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Effect of fluoride on apatite formation from
Ca,(PO,),0 in 0.1 mol L~ " KH,PO,
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The effect of fluoride on the hydrolysis of tetracalcium phosphate (TTCP; Ca,(PO,),0) was
investigated in 0.1 mol | ~'KH,PO, containing 0-83 mol |~ ' KF. Characterization of the final
apatite phase formed by the hydrolysis was made with X-ray diffraction and SEM. The initial
pH was between 4.5 and 5.4, depending on the solutions, and the pH rapidly increased and
was kept constant between 7.3 and 6.5. An increase in KF concentration tended to lower the
pH in the final stage of hydrolysis. The calcium concentration was considerably lower than
the phosphorus concentration throughout the reaction. The fluoride concentration
decreased shortly after the start of hydrolysis. The hydrolysis of TTCP in 0.1 mol |~ ' KH,PO,
proceeded to form hydroxyapatite via DCPD when the KF concentration was low. The
hydrolysis product was a calcium-deficient non-stoichiometric hydroxyapatite with a Ca/P
ratio of about 1.5. With an increase in the KF concentration in the 0.1 moll "' KH,PO,
solution, TTCP directly transformed into hydroxyapatite containing F~ ions or fluorapatite
and with improved crystallinity. The addition of fluoride in the solution initially accelerated
the formation of apatite. However, the layer of newly formed apatite adhering to the TTCP
particles retarded TTCP dissolution; as a result, hydrolysis was delayed. IR analysis showed
that the apatite phase contained HPO? ~ ions in the structure. The formula for the hydrolysis

product of TTCP in the presence of fluoride can be expressed as follows:

Ca10 — X(HPO4)X(PO4)10 7X(OH)2 —X— yFy-

1. Introduction

Recently, there have been many reports on calcium
phosphate cements as materials for repairing hard
tissue defects. In particular, a calcium phosphate
cement consisting of an equimolar mixture of tetra-
calcium phosphate (TTCP), Ca,(PO,4),0O and dical-
cium phosphate (DCPA), CaHPO, or dicalcium
phosphate dihydrate (DCPD), CaHPO,2H,O, has
excellent biocompatibility because it hardens to form
hydroxyapatite (OHAp), Cas(PO,) ;OH, without any
by-product, illustrated by the equation [1-3]

CaHPO4 + Ca4(PO4)20 i Cas(PO4)3OH (1)

Several reports on the setting mechanism of the
cement have been published [4—10]. It was reported
that TTCP was fully consumed within 12 h in a ce-
ment mixture with a 2:1 DCPA:TTCP ratio in
NaH,PO, or Na,HPO, solutions and that the rate of
hydroxyapatite formation was governed by the dis-
solution rate of DCPA [8]. It was shown in a previous
study [11] that DCPA was consumed within the first
several hours while TTCP still remained, the TTCP
hydrolysed later to form OHAp. Consequently,

0957-4530 © 1998 Kluwer Academic Publishers

although the overall reaction was expressed by Equa-
tion 1, the reaction rate seemed to depend on the
hydrolysis rates of both DCPA and TTCP.

There are only a few reports on the hydrolysis of
TTCP [12,13] or DCPA [14]. We have previously
investigated the hydrolysis process of TTCP in
a 0.01-0.1 mol 17! phosphoric acid (H;PO,) and
potassium dihydrogen phosphate (KH,PO,) solution
[15]. In the 0.1 mol 1~ ! H3PO, solution that had a low
pH, TTCP rapidly converted to DCPD within a few
minutes. In the KH,PO, solutions, the hydrolysis of
TTCP proceeded to form calcium-deficient hy-
droxyapatite. The hydrolysis rate was greatest in the 0.1
mol 17! KH,PO, solution in which the hydroxyapa-
tite was formed through DCPD as an intermediate.

It has been reported that the formation of OHAp
from the calcium-containing compounds such as
DCPD or octacalcium phosphate (OCP),
CagH,(PO,)s5H,0, in solution was accelerated by
fluoride [16-18]. Fluoride also promoted TTCP
hydrolysis to form an apatite phase [13]. Fulmer
and Brown [19] showed that the kinetics of apatite
formation in a 2:1 mixture of DCPA and TTCP
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depended on the liquid-to-solids ratio in the presence
of fluoride. In their study, the apatite formation was
accelerated at higher fluoride concentrations, but it
was retarded at lower fluoride concentrations at
a liquid:solid ratio of 100. However, the apatite
formation was accelerated regardless of fluoride con-
centration at the low liquid :solid ratio of 1.

