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Abstract: The intestine is the largest bacterial ecosystem and immune response organ of the human body. The microbiota regulates
the metabolic and immune functions of the host through their metabolites. Short-chain fatty acids (SCFAs) are part of the metabolites
of the gut microbiota (GM), providing energy to intestinal epithelial cells and regulating the immune system. A decrease in SCFA-
producing bacteria, imbalanced effector T-helper cells (Th cells), and increasing corresponding inflammatory cytokine were found in
both animal models and clinical patients with obstructive sleep apnea (OSA) and hypertension (HTN). Intervention with probiotics,
prebiotics, or postbiotics in animal models simulating OSA-associated HTN restored blood pressure to normal, which allows the
hypothesis that GM are involved in the pathophysiology of OSA-induced HTN patients through their metabolites’ SCFAs; however,
the exact regulatory mechanism is not completely clear. This review describes the potential mechanisms of SCFAs, a major metabolite
of the GM, in the pathology of OSA-induced HTN, from the perspective of immune system regulation in the available studies.
Keywords: obstructive sleep apnea, hypertension, gut microbiota dysbiosis, short-chain fatty acids, T cells

Introduction
Gut microbiota (GM) dysbiosis caused by obstructive sleep apnea (OSA) and hypertension (HTN) has received increasing
attention. OSA and HTN are both common chronic diseases in middle-aged and elderly people; they share many common
pathogenic factors, including age, gender, race, obesity, etc., so, they often coexist.1 It is worth mentioning that obesity is
the main risk factor for OSA. Morbid obesity is common in OSA patients,2 and is also an important factor leading to HTN
and HTN-related target organ damage.3 However, excluding the common pathogenic factors still showed that OSA is an
independent risk factor for HTN; about 35% of general OSA patients have primary HTN,4 and the severity of HTN is
positively correlated with the apnea-hypopnea index (AHI).5,6 Additionally, OSA-related comorbidities mediate inter-
mittent hypoxia or chronic inflammation depending on the severity of OSA such as cardiovascular events, ora-nasal
disorders, or neurocognition.7–9 In an animal model of chronic intermittent hypoxia (CIH)-induced OSA, a gavaged with
cecal contents from OSA-induced HTN rats into normotensive OSA rats resulted in a significant increase in blood pressure
after 7–14 days, suggesting a causal relationship between GM dysbiosis and HTN.10

Gut commensal bacteria, through their metabolites such as short-chain fatty acids (SCFAs), trimethylamine-N-oxide
(TMAO), and primary or secondary bile acids, communicated with the host through metabolism and immune host
homeostasis.11–13 Among these, SCFAs are the main metabolite produced by the fermentation of indigestible dietary fibre
in the colon by numerous bacteria. Acetate, propionate, and butyrate account for more than 95% of SCFAs (the
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proportion structure in the intestine is 3:1:1).13 Butyrate, a nutrient in the colon epithelium, is mainly absorbed in the
colon epithelium and promotes the close connection between the intestinal epithelium. Propionate and butyrate are
mainly metabolized by liver cells after passing through the portal vein, and only a small amount of SCFAs enters the
systemic circulation.14 SCFA-producing bacteria mainly include Anaerobic bacteria, Bifidobacterium, Lactobacillus,
Streptococcus, and fungi.15 SCFAs are involved in the host physiopathological processes through regulation of the
immune system,16 adipogenesis,17 oxidative stress18 and sensitivity to insulin,19 and its receptors are widely present in
the intestinal epithelium, adipose, pancreatic islets, T cells, sympathetic nerves, and so on. It directly or indirectly
regulates immunity through the host metabolism as a hormonal signaling molecule through specific receptors.15,20 SCFAs
produced by intestinal bacteria play an important role in maintaining blood pressure stability and immune system
homeostasis at normal physiological concentrations, moreover, propionate also protects from hypertensive end-organ
damage.21

Changes in GM have been observed in many diseases, including inflammatory bowel disease (IBD),22 type 2
diabetes,23 obesity,24 psychiatric disorders,25 asthma,26 and cardiovascular disease.27 In recent years, Changes of GM
dysbiosis with its metabolites have been observed in patients with HTN and OSA.28,29 However, the relevant regulatory
mechanisms are not yet cleared. In this review, we will discuss the GM dysbiosis and the changes of SCFAs associated
with OSA, which result in an immune imbalance in OSA-associated HTN patients, and elaborate on the potential
mechanisms of SCFAs via the immune pathway in OSA-associated HTN patients.

