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ABSTRACT
Fibroblast growth factor 23 (FGF-23) has been identified as one of the risk factors for the
development of cardiovascular diseases (CVDs) in chronic kidney disease (CKD) patients.
Although FGF-23 is necessary for the maintenance of phosphate balance, it has been
implicated in the pathogenesis of left ventricular hypertrophy, vascular dysfunction, and
hypertension in CKD patients. FGF-23 induced alterations in intracellular calcium is
hypothesized to be a key mechanism in the development of these CVDs. In addition, increased
angiotensin II levels, upregulation of the renal Na +Cl- co-transporter and inhibition of
endothelium-dependent vasorelaxation are among the potential mechanisms by which elevated
FGF-23 levels cause hypertension in CKD. This review discusses these mechanisms and how
these mechanistic pathways may be targeted in future experiments aimed at generating
preventive and management therapies for CVDs in CKD patients.
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INTRODUCTION1
Systemic phosphate homeostasis is maintained through
several hormonal mechanisms which involve fibroblast
growth factor 23 (FGF-23), α-klotho, vitamin D and
parathyroid hormone. FGF-23 is known to be the major
regulator of phosphate balance (Mirams et al., 2004).
FGF-23 is a phosphaturic hormone, which is
synthesized by osteocytes in bone (Yoshiko et al.,
2007). Increase in serum phosphate levels stimulates
the release of FGF-23, which decreases phosphate
levels independent of parathyroid hormone and vitamin
D (Shimada et al., 2005).
In chronic kidney disease (CKD), the regulation of
serum phosphate levels becomes significantly impaired
resulting in rapidly increasing levels of FGF-23 in the
circulation (Diniz and Frazao, 2013). With increasing
evidence linking the incidence of cardiovascular
diseases (CVDs) in CKD to elevated FGF-23 levels
(Levin, 2003; Shuto et al., 2009; London et al., 2003),
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there is a dire need to review the potential mechanisms
underlying this link. Understanding the mechanisms by
which elevated FGF-23 levels leads to the occurrence
of CVDs in CKD will significantly contribute to the
generation of preventive measures for mitigating
mortalities due to CVDs in CKD patients.
This review highlights the potential mechanisms
linking elevated FGF-23 to CVDs in CKD. First, we
will review the physiological role of FGF-23 in
phosphate homeostasis, and the clinical and
epidemiological studies linking FGF-23 to CVD in
CKD patients.
FGF-23 and its role in phosphate homeostasis
FGF-23 is a 32kDa protein, which is made up of 251
amino acid residues, with an N-terminal region and a
C-terminal fragment (Shimada et al., 2001). FGF-23
exists in two forms: biologically active intact form and
the C-terminal fragments (Fukumoto and Martin,
2009). The biological significance of the C-terminal
fragments is still unclear, and they are currently
considered to be inactive (Shimada et al., 2002).
The hormone FGF-23 primarily acts in the proximal
tubules of the kidneys where it increases the excretion
of phosphate by downregulating the sodium-phosphate
transporters (Andrukhova et al., 2012). It also inhibits
the synthesis of vitamin D by downregulating the
expression of the 1-α-hydroxylase enzymes, and
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increases the breakdown of vitamin D by upregulating
the expression of 24-α-hydroxylase enzymes (Shimada
et al., 2004). There are also reports that FGF-23 affects
the synthesis of parathyroid hormone (Komaba and
Fukagawa, 2010) (Fig. 1).
The action of FGF-23 in its targets is mediated by the
interaction with the FGF-23 receptors (FGFRs), which
are encoded by four genes, FGFR1 – FGFR4 (Yu et al.,
2005; Li et al., 2011). There is evidence that the
binding of FGF-23 to its co-receptor α–klotho is
required for the FGF-23-FGFR complex to activate
FGF-23 specific signaling pathways (Urakawa et al.,
2006).
FGF-23 and CKD
In CKD, the progressive decline in renal functions is
hypothesized to stimulate the increase in FGF-23 as a
compensatory response for maintaining phosphate
balance (Isakova et al., 2011). As a result, FGF-23

levels increases even before the occurrence of
phosphate imbalance. The stages of CKD (stages 1 – 5)
are characterized by progressively decreasing
glomerular filtration rate (GFR). Pavik et al. (2013)
showed that from early CKD (stage 2), the levels of
FGF-23 begin to increase exponentially as the GFR
decreases. Their findings also revealed that excess
serum phosphate is only observed in late stages of CKD
(stages 4 and 5).
Association of FGF-23 and CVDs in CKD
There is increasing rate of CVD mortality and
morbidity in CKD patients compared with the general
population. Approximately 40% of patients in early
CKD stages, and up to 80% of patients in late CKD
stages manifest left ventricular hypertrophy (Levin et
al., 1996). Arterial calcification has also been reported
in early CKD stages, which becomes very significant in
over 60% of new dialysis patients (Block et al., 2007).

