~ Y International Journal for Multidisciplinary Research (IJFMR)

IJFMR E-ISSN: 2582-2160 e Website: www.ijffmr.com e Email: editor@ijfmr.com

Homoeopathic Susceptibility and Modern
Biomedicine: A Conceptual Reappraisal through
Immunology, Epigenetics,
Psychoneuroimmunology, and Systems Biology

Dr. Srikar Thota

Assistant Professor, Department of Organon of Medicine and Homoeopathic Philosophy, MNR
Homoeopathic Medical College & Hospital, Sangareddy, Telangana, India

Abstract

Background: The classical homoeopathic concept of susceptibility, first articulated by Samuel
Hahnemann in the Organon of Medicine, proposed that disease cannot manifest in any organism unless
that organism possesses an internal receptivity to receive it. Written before the existence of immunology,
genetics, or microbiology, this framework represented a prescient attempt to explain why individuals
exposed to identical pathogenic stimuli respond in radically different ways.

Objective: To critically examine the classical construction of susceptibility across major homoeopathic
philosophers, trace its conceptual evolution, and systematically compare it with evidence-based
frameworks in immunology, molecular genetics, epigenetics, psychoneuroimmunology (PNI), and
systems biology.

Methods: A narrative integrative review was conducted using primary homoeopathic texts (Hahnemann,
Kent, Close, Roberts) and peer-reviewed literature indexed in PubMed, Scopus, and Web of Science
(1990-2025). Conceptual parallels were drawn while rigorously distinguishing analogy from mechanistic
equivalence.

Results: Classical susceptibility maps onto several modern constructs: host-response variability in innate
and adaptive immunity, HLA-linked and polygenic disease predisposition, epigenetic modulation of gene
expression, neuroendocrine-immune axis dysregulation, and network-based homeostatic resilience.
Constructions such as vital force and miasmatic theory remain outside current empirical validation.
Conclusion: Susceptibility may be productively reinterpreted as a systems-level construct reflecting
dynamic neuro-immuno-endocrine responsiveness shaped by genetic, epigenetic, and environmental
determinants. Conceptual convergence does not imply therapeutic equivalence; interdisciplinary dialogue
grounded in methodological rigour explains a productive frontier for integrative research.

Keywords: Homoeopathic Susceptibility, Host Variability, Vital Force, Psychoneuroimmunology,
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Introduction
One of medicine's most persistent enigmas is the profound variability with which different individuals
respond to the same pathogenic stimulus [1]. When a population is exposed to influenza, Mycobacterium
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tuberculosis, or an environmental toxin, outcomes range from complete asymptomatic resistance to fatal
multi-organ failure [2]. Pathogen characteristics alone cannot account for this spectrum; host factors play
a decisive, often dominant, role.

This recognition predates modern science. Writing in the early nineteenth century, Samuel Hahnemann
proposed that the organism's internal state of its susceptibility was the primary determinant of whether
disease would manifest at all. In Aphorism 31 of the Organon of Medicine, he observed that morbific
agents do not produce disease in every individual they contact; only the susceptible organism becomes ill
[3]. This was a remarkable anticipation of what immunologists now call host-response variability.

The emergence of precision medicine, systems biology, and the exposome concept has shifted
contemporary biomedicine toward an increasingly individualized view of disease, one that creates
productive opportunities for dialogue with integrative medical traditions [4]. This paper examines where
classical susceptibility theory and modern science genuinely converge, where they remain
incommensurable, and what interdisciplinary research directions may follow.

The purpose of this review is not to validate homoeopathic therapeutics, nor to uncritically accept vitalistic
metaphysics. Rather, it is to conduct a rigorous conceptual analysis: to examine how the classical doctrine
of susceptibility was constructed, how it evolved through subsequent homoeopathic thinkers, and how its
core propositions, stripped of their metaphysical scaffolding, compare with contemporary scientific
frameworks.

Historical and Philosophical Foundations

Samuel Hahnemann (1755-1843) placed internal receptivity at the center of pathogenesis. His concept of
the Vital Force (Lebenskraft), an immaterial dynamic principle governing the organism's life processes,
served as the explanatory substrate for susceptibility [5]. Disease, in this framework, results not from
external agents alone but from the vital force being deranged by influences it is constitutionally receptive
to receiving [6]. Crucially, Hahnemann recognized that susceptibility was not fixed. It varied across
individuals by constitution, age, prior illness, emotional state, and occupational exposure, a
multidimensional view that remains his most scientifically resonant contribution [7].

