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Scattered through the practice of medicine are dogmas with

little or no scientific basis. One of these is the product of the

serum calcium and phosphorus concentrations, the so-called

calcium-phosphorus product or Ca� P. The assumption

that ectopic calcification will occur when the product of the

serum calcium and phosphorus concentrations exceeds a

particular threshold has become standard practice in

nephrology even though there is little scientific basis.

Experimental support is lacking, the chemistry underlying the

use of the product is oversimplified and the concept that

ectopic calcification is simply the result of supersaturation is

biologically flawed. The evidence that the Ca�P is an

independent risk factor for mortality and morbidity is also

questionable. Although ectopic calcification can occur in

many sites, this review will focus on vascular calcification, as

it is the most common site and the site most likely to affect

patient outcomes.
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HISTORY OF THE CALCIUM-PHOSPHORUS PRODUCT

In 1917, Binger1 showed that infusion of phosphate produced
tetany in dogs, demonstrating for the first time the inverse
relationship between circulating calcium and phosphate
concentrations. The assumption that this was due to the
precipitation of calcium phosphate was incorporated into
early studies of bone formation. In the first mention of
the calcium-phosphorus product (Ca� P), Howland and
Kramer2 showed that active rickets in children and rats was
present when Ca� P was less than 35 mg2/dl2 and absent
when the product was above 40 mg2/dl2. However, this
product implied that bone resulted from a simple second
order reaction between calcium and phosphate ions, which
was not consistent with the stoichiometry of Ca3(PO4)2 or of
calcium and phosphate in bone. Clarification came from
Shear and Kramer,3 who showed that precipitation of
calcium and phosphate from physiologic saline solutions
was a second order reaction consistent with the formation of
CaHPO4 and governed by a simple solubility product of the
concentrations of Ca2þ and HPO4. Subsequent studies using
addition of phosphate to human serum in vitro or
intravenous infusion of phosphate in animals demonstrated
a constant Ca� P equivalent to the solubility product for
CaHPO4,4 and similar results were obtained in humans 30
years later.5 Most recently, the concept that Ca� P might be a
useful clinical parameter has been embraced by epidemiol-
ogists, who have shown correlations between Ca� P and
outcomes in end-stage renal disease. However, it has never
been demonstrated that exceeding the solubility of CaHPO4

in plasma leads to ectopic calcification or that reducing the
Ca� P alters outcomes in patients. Despite this, the Ca� P
was incorporated into the Kidney Disease Outcome Quality
Initiative (KDOQI) as an ‘evidence-based’ guideline.6

THE CHEMISTRY OF ECTOPIC CALCIFICATION

Chemical analyses of ectopic calcification in uremia has
revealed at least three forms: magnesium whitlockite
(CaMg)3(PO4)2, carbonate-substituted hydroxyapatite
(CaMg)10(PO4CO3)6(OH)2, and amorphous (noncrystalline)
calcium phosphate.7–9 Apatite is the principal component of
periarticular and vascular calcifications but whitlockite can
occur in vessels under specific conditions.9 The solution
chemistry of hydroxyapatite and the calcium and phosphate
that comprise it is complex and cannot be described by a
simple Ca� P. It is often stated that the concentrations of
Ca2þ and HPO4

2� in normal human plasma exceed the
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solubility product for hydroxyapatite and that normal plasma
is supersaturated with Ca2þ and HPO4

2�. Although the
former is correct, the latter is certainly not. The explanation
for this apparent paradox is that hydroxyapatite does not
form directly from Ca2þ and HPO4

2� in solution. Instead,
solid CaHPO4 is formed, followed by gradual, spontaneous
hydrolysis to hydroxyapatite.10 The solubility product (Ksp,
based on activities not concentrations) for CaHPO4 is
2.3� 10�7

M
2 at 371C and pH 7.4 in a physiologic salt

solution10 or in ultrafiltered serum,11 which exceeds the
product of the Ca2þ and HPO4