To understand these differences fully in the effects of
fluoride on the setting reaction of the calcium phos-
phate cement, it is necessary to investigate the effect of
fluoride on the hydrolysis of TTCP. In the present
study, we investigated the hydrolysis of TTCP in 0.1
mol 17! KH,PO, solutions containing various con-
centrations of potassium fluoride (KF) and the effects
of fluoride concentration on apatite formation. We
characterized the final apatite phase formed at the
various concentrations of fluoride.

2. Materials and methods

TTCP was prepared by heating an equimolar mixture
of DCPA and calcium carbonate at 1500 °C for 6 h.
An X-ray diffraction pattern (XRD) showed no phase
other than TTCP. Particle size was measured with
a particle size analyser (SA-CP3, Shimadzu, Colum-
bia, MD). The TTCP had an average particle size of
about 10 pm.

The hydrolysis experiment was done in 0.1 moll ™!
KH,PO, solutions containing various concentrations
of KF, from 0-83 mmol1~!. TTCP (2 g) was placed
into 100 ml solution kept at 37 °C and under constant
stirring. Decarbonated nitrogen gas was passed
through the solution during the experiment. The solu-
tion pH was continuously monitored with the use of
glass reference electrodes connected to a pH meter
(F-7ss, Hitachi-Horiba, Japan). At appropriate time
intervals, 2 ml solution were extracted with a pipette
and filtrated with a membrane filter (0.2 pm). Quantit-
ative analyses of calcium, phosphorus and fluorine in
the filtrate were made by atomic absorption analysis
(AA-640, Shimadzu, Japan), spectrophotometry (U-
best 50, JASCO, Japan) and a fluoride ion-selective
electrode (Model 901, Orion Research Inc. Cam-
bridge, MA), respectively. The solid residue was
washed with distilled water and then with ethanol.
X-ray diffraction (Rint 2500V, Rigaku, Japan) and
infrared analyses (260-30, Hitachi, Japan) were carried
out to characterize the hydrolysis product. The crys-
tallite size, D, of OHAp was calculated based on
Scherrer’s equation, D = KA/BcosO, where A is the
wavelength of the X-ray used (CuK,, 0.15405 nm),
B the extent of broadening of a diffraction peak, 0 the
Bragg angle, and K a constant (1.05). Integral half-
width, B, was used for the calculation after correction
of the broadening by K,, and an instrumental factor.
The lattice parameters of the apatite phase were also
determined by the least-squares method using several
diffraction peaks at 20 between 20° and 55°. An ex-
ternal standard of polycrystalline silicon was used for
the correction of 20 to eliminate systematic error.

The product was also examined by scanning elec-
tron microscopy (JSM-5400LV, Jeol, Japan) to ob-
serve morphological changes during the hydrolysis.
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3. Results and discussion
3.1. The hydrolysis process of TTCP in the
presence of KF

Fig. 1 shows the change in pH during hydrolysis of
TTCPina 0.1 moll™ ! KH,PO, solution with various
KF concentrations. The initial pH was between 4.5
and 5.4, depending on the solutions, and the pH rap-
idly increased immediately after the addition of
TTCP. Afterwards, the solution pH was kept constant
between 7.3 and 6.5. An increase in KF concentration
tended to cause a lower pH in the final period of
hydrolysis. Fig. 2a—c show the changes in calcium,
phosphorus and fluoride concentrations during hy-
drolysis. The calcium concentration was much lower
than the phosphorus concentration throughout the
reaction. With the solution containing no KF, the
phosphorus concentration rapidly decreased to 60
mmol 1~ ! within 1 h, and it remained constant after-
wards. The rapid decrease in phosphorus concentra-
tion was probably caused by the formation of DCPD,
as reported previously [15]. With increasing KF con-
centration, the extent of the phosphorus concentra-
tion decrease became smaller. In solutions that
contained 60 and 83mmoll~! KF, initially the
phosphorus concentration increased, and the fluoride
concentration decreased upon addition of TTCP,
as shown in Fig. 2c.

Fig. 3 shows the changes in the solid phase during
the hydrolysis reaction. In the absence of fluoride,
DCPD was formed initially; the amount formed
reached a maximum at 0.5 h and the DCPD disap-
peared after 4 h. This result is consistent with the
changes in the phosphorus concentration during the
hydrolysis, as shown in Fig. 2b, i.e. phosphate ions
were consumed by the formation of DCPD. The con-
version of TTCP to apatite was more than 90% at 8 h
and 100% by 24 h. With an increasing concentration
of KF, the DCPD formation was inhibited and the
hydrolysis of TTCP was delayed. In the solution con-
taining 23-83 mmol1~ ' KF, TTCP directly converted
to apatite without the intermediate DCPD formation.
The phenomenon corresponded well to the change in
phosphorus concentration in the solution. As pre-
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Figure 1 Change in pH during the hydrolysis of TTCP in
a 0.1 moll~! KH,PO, solution containing (—-) 0, (—) 11, (-—-) 23,
(~--) 60 and (- - -) 83 mmoll~! KF.
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Figure 2 Changes in (a) calcium (b) phosphorus, and (c) fluoride
concentration during the hydrolysis of TTCP in a 0.1 moll™!
KH,PO, solution containing (O) 0 mmoll~!, (@) 11 mmol1~ !, (M)
23 mmoll~ !, (A) 60 mmoll~! and (OJ) 83 mmoll~* KF.

viously mentioned, the phosphorus concentration
increased once after the start of the reaction, indicat-
ing that dissolution of TTCP occurred. The dissolu-
tion of TTCP was also presumed by the fact that the
calcium concentration showed a maximum within sev-
eral minutes. A decrease in fluoride concentration
suggested that F~ ions were incorporated into the
hydrolysis products [20]. It was reported that calcium
phosphate compounds absorbed F~ ions to form
fluorapatite (FAp) and/or calcium fluoride (CakF,),
depending on the fluoride concentration [16]. The
overall F~ ion uptake by the hydrolysis product was
between 1.1 and 6 mmoll~! TTCP, and it increased
with KF concentration. The theoretical amount of
fluoride uptake is 4.37 mmoll~* when a stoichiomet-
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Figure 3 Change in fraction of the phases in the solid residues
during the hydrolysis of TTCP in (a) 0.1 moll~! KH,PO, and (b)
0.1 moll~! KH,PO, + 83 mmoll ! KF. (®) TTCP, (O) OHAp,
(0) DCPD.

ric FAp was formed from 2 g TTCP. Therefore, at
high KF concentrations, the fluoride uptake was
slightly larger than the theoretical value. This suggests
that some of the F~ ions were incorporated to form
CaF,. The formation of CaF, was not confirmed by
X-ray diffraction in this study. However, it was re-
ported that the required fluoride concentration for
CaF, precipitation was 6 mmoll~' at pH 7.5 and
19 mmoll~ ! at pH 10 in the solution saturated with
OHAp [21]. In this study, although the fluoride concen-
tration decreased rapidly as soon as the reaction started,
the concentration remained over 10 mmoll~! during
the hydrolysis reactions with high KF concentrations.

Hydrolysis of TTCP was apparently delayed in the
presence of KF in the solution. However, initial
apatite formation seemed to be the same as in the
solution containing no KF. Fig. 4 shows scanning
electron micrographs of the hydrolysis product in
0.1 mol 1~ KH,PO, solution with 0 and 83 mmol1~*
KF. According to the XRD results, the samples shown
in Fig. 4c and e consisted of the apatite phase only. It
was observed that thin plate-like crystals of OHAp
were formed in the fluoride-free 0.1 moll~! KH,PO,
solution (Fig. 4c and d), but fine granular crystals were
formed on the surface of the original TTCP particles
in the solution containing 83 moll~! KF (Fig. 4e
and f). In the scanning electron micrograph for the
samples after hydrolysis for 30 min in the fluoride-
free 0.lmol 1°' KH,PO, solution (Fig. 4b),
many rectangular-shaped crystals with a width of
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Figure 4 Scanning electron micrographs of (a) the original TTCP particles, and the product after hydrolysis in 0.1 mmoll~* KH,PO, for (b)
0.5h and (c, d) 8h, and (e, f) in 0.1 moll~* KH,PO, + 83 mmoll~! KF for 7d.