Fig. 1: Physiological functions of FGF-23. FGF-23 is released in response to high extracellular phosphate levels. Circulating
FGF-23 downregulates the renal phosphate transporters, NaPi-IIa and NaPi-IIc; inhibits the release of active vitamin D and
inhibits the synthesis of parathyroid hormones. These actions of FGF-23 restore extracellular phosphate levels back to normal.

The prevalence of hypertension has also been shown to
be higher among patients with CKD (U.S Renal Data
System, 2010). The U.S Renal Data System (USRDS)
in 2010 reported that hypertension occurs in
approximately 23.3% of individuals without CKD,
35.5% of stage 1 CKD- and 84.1% of stage 4-5 CKD
patients.
Increased FGF-23 levels in CKD patients has been
suggested as a novel risk factor for cardiovascular
disease events (Seiler et al., 2010; Jean et al., 2009).
Elevated FGF-23 levels, which is a consequence of
disturbances in mineral metabolism has been shown to
be associated with CKD progression (Noordzij et al.,
2008). Kramer et al. (2005) reported a link between
these disturbances in mineral metabolism and
cardiovascular morbidity and mortality in CKD,
possibly as a result of cardiovascular calcification.
2

A better understanding of the potential mechanisms
underlying the occurrence of CVDs in CKD patients
may prove invaluable for future investigation.
Potential mechanisms linking elevated FGF-23 and
CVDs in CKD
FGF-23 and left ventricular hypertrophy (LVH)
Recent findings have shown that the pathological
cardiac hypertrophic effect of FGF-23 is mediated by
FGFR-dependent activation of the calcineurin-nuclear
factor activated T cells (NFAT) signaling pathway
(Faul et al., 2011). Calcineurin is a calcium-calmodulin
activated protein, which is a serine/threonine-specific
phosphatase that is activated by persistent elevation of
intracellular calcium concentration (Klee et al., 1998;
Dolmetsch et al., 1997). As a phosphatase, activated
calcineurin dephosphorylate the members of the NFAT
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Fig. 2. Pathophysiology of cardiovascular diseases mediated by FGF-23 in CKD. A) High FGF-23 levels result in
increased intracellular and extracellular Ca2+ levels. Excess intracellular Ca2+ in the left ventricle of the heart activates the
calcineurin-NFAT signaling pathway, which results in left ventricular hypertrophy. Excess extracellular Ca 2+ due to
secondary hyperparathyroidism in CKD patients results in vascular calcification. B) High FGF-23 levels directly activate the
Na+Cl- co-transporter (NCC) expression in the renal distal tubule, stimulate the renin-angiotensin aldosterone system
(RAAS), and also initiate oxidative stress. Increased sodium retention due to increased NCC and aldosterone activities as
well as increased vascular resistance due to the vascular effects of angiotensin II and free radicals result in hypertension.

expressed in the myocardium, thus activating the
hypertrophic pathway (Wilkins et al., 2002). This FGF23-FGFR activation of the calcineurin-NFAT signaling
pathway was shown to be independent of the FGF-23
co-receptor α-klotho (Faul et al., 2011). This rules out
the involvement of α-klotho in the mechanisms
underlying FGF-23 mediated cardiac hypertrophy.
A more recent report suggests that FGF-23 directly
regulates intracellular calcium concentration in the
myocardium (Touchberry et al., 2013), and this may
play a role in activating the calcineurin-NFAT
pathway; thus, implicating FGF-23 in the pathogenesis
of LVH.
Furthermore, targeting the activation of calcineurin in
CKD patients may prove invaluable in the prevention
of LVH. Since calcineurin is physiologically activated
3

