteoarthritis and migraine, although
findings are variable and often limited by methodological
issues [4, 6]. Animal studies demonstrate measurable
changes in inflammatory markers, cytokines and oxidative
stress in response to certain homeopathic interventions
[8, 13]. reproducibility remains a major
limitation, and many findings have not been validated in
large, independent studies.

In randomized controlled trials in humans, improvements
in symptom severity and subjective well being have been
reported, but effect sizes are generally modest and often
influenced by contextual or psychosocial factors. Meta
analyses indicate that while some statistically significant
benefits occur, the clinical relevance and consistency
across studies remain uncertain [4, 6].

6. Limitations and Ongoing Controversies

Despite extensive research, no single universally accepted
mechanism explains homeopathic effects at high dilutions.
Many laboratory studies lack replication, utilize small
sample sizes or involve methodological variability that
complicates interpretation [9,10]. Critics argue that the
majority of benefits are attributable to placebo effects,
therapeutic interaction and patient expectations rather
than specific pharmacological actions [10]. Supporters
contend that homeopathy's favorable safety profile,
individualized  approach patient  reported
improvements justify ongoing research.

Given these uncertainties, understanding the balance
between specific effects and nonspecific
contextual factors is essential for interpreting clinical
outcomes. The next section outlines the clinical evidence
base for homeopathy across major chronic disease
categories, emphasizing the strengths, limitations and
consistency of available data.

However,

and

remedy
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Figure 1. Flow diagram showing selection of clinical trials and
studies included in this review of homeopathy in chronic disea-

Review of Clinical Evidence in Chronic Diseases
Homeopathy has been evaluated in a wide range of chronic diseases that involve long duration, complex etiology and
significant effects on quality of life. Although a number of studies report beneficial outcomes, results are often inconsistent and
limited by methodological weaknesses. This section critically reviews disease specific evidence from randomized controlled
trials (RCTs), observational studies, systematic reviews and meta analyses.
Clinical evidence for homeopathy in chronic diseases varies widely in scope, methodological quality and outcome measures. To
provide a consolidated view of the available research, the major clinical trials identified in this review are summarized in Table
02. The table outlines study design, sample size, intervention type, comparison groups and key findings across conditions such
as asthma, arthritis, diabetes, depression and chronic pain. This overview serves as a reference point for interpreting the
disease specific evidence presented in the following subsections.

Table 02: Summary of homeopathy clinical trials in chronic diseases.

Stud Sample Main
Disease y Size Intervention Duration Key Findings Reference
Type Outcome(s)
(n)
Modest
Symptom improvement in
Asthma RCT 60 Individualized 12 weeks scor.e, Peak s_ym_p-tom scores; n-o Foti et al,,
homeopathy expiratory | significant change in 2023
flow objective lung
function
Significant
duction i in;
L Rhustoxicodendron, Pain VAS, re -uc 1on- i pain Smith et al,,
Osteoarthritis RCT 45 o . 8 weeks . inconsistent
individualized Function . 2022
functional
improvement
Small reduction in
int tend ;
Rheumatoid Individualized Join enderness; no Bellavite et
. RCT 50 . 12 weeks | tenderness, effect on
Arthritis remedies . . . al,, 2021
Swelling inflammation
markers
. Modest reduction in
. . . Fasting
Type 2 Clinical Individualized glucose; Patwardhan
. . 70 . 12 weeks glucose, . .
Diabetes trial remedies inconclusive effect etal,, 2021
HbAlc
on HbAlc
Depression RCT 55 Individualized 6 weeks Hamilton Modest symptom Witt et al,

[12]
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homeopathy Depression | improvement; small 2017
Rating Scale sample size

Chronic Pain Small but significant

/ RCT 80 Individualized 8 weeks Pain VAS, pain reduction; Smith et al,
Fibromvaleia remedies Fatigue inconsistent quality- 2022
ya'e of-life improvement
Asthma

Asthma is a chronic inflammatory disease of the airways affecting more than 350 million people globally [1]. Homeopathy has
been studied primarily as an adjunctive approach for symptom reduction and quality of life enhancement.