Immunoregulatory Effect of SCFAs on Host
The intestinal tract is the largest micro ecosystem and the largest immune organ in the human body, its four main phylum
are Firmicutes, Bacteroidetes, Actinobacteria, and Proteobacteria. The Firmicutes to Bacteroidetes (F/B) ratio is
commonly used as a biomarker to assess pathological status. An increased F/B ratio is widely considered a sign of
GM imbalance.30,31

Gut commensal bacteria communicate with the host physiology and immune system through their metabolites. In
recent years, the understanding of host immune regulation by SCFAs have gradually emphasized; they can influence the
expression of intrinsic immune cells and cytokines in a microenvironment through their trophic effects on the intestinal
mucosa32 and maintain host homeostasis by regulating the differentiation of T lymphocytes for adaptive immune
response according to the needs of the host.33 Long-term CIH and sleep fragmentation (SF) are the main hallmarks of
OSA, leading to inappropriate sympathetic and renin-angiotensin-sin-aldosterone system (RASS) activation and insuffi-
ciency of blood supply to systemic organs. In OSA patients, intermittent hypoxia leads to intestinal mucosal ischemia-
reperfusion injury and forms an anaerobic environment and insufficient oxygen supply to intestinal mucosa, leading to a
change in gut bacteria structure and abundance, an increase in the F/B ratio, and decrease in SCFA-producing bacteria
and anti-inflammation-associated bacteria, influencing intestinal barrier integrity.29,34,35 This aggravates intestinal muco-
sal nutrition disorder and leads to intestinal microenvironment disruption and intestinal epithelial tissue damage, resulting
in GM dysbiosis and even local IBD, which is particularly obvious in severe OSA patients.36,37 Plasma intestinal fatty
acid binding protein (I-FABP) is a small molecule protein released into circulation when intestinal wall membrane
integrity is lost and is a highly sensitive marker of ischemic intestinal mucosa.38 Plasma I-FABP levels in OSA patients
were significantly higher than those in healthy controls.39 The Plasma D-lactate acid (D-LA) level reflected intestinal
mucosal permeability and damage degree in OSA patients and was positively correlated with AHI.40

SCFAs participate in the adaptive immune response by acting on intracellular specific G-protein-coupled receptors
(GPR)41 and histone deacetylase (HDAC),33 affecting vasodilation, atherosclerotic progression, and blood pressure
regulation. The main GPRs of SCFAs include Gpr41 (also known as free fatty acid receptor 3, FFAR3), Gpr43
(FFAR2), Gpr109a (niacin receptor, also known as HCAR2), and the G protein-coupled olfactory receptor 78 (Olfr78).

Local Immune Regulation by SCFAs in the Intestine
SCFAs, mainly acetate, provides nutrients for intestinal epithelial cells (IECs). It promotes the differentiation of intestinal
epithelial goblet cells and mucus secretion,42 which is conducive to increasing the tight junction of IECs and improving
the immune defence of IECs43,44 to inhibit bacteria and their metabolites, such as lipopolysaccharide (LPS), a cell wall
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component of Gram-negative bacteria, from the intestine to the systemic circulation.45 The LPS-binding protein (LBP)
serves as a surrogate marker of LPS from the gut, examined for underlying low-grade endotoxemia, children and adults
with OSA all exhibited increased LBP levels, which were strongly positively correlated with insulin resistance and
dyslipidemia.46,47 When SCFAs levels decrease, the intestinal mucosal barrier function is weakened, pathogen-associated
molecular patterns (PAMPs) from bacteria, viruses and fungi activate Toll-like receptors (TLRs) signaling through the
disrupted intestinal mucosa,48 and LPS moves into the body’s circulation through TLR4 stimulation of dendritic cells
(DCs),49 activating nuclear factor kappa B (NF-κB), mobilizing antimicrobial defenses, recruiting neutrophils and
macrophages, and leading to the production of proinflammatory cytokines and chemokines and chemokines.36