2� activities in normal serum
of approximately 1� 10�7

M
2.10,12 On the other hand, plasma

Ca� P is much greater than that the Ksp of less than 10�50
M

2

for hydroxyapatite.12 Thus, formation of hydroxyapatite from
solutions of calcium and phosphate requires at least two
chemical reactions: (1) formation of CaHPO4, which requires
supraphysiologic concentrations of the ions and is readily
reversible under physiologic conditions and (2) conversion of
CaHPO4 to hydroxyapatite, which is essentially irreversible at
physiologic pH and ion concentrations.7,10 This explains why
we do not turn into stone yet our bones do not
spontaneously dissolve. Of note, only the first reaction is
governed by Ca� P, and problems arise in establishing a
specific Ca� P threshold (Ksp) in vivo.

The first problem is that total Ca or P in plasma may not
accurately reflect Ca2þ or HPO4

2�, the relevant ions. The ‘P’
is actually HPO4

2� and H2PO4
�, and the proportions vary

with pH, even in the physiologic range. At pH 7.4,
approximately 80% of the phosphate is HPO4

2�. In addition
to ionized calcium, the ‘Ca’ also consists of complexed
calcium (primarily to citrate and bicarbonate) and protein-
bound calcium (primarily to albumin). As the concentrations
of these compounds vary widely in our patients and their
interaction with calcium depends on pH, which also varies,
the correlation between total calcium and ionized calcium is
poor at best. An additional complication is that physiologic
salt solutions are not ideal solutions. This means that we
must use activities and not concentrations in order to
account for the colligative properties of the various ions. The
solubility of calcium phosphate is governed by the product of
the activities of Ca2þ and HPO4

2�, not the concentrations.
Activity coefficients (the proportion of the concentration that is
‘active’) vary widely, from 0.06 for PO4

3� to 0.62 for H2PO4
�.10

For Ca2þ and HPO4
2�, the values are 0.36 and 0.23,

respectively. Clearly, any attempt to correlate the product of
total serum Ca and total serum phosphorus with a true
solubility product is futile.

Even if we were able to determine the activities of Ca2þ

and HPO4
2� in plasma, what value for the product should we

use? Assuming that 47% of total serum calcium is ionized13

and that 81% of total phosphorus is HPO4
2�, and assuming

the aforementioned activity coefficients, the Ca� P in plasma
would have to be above 90 mg2/dl2 to exceed the in vitro
solubility of CaHPO4.10 However, an even higher product is
required for spontaneous precipitation of CaHPO4

10 because
of the formation of colloidal CaHPO4 that remains soluble.4

To determine this product, the author’s plasma was incubated
with increasing amounts of calcium and phosphate. As
shown in Figure 1, precipitation did not occur until the
Ca� P exceeded 200 mg2/dl2. Thus, a Ca� P at which
CaHPO4 precipitates in plasma is almost never achieved in
our patients.

THE BIOLOGY OF ECTOPIC CALCIFICATION

So, what actually happens when the solubility of CaHPO4 is
exceeded in vivo? It was shown many years ago that the
CaHPO4 formed in supersaturated serum in vitro and plasma
in vivo does not precipitate and remains in solution in a
colloidal form,4 probably bound to proteins, in particular
fetuin.14 The colloidal CaHPO4 rapidly disappears from the
plasma, even when large amounts are formed, because of
rapid uptake by the reticuloendothelial system, specifically
Kupfer cells and splenic phagocytes.15,16 This process also
occurs in interstitial fluid, with uptake of colloidal CaHPO4

by regional lymph nodes, and would seemingly prevent
precipitates of CaHPO4 from forming in tissues. It is likely
that this uptake represents endocytosis of fetuin–CaHPO4

complexes.17 The granules of CaHPO4 in the reticulo-
endothelial cells subsequently disappear, presumably due to
dissolution. Whether this process can be overwhelmed and
what happens when plasma is chronically supersaturated is
not known. Presumably the same process occurs in humans
but there are no data.