10 um or less were observed. These crystals were  within several hours. Moreover, XRD analysis
identified as DCPD. showed that about 0.4 mass fraction of TTCP still

As shown in Fig. 2c, the fluoride uptake by TTCP in remained at that time. SEM observations showed that
the F~-containing solutions was nearly completed  an apatite layer formed on the surface of TTCP
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particles at the initial stage of hydrolysis. Thus, dis-
solution of TTCP was delayed by the apatite layer. It
was also reported that transformation of OCP to FAp
in the NaF solution was controlled by diffusion of
F~ or PO~ ions through the FAp layer formed on
the OCP particles [16]. Apparently, the delay in the
hydrolysis of TTCP in the presence of F~ was also
caused by the same mechanism.

3.2. Characterization of the final hydrolysis
product
Fig. 5 shows XRD patterns of the final apatite phase
formed in the solutions with various KF concentra-
tions. Fig. 6 shows the lattice parameters (@ and c) of
the hexagonal apatite phase. The standard error of the
obtained values was large with the apatite formed at
lower concentrations of KF because the diffraction
peaks were poorly resolved (Fig. 5). The c-axis length
was not significantly changed with KF concentration,
and it was close to the reported values of 0.6882 nm
for the synthetic stoichiometric OHAp and 0.688 nm
for the synthetic FAp [22]. However, the a-axis length
significantly decreased with KF concentration. At
lower KF concentrations, the a-axis length was
around 0.944 nm, which was close to the reported
value for stoichiometric OHAp (¢ = 0.9438 nm) [22].
The a-axis length of synthetic FAp was reported to be
0.9382 nm [22]. The apatite formed in the solution
containing 83 mmoll~! KF has an ag-axis length of
0.940 nm, which is slightly larger than that of the FAp.
The a-axis length of synthetic apatite decreased lin-
early with fluoride content (ca. 0.0017 nm per 0.01
mass fraction of fluoride) [23]. The results suggested
that F~ ions were incorporated into the apatite phase,
but even at the highest concentration of KF,
stoichiometric FAp was not formed. As discussed
later, the apatite formed in this study also contained
HPO?™ in its structure; the HPOZ ™ ions also affected
the lattice parameters [24]. The a-axis increased and
the c-axis decreased with the HPO3~ content. The
change in the g-axis was larger than that in c-axis and
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Figure 5 X-ray diffraction patterns for the apatite phase formed by
the hydrolysis of TTCP in a 0.1 moll~! KH,PO, solution contain-
ing (a) 0mmoll~!' KF for 7d, (b) 11 mmoll~! KF for 4d, (c)
23 mmoll~! KF for 10d, (d) 60 mmoll~* KF for 7d, and (e)
83 mmoll~ ! KF for 10d.
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Figure 6 (a, b) Lattice parameters (a-and c-axes) of the final apatite
phase formed by the hydrolysis of TTCP at various KF concentra-
tions.

was about 0.00015 nm per 0.01 mass fraction of
HPO,. Although quantitative determination of the
HPO3Z ™~ content in the apatite formed was not done in
this study, the HPO3~ ions would also contribute to
the lattice parameters shown in Fig. 6. However, the
a-axis of the apatite formed in the 83 mmoll~ ! KF
solution seemed to be large for the fluoride constant
calculated from the fluoride uptake shown in Fig. 2c.
This fact also indicates the formation of CaF, during
hydrolysis, as mentioned earlier. With increasing KF
concentration, the diffraction peaks became sharper,
indicating an improvement in the crystallinity of the
apatite (Fig. 5). Fig. 7 shows the crystallite size of the
c-direction calculated from the half-width of the
0 0 2 diffraction peak. The crystallite size increased
with increasing KF concentration.

Fig. 8 shows the Ca/P molar ratio of the apatite
phase. When the KF concentration was low, the ratio
was about 1.5, indicating that a non-stoichiometric
OHAp was formed. As the KF concentration
increased, the ratio became greater than 1.6, which
was close to the ratio of 1.67 for stoichiometric apatite.
Fig. 9 shows IR spectra for the final apatite phase. At
a low concentration of KF, a weak shoulder appears
at around 640 cm ™!, which was assigned to an OH
group in the apatite [25]. However, as the KF concen-
tration increased, the shoulder band disappeared, sug-
gesting the formation of FAp. The FAp formation
coincided with the increase in crystallinity of the
apatite phase and the increase in the Ca/P ratio with
the solution containing a higher KF concentration.
On the other hand, an absorