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Introduction

Homeostasis represents the dynamic maintenance of internal
physiological variables within ranges compatible with cellular and
systemic survival. Core regulated parameters include glucose con-
centration, plasma osmolality, arterial blood pressure, electrolyte
balance, mineral metabolism, and circadian rhythmicity. The en-
docrine system plays a central role in this regulation by enabling
long-distance inter organ communication through hormones that
operate via tightly controlled feedback loops [1]. Unlike purely neu-
ral regulation, endocrine signaling provides sustained modulation,
amplification of weak stimuli, and integration across metabolic, car-
diovascular, renal, and immune systems. A defining property of en-
docrine homeostasis is negative feedback. Hypothalamic-Pituitary
Axes (HPA, HPT, HPG) operate via hierarchical regulation in which
peripheral hormones inhibit upstream secretion to stabilize phys-
iological set points [2]. Positive feedback is comparatively rare but
essential in specific contexts such as ovulation. Hormonal actions
depend on receptor class: membrane G-protein-coupled receptors
and tyrosine kinase receptors mediate rapid second-messenger
responses, whereas steroid and thyroid hormones bind nuclear
receptors to regulate gene transcription, producing slower but
longer-lasting adaptations [3]. Glucose homeostasis exemplifies
multi-organ endocrine integration. Insulin and glucagon from pan-
creatic islets act in opposition to maintain euglycemia, while incre-
tin hormones such as GLP-1 and GIP enhance glucose-dependent
insulin secretion [4]. Contemporary neuroendocrine models em-
phasize that glucose regulation is coordinated by central nervous
system circuits that integrate hormonal, autonomic, and nutrient

signals [5]. Adipokines, particularly leptin, further provide afferent
feedback regarding energy stores and modulate hypothalamic reg-
ulation of appetite and energy expenditure [6].

Water and electrolyte balance is regulated primarily through
Arginine Vasopressin (AVP) secretion from the posterior pituitary,
triggered by hypothalamic osmoreceptors [7]. AVP promotes aqua-
porin-2 insertion in renal collecting ducts, increasing water reab-
sorption and restoring osmotic equilibrium. Volume homeostasis
is further supported by the Renin-Angiotensin-Aldosterone System
(RAAS), which links renal perfusion sensing to systemic vasocon-
striction and sodium retention [8]. Calcium and phosphate ho-
meostasis depend on coordinated endocrine regulation involving
Parathyroid Hormone (PTH), vitamin D metabolites, and fibroblast
growth factor-23 (FGF23), forming a bone-kidney-gut axis [9]. Cir-
cadian rhythmicity constitutes an additional regulatory dimension.
Hormones such as cortisol and melatonin follow daily oscillations
that synchronize metabolic and cardiovascular processes with en-
vironmental cycles [10]. Disruption of these rhythms is increasingly
recognized as a systemic risk factor for metabolic and cardiovascu-
lar disease [11]. This review synthesizes the physiological mecha-
nisms underlying endocrine control of homeostasis, emphasizing
integrative regulation, feedback dynamics, and cross-axis interac-
tions.

Materials and Methods

This narrative review was conducted using structured searches
of PubMed, Scopus-indexed journals, and authoritative endocrine
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physiology sources. Search terms included combinations of “en-
docrine homeostasis,” “HPA axis regulation,” “
neuroendocrine,”
lation,”
trol.” Priority was given to peer-reviewed reviews and mechanistic
syntheses published between 2020 and 2025, supplemented by

foundational physiological references where necessary.

glucose homeostasis
vasopressin water balance,” “RAAS volume regu-

FGF23 mineral metabolism,” and “circadian endocrine con-

Inclusion criteria comprised: (i) Mechanistic focus on endo-
crine regulation; (ii) Relevance to systemic homeostasis; and (iii)
Publication in peer-reviewed journals indexed in Scopus or equiv-
alent databases. Exclusion criteria included purely clinical case
reports lacking physiological discussion. Extracted evidence was
synthesized qualitatively, emphasizing common regulatory princi-
ples such as feedback loops, receptor signaling diversity, interorgan
communication, and temporal organization.