Chemokines migrate leukocytes to the lesion site and activate it; monocytes differentiate into macrophages at the lesion
site and become foam cells after swallowing lipids, which are the main pathological factor of inflammatory mediators for
insulin resistance and atherosclerosis.50 The intestinal microenvironment of inflammatory cytokines and immune
dysregulation induces T cell differentiation direction, protects the organism from harmful microorganisms through an
adaptive immune response.51 Proinflammatory cytokines reach the CNS via afferent neurons, immune cells, and the
blood-brain barrier (BBB),52 activating microglia and releasing proinflammatory cytokines to initiate defense responses;
however, excessive inflammatory responses cause damage to neurons leading to potential neurocognitive dysfunction.
Studies have shown that SCFAs counteract the LPS-induced inflammatory response.53 Interestingly, under normal
physiological conditions, SCFAs promote the growth and development of microglia in the brain, increasing cellular
immunity and the immune defense of the brain.54 It is thus clear that SCFAs have immunomodulatory capacity not only
in the intestinal and peripheral circulation but also in the nervous system (Figure 1).

Figure 1 OSA causes immune disorders. Dysbiosis of the intestinal flora, leads to a decrease in SCFA-producing flora, an increase in pathogenic bacteria in feces, and
damage to the intestinal mucosa, which increases circulating LPS, which activates TLR4 receptors and activates NF-κB inflammatory channels triggering an inflammatory
cascade of intestinal, circulatory, and neurological inflammatory response.
Abbreviations: OSA, obstructive sleep apnea; GM, gut microbiota; SCFA, short chain fatty acids; LPS, lipopolysaccharide; LBS, LPS-binding protein; I-FABP, intestinal fatty
acid binding protein; D-LA, D-lactate acid; TLR, Toll-like receptor; NF-κB, nuclear factor kappa B; BBB, blood-brain barrier; CNS, central nervous system; +, positive
regulation.
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It has been shown that CD4+ T cells are important factors of intestinal homeostasis, and their differentiation is
dependent on cytokines in the microenvironment55 (Figure 2), the main subtypes of CD4+ T cells are effector T cells (T-
helper cells, Th cells; including Th1, Th2, and Th17) and regulatory T cells (Treg), with Th17 and Treg, Th1 and Th2 are
highly plastic and interconvertible.56–58 Antigen activates CD4+ T cells, which differentiate into different functional
subtypes of Th cells and their corresponding cytokine profiles according to the body’s needs to suppress undesirable
microorganisms. In the presence of low concentrations of transforming growth factor-β (TGF-β) and inflammatory
cytokines IL-6, IL-21 and IL-23, CD4+ T cells differentiate into Th cells and activate CD4+CD25+ forkhead box P3
(Foxp3) to reprogram into Th17 cells, which played an anti-inflammatory and pathogen clearance role by secreting
inflammatory cytokines IL-17A, IL-17F, IL-21, and IL22 under the regulation of retinoic acid-associated solitary nucleus
receptor γt (ROR-γt).56 After the initial effector T cell response, T cell receptor (TCR) induces high expression of Foxp3
in response to proinflammatory factor deficiency and high TGF-β concentration, promoting the differentiation of CD4+ T
cells into Treg cells, and the transformation of Th cells into Treg cells, which maintain the body’s tolerance by releasing
IL-10 and TGF-β and prevent damage to the organism from excessive inflammatory responses.59 Foxp3+ Treg cells and
Th17 cells are the most abundant cells in the mucosal barrier and found exclusively in the lamina propria, where they are
functionally opposed and can be interconverted in different microenvironments.60 The Th17/Treg cell balance is a vital
consideration for “intestinal health”.61 In OSA patients, the Th17/Treg ratio is increased.54 The anti-inflammatory
properties of Treg cells have been shown to prevent oxidative activation of vascular endothelial cells and migration