Oral or intravenous phosphate was a common treatment
for hypercalcemia before the advent of other therapies and
resulted in rapid decreases in circulating Ca concentrations.
The fate of the CaHPO4 that was presumably formed is
unknown but the treatments were well tolerated. In the
seminal study by Goldsmith and Ingbar,18 autopsies were
performed on seven of the 10 patients with severe
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Figure 1 | Precipitation of calcium phosphate in human plasma.
Plasma was anticoagulated with 15 U/ml heparin and incubated at
371C in 5% CO2. Tracer 45Ca was added followed by sequential
additions of CaCl2 and buffered sodium phosphate from 1 M

solutions. Samples were taken 15 min after each addition and
centrifuged at 16 000 g for 3 min. Radioactivity in the supernatant was
counted. Values are the means7s.e. of triplicate determinations.
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hypercalcemia who received phosphate. Although ectopic
calcification was present in five patients, it was felt to be
consistent with the magnitude and duration of the hyper-
calcemia and could not be ascribed to the phosphate
treatment. Two patients who received repeated phosphate
treatments (one of them intravenously) showed no ectopic
calcification. Notably, in light of the recent focus on vascular
calcification, arterial calcification was not found in any
patient. One patient had calcification along a vein where
extravasation of the phosphate solution had occurred.
Recently, it has been reported that large doses of oral
phosphate associated with bowel cleansing can result in
nephrocalcinosis and renal failure.19,20 However, this results
from intratubular calcium phosphate deposition and appears
to be unrelated to circulating levels of Ca or P.

Further evidence that the Ca� P has little to do with
vascular calcification comes from conditions, such as diabetes
and aging, in which vascular calcification occurs in the
absence of hypercalcemia or hyperphosphatemia. The most
dramatic example is infantile arterial calcification, which
results from the lack of an enzyme that produces extracellular
pyrophosphate, a potent inhibitor of hydroxyapatite forma-
tion.21 These children develop severe vascular calcification in
the absence of hypercalcemia or hyperphosphatemia and die
by the age of 2 years. Absence of other proteins also results in
extensive arterial calcification.22,23 It is clear then that
vascular calcification can occur at physiologic calcium and
phosphate levels that are well below the precipitation point of
CaHPO4 and that we would all die of vascular calcification if
it was not for processes normally in place to inhibit it. The
fact that calcification can occur at such a low Ca� P is
not surprising when one considers that bone is continually
being formed under these conditions. This is accomplished
by creating a microenvironment in which CaHPO4 is less
soluble and where pyrophosphate is removed by phospha-
tases.24 In arteries, such a microenvironment may be created
by elastin and glycoaminoglycans, which bind calcium and
calcium salts.

Although hyperphosphatemia could clearly promote
ectopic calcification, the tendency of vascular smooth muscle
to calcify under normal conditions suggests that vascular
calcification in renal failure has more to do with the lack of
inhibitors than an elevated Ca� P. Consistent with this,
circulating pyrophosphate levels are reduced in hemodialysis
patients25 and hydrolysis of pyrophosphate is increased in
uremic vessels as a result of upregulation of alkaline
phosphatase (P Garg, K Lomashvili, and WC O’Neill, Journal
of the American Society of Nephrology 2005; 16: 53, abstract).
Whether other inhibitors are altered is unknown. Alterna-
tively, others have proposed that osteogenic transformation
of smooth muscle in uremia is responsible,26,27 but a direct
role in vascular calcification has yet to be demonstrated.

Does the Ca� P play any role in vascular calcification?
This was examined in the author’s laboratory using a model
of medial calcification in cultured rat aorta. When aortas
were cultured for up to 3 weeks in high concentrations of

calcium and phosphate equivalent to a Ca� P in plasma well
above 120 mg2/dl2, no calcification occurred,28 confirming
that an elevated Ca� P alone is not sufficient. This is because
pyrophosphate, a potent inhibitor of hydroxyapatite forma-
tion, is produced by the vessels, and calcification occurs only
when pyrophosphate is eliminated enzymatically. This
calcification requires an elevation of both calcium and
phosphate, but when the concentrations were varied to
maintain a constant product,29 calcification ranged from
extensive to none (Figure 2). Surprisingly, calcification varied
directly with the calcium concentration and inversely with
phosphate concentration, suggesting that calcium may be the
more important parameter. Although the model is far from
perfect, this represents the most direct test to date of the role
of Ca� P and it failed to correlate with vascular calcification.

THE EPIDEMIOLOGY OF Ca�P

There are abundant epidemiologic data showing correlations
between the Ca� P and cardiovascular outcomes or morta-
lity. However, this does not prove causality and the medical
literature is replete with negative intervention trials based on
solid epidemiologic data. Although the KDOQI guideline
that the Ca� P should be maintained below 55 mg2/dl2 is
labeled as evidence-based, actually there are no data to
support this. First, the studies are primarily cross-sectional
and certainly do not indicate that keeping the product below
55 will improve outcomes. Second, the correlation between
Ca� P and outcomes may have nothing to do with ectopic
calcification. Lastly, it is questionable whether the Ca� P is
an independent risk factor at all, as most of the variability in
this parameter is accounted for by serum phosphorus, which
is clearly associated with poor outcomes. In the large study
cited in the KDOQI guidelines, hyperphosphatemia carried a
slightly greater risk than elevated Ca� P.30 This was also true
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Figure 2 | Calcification of rat aortas cultured in serum-free
medium with alkaline phosphatase at varying [Ca] and [PO4]
with Ca�P kept constant at 6.84 mmol2/l2. Error bars are standard
errors. *Po0.001 versus 1.33 mM calcium and 5.14 mM phosphate.
Adapted from Lomashvili et al.29 with permission.
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in an even larger follow-up study of 40 000 dialysis patients,
despite the fact that serum Ca concentration was positively
associated with death.31

It is also not clear that Ca� P is a risk factor for vascular
calcification. In most cross-sectional analyses of patients with
renal failure, vascular calcification has not correlated with
Ca� P32–37 and in almost all of these studies, there was no
correlation with serum Ca or phosphorus levels as well.
Univariate associations between Ca� P found in other
studies either disappeared or became weaker in multivariate
analyses.38,39 In the largest cross-sectional study, both serum
Ca and serum P concentrations were strongly associated with
coronary calcification but Ca� P was not analyzed.40 More
importantly, longitudinal studies have not shown any
correlation between progression of coronary calcification
and Ca� P in patients with renal failure.34,41–44 In a trial of
sevelamer versus calcium-based phosphate binders, changes
in calcification correlated with Ca� P only in the latter
group.45 The correlation was similar to that for Ca or P alone
and was not apparent in multivariate analyses. The slower
progression of calcification with sevelamer was not associated
with a reduction in Ca� P.

SUMMARY

The Ca� P is a grossly oversimplified and scientifically
flawed approach to the problem of ectopic calcification and
there is no convincing evidence that it is a clinically useful
parameter. Precipitation of CaHPO4 does not occur in
plasma until the Ca� P is at least three times the KDOQI
threshold of 55 mg2/dl2, and there is no evidence that such
precipitation is actually harmful. Like bone formation,
ectopic calcification is a complex process that is governed
as much or more by biology than by physical chemistry.
Although hyperphosphatemia and calcium balance appear to
contribute, vascular calcification is determined primarily by
factors in the microenvironment of the vessel wall that both
inhibit and promote it, not by spontaneous precipitation of
calcium phosphate.

ACKNOWLEDGMENTS
Studies from the author‘s laboratory were supported by grants from
the NIH (DK069681) and the Genzyme Renal Innovations Program.

REFERENCES
1. Binger C. Toxicity of phosphates in relation to blood calcium and tetany.

J Pharm Exp Ther 1917; 10: 105–120.
2. Howland J, Kramer B. Factors concerned in the calcification of bone. Trans

Am Soc Pediatr 1922; 34: 204–208.
3. Shear MJ, Kramer B. Composition of bone. III. Physicochemical

mechanism. J Biol Chem 1928; 79: 125–145.
4. McLean FC, Hinrichs MA. The formation and behavior of colloidal calcium

phosphate in the blood. Am J Physiol 1938; 121: 580–588.
5. Hebert LA, Lemann J, Petersen JR et al. Studies of the mechanism by

which phosphate infusion lowers serum calcium concentration. J Clin
Invest 1966; 45: 1886–1894.