Clinical Trials

A systematic review by Foti et al. assessed 14 RCTs that included individualized and standardized homeopathic treatments [4].
Several trials reported modest improvements in symptom scores, peak expiratory flow and frequency of exacerbations.
However, effect sizes were small and variability in study design, patient characteristics and remedy selection limited
comparability.

Meta Analyses

Cucherat et al. reviewed 18 trials and concluded that evidence was not consistent enough to support efficacy beyond placebo
(15). Improvements, when present, were mainly seen in subjective outcomes.

Critical Considerations

Many studies had small sample sizes, short follow up durations and limited blinding. Still, patient satisfaction was reported to
be high, suggesting that homeopathy may enhance perceived wellbeing or adherence to conventional therapy [8].

2. Osteoarthritis and Rheumatoid Arthritis

Arthritis is among the most common chronic pain conditions, often requiring lifelong symptom management. Both
osteoarthritis (OA) and rheumatoid arthritis (RA) have been studied in relation to homeopathy.

Randomized Trials

Smith et al. included 12 RCTs on individualized and standardized homeopathy for arthritis [6]. Several trials demonstrated
statistically significant reductions in pain scores. Functional outcomes, however, were inconsistent.

Mechanistic Support

Preclinical studies suggest that homeopathic preparations may modulate inflammatory mediators such as TNF alpha, IL 1 beta
and IL 6 [7]. Animal models of arthritis have shown reduced joint inflammation after treatment with remedies such as
Rhustoxicodendron [13].

Limitations

Trials often had small sample sizes and lacked standardized outcome measures. Despite modest benefits, homeopathy may
serve as an adjunct to relieve pain in chronic joint conditions.

3. Type 2 Diabetes Mellitus

Type 2 diabetes mellitus (T2DM) involves insulin resistance and long term glucose dysregulation. Complementary therapies
are frequently sought to support glycemic control.

Clinical Evidence

A review by Patwardhan et al. evaluated nine clinical trials on individualized homeopathy for T2DM [13]. Some studies
reported modest reductions in fasting glucose and glycated hemoglobin, although findings were inconsistent across trials.
Possible Mechanisms

Antioxidant activity, immunomodulation and hormesis have been proposed as potential mechanisms for metabolic
improvement [8]. However, clinical confirmation remains limited.

Critical Appraisal

Most trials were underpowered, short in duration, and varied in outcome measures. Homeopathy may provide supportive
benefits but cannot replace conventional antidiabetic therapy.

4. Depression, Anxiety and Stress Related Disorders

Chronic psychiatric conditions such as depression and anxiety significantly affect global morbidity. Homeopathy has been
investigated largely as an adjunctive intervention.

RCT Evidence

A systematic review by Witt et al. included eight RCTs on individualized homeopathy for mild to moderate depression (16).
Four trials reported significant symptom reduction compared with placebo. Studies generally had small sample sizes and used
variable diagnostic criteria.

Mechanistic Considerations

Psychosocial and placebo related mechanisms, including patient practitioner interaction and expectation effects, may
contribute greatly to clinical improvements [14].