James Tyler Kent (1849-1916) elaborated susceptibility into a hierarchical model operating at three levels:
the highest (will and intellect), the middle (general regulatory functions), and the lowest (organ and tissue
specificity) [8]. While grounded in Swedenborgian philosophy, this hierarchy anticipated a systems-level
insight later confirmed by psychoneuroimmunology [9]: that higher-order regulatory systems, the central
nervous system and the hypothalamic-pituitary-adrenal (HPA) axis, exert measurable top-down control
over peripheral immune function [10].

Stuart Close linked constitutional susceptibility to disease predisposition and remedy response, presenting
a conceptual analogy to pharmacogenomics without implying shared mechanisms [11, 12]. Roberts'
exposition of Hahnemann's miasmatic theory conceptualized inherited constitutional susceptibility,
offering a heuristic analogy to contemporary perspectives on epigenetic inheritance and systems-level
regulation rather than a direct biological correspondence [13, 14].

Across these classical authors, consistent core propositions emerge: disease requires both external stimulus
and internal receptivity; susceptibility is dynamic and modifiable; it operates simultaneously at multiple
levels; the same properties determining disease predisposition also determine therapeutic responsiveness;
and the therapeutic goal is to reduce pathological susceptibility and restore adaptive capacity.
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Immunological Foundations of Host Susceptibility

Innate and Adaptive Immunity

Modern immunology offers a conceptual framework for host susceptibility. Innate immunity provides
rapid, non-specific defense through pattern-recognition receptors (PRRs), while adaptive immunity
generates antigen-specific responses and immunological memory. Together, these systems demonstrate
how intrinsic host factors influence differential responses to environmental challenges. Pattern-recognition
receptors (PRRs) detect conserved pathogen-associated molecular patterns (PAMPS), initiating innate
immune responses. Adaptive immunity generates highly diverse antigen-specific T- and B-cell repertoires,
contributing to inter-individual variability in immune responsiveness [15].

Figure 1: Immunology and Host Susceptibility
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Cytokine Network and Constitutional Susceptibility

Individual differences in cytokine networks influence inflammatory thresholds and susceptibility to
allergies, infection, and autoimmunity. Th1/Th2 polarization shapes immune responses, while regulatory
T cells (Tregs) maintain immune tolerance. Variations in these pathways contribute to inter-individual
susceptibility, offering a conceptual framework that parallels classical homoeopathic descriptions of
constitutional susceptibility without implying mechanistic equivalence [16].

The Microbiome as Susceptibility Modifier

The gut microbiome plays a key role in immune development, Treg function, and mucosal homeostasis.
Alterations in microbial composition (dysbiosis) are associated with several immune-mediated and
neurodevelopmental disorders. As a dynamic interface between genes and environment, the microbiome
provides a conceptual framework for susceptibility modulation, analogous to Hahnemann's maintaining
and exciting causes [17].

Genetic and Epigenetic Determinants

Polygenic Architecture of Disease Susceptibility

Genome-wide association studies (GWAS) demonstrate that susceptibility to most common diseases is
polygenic, arising from the cumulative effects of numerous genetic variants interacting with
environmental factors. This supports a quantitative model of individual susceptibility, conceptually
consistent with constitutional variability without implying equivalence [18].

IJFMR260484287 Volume 8, Issue 4, July-August 2026 3



http://www.ijfmr.com/

~ Y International Journal for Multidisciplinary Research (IJFMR)

i)

IJFMR E-ISSN: 2582-2160 e Website: www.ijffmr.com e Email: editor@ijfmr.com

HLA Polymorphisms and Immune Specificity

HLA polymorphisms are among the strongest genetic determinants of immune susceptibility. For example,
HLA-B27 is strongly associated with ankylosing spondylitis, while HLA-DQ2/DQ8 and HLA-DR4 confer
susceptibility to coeliac disease and rheumatoid arthritis, respectively. These findings illustrate organ- and
disease-specific susceptibility, providing a conceptual analogy to classical descriptions of constitutional
predisposition [19].

Epigenetic Regulation and Dynamic Susceptibility

Epigenetic mechanisms, including DNA methylation, histone modification, and non-coding RNAs,
regulate gene expression in response to environmental exposures, influencing immune function and
disease susceptibility. Emerging evidence for transgenerational epigenetic inheritance offers a conceptual
framework for inherited susceptibility, analogous to Hahnemann's miasmatic inheritance without implying
biological equivalence [20].