by sustained elevations in intracellular calcium levels,
it is plausible that hypercalcaemia in CKD may
contribute to pathological LVH. The use of calcineurin
inhibitors is not considered a therapeutic option in
preventing LVH due to their nephrotoxic nature (Ojo et
al., 2003). Further investigations on the potential role
of FGFR blockers in the prevention of LVH in CKD
may significantly advance knowledge about the
pathogenicity of LVH in CKD.
FGF-23, vascular dysfunction and hypertension
Vascular calcification, a common form of vascular
dysfunction, and hypertension are among the various
CVDs associated with CKD. While hypertension has
been strongly linked with elevated FGF-23 in normal
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and CKD patients (Gutierrez et al., 2011), it is still
unclear if elevated FGF-23 levels directly result in
vascular calcification (Kendrick and Chonchol, 2011).
The inhibition of vitamin D synthesis and the increased
excretion of phosphate by FGF-23 suggest that FGF-23
may not directly play a role in vascular calcification.
However, the extremely high levels of parathyroid
hormone due to secondary hyperparathyroidism in
CKD may be responsible for the development of
vascular calcification in CKD patient. The role of FGF23 in the activation of the renin-angiotensin aldosterone
system (RAAS), renal sodium retention, and vascular
reactivity may contribute to the development of
hypertension in CKD.
Recent reports suggest that FGF-23 directly stimulates
the RAAS by inhibiting the expression of angiotensinconverting enzyme 2 (ACE2)(Dai et al., 2012). ACE2
is an exopeptidase that catalyses the conversion of
angiotensin I to angiotensin I-9 (Donoghue et al.,
2000). It also catalyses the conversion of angiotensin II
to angiotensin I-7 (Keidar et al., 2007). The net effect
of ACE2 is to reduce circulating levels of angiotensin
II. Hence, the suppression of ACE2 expression by
FGF-23 will lead to increased levels of angiotensin II in
the circulation. Angiotensin II acts on type 1
angiotensin II receptors to stimulate vasoconstriction,
thus directly increasing the total peripheral resistance in
blood vessels. Stimulation of the type 1 angiotensin II
receptors by angiotensin II activates phospholipase C,
which
hydrolyses
phosphatidylinositol-4,
5biphosphate to generate inositol-1,4,5-triphosphate and
diacylglycerol. Inositol-1,4,5-triphosphate triggers the
release of calcium from intracellular stores resulting in
an increase in intracellular calcium. Thus, the resultant
effect of suppressing ACE2 expression by FGF-23 is
increased levels of intracellular calcium, suggesting
that FGF-23 induced increase in intracellular calcium
levels may play a key role in the development of
vascular dysfunction and hypertension in CKD.
Angiotensin II is also a potent stimulus for aldosterone
secretion. Taken together, these mechanisms support
the role of FGF-23 in the development of hypertension
in CKD.
Emerging evidence suggests that FGF-23 directly
regulate the abundance of the Na+Cl- co-transporter
(NCC) in the apical membrane of the renal distal
tubules (Andrukhova et al., 2014). Loss-of-function
mutations and gain-of-function studies by Andrukhova
et al. (2014) showed that FGF-23 interacts with its coreceptor α-klotho to directly upregulate distal tubular
NCC expression. Increased Na+retention due to NCC
upregulation results in a consequent increase in plasma
volume and hypertension.
Another potential mechanism by which FGF-23 affect
vascular function and blood pressure is its action on
4