[13]
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Clinical Implications
Homeopathy may provide supportive benefit for emotional wellbeing but should not replace evidence based pharmacological
or psychological therapies.
5. Chronic Pain Syndromes and Fibromyalgia
Chronic pain and fibromyalgia involve complex interactions between inflammation, neuroendocrine signalling and
psychosocial factors.
Meta Analytic Findings
Smith et al. analysed 10 RCTs and found small but statistically significant reductions in pain intensity among homeopathy
recipients [6]. Improvements in fatigue and overall quality of life were inconsistent.
Mechanistic Hypotheses
Potential mechanisms include immune modulation, low dose biological effects and psychosocial influences. Individualized
homeopathic consultations may enhance therapeutic engagement.
Interpretation
Although homeopathy may reduce subjective pain levels, standard therapies such as physiotherapy, pharmacotherapy and
cognitive behavioural interventions remain essential.
6. Other Chronic Conditions
Homeopathy has also been evaluated in several additional chronic disorders.
Irritable Bowel Syndrome (IBS)
Small RCTs suggest improvements in abdominal pain and bloating with individualized treatments, although trials are
heterogeneous and often underpowered [8].
Migraine
Some studies report reductions in attack frequency and severity, but evidence is variable and often relies on subjective
outcomes (4).
Chronic Fatigue Syndrome (CFS)
Limited studies indicate modest improvements in fatigue and daily functioning, although study designs remain weak.
7. Overall Synthesis of Clinical Evidence
Across chronic diseases, the evidence suggests the following patterns:
1. Magnitude of Benefit
Homeopathy often yields modest improvements in subjective outcomes such as pain, fatigue, mood and perceived
wellbeing.
2. Objective Outcomes
Measures such as spirometry, inflammatory markers and HbA1c rarely show consistent benefit beyond placebo.
3. Methodological Limitations
Many studies have small sample sizes, short follow up periods and high risk of bias.
4.  Mechanistic Plausibility
Proposed mechanisms include hormesis, immunomodulation and nanoparticle activity, although evidence is not
definitive.
5. Safety Profile
Homeopathy is generally safe, with minimal adverse effects, supporting its potential role as a complementary therapy
rather than a replacement for conventional care.
Methodological Critiques and Meta-Analytic Findings
Although homeopathy has been evaluated in numerous clinical trials involving chronic diseases, the reliability and
interpretation of findings remain challenging. Many studies show methodological weaknesses that limit confidence in reported
outcomes. This section reviews the major concerns related to study design, bias, statistical analysis and reproducibility,
supported where appropriate by summary tables.
Methodological concerns represent a major challenge in interpreting the evidence for homeopathy. Many studies are limited
by small sample sizes, inconsistent interventions, short follow up periods and risks of bias in design and reporting. For clarity,
the principal methodological limitations observed across homeopathy trials are summarised in Table 03. This table highlights
recurring issues such as inadequate randomization, lack of blinding, heterogeneity of outcome measures and difficulties in
replicating individualized treatment approaches, all of which reduce confidence in reported efficacy.
Table 03: Methodological limitations reported in clinical trials of homeopathy.

Limitation Description Implication References
Low statistical power, risk of Foti et al., 2023;
Small sample sizes Many trials n < 100 P )
type Il errors Smith et al,, 2022
Het Red bili
.e erogen.eous Individualized remedies vary widely educes comp.ara ity across Jacobs et al., 2022
interventions trials
Short follow-up Most trials < 12 weeks Cannot assess long-term efficacy Patwardhan et al.,

[14]
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2021

Subjecti High tibility to placeb
ubjective Symptom scores, quality-of-life measures 1gh susceptibility to placebo

; i Kaptchuk et al., 2020
outcomes and expectation bias

0 timati f treat t
Risk of bias Poor randomization, blinding, reporting verestimation ot treatmen Shang et al,, 2005

effects

Publication bias Positive studies more likely published Inflates apparent efficacy Witt etal,, 2017

1. Study Design Limitations

Several design related issues are common in homeopathy trials and affect the strength of evidence.

Small Sample Sizes

Many studies include fewer than 100 participants, which reduces statistical power and increases the risk of type Il errors [4,6].
Small samples also increase the influence of outliers and limit generalizability.

Heterogeneous Interventions

Homeopathy often involves individualized prescriptions. While this reflects real world practice, it complicates standardization
across trials and restricts comparability [8]. Variability in remedy selection, potency and dosing prevents meaningful pooling
of outcomes.

Short Follow Up Periods

Most trials evaluate outcomes for less than 12 weeks, which is insufficient for assessing chronic disease progression or
sustainability of treatment effects [13].

Subjective Outcome Measures

Outcomes such as symptom scores and quality of life are frequently used as primary endpoints. Although clinically important,
these measures are more vulnerable to placebo response, expectation bias and reporting bias [14]. Objective measures such as
spirometry, inflammatory markers or glycemic indices are often secondary or inconsistently reported.

2. Risk of Bias

Bias represents a major limitation in many homeopathy trials.

Randomization and Allocation Concealment

Several studies provide inadequate descriptions of randomization procedures, increasing the possibility of selection bias
[10,15].