6. National Kidney Foundation. K/DOQI clinical practice guidelines for bone
metabolism and disease in chronic kidney disease. Am J Kidney Dis 2003;
42: S77–S84.

7. LeGeros RZ. Formation and transformation of calcium phosphates:
relevance to vascular calcification. Z Kardiol 2001; 90: 116–124.

8. LeGeros RZ, Contiguglia SR, Alfrey AC. Pathological calcifications
associated with uremia. Calcif Tissue Res 1973; 13: 173–185.

9. Verberckmoes SC, Persy V, Behets GJ et al. Uremia-related vascular
calcification. More than apatite deposition. Kidney Int 2007; 71: 298–303.

10. Neuman WF, Neuman MW. The Chemical Dynamics of Bone Mineral.
University of Chicago Press: Chicago, 1958.

11. Eidelman N, Chow LC, Brown WE. Calcium phosphate saturation levels in
ultrafiltered serum. Calcif Tissue Int 1987; 40: 71–78.

12. Kaufman HW, Kleinberg I. Studies on the incongruent solubility of
hydroxyapatite. Calcif Tissue Int 1979; 27: 143–151.

13. Moore EW. Ionized calcium in normal serum, ultrafiltrates, and whole blood
determined by ion-exchange electrodes. J Clin Invest 1970; 49: 318–334.

14. Price PA, Lim JE. The inhibition of calcium phosphate precipitation by
fetuin is accompanied by the formation of a fetuin-mineral complex.
J Biol Chem 2003; 278: 22144–22152.

15. Gersh I. Histochemical studies on the fate of colloidal calcium phosphate
in the rat. Anat Rec 1937; 70: 331–347.

16. Gersh I. The fate of colloidal calcium phosphate in the dog. Am J Physiol
1938; 121: 589–594.

17. Chen NX, O’Neill KD, Chen X et al. Fetuin-A uptake in bovine vascular
smooth muscle cells is calcium dependent and mediated by annexins.
Am J Physiol 2007; 292: F599–F606.

18. Goldsmith R, Ingbar SH. Inorganic phosphate treatment of hypercalcemia
of diverse etiologies. N Engl J Med 1966; 274: 1–7.

19. Gonlusen G, Akgun H, Ertan A et al. Renal failure and nephrocalcinosis
associated with oral sodium phosphate bowel cleansing. Arch Pathol Lab
Med 2006; 130: 101–106.

20. Desmeules S, Bergeron MJ, Isenring P. Acute phosphate nephropathy and
renal failure. N Engl J Med 2003; 349: 1006–1007.

21. Rutsch F, Vaingankar S, Johnson K et al. PC-1 nucleotide triphosphate
pyrophosphohydrolase deficiency in idiopathic infantile arterial
calcification. Am J Pathol 2001; 158: 543–554.

22. Luo G, Ducy P, McKee MD et al. Spontaneous calcification of arteries and
cartilage in mice lacking matrix Gla protein. Nature 1997; 386: 78–81.

23. Bucay N, Sarosi I, Dunstan C et al. Osteoprotegerin-deficient mice develop early
onset osteoporosis and arterial calcification. Genes Dev 1998; 12: 1260–1268.

24. Murshed M, Harmey D, Millan JL et al. Unique coexpression in osteoblasts
of broadly expressed genes accounts for the spatial restriction of ECM
mineralization to bone. Genes Dev 2006; 19: 1093–1104.

25. Lomashvili KA, Khawandi W, O’Neill WC. Reduced plasma pyrophosphate
levels in hemodialysis patients. J Am Soc Nephrol 2005; 16: 2495–2500.

26. Shanahan CM, Cary NRB, Salisbury JR et al. Medial localization of
mineralization-regulating proteins in association with Monckeberg’s
sclerosis. Evidence for smooth muscle cell-mediated vascular calcification.
Circulation 1999; 100: 2168–2176.

27. Moe SM, O’Neill KD, Duan D et al. Medial artery calcification in ESRD
patients is associated with deposition of bone matrix proteins. Kidney Int
2002; 61: 638–647.