Figure 2 Differentiation of CD4+ T cells into Th17 or Treg cells under different cytokine environments. Foxp3 is highly expressed in the absence of proinflammatory factors
and induced by high concentrations of TGF-β, promoting the differentiation of CD4+ T cells into Treg cells and CD4+ T cells into Th17 cells, when low concentrations of
TGF-β are present together with the inflammatory cytokines IL-6, IL-21, and IL-23.
Abbreviations: TGF-β, transforming growth factor-β; IL, interleukin; Treg, regulatory T cells; Th17, helper T cell 17; STAT, signal transducer and activator of transcription;
Foxp3, forkhead transcription factor 3; RORγt, retinoic acid-related orphan nuclear receptor γt.
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and adhesion of leukocytes, thereby reducing the development of atherosclerosis; whereas, depletion of Treg cells
promotes the progression of atherosclerotic lesions.62–65 Dietary fiber supplementation can reduce systemic inflammation
and immune response, while low dietary fiber is associated with the increase in inflammatory diseases, and the main
product of dietary fiber metabolism through intestinal bacteria is SCFAs.66,67 Butyrate in SCFAs enhances intestinal
barrier function by reversing the abnormal expression of zonula occludens-1 (ZO-1), reducing endotoxin translocation,
thereby inhibiting neutrophil infiltration, macrophage activation, and production of proinflammatory cytokines, and also
increasing the release of IL-10 anti-inflammatory factor.14

Systemic Immune Regulation by SCFAs
SCFAs also act on their specific GPRs to regulate host immunity (Figure 3), among which the regulation of butyrate on
the immune system is the most mature. Butyrate activates signal transducer and activator of transcription and the
mammalian target of rapamycin (mTOR) on Th1 cells, upregulates transcription factor B lymphocyte-induced maturation
protein-1, and induces Th1 cells to secrete IL-10 by acting on GPR43 to limit the excessive inflammatory response of Th
cells. More than 50% of IL-10 is produced by well-differentiated Th1 cells mediated by butyrate through GPR43 on

Figure 3 SCFA regulate blood pressure through receptor channels and the immune system. Acetate and propionate mediate renin secretion via Olfr78 receptors to
increase blood pressure and endothelium-dependent vasodilation via Gpr41 to decrease blood pressure; butyrate acts on Gpr43, upregulates Blimp-1, induces IL-10
secretion from Th1 cells, and on Gpr109a, induces Tregs differentiation and IL-10 secretion; butyrate and propionate inhibit HDAC activity through the mTOR-S6k pathway,
suppress Th1 and Th17 differentiation, and induce CD4+CD25+ Treg differentiation with IL-10 secretion. Black arrow represents immune regulation; green arrow
represents blood pressure regulation; red arrow represents blood pressure regulation.
Abbreviations: , elevated; , reduced; Blimp-1, B lymphocyte-induced maturation protein 1; BP, blood pressure; Olfr78, Olfactory receptor 78; vSMCs, vascular smooth
muscle cells; HDAC, histone deacetylase; GPR, G-protein-coupled receptors; Th, effector T cells; Treg, regulatory T cells; Foxp3, forkhead box P3; IL, interleukin.
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IECs.68 Butyrate also acts on the GPR109a to induce the differentiation of Treg and T cells that produce IL-10 by
increasing the anti-inflammatory properties of colon macrophages and DCs.69 Gpr109a (encoded by niacin receptor 1) is
activated not only by butyrate but also by niacin, which is also one of the metabolites of enterobacteria and inhibits
intestinal inflammation.70

In colon cell studies, butyrate was found to strongly induce Foxp3 gene transcription and induce differentiation of naive
CD4+ T cells into peripherally derived Tregs (pTregs), which secrete cytokine IL-10 and suppress excessive immune
responses caused by Th1 and Th17.68,71–74 An in vitro experiment showed that SCFAs could still regulate GPR41−/− or
GPR43−/− cells obtained frommice, suggesting that its regulatory mechanismwas independent of GPR41 and GPR43. Further
studies showed that propionate and butyrate could effectively inhibit HDAC activity once entering activated T cells.