vascular smooth muscle activity. Studies on the
localization of FGFRs and α-klotho in vascular tissue
have shown that the expression of α-klotho is
significantly lower than the expression levels of the
FGFR1-4 (Donate-Correa et al., 2013; Lindberg et al.,
2013). This suggests that the effects of FGF-23 on
vascular function may be independent of α-klotho.
FGF-23 has been shown to directly impair
endothelium-dependent vasorelaxation by reducing the
bioavailability of nitric oxide (Silswal et al., 2014). To
gain more insight into the potential mechanisms
underlying this role of FGF-23 on nitric oxide
bioavailability, reports by Six et al. (2014) indicate that
endothelial nitric oxide synthase is unaffected by FGF23 (Figs 1 and 2).
Furthermore, oxidative stress has been suggested to be
a vital link between CVD and CKD (Andrukhova et al.,
2014). With previous reports that oxidative stress
induces endothelial dysfunction (Capellini et al., 2010),
it is plausible that excess FGF-23 in CKD causes
oxidative stress, which then affect the bioavailability of
nitric oxide. Beckman and Koppenol (1996) previously
hypothesized that oxidative stress increases the levels
of superoxide, which rapidly combines with nitric
oxide and converts it to peroxynitrite. It has recently
been shown that an increased level of superoxide was
observed following the preincubation of primary
endothelial cells and aortic rings with FGF-23
(Andrukhova et al., 2014). Taken together, these
findings suggest that FGF-23 reduces the
bioavailability of nitric oxide by increasing the
abundance of superoxide.
CONCLUSION
Increased angiotensin II levels, increased Na+ retention
and
inhibition
of
endothelium-dependent
vasorelaxation by FGF-23 are among the potential
mechanisms by which elevated FGF-23 levels cause
hypertension in CKD patients. Intracellular calcium
plays a central role in FGF-23 induced LVH.
Furthermore, investigating the role of FGF-23 in the
regulation of intracellular calcium levels in vascular
smooth muscle cells may reveal novel signaling
pathways that may be targeted in the prevention of
vascular dysfunction in CKD.
REFERENCES
Andrukhova O, Slavic S, Smorodchenko A, Zeitz U,
Shalhoub V, Lanske B, Erben R G (2014). FGF23
regulates renal sodium handling and blood
pressure. EMBO Molecular Medicine, 6(6): 744–759.
Andrukhova O, Zeitz U, Goetz R, Mohammadi M,
Lanske B, Erben RG (2012). FGF23 acts directly on
renal proximal tubules to induce phosphaturia

J. Afr. Ass. Physiol. Sci. 4 (1): July, 2016

Asowata et al.

FGF-23 and chronic kidney disease
through activation of the ERK1/2–SGK1 signaling
pathway. Bone 51(3): 621–628.
Beckman JS, Koppenol WH (1996). Nitric oxide,
superoxide, peroxynitrite: the good, the bad, ugly.
Am J Physiol Cell Physiol 271: C1424–C1437.
Block GA, Raggi P, Bellasi A, Kooienga L, Spiegel
DM (2007). Mortality effect of coronary calcification
and phosphate binder choice in incident hemodialysis
patients. Kidney Int, 71:438–441.
Capellini VK, Celotto AC, Baldo CF, Olivon VC,
Viaro F, Rodrigues AJ, Evora PR (2010). Diabetes
and vascular disease: basic concepts of nitricoxide
physiology, endothelial dysfunction, oxidative stress
and therapeutic possibilities. Curr Vasc Pharmacol;
8: 526–544.
Dai B, David V, Martin A et al. (2012). A Comparative
Transcriptome
Analysis
Identifying
FGF23
Regulated Genes in the Kidney of a Mouse CKD
Model. PLoS One; 7: e44161.
Diniz H, Frazão J.M. (2013). The role of Fibroblast
Growth Factor 23 in chronic kidney disease-mineral
and bone disorder. Nefrologia 33(6):835-44
Dolmetsch RE, Lewis RS, Goodnow CC, Healy JI
(1997). Differential activation of transcription factors
induced by Ca2+ response amplitude and duration.
Nature; 386: 855 – 858
Donate-Correa J, Mora-Fernandez C, Martinez-Sanz R,
Muros-de- Fuentes M, Perez H, Meneses-Perez B,
Cazana-Perez V, Navarro- Gonzalez JF (2013).
Expression of FGF23/KLOTHO system in human
vasculartissue. Int J Cardiol; 165: 179–183.
Donoghue M, Hsieh F, Baronas E, Godbout K,
Gosselin M, Stagliano N, Donovan M, Woolf B,
Robison K, Jeyaseelan R, Breitbart RE, Acton S
(2000). "A novel angiotensin-converting enzymerelated
carboxypeptidase
(ACE2)
converts
angiotensin I to angiotensin 1-9". Circulation
Research 87 (5): E1–9.
Faul C, Amaral AP, Oskouei B, Hu MC, Sloan A,
Isakova T, Gutierrez OM, Aguillon-Prada R, Lincoln
J, Hare JM, Mundel P, Morales A, Scialla J, Fischer
M, Soliman EZ, Chen J, Go AS, Rosas SE, Nessel L,
Townsend RR, Feldman HI, St John Sutton M, Ojo
A, Gadegbeku C, Di Marco GS, Reuter S, Kentrup D,
Tiemann K, Brand M, Hill JA, Moe OW, Kuro OM,
Kusek JW, Keane MG, Wolf M (2011). FGF23
induces left ventricular hypertrophy. J Clin Invest
121: 4393–4408.
Fukumoto S, Martin TJ (2009). Bone as an endocrine
organ. Trends EndocrinolMetab 20, 230–236.
Gutierrez OM, Wolf M, Taylor EN (2011). Fibroblast
growth factor 23, cardiovascular disease risk factors,
and phosphorus intake in the Health Professionals
Follow-up Study. Clin J Am SocNephrol 6:2871–8.
5