Blinding

Blinding is particularly challenging in individualized homeopathy, where treatment differs between participants. Incomplete
blinding may exaggerate perceived treatment effects [8].

Reporting and Publication Bias

Studies with positive results are more likely to be published. Negative or null findings are often underrepresented, inflating
apparent efficacy [4,16].

High quality trials tend to show smaller or no differences between homeopathy and placebo, as demonstrated in comparative
analyses such as Shang et al. [10].

3. Statistical and Analytical Issues

Several statistical challenges are evident in the existing literature.

Multiple Comparisons

Trials often evaluate numerous symptoms or biochemical outcomes without adjusting for multiple testing. This increases the
likelihood of false positive results.

Absence of Intention to Treat Analysis

Many studies do not report intention to treat (ITT) analysis, which may overestimate treatment effects by excluding
participants who withdraw or do not adhere to the protocol [16].

Heterogeneity in Meta Analyses

Differences in trial populations, remedies, potencies and outcomes create substantial heterogeneity. This limits the
interpretability of pooled results and reduces confidence in subgroup analyses.

4. Placebo and Contextual Effects

Placebo responses are particularly strong in chronic conditions where subjective symptoms predominate. Homeopathy
involves detailed consultation, empathetic communication and individualized attention, all of which may enhance therapeutic
expectation and patient engagement [14]. Neurobiological studies indicate that placebo mechanisms can influence pain, mood
and immune activity, making it difficult to distinguish specific remedy effects from contextual therapeutic factors.

5. Meta Analytic Evidence

Meta analyses provide an aggregated assessment of efficacy across multiple trials.

Asthma

While some symptom improvement has been reported, objective measures of lung function show no consistent advantage over
placebo [4,15].

[15]
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Chronic Pain and Fibromyalgia

Pooled results demonstrate small but statistically significant reductions in pain intensity, although clinical relevance is modest
(6).

Depression

Meta analytic findings suggest minor improvements compared with placebo, but small sample sizes and risk of bias limit
certainty (16).

Diabetes

Some reductions in fasting glucose have been noted, but effects on glycated hemoglobin are inconsistent [13].

Meta analyses provide an aggregated assessment of findings across multiple trials and help clarify the overall strength of
evidence for homeopathy in chronic diseases. The major pooled analyses identified in this review, along with their primary
outcomes, effect estimates and methodological considerations, are summarised in Table 04. These findings offer an overview
of the consistency, magnitude and limitations of homeopathy’s reported effects across different chronic disease categories.

Table 04: Meta-analytic findings on homeopathy in chronic diseases, including pooled effect sizes, outcome categories and
methodological assessments.

Disease Number of S’:r‘:ltalle Outcome Effect Size 95% CI Statistical Reference
Studies . p Measure (SMD/MD) ? Significance
Size (n)
S t Foti etal,,
Asthma 14 920 ymptom 0.18 0.03-0.33 p =002 otera
score 2023
ith et al.
Osteoarthritis 6 320 Pain VAS 0.25 0.05-0.45 p =001 Smlzt . Zezt a
Rheumatoid Tender -0.05- Bellavite et
4 210 0.12 NS
Arthritis joint count 0.29 al, 2021
Type 2 Fasting -0.38-- Patwardhan
5 350 -0.20 =0.03
Diabetes glucose 0.02 P etal, 2021
Hamilton
Depression -0.40-- Witt et al.,
D i 8 400 -0.22 =0.02
epression Rating 0.04 P 2017
Scale
Chronic Pain/ -0.40-- Smith et al,,
10 680 Pain VAS -0.24 =0.004
Fibromyalgia am 0.08 P 2022

Note: SMD = Standardized Mean Difference; MD = Mean Difference; NS = Not significant.

6. Reproducibility and Generalizability

Reproducibility

Few trials have been independently replicated. Positive findings often fail to reappear in subsequent studies, underscoring
issues with reliability [9,10].

Generalizability

Trials are often conducted in small, specific populations and cannot always be generalized to wider patient groups.
Individualized Treatment

The person centered nature of homeopathy complicates replication. Differing remedies and potencies limit the ability to
confirm findings across settings.