Discussion

Endocrine homeostasis can be conceptualized as a distribut-
ed control system composed of sensors, integrators, effectors, and
feedback regulators. Sensors include pancreatic -cells detecting
plasma glucose, hypothalamic osmoreceptors detecting plasma os-
molality, and juxtaglomerular cells sensing renal perfusion. These
signals are integrated centrally or peripherally and translated into
hormonal outputs that modify organ function. Glucose regulation
demonstrates layered endocrine integration. Insulin promotes cel-
lular glucose uptake via GLUT4 translocation and suppresses he-
patic gluconeogenesis, while glucagon stimulates hepatic glucose
output during fasting [4]. Incretin hormones amplify postprandial
insulin secretion in a glucose-dependent manner, reducing hypogly-
cemia risk and enhancing metabolic efficiency [4]. Neuroendocrine
pathways further regulate hepatic glucose production through
autonomic signaling [5]. Leptin serves as a long-term energy suf-
ficiency signal, modulating hypothalamic circuits and influencing
insulin sensitivity [6]. Chronic stress activates the HPA axis, elevat-
ing glucocorticoid levels that promote gluconeogenesis and insulin
resistance, illustrating how adaptive acute responses may become
maladaptive when persistent [12].

Thyroid hormones regulate basal metabolic rate by influencing
mitochondrial activity, oxygen consumption, and thermogenesis
[13]. The hypothalamic-pituitary-thyroid axis employs negative
feedback to maintain stable circulating T3 and T4 concentrations
[2]. Alterations in thyroid function can therefore shift systemic met-
abolic tone, affecting cardiovascular output and lipid metabolism.
Water homeostasis relies on AVP-mediated renal water reabsorp-
tion. Increased plasma osmolality stimulates AVP release, which en-
hances aquaporin-2 channel insertion and restores osmotic balance
[7]. RAAS complements this mechanism by increasing sodium re-
absorption and vascular tone during hypovolemia [8]. Importantly,
RAAS activation interacts with sympathetic activity and natriuretic
peptides, forming a multilayered regulatory network. Persistent
RAAS overactivation contributes to hypertension and cardiovascu-
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lar remodeling, demonstrating the fine balance between adaptive
and pathological endocrine activation [8]. Mineral metabolism is
regulated through the coordinated and highly integrated actions of
Parathyroid Hormone (PTH), vitamin D, and fibroblast growth fac-
tor 23 (FGF23), forming a dynamic endocrine axis that maintains
calcium-phosphate balance within narrow physiological limits.
PTH, secreted by the parathyroid glands in response to declining
serum ionized calcium, enhances renal tubular calcium reabsorp-
tion primarily in the distal convoluted tubule while simultaneously
reducing phosphate reabsorption in the proximal tubule, thereby
increasing phosphaturia. In addition, PTH stimulates the activity
of renal la-Hydroxylase (CYP27B1), promoting the conversion of
25-Hydroxyvitamin D to its biologically active form, 1,25-Dihydrox-
yvitamin D (calcitriol). Active vitamin D subsequently increases in-
testinal calcium absorption through upregulation of calcium trans-
port proteins such as TRPV6, calbindin-D, and Ca?*-ATPase, while
also facilitating phosphate absorption [9].

FGF23, produced predominantly by osteocytes and osteoblasts
in bone tissue, acts as a counter-regulatory hormone in this axis.
It enhances renal phosphate excretion by downregulating sodi-
um-phosphate cotransporters (NaPi-Ila and NaPi-IIc) in the prox-
imal tubule and suppresses renal 1a-hydroxylase activity, thereby
reducing calcitriol synthesis [9]. This suppression limits further in-
testinal phosphate and calcium absorption, preventing hyperphos-
phatemia and ectopic mineral deposition. The interaction between
PTH and FGF23 is bidirectional and tightly controlled, with Klotho
functioning as a necessary co-receptor for FGF23 signaling in renal
tissue. Through these coordinated mechanisms, the PTH-vitamin
D-FGF23 axis ensures stable extracellular ionized calcium concen-
trations, which are essential for neuromuscular excitability, cardiac
conduction, synaptic transmission, and blood coagulation, while
simultaneously preventing phosphate overload and vascular cal-
cification. Beyond mineral homeostasis, circadian endocrine reg-
ulation adds a critical temporal dimension to systemic metabolic
control. The hypothalamic Suprachiasmatic Nucleus (SCN) serves
as the master biological clock, synchronizing peripheral clocks
across endocrine organs through neural and hormonal signals. Cor-
tisol secretion, governed by the Hypothalamic-Pituitary-Adrenal
(HPA) axis, exhibits a robust circadian rhythm characterized by an
early-morning peak and a gradual decline toward evening, align-
ing metabolic readiness, gluconeogenesis, cardiovascular tone, and
alertness with anticipated daytime activity [10]. This rhythmic glu-
cocorticoid signaling influences gene expression in liver, adipose
tissue, and skeletal muscle, thereby modulating energy metabolism
and inflammatory responses.