Propionate and butyrate can inhibit HDAC to regulate body immunity, while acetate does not possess this inhibitory
activity on HDAC.75 Propionate and butyrate mainly inhibited HDAC activity in T cells, enhanced the phosphorylation
of ribosomal protein S6 (a target of mTOR pathway), and induced the acetylation of p70 S6 kinase (S6K), which
regulates IL-10, interferon-gamma (IFN-γ), and IL-17 expressions ecreted by Th and Treg cells, according to the
cytokine environment and immune background.33 In vitro peripheral blood mononuclear cells (PBMCs) from healthy
donors plus SCFAs intervention showed that butyrate, in particular, may promote upregulation of anti-inflammatory
cytokines resulting in induction of CD4+CD25+ Treg.73

Both CIH and SF of animal models simulating OSA demonstrated characteristic changes in the GM composition of
induced animals, with a significant increase in the abundance of mucus-degrading Prevotella and Desulfovibrio,
decreasing the relative abundance of SCFA-producing Ruminococcaceae family and butyrate-producing bacteria, and
increasing lactate-producing bacteria.34,76,77 Then tight junctions between colonic epithelium were destroyed, LPS
increased and entered into circulation, stimulating DCs by activating TRL4 through the disrupted mucosal barrier,49

The inflammatory environment was speculated to promote the differentiation of CD4+T cells into Th1 and Th17 and
secrete the corresponding cytokines, as evidenced by increased levels of the inflammatory cytokines IL-1, IL-6, and
tumor necrosis factor (TNF)-α in peripheral blood.36 Excessive inflammatory response damages vascular endothelial
cells and tissues. The endothelium-dependent vasodilator nitric oxide decreased, causing endothelium-dependent vaso-
dilatation disorders. Furthermore, endothelial oxidative stress, resulting in increased low-density lipoprotein (LDL) and
foam cells causing atherosclerosis, in turn, promoted the development of HTN, and increased coronary heart disease,
stroke, sudden death, and other cardiovascular and cerebrovascular adverse complications.1,10,78

Clinical studies have revealed that cardiovascular risk is significantly increased in patients with non-dipper HTN
which is mostly combined in OSA patients.79 OSA patients with HTN have significantly higher circulating Th1 and Th17
cells relative to OSA patients without HTN, which are accompanied by higher levels of IFN-γ, TNF-α, IL-6, IL-17 levels,
and C-reactive protein (CRP) levels, and lower Th2, IL-4, and IL-10 levels.78–81 There is also increased inflammatory
activity of the organism, decreased insulin sensitivity, increased dyslipidemia, and accelerated atheromatous plaque
formation and vulnerability.82,83 Atherosclerosis, together with insulin resistance, constitute important factors in the
development of secondary HTN in patients with OSA, while the anti-inflammatory effect of IL-10 facilitates the
improvement of vascular endothelial function and the control of blood pressure.84,85 The chronic low-grade inflammation
that developed in OSA patients is presumed to be an important factor contributing to HTN and terminal organ damage.

SCFAs Regulates Blood Pressure Through GPRs
The bacterial metabolites, SCFAs, are closely linked to HTN.86 Significant declines in GM abundance and diversity were
found in HTN animal models such as Dahl-sensitive rats,87 spontaneously HTN rats,88 angiotensin II–induced HTN rats,23

deoxycorticosterone acetate salt mice89 and HTN patients28 with an increased F/B ratio, decreased acetate and butyrate-
producing bacteria, and increased lactate-producing bacteria. Lactate production positively correlated with systolic blood
pressure (SBP). Meanwhile, Ruminococcaceae and Prevotellaceae families producing SCFAs negatively correlated with
SBP.88 Increased Gram-negative bacteria abundance and excess LPS enter the systemic circulation through damaged intestinal
mucosa and promote systemic low endotoxemia. Oral administration of the broad-spectrum antibiotic minocycline or fecal
microbiota transplantation (FMT) in angiotensin II–induced HTN rats model showed increased gut microbial diversity and
reduced the F/B ratio and blood pressure.23 Transplantation of fecal microbiota from spontaneously hypertensive rats (SHR) to
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normotensive Wistar-Kyoto (WKY) rats enhanced sympathetic activity, neuroinflammation, and elevated blood pressure.
Correspondingly, transplantation of WKY fecal microbiota to SHR reduced neuroinflammation and sympathetic activity and
lowered blood pressure.90 Clinical evidence has also found that antibiotics reduce blood pressure in patients with refractory
HTN.91,92 Above evidence suggesting that HTN is associated with gut microbiome dysbiosis.