Pharmacogenomics and Therapeutic Susceptibility

Pharmacogenomics demonstrates that host genetic variation influences therapeutic response through
differences in drug-metabolizing enzymes, transporters, and drug targets. The principles of precision
medicine, which tailor treatment to an individual's biological profile, offer a conceptual analogy to the
homoeopathic emphasis on individualized prescribing, without implying mechanistic equivalence [21].

Figure 2: Genetic and Epigenetic Determinants of Susceptibility
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Psychoneuroimmunology: Emotional Modulation of Susceptibility

Bidirectional Brain-Immune Axis

Psychoneuroimmunology (PNI) demonstrates bidirectional communication between the nervous,
endocrine, and immune systems through the hypothalamic-pituitary-adrenal (HPA) axis, sympathetic-
adrenal-medullary (SAM) axis, and vagal anti-inflammatory pathway. This integrated regulatory network
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provides a conceptual framework for understanding whole-organism susceptibility, analogous to classical
homoeopathic descriptions without implying mechanistic equivalence [22].

Chronic Stress, Adverse Childhood Experiences, and Disease Susceptibility

Chronic stress alters immune function by impairing natural killer (NK) cell activity, shifting cytokine
responses, and promoting chronic inflammation. Adverse childhood experiences (ACESs) are associated
with increased lifetime risk of immune, metabolic, cardiovascular, and psychiatric disorders. These
findings provide a conceptual framework for understanding how emotional and psychosocial factors
influence susceptibility, analogous to Hahnemann's description of exciting emotional causes [23, 24].

Systems Biology and Network Medicine

Systems biology views disease susceptibility as an emergent property of interacting biological networks
rather than isolated genes [25]. This network-based perspective provides a conceptual framework for
understanding constitutional susceptibility as a dynamic systems property.

Network Topology and Constitutional Susceptibility

Biological networks are organized around highly connected hub genes that regulate immune, metabolic,
and signaling pathways. Variants affecting these hubs can disproportionately influence disease
susceptibility, offering a conceptual analogy to constitutional predisposition [31].

Exposome and Dynamic Susceptibility

The exposome encompasses cumulative environmental exposures and their interactions with genetic and
epigenetic factors throughout life. This dynamic view of susceptibility is conceptually analogous to
Hahnemann's maintenance and exciting causes, without implying biological equivalence.

Allostasis, Allostatic Load, and Resilience

Allostatic load reflects the cumulative physiological effects of chronic stress on neuroendocrine, immune,
and metabolic systems. Reducing allostatic load enhances resilience, providing a conceptual framework
analogous to the homoeopathic goal of restoring systemic balance.

Table 1: Systematic Comparison of Classical Homoeopathic Susceptibility Constructs with
Contemporary Biomedical Frameworks

Classical Concept | Modern Biomedical | Evidence Strength Key Limitations
Parallel

Vital force reactivity | Neuro-immuno-endocrine Strong (PNI, allostasis | Vital force is non-

regulation; HPA-SAM-vagal | research) measurable; no

axes empirical correlate
Miasmatic Polygenic susceptibility; | Strong (GWAS, | Miasms are conceptual
predisposition epigenetic baseline | epigenomics) categories, not genetic
(Psora) alterations loci
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Classical Concept | Modern Biomedical | Evidence Strength Key Limitations
Parallel

Miasmatic Epigenetic inheritance; | Moderate-Strong Human

inheritance germline methylation | (animal data strong; | transgenerational

(transgenerational) | transmission human data emerging) |epigenetic data still
limited

Emotional causation | Psychoneuroimmunology; Strong (robust | PNI effects are not

of susceptibility

ACEs research; allostatic load

epidemiological and
experimental evidence)

disease-specific; broad
risk elevation

susceptibility

epigenetics

Constitutional Polygenic ~ risk  scores; | Emerging  (precision | Classical types do not
susceptibility types | immune phenotyping; | medicine research) map  directly onto
metabolomics genomic clusters
Organ/system- HLA allele-specific | Strong (HLA | Specificity IS at
specific autoimmune tropism; tissue | association studies) molecular level, not

constitutional level

Maintaining causes

Exposome; allostatic load;

microbiome dysbiosis

Strong
(epidemiological,
microbiome research)

Causal mechanisms are
complex and
multifactorial

Remedy
responsiveness
(similimum)

Pharmacogenomics; receptor-
targeted precision medicine

Strong
pharmacogenomics

only)

(for

Pharmacogenomics
uses an entirely
different  therapeutic
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Clinical Correlations

Tuberculosis: The Classic Host-Susceptibility Model
Tuberculosis illustrates how infection alone is insufficient for disease development. Although
approximately one-quarter of the global population is infected with Mycobacterium tuberculosis, only a
minority develop active disease. Genetic, immunological, nutritional, and psychosocial factors
collectively influence host susceptibility, providing a conceptual framework analogous to constitutional

predisposition [26].

COVID-19: Host Variability in Pandemic Context
COVID-19 demonstrated marked inter-individual variability in clinical outcomes, influenced by age,
immune status, genetic variation, comorbidities, and environmental factors. This variability highlights the
multifactorial nature of host susceptibility [27].

Autoimmune Disorders and the Multi-Hit Model
Autoimmune diseases arise through interactions among genetic susceptibility, environmental exposures,
epigenetic regulation, and immune dysregulation. This multifactorial model offers a conceptual analogy
to classical descriptions of constitutional predisposition interacting with external influences [28].
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Allergic Hypersensitivity and the Atopic March

Allergic diseases result from interactions among genetic predisposition, immune regulation, microbiome
composition, and environmental exposures. These interactions illustrate how inherited and environmental
factors jointly shape susceptibility [29].

Epistemological Considerations
Limits of Analogical Reasoning
The conceptual parallels discussed in this review should not be interpreted as validation of classical
homoeopathic mechanisms or therapeutic efficacy. Rather, they represent heuristic analogies that may
generate hypotheses, which require independent empirical testing using contemporary scientific methods.

The Status of the Vital Force

The homoeopathic concept of the vital force lies outside direct empirical measurement. From a
contemporary perspective, it may be viewed as a conceptual analogy to emergent properties of complex
biological systems, such as network regulation and resilience, without implying equivalence or empirical
verification.

The Ultra-Dilution Problem and Methodological Challenges

Methodological debates surrounding ultra-dilution and high-dilution effects remain unresolved and lie
beyond the empirical scope of susceptibility theory itself; these debates concern therapeutic mechanism
rather than the conceptual utility of susceptibility as a heuristic construct [30].

Future Research

The conceptual analysis presented suggests several productive directions for future interdisciplinary

research.

e Multi-omics profiling: integrating genomics, epigenomics, transcriptomics, proteomics, and
metabolomics to characterize individual susceptibility.

e Longitudinal biomarker studies: investigating neuroimmune, endocrine, microbiome, and epigenetic
markers associated with disease susceptibility and therapeutic response.

e Epigenetic inheritance: examining transgenerational effects of environmental exposures on disease
predisposition.

e Network medicine: developing systems-based models to quantify resilience and predict susceptibility.

e Individualized consultation research: evaluating the neuroimmune and psychosocial effects of
personalized, patient-centered consultations.

o Exposome studies: assessing how cumulative environmental exposures influence susceptibility and
health outcomes in integrative medicine.

Conclusion

The classical homoeopathic doctrine of susceptibility represents a remarkable intellectual achievement, a
systematic, clinically grounded attempt to explain interindividual variability in disease manifestation and
therapeutic response, articulated before the scientific tools to test it existed. Its core propositions anticipate
some of the most important insights of twenty-first-century precision medicine and systems biology: that
host factors matter as much as, and often more than, the pathogenic stimulus; that susceptibility is dynamic
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and multidimensional; and that the same host properties determining disease predisposition also determine
therapeutic responsiveness.

Modern immunology, genetics, epigenetics, psychoneuroimmunology, and network medicine now
provide measurable, mechanistically grounded frameworks for understanding host-response variability.
These frameworks validate the core insight that the host matters, while supplying the empirical tools
classical homoeopaths lacked. Yet this convergence at the level of principle does not constitute validation
of specific constructs like the vital force or miasms, nor of the therapeutic interventions derived from them.
The productive path forward lies in translating the observational tradition of classical homoeopathy,
centuries of careful clinical attention to constitutional variability, emotional-disease relationships, and
holistic patient patterns, into empirically testable hypotheses using modern methodology. Susceptibility,
understood as a systems-level construct reflecting dynamic neuro-immuno-endocrine responsiveness
shaped by genetic, epigenetic, and environmental determinants, may ultimately become one of the
organizing concepts of integrative precision medicine.
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