Melatonin, secreted by the pineal gland during darkness, coor-
dinates sleep-wake timing and exerts modulatory effects on neu-
roendocrine and immune function. Through interaction with MT1
and MT?2 receptors, melatonin influences hypothalamic regulation,
autonomic balance, and oxidative stress responses [11]. It also
indirectly modulates insulin secretion, reproductive hormone re-

American Journal of Biomedical Science & Research



Am ] Biomed Sci & Res

lease, and immune signaling pathways. Peripheral tissues possess
intrinsic molecular clocks regulated by transcriptional-translation-
al feedback loops involving CLOCK, BMAL1, PER, and CRY genes,
which are entrained by central and hormonal signals. Disruption
of circadian rhythms-whether due to shift work, sleep deprivation,
chronic stress, or irregular feeding patterns-leads to dysregulation
of hormonal oscillations. Such disturbances impair insulin sensi-
tivity, alter blood pressure regulation via sympathetic overactivity
and renin-angiotensin system imbalance, and promote low-grade
systemic inflammation [11]. Chronodisruption has also been asso-
ciated with altered mineral metabolism, changes in PTH secretion
patterns, and modifications in bone turnover markers. Collectively,
the integration of mineral-regulating hormones with circadian en-
docrine rhythms exemplifies the multilayered control mechanisms
that preserve systemic homeostasis, ensuring both biochemical
stability and temporal synchronization of physiological process-
es. Across endocrine systems, several unifying principles emerge:
negative feedback stabilization, redundancy of hormonal signals,
interaxis crosstalk, and time-structured secretion. Acute adaptive
responses are beneficial, but chronic dysregulation transforms
compensatory mechanisms into drivers of disease. Thus, endocrine
homeostasis depends not only on activation but also on precise ter-
mination of hormonal signals.

Conclusion

The endocrine system maintains whole-body homeostasis
through hierarchical feedback loops, receptor-specific signaling
mechanisms, and integrated multi-organ communication. Glucose,
fluid balance, blood pressure, mineral metabolism, and circadian
rhythms are regulated by interconnected endocrine axes that oper-
ate across multiple timescales. Negative feedback ensures stability,
while cross-axis interactions provide adaptive flexibility. However,
chronic stress, metabolic overload, and circadian disruption can
destabilize these regulatory networks, converting adaptive mecha-
nisms into pathological processes. An integrative systems perspec-
tive is therefore essential for understanding endocrine physiology
and designing interventions aimed at restoring homeostatic bal-
ance.

Acknowledgement
None.
Conflict of Interest

None.

Copyright© Franz Staudt

References

1. Ronald Glaser, Janice K Kiecolt Glaser (2005) Stress-induced immune
dysfunction: implications for health. Nat Rev Immunol 5(3): 243-251.

2. Summer Mengelkoch, Sophia Miryam Schiissler Fiorenza Rose,
Ziv Lautman, Jenna C Alley, et al. (2023) Multi-omics approaches
in psychoneuroimmunology and health research: Conceptual
considerations and methodological recommendations. Brain Behav
Immun (114): 475-487.

3. Lu Yuan, Kulachai Pantila, Xin Ying Niu, Yu Xin Zhang, Fang Yang, et al.
(2025) Efficacy of psychological treatment for tension-type headache: a
systematic review and meta-analysis. ] Headache Pain 27(1): 1.

4. Jie Chen, Xiaoyun Lai, Yuanlin Song, Xiao Su (2024) Neuroimmune
recognition and regulation in the respiratory system. Eur Respir Rev
33(172): 240008.

5. Sabrina Venditti (2025) Remodeling the Epigenome Through Meditation:
Effects on Brain, Body, and Well-being. Subcell Biochem 108: 231-260.

6. Vasile Sirbu, Oana Alexandra David (2024) Efficacy of app-based mobile
health interventions for stress management: A systematic review and
meta-analysis of self-reported, physiological, and neuroendocrine
stress-related outcomes. Clin Psychol Rev 114: 102515.

7. Jojo Yan Yan Kwok, Lily Man Lee Chan, Charis Ann Lai, Philip Wing
Lok Ho, Zoe Yuen Kiu Choi, et al. (2025) Effects of Meditation and
Yoga on Anxiety, Depression and Chronic Inflammation in Patients
with Parkinson’s Disease: A Randomized Clinical Trial. Psychother
Psychosom 94(2): 101-118.

8. Vasile Sirbu, Oana Alexandra David (2024) Efficacy of app-based mobile
health interventions for stress management: A systematic review and
meta-analysis of self-reported, physiological, and neuroendocrine
stress-related outcomes. Clin Psychol Rev 114: 102515.

9. Hiroe Hu, Mihriye Mete, Neil K Rustgi, Charisma I Washington, Kavya
Sanghavi, et al. (2024) Mindfulness Meditation vs Escitalopram for
Treatment of Anxiety Disorders: Secondary Analysis of a Randomized
Clinical Trial. JAMA Netw Open 7(10): e2438453.

10.Liucan Xu, Simon B Goldberg, Lin Zhang, Chuyu Hu (2026) The
effectiveness of second-generation mindfulness interventions on
anxiety and depression: A systematic review and meta-analysis. Clin
Psychol Rev123: 102693.

11.Karin Matko, Nicholas T Van Dam (2026) Beyond serenity: Adverse
effects of meditation and mindfulness in clinical practice. Curr Opin
Psychol 67: 102197.

12.Patricia M Livingston, Natalie Winter, Lahiru Russell, Eric O, Allan
Ben Smith, et al. (2025) Efficacy of an online mindfulness program
(MindOnLine) to reduce fear of recurrence in people living with-and
beyond-breast, prostate or colorectal cancer: a randomized controlled
trial. EClinicalMedicine 86: 103373.

13. Antoine Lutz, Gael Chételat, Fabienne Collette, Olga M Klimecki, Natalie
L Marchant, et al. (2021) The protective effect of mindfulness and
compassion meditation practices on ageing: Hypotheses, models and
experimental implementation. Ageing Res Rev 72: 101495.

American Journal of Biomedical Science & Research


https://pubmed.ncbi.nlm.nih.gov/15738954/
https://pubmed.ncbi.nlm.nih.gov/15738954/
https://pubmed.ncbi.nlm.nih.gov/37543247/
https://pubmed.ncbi.nlm.nih.gov/37543247/
https://pubmed.ncbi.nlm.nih.gov/37543247/
https://pubmed.ncbi.nlm.nih.gov/37543247/
https://pubmed.ncbi.nlm.nih.gov/37543247/
https://pubmed.ncbi.nlm.nih.gov/41315905/
https://pubmed.ncbi.nlm.nih.gov/41315905/
https://pubmed.ncbi.nlm.nih.gov/41315905/
https://pubmed.ncbi.nlm.nih.gov/38925790/
https://pubmed.ncbi.nlm.nih.gov/38925790/
https://pubmed.ncbi.nlm.nih.gov/38925790/
https://pubmed.ncbi.nlm.nih.gov/39820865/
https://pubmed.ncbi.nlm.nih.gov/39820865/
https://pubmed.ncbi.nlm.nih.gov/39522422/
https://pubmed.ncbi.nlm.nih.gov/39522422/
https://pubmed.ncbi.nlm.nih.gov/39522422/
https://pubmed.ncbi.nlm.nih.gov/39522422/
https://pubmed.ncbi.nlm.nih.gov/40024243/
https://pubmed.ncbi.nlm.nih.gov/40024243/
https://pubmed.ncbi.nlm.nih.gov/40024243/
https://pubmed.ncbi.nlm.nih.gov/40024243/
https://pubmed.ncbi.nlm.nih.gov/40024243/
https://pubmed.ncbi.nlm.nih.gov/39522422/
https://pubmed.ncbi.nlm.nih.gov/39522422/
https://pubmed.ncbi.nlm.nih.gov/39522422/
https://pubmed.ncbi.nlm.nih.gov/39522422/
https://pubmed.ncbi.nlm.nih.gov/39382900/
https://pubmed.ncbi.nlm.nih.gov/39382900/
https://pubmed.ncbi.nlm.nih.gov/39382900/
https://pubmed.ncbi.nlm.nih.gov/39382900/
https://pubmed.ncbi.nlm.nih.gov/41512699/
https://pubmed.ncbi.nlm.nih.gov/41512699/
https://pubmed.ncbi.nlm.nih.gov/41512699/
https://pubmed.ncbi.nlm.nih.gov/41512699/
https://pubmed.ncbi.nlm.nih.gov/41176868/
https://pubmed.ncbi.nlm.nih.gov/41176868/
https://pubmed.ncbi.nlm.nih.gov/41176868/
https://pubmed.ncbi.nlm.nih.gov/40756964/
https://pubmed.ncbi.nlm.nih.gov/40756964/
https://pubmed.ncbi.nlm.nih.gov/40756964/
https://pubmed.ncbi.nlm.nih.gov/40756964/
https://pubmed.ncbi.nlm.nih.gov/40756964/
https://pubmed.ncbi.nlm.nih.gov/34718153/
https://pubmed.ncbi.nlm.nih.gov/34718153/
https://pubmed.ncbi.nlm.nih.gov/34718153/
https://pubmed.ncbi.nlm.nih.gov/34718153/

	Introduction