7. Safety Profile

Despite ongoing debate regarding efficacy, homeopathy exhibits a favorable safety profile. Adverse events are generally mild
and uncommon, such as transient gastrointestinal discomfort or minor skin reactions [4,13]. No serious treatment related
adverse events have been reported in the chronic disease trials reviewed.

Homeopathy therefore presents low safety risks when used as a complementary approach. However, replacing necessary
conventional therapy with homeopathy poses significant clinical danger and should be avoided.

Safety outcomes are an important component of evaluating any therapeutic approach. Across studies reviewed, homeopathy
demonstrated a generally favourable safety profile with mostly mild and infrequent adverse events. To provide a consolidated
view of reported safety outcomes, the principal adverse events identified in chronic disease trials are summarised in Table 05.
This table highlights the frequency, types and severity of events, supporting an overall assessment of the tolerability of
homeopathic treatment.

[16]
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Table 05: Summary of adverse events and safety findings reported in homeopathy trials.

Disease / Number Sample Reported Adverse .
. . . Severity Frequency Reference
Population of Trials Size (n) Events
Mild GI di fort,
Asthma 5 400 1wt discomior Mild <5% Foti et al, 2023
headache
Osteoarthritis / Transient skin rash, mild . Bellavite et al,,
6 350 Mild 39
RA fatigue ' <3% 2021
Mild nausea, transient Patwardhan et
T 2 Diabet 4 300 Mild 49
YPE & LIAREEES dizziness ' 4% al, 2021
Depression 3 180 None reported N/A 0% Wittetal, 2017
Chroni
_orome 4 250 Mild GI discomfort Mild <5% Smith et al, 2022
Pain/Fibromyalgia

Summary: Homeopathy demonstrates a very low rate of adverse events, with no serious or life-threatening reactions reported
across chronic disease trials.

Discussion

Homeopathy continues to be widely used as a complementary approach in chronic disease management, despite persistent
debate regarding its therapeutic mechanisms and clinical effectiveness. The evidence reviewed in the preceding sections
illustrates a complex interaction of biological, psychological and contextual factors. Understanding these interactions is
essential for interpreting the role of homeopathy in modern healthcare.

1. Integration of Mechanistic and Clinical Evidence

Several mechanistic theories have been proposed, including hormesis, nanoparticle related effects, solvent structure changes,
immunomodulation and neuropsychological processes [7,8,11,12,14]. Preclinical studies provide partial support by
demonstrating modulation of inflammatory mediators, antioxidant pathways and immune activity [7,13]. These findings
suggest that biological responses may occur following exposure to highly diluted preparations.

However, clinical trials often show modest improvements that are more prominent in subjective outcomes such as pain,
fatigue or perceived wellbeing than in objective clinical parameters like spirometry or glycemic indices [4,6,13]. This
discrepancy highlights the influence of placebo effects, therapeutic context and patient practitioner interaction, which may
contribute significantly to observed benefits (14). Extended consultations and individualized care, which are characteristic of
homeopathic practice, may therefore play a central role in the patient experience and overall treatment effect.

2. Critical Evaluation of Efficacy across Chronic Diseases

The effectiveness of homeopathy varies across chronic disease categories.

Asthma

Modest improvements in symptoms have been reported, but objective lung function outcomes show inconsistent results
[4,15].

Musculoskeletal Disorders

Arthritis trials show small reductions in pain, although functional improvements are variable and often limited [6].

Type 2 Diabetes Mellitus

Modest reductions in fasting glucose have been observed in some trials, but results for glycated hemoglobin are inconsistent
and often not clinically significant [13].

Depression and Anxiety

Some RCTs report meaningful reductions in symptom scores, but the small sample sizes and methodological variability limit
the strength of the evidence [16].

Chronic Pain and Fibromyalgia

Small but statistically significant reductions in pain have been documented, though psychological and contextual factors are
likely major contributors [6].

Taken together, these findings indicate that homeopathy may offer supportive benefits for symptom relief and patient
satisfaction, particularly when used alongside conventional therapy. However, its role remains complementary rather than
substitutive.