Isakova T, Gutierrez OM, Smith K et al. (2011). Pilot
study of dietary phosphorus restriction and
phosphorus binders to target fibroblast growth factor
23 in patients with chronic kidney disease. Nephrol
Dial Transplant 26: 584–591.
Jean G, Terrat JC, Vanel T, Hurot JM, Lorriaux C,
Mayor B, Chazot C (2009). High levels of serum
fibroblast growth factor (FGF)-23 are associated with
increased mortality in long haemodialysis patients.
Nephrol Dial Transplant 24: 2792–2796.
Keidar S, Kaplan M, Gamliel-Lazarovich A (Feb
2007). ACE2 of the heart: From angiotensin I to
angiotensin (1-7). Cardiovascular Research 73(3):
463 - 469.
Kendrick J, Chonchol M (2011). The Role of
Phosphorus in the Development and Progression of
Vascular Calcification. American Journal of Kidney
Diseases: The Official Journal of the National
Kidney Foundation 58(5): 826–834.
Klee CB, Ren H, Wang X (1998). Regulation of the
calmodulin-stimulated
protein
phosphatase,
calcineurin. J Biol Chem 273:13367 – 70.
Komaba H, Fukagawa M (2010). “FGF23-parathyroid
interaction: implications in chronic kidney disease,”
Kidney International 77(4): 292–298.
Kramer H, Toto R, Peshock R, Cooper R, Victor R
(2005). Association between chronic kidney disease
and coronary artery calcification: The Dallas Heart
Study. J Am Soc Nephrol 16: 507–513.
Levin A (2003). Clinical epidemiology of
cardiovascular disease in chronic kidney disease prior
to dialysis. Semin Dial. 16(2):101–105.
Levin A, Singer J, Thompson CR, Ross H, Lewis M
(1996). Prevalent left ventricular hypertrophy in the
predialysis population: identifying opportunities for
intervention. Am J Kidney Dis 27:347–354.
Li H, Martin A, David V, Quarles LD (2011).
“Compound deletion of Fgfr3 and Fgfr4 partially
rescues the Hyp mouse phenotype,” American
Journal
of
Physiology:
Endocrinology
andMetabolism 300(3): E508–E517.
Lindberg K, Olauson H, Amin R, Ponnusamy A, Goetz
R, Taylor RF, Mohammadi M, Canfield A,
Kublickiene K, Larsson TE (2013). Arterialklotho
expression and FGF23 effects on vascular
calcification and function.PLoS One 8: e60658.
London GM, Guerin AP, Marchais SJ, Metivier F,
Pannier B, Adda H (2003). Arterial media
calcification in end-stage renal disease: impact on allcause and cardiovascular mortality. Nephrol Dial
Transplant 18(9):1731–1740.
Mirams M, Robinson BG, Mason RS et al (2004).
Bone as a source of FGF23: regulation by
phosphate? Bone 35(5): 1192–1199.

J. Afr. Ass. Physiol. Sci. 4 (1): July, 2016

Asowata et al.

FGF-23 and chronic kidney disease
Noordzij M, Korevaar JC, Dekker FW, Boeschoten
EW, Bos WJ, Krediet RT, Bossuyt PM, Geskus RB
(2008). NECOSAD study group: Mineral metabolism
and mortality in dialysis patients: A reassessment of
the K/DOQI guideline. Blood Purif 26: 231–237.
Ojo AO, Held PJ, Port FK, Wolfe RA, Leichtman AB,
Young EW, Arndorfer J, Christensen L, Merion RM
(2003). Chronic renal failure after transplantation of a
nonrenal organ. N Engl J Med 349:931– 940.
Seiler S, Reichart B, Roth D, Seibert E, Fliser D, Heine
GH (2010). FGF-23 and future cardiovascular events
in patients with chronic kidney disease before
initiation of dialysis treatment. Nephrol Dial
Transplant 25: 3983–3989.
Shimada T, Hasegawa H, Yamazaki Y et al. (2004).
“FGF-23 is a potent regulator of vitamin D
metabolism and phosphate homeostasis.” Journal of
Bone and Mineral Research, 19(3): 429–435.
Shimada T, Kakitani M, Yamazaki Y, et al. (2004).
Targeted ablation of Fgf23 demonstrates an essential
physiological role of FGF23 in phosphate and
1,25(OH)2D3metabolism. J Clin Invest 113: 561–568.
Shimada T, Mizutani S, Muto T, Yoneya T, Hino R,
Takeda S, Takeuchi Y, Fujita T, Fukumoto S,
Yamashita T (2001). Cloning and characterization of
FGF23 as a causative factor of tumor-induced
osteomalacia. PNAS 98: 6500–6505.
Shimada T, Muto T, Urakawa I, Yoneya T, Yamazaki
Y, Okawa K, Takeuchi Y, Fujita T, Fukumoto S,
Yamashita T (2002). Mutant FGF-23 responsible for
autosomal dominant hypophosphatemic rickets is
resistant to proteolytic cleavage and causes
hypophosphatemia in vivo. Endocrinology 143:
3179–3182.
Shimada T, Yamazaki Y, Takahashi M, et al. (2005).
Vitamin D receptor-independent FGF23 actions in
regulating phosphate and vitamin D metabolism. Am
J Physiol Renal Physiol. 289(5): F1088-F1095.
Shuto E, Taketani Y, Tanaka R, Harada N, Isshiki M,
Sato M, Nashiki K, Amo K, Yamamoto H, Higashi
Y, et al. (2009). Dietary phosphorus acutely impairs

6

endothelial function. J Am Soc Nephrol. 20:1504–
1512.
Silswal N, Touchberry CD, Daniel DR, McCarthy DL,
Zhang S, Andresen J, Wacker MJ (2014). FGF23
directly
impairs
endothelium-dependent
vasorelaxation by increasing superoxide levels and
reducing nitric oxide bioavailability. American
Journal of Physiology - Endocrinology and
Metabolism 307(5): E426–E436.
Six I, Maizel J, Barreto FC, Rangrez AY, Dupont S, et
al. (2012) Effects of phosphate on vascular function
under normal conditions and influence of the uraemic
state. Cardiovasc Res 96: 130–139.
Touchberry CD, Green TM, Tchikrizov V, Mannix JE,
Mao TF, Carney BW, Wacker MJ (2013). FGF23 is a
novel regulator of intracellular calcium and cardiac
contractility
in
addition
to
cardiac
hypertrophy. American Journal of Physiology Endocrinology and Metabolism 304(8): E863–E873
U S Renal Data System, USRDS (2010). Annual Data
Report: Atlas of Chronic Kidney Disease and EndStage Renal Disease in the United States, National
Institutes of Health, National Institute of Diabetes
and Digestive and Kidney Diseases. Bethesda, Md,
USA.
Urakawa I, Yamazaki Y, Shimada T et al. (2006).
“Klotho converts canonical FGF receptor into a
specific receptor for FGF23,” Nature 444(7120):
770–774.
Wilkins BJ, De Windt LJ, Bueno OF, et al. (2002).
Targeted disruption of NFATc3, but not NFATc4
reveals an intrinsic defect in calcineurinmediated
cardiac hypertrophic growth. Mol Cell Biol22: 7603 –
7613.
Yoshiko Y,Wang H, Minamizaki T, et al. (2007).
Mineralized tissue cells are a principal source of
FGF23. Bone 40(6):1565-1573.
Yu X,Ibrahimi OA, Goetz R, et al. (2005). “Analysis of
the biochemical mechanisms for the endocrine
actions
of
fibroblast
growth
factor-23.”
Endocrinology 146(11): 4647–4656, 2005.

J. Afr. Ass. Physiol. Sci. 4 (1): July, 2016

Asowata et al.