Previous studies have confirmed that changes in the levels of butyrate, propionate, and lactate are intimately related to
the regulation of blood pressure.21,93 It was found that SCFAs directly regulate blood pressure by acting on their specific
receptors Gpr41 and Olfr78 (Figure 3). Olfr78 is expressed in vascular smooth muscle cells of small resistance vessels,
which are relatively enriched in the renal arterioles. Olfr78 knockout mice exhibited decreased blood pressure, suggesting
that the Olfr78 agonist has an elevating effect on blood pressure in which acetate and propionate act on Olfr78 to regulate
blood pressure by mediating renin secretion.94 Gpr41 and Gpr43 are expressed in adipocytes, immune cells, allowing
SCFA to modulate obesity and inflammation, and their expression on sympathetic, vascular endothelial and enteroendo-
crine cells allows SCFA to exert blood pressure-regulating effects.95 Propionate directly regulates sympathetic activity
through excitation of Gpr41 receptors leading to an increase in heart rate (HR),95 and sympathetic nerves affect blood
flow in the gastrointestinal tract by influencing the absorptive function of the epithelium and contraction of vascular
smooth muscle, perhaps to some extent also affecting blood pressure levels in the host.96 Intraperitoneal injection of
acetate, propionate, and butyrate to unanesthetized live mice all significantly lowered mean arterial pressure and HR, and
caused a negative inotropic effect by acting directly on cardiomyocytes; whereas, the hypotensive effect of intravenous
injections was attenuated and had no effect on HR, possibly due to the rapid reduction in sympathetic tone by local
SCFAs in the mesentery.97,98 In addition, Gpr41 knockout mice exhibited simple systolic HTN and were not accom-
panied by elevated plasma renin levels or salt sensitivity. Isolated vascular response assays revealed that acetate and
propionate bound to the Gpr41 receptors on vascular endothelial cells, caused endothelium-dependent vasodilation and
produced an acute hypotensive response in wildtype mice in a dose-dependent manner.41

GM Dysbiosis Precede HTN Development
Evidence has shown a close relationship between OSA and HTN.5,10,78 The longitudinal sleep cohort study in Wisconsin
was the most representative; a linear relationship between AHI and 24h blood pressure was still observed after excluding
the interference of body mass index (BMI), age, gender, and antihypertensive drugs. The severity of AHI was also
associated with a new incidence of HTN four years later.99 Thus, OSA was strongly proved to precede HTN, and is an
independent risk factor for HTN.

A Chinese clinical study compared the GM in healthy controls (SBP ≤125 mmHg; diastolic blood pressure (DBP)
≤80 mmHg), pre-hypertension (preHTN; SBP, 125–139 mmHg; DBP, 80–89 mmHg) and HTN (SBP, ≥140 mmHg; DBP,
≥90 mmHg) patients. The microbiota/enterotype of preHTN subjects was very similar to HTN patients, indicating that
changes in GM occurred in the prehypertensive state.28 It proposed that changes in GM precede HTN, which might
provide clinical evidence for the hypothesis that OSA causes GM dysbiosis and then leads to HTN. Transplanted cecum
contents from SHR into normotensive WKY rats resulted in increased SBP of the latter,88 similarly, transplanted cecum
contents from HTN patients into germ-free (GM) mice also resulted in increased blood pressure of the latter.28 These all
reinforced the notion that GM play a role in blood pressure regulation.