3. Methodological Challenges and Implications

The interpretation of homeopathy research is constrained by several methodological limitations. Many trials involve small
sample sizes, lack of blinding, heterogeneous remedy selection and short follow up durations [4,6,10,13]. These factors restrict
the ability to detect meaningful differences and limit confidence in positive findings. In addition, the individualized nature of
homeopathy complicates controlled study designs and reduces reproducibility across research settings.

These limitations underscore the need for rigorous trial methodology, including adequate sample sizes, standardized outcome
measures, transparent reporting and long term follow up. Integrating objective biomarkers with patient reported outcomes
may provide greater clarity on potential biological effects.

[17]
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4. The Role of Placebo and Psychosocial Factors
Placebo and psychosocial mechanisms play a substantial role in chronic disease treatments and may account for a significant
proportion of the improvements observed in homeopathy trials. The therapeutic consultation in homeopathy, which often
involves detailed case taking and empathetic communication, can enhance patient engagement, reduce stress and improve
perceived wellbeing [14]. Neurobiological research confirms that expectancy and therapeutic context influence pain
perception, mood regulation and immune function, further contributing to clinical improvements.
Recognizing the contribution of these contextual effects is important, as they may enhance overall treatment outcomes when
integrated with conventional care. However, reliance solely on placebo driven effects without evidence based treatment for
serious conditions may pose ethical concerns.
5. Safety and Ethical Considerations
Homeopathy demonstrates a generally favorable safety profile, with minimal adverse effects reported in chronic disease trials
[4,13]. This makes it a low risk option when used as an adjunct. Ethical concerns arise when homeopathy is used as the sole
treatment for serious or progressive conditions. Clinicians should therefore ensure that patients understand the
complementary role of homeopathy and receive appropriate conventional care.
6. Implications for Clinical Practice
The findings of this review support the following clinical recommendations:
1. Homeopathy may offer modest symptom relief and improved patient satisfaction as part of integrated chronic
disease care.
2. It should not replace conventional therapies with established efficacy, especially in conditions requiring
pharmacological or surgical intervention.
3. Individualized consultation and patient centered communication may enhance outcomes and can be integrated
within multidisciplinary care.
4. Shared decision making is essential to ensure that patients receive accurate information regarding benefits and
limitations.
7. Future Research Directions
To strengthen the evidence base and improve clinical guidance, future research should focus on the following:
1. Large scale, multicenter RCTs with adequate statistical power.
Longer follow up periods to evaluate sustained treatment effects.
Standardized outcome measures combining objective biomarkers and validated subjective assessments.
Mechanistic studies exploring immunological, neuroendocrine and psychosocial pathways.
Transparent reporting using CONSORT guidelines and registration of study protocols.
Research evaluating homeopathy as an adjunct rather than a replacement, with emphasis on patient satisfaction and
quality of life outcomes.
These steps will help clarify the therapeutic relevance of homeopathy and support informed decision making in chronic
disease management.
Homeopathy remains a widely used complementary therapeutic option across many regions, particularly among individuals
living with chronic diseases. This review synthesised current clinical, mechanistic and methodological evidence to evaluate its
potential role in chronic disease management.
7.1 Key Conclusions
Modest and Variable Efficacy
Evidence indicates that homeopathy may provide small improvements in subjective symptoms such as pain, fatigue, mood and
overall wellbeing in chronic conditions including asthma, arthritis, type 2 diabetes, depression and chronic pain syndromes
[4,6,13,16]. However, objective measures such as lung function or glycemic indices show inconsistent improvement compared
with placebo.
Uncertain Mechanistic Basis
Proposed mechanisms include hormetic effects, nanoparticle activity, immunomodulation and psychosocial influences
[7,11,12,14]. While preclinical studies suggest possible biological activity, clinical translation remains unclear. Contextual and
placebo related mechanisms likely contribute substantially to observed improvements.
Favorable Safety Profile
Across chronic disease trials, homeopathy appears safe, with mostly mild and infrequent adverse events reported [4,13]. This
supports its use as an adjunctive therapy under appropriate clinical supervision.
Methodological Limitations
A major constraint is the quality of available evidence. Many studies suffer from small sample sizes, heterogeneous
interventions, short follow up durations and risk of bias [6,10,15]. These limitations restrict the strength and reliability of

ok W

conclusions.

(18]
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7.2 Clinical Implications
1. Adjunctive Use

Homeopathy may be considered as a complementary option for symptom relief, emotional support and improved patient

satisfaction, particularly when conventional treatments are inadequate or poorly tolerated.

2. Nota Replacement for Evidence Based Care

Given the limited evidence for objective clinical improvement, homeopathy should not replace conventional treatments,

especially in serious or progressive chronic diseases.
3. Patient Centred Consultation

The individualized and holistic nature of homeopathic consultation may enhance engagement, adherence and perceived
wellbeing. Clinicians should acknowledge these contextual benefits within integrated care models.

4. Shared Decision Making

Clinicians and patients should discuss expected benefits, limitations and uncertainties to support informed and safe

treatment choices.
7.3 Recommendations for Future Research

Future research should address persistent methodological limitations and expand the scope of clinical and mechanistic studies
in homeopathy. Key priority areas for improving evidence quality are summarised in Table 06. These recommendations
highlight necessary methodological refinements, essential trial design features and potential directions for mechanistic
investigation that may contribute to a more robust understanding of homeopathy in chronic disease contexts.

Table 06: Recommendations for future research on homeopathy in chronic diseases.

Recommendation Description

Rationale / Expected

References
Outcome

Large, multicenter

RCTs per arm
Standardized outcome Combine objective biomarkers and
measures validated patient-reported outcomes

Long-term follow-up 26-12 months

Mechanistic studies

Conduct studies with 2200 participants

Explore immunological, neuroendocrine,

and psychosocial endpoints

Rigorous blinding and

Double-blind, concealed randomization

allocation
Pre-registration & Register trials, follow CONSORT
transparency guidelines

Integration with
conventional therapy

Evaluate homeopathy as adjunctive
rather than replacement therapy

Foti etal,, 2023;
Smith et al., 2022

Increase statistical power,
improve generalizability
Reduce heterogeneity,
improve comparability
Assess sustainability of effects
in chronic diseases

Jacobs etal,, 2022

Patwardhan et al,,
2021
Bellavite et al.,
2021; Kaptchuk et
al.,, 2020

Clarify biological and
contextual mechanisms

Minimize selection and
observer bias
Reduce publication and
selective reporting bias
Ethical and clinically relevant
approach

Shang et al,, 2005
Witt et al,, 2017

Jacobs et al., 2022

To strengthen scientific understanding and guide practice, future research should prioritise:
1. Large, multicenter RCTs with adequate statistical power and strong methodological rigor.

o vtk W

regarding patient satisfaction and quality of life.

Conclusion

Homeopathy remains a widely used complementary
approach in chronic disease management, particularly for
conditions such as cardiovascular disease, diabetes and
chronic pain. Current evidence suggests it may provide
modest improvements in subjective outcomes like pain,
fatigue, mood and overall wellbeing. However, consistent
benefits in objective clinical measures are lacking, and
much of the observed effect may be attributed to placebo
and psychosocial factors. Proposed biological mechanisms,

[19]

Long term follow up, ideally 6 to 12 months or longer, to evaluate sustainability of treatment effects.

Standardized outcome measures integrating objective biomarkers with validated patient reported measures.
Mechanistic investigations exploring immune, neuroendocrine and psychosocial pathways.

Transparent reporting, pre-registration of trials and adherence to CONSORT guidelines.

Adjunctive therapy studies examining how homeopathy interacts with and complements standard care, particularly

including hormesis and immunomodulation, remain
inconclusive. Despite these limitations, homeopathy
demonstrates a favorable safety profile, making it a low-
risk adjunct to conventional care. Importantly, it should
not replace evidence-based medical treatments. More
rigorous, large-scale and long-term studies are needed to
clarify its efficacy, mechanisms and appropriate role in

integrated healthcare.
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