28. Lomashvili KA, Cobbs S, Hennigar RA et al. Phosphate-induced vascular
calcification: role of pyrophosphate and osteopontin. J Am Soc Nephrol
2004; 15: 1392–1401.

29. Lomashvili K, Garg P, O’Neill WC. Chemical and hormonal determinants of
vascular calcification in vitro. Kidney Int 2006; 69: 1464–1470.

30. Block GA, Hulbert-Shearon TE, Levin NW, Port FK. Association of serum
phosphorus and calcium x phosphate product with mortality risk in chronic
hemodialysis patients: a national study. Am J Kidney Dis 1998; 31: 607–617.

31. Block GA, Klassen PS, Lazarus JM et al. Mineral metabolism, mortality, and
morbidity in maintenance hemodialysis. J Am Soc Nephrol 2004; 15: 2208–2218.

32. Goodman WG, Goldin J, Kuizon BD et al. Coronary-artery calcification in
young adults with end-stage renal disease who are undergoing dialysis.
N Engl J Med 2000; 342: 1478–1483.

33. Barreto DV, Barreto FC, Carvalho AB et al. Coronary calcification in
hemodialysis patients: the contribution of traditional and uremia-related
risk factors. Kidney Int 2006; 67: 1576–1582.

34. Russo D, Palmiero G, De Blasio AP et al. Coronary artery calcification in
patients with CRF not undergoing dialysis. Am J Kidney Dis 2004; 44:
1024–1030.

35. Guerin AP, London GM, Marchais SJ, Metivier F. Arterial stiffening and
vascular calcifications in end-stage renal disease. Nephrol Dial Transplant
2000; 15: 1014–1021.

36. Braun J, Oldendorf M, Moshage W et al. Electron beam computed
tomography in the evaluation of cardiac calcifications in chronic dialysis
patients. Am J Kidney Dis 1996; 27: 394–401.

37. Moe SM, O’Neill KD, Fineberg N et al. Assessment of vascular calcification
in ESRD patients using spiral CT. Nephrol Dial Transplant 2003; 18:
1152–1158.

Kidney International (2007) 72, 792–796 795

WC O’Neill: The fallacy of the Ca�P m i n i r e v i e w



38. London GM, Guerin AP, Marchais SJ et al. Arterial media calcification in
end-stage renal disease: impact on all-cause and cardiovascular mortality.
Nephrol Dial Transplant 2003; 18: 1731–1740.

39. Oh J, Wunsch R, Turzer M et al. Advanced coronary and carotid
arteriopathy in young adults with childhood-onset chronic renal failure.
Circulation 2002; 106: 100–105.

40. Raggi P, Boulay A, Chasan-Taber S et al. Cardiac calcification in adult
hemodialysis patients. J Am Coll Cardiol 2002; 39: 695–701.

41. Stompor T, Pasowicz M, Sulowicz W et al. Trends and dynamics
of changes in calcification score over the 1-year observation
period in patients on peritoneal dialysis. Am J Kidney Dis 2004; 44:
517–528.

42. Nitta K, Akiba T, Uchida K et al. The progression of vascular calcification
and serum osteoprotegerin levels in patients on long-term hemodialysis.
Am J Kidney Dis 2003; 42: 303–309.

43. Tamashiro M, Iseki K, Sunagawa O et al. Significant association between
the progression of coronary artery calcification and dyslipidemia in
patients on chronic hemodialysis. Am J Kidney Dis 2001; 38: 64–69.

44. Block GA, Spiegel DM, Ehrlich J et al. Effects of sevelamer and calcium on
coronary artery calcification in patients new to hemodialysis. Kidney Int
2005; 68: 1815–1824.

45. Chertow GM, Raggi P, Chasan-Taber S et al. Determinants of progressive
vascular calcification in haemodialysis patients. Nephrol Dial Transplant
2004; 19: 1489–1496.

796 Kidney International (2007) 72, 792–796

m i n i r e v i e w WC O’Neill: The fallacy of the Ca�P