A systematic review and meta-analysis showed that mild, moderate, and severe OSAwere positively associated with the
incidence of essential HTN, and that OSA significantly increased the risk of refractory HTN.6 A study reviewed almost all
the literature on HTN with GM and concluded that GM dysbiosis in OSA leads to intestinal mucosa barrier dysfunction
resulting in a “leaky gut” phenomenon, leading to a state of systemic low-grade inflammation, and summary a hypothesis:
neuroinflammation is a pathophysiological hallmark of OSA-induced HTN100 in which links the gut-brain axis.

Consistent with previous studies, our preliminary studies found decreased relative abundance of SCFA-producing bacteria
and increased relative abundance of pathogenic microbiota in OSA patients and IL-6 in the peripheral blood of OSA
patients.29 Detection of transcribed genes in fasting PBMCs from healthy controls, patients with severe OSA, and severe
OSA combined with HTN, KEGG data revealed that differential genes in severe OSA combined with HTN are enriched in the
mTOR pathway.101 In our ongoing clinical study, we also found that excluding confounding factors such as age, BMI, other
diseases, and medication history, the fecal 16sRNA microflora analysis showed that the abundance and diversity of intestinal
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microflora in OSA and OSA patients with HTN decreased as compared with the healthy control group, and the F/B ratio
increased in OSA patients with HTN compared with severe OSA patients (data not published). Analyzed by gas chromato-
graphy and mass spectrometry (GC-LS) showed that the fecal contents of acetate and butyrate in the severe OSA group were
decreased compared with the control group, also decreased in the severe OSAwith HTN group (P<0.05). While serumGC-LS
detection showed that level of propionate had statistical differences (P<0.05) in severe OSA patients and OSA combined with
HTN patients, compared with the healthy control group (data not published). These data all suggest that GM and their major
metabolite SCFA are closely related to blood pressure, and whether correcting abnormal SCFA levels in vivo can prevent or
even treat hypertensive disease needs to be further explored.

Therapeutic Effects of SCFA on OSA-Induced HTN
Continuous positive airway pressure (CAPA) is the preferred treatment for moderate and severe OSA, reducing
inflammatory cytokine levels and sympathetic nervous system activity, significantly reducing HTN, improving hypoxia
and quality of life by reducing the AHI, and a more pronounced hypotensive effect in combined refractory hypertensive
patients, but compliance with CAPA treatment is low.102–105 Our ongoing clinical study found differences in the relative
abundance of GM in patients with severe OSA after CAPA treatment (data not published); the conclusion needs to be
validated by a larger clinical sample and adherence to longer CAPA treatment.

OSA patients suffer from repeated intermittent hypoxia and ischemia of the intestinal mucosa due to CIH, which in
turn triggers GM dysbiosis. This includes a decrease in SCFA-producing bacteria and SCFA levels in the intestinal
lumen, an increase in pathogenic bacteria as well as a rise in LPS in plasma, and impaired barrier function of intestinal
epithelial tissue leading to “gut leaky”.23,29 At the same time, the weakened regulation of GPRs by SCFA leads to an
inflammatory state, damaging the cells and tissues of the body.10,33,68 The immune imbalance triggered by intestinal
bacterial disorders and dysregulation of intestinal bacterial metabolites in OSA patients, ultimately leads to the devel-
opment of hypertension (Figure 4).

Figure 4 The postulated pathophysiology of OSA-associated hypertension mediating inflammation from gut microbiome dysbiosis crosstalk between with immune
imbalance. In OSA patients, structural reorganization of the gut microbiota due to the altered intestinal lumen environment and the decrease of fecal SCFA lead to
“leaky gut”, which triggers an intrinsic and adaptive immune response leading to a low-grade inflammatory state in the body that damages the vascular endothelium and
causes vasodilatation disorders and atherosclerosis, ultimately leading to hypertension.
Abbreviations: OSA, obstructive sleep apnea; GM, gut microbiota; SCFA, Short-chain fatty acids; BP, blood pressure.
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The composition of the GM is influenced by many factors, including age, gender, geography, genetics, lifestyle,
disease, and so on, with diet structure being one of the most important. SCFAs are barely detectable in the plasma of
germ-free (GF) mice, suggesting that SCFAs are primarily derived from the fermentation of indigestible carbohydrates by
the gut microbiota.106 A high-fiber-based Mediterranean diet has been shown to increase SCFAs, a key metabolite
produced by the intestinal microbiome.107 The CIH plus high-fat diet-induced HTN rat model was accompanied by a
decrease in SCFA-producing bacteria and a decrease in acetate levels in the cecum. OSA-induced intestinal ecological
imbalance, intestinal mucosal epithelial damage, and reduced activation of brain microglia could be repaired by
supplementation with the probiotic C. butyricum or the prebiotic Hylon VII, and acetate levels in the cecum were
restored with acetate injection, which reduced OSA-induced intestinal inflammation and restored blood pressure to
normal in rats.93 A study also found that administration of Lactobacillus rhamnosus in an animal model of CIH plus
high-salt diet-induced HTN could regulate intestinal metabolite levels and CD4+ T cell-induced inflammation through the
AKT (also known as protein kinase B, PKB)-mTOR pathway and alleviate the development of HTN, suggesting that
GM, its metabolites, and the mTOR pathway are closely related with HTN.108 Systemic inflammation decreased (Th cell
levels decrease), blood pressure improved, and cardiovascular function was protected after propionic acid supplementa-
tion in Ang II–induced hypertensive mice.21 Oral administration of acetate and propionate in SHR had a reduced F/B
ratio, endotoxemia, and Th17/Treg ratios, and it prevented elevated blood pressure, presumably due to reduced activation
of the LPS/TLR4 inflammatory pathway and vascular protection by IL-10 Treg cells.109 Prebiotics, probiotics, and
postbiotics (eg, acetate, propionate, and butyrate) supplementation may prevent or reduce HTN induced in rodent models,
which provides a new insight for the treatment of clinically refractory HTN; subsequently, further validation in
translational clinical studies are needed.

Conclusions
OSA shares many common pathogenic factors with hypertensive patients, and OSA remains an independent risk factor
for HTN, along with gender, age, and obesity, which are the main common pathogenic factors found. Insufficient blood
supply to the intestinal mucosa forms an ischemia-reperfusion-like injury; the hypoxic environment causes structural
changes in the intestinal flora, a decrease in SCFA-producing bacteria and intestinal luminal SCFAs content, a weakened
intestinal mucosal barrier function causes intestinal leakage, plasma LPS levels elevate, triggering an intrinsic immune
response via TLRs, and the antigenic and inflammatory microenvironment in turn drives an adaptive immune response to
activate lymphocytes and interact with the intrinsic immunity. The imbalance in intestinal flora thus triggers a disturbance
in the body’s immunity, leading to insulin resistance and vascular endothelial damage, driving the process of athero-
sclerosis and a decrease in vascular compliance, ultimately leading to the development of HTN and cardiovascular and
cerebrovascular complications. SCFA promote the expression of anti-inflammatory cells and cytokines by strengthening
the tight junctions of IECs, activating specific GPRs, and inhibiting HDAC, which act as vascular protectors against
atherosclerotic lesions and system inflammation and regulate blood pressure. In addition, SCFA reduce HR and BP
through modulation of sympathetic nerves and myocardial contractility. The reduction of SCFAs in OSA patients, leads
to immune dysregulation, neurological and vascular inflammation, and ultimately to increased blood pressure and the
resulting complications.

GM dysbiosis plays an important role in the development of a chronic low-grade inflammatory state in OSA patients
and also plays a vital role in the pathology of HTN secondary to OSA. The management of OSA combined with HTN
requires comprehensive treatment. The GM as a potential therapeutic target for early reversal of GM dysbiosis and
restoration of normal levels of SCFAs in the intestinal lumen through administration of prebiotics/probiotics/postbiotics
or fecal flora transplantation, which is beneficial for strengthening the barrier function of the intestinal mucosa and
optimizing immune regulation, which may open new therapeutic options for improving and preventing OSA-associated
HTN, and combined CAPA and conventional drug therapy may lead to better control of refractory HTN to reduce target
organ damage and adverse cardiovascular and cerebrovascular complications. However, more evidence is needed in
animal experiments and clinical studies to elicit the effect SCFAs therapy OSA-associated HTN.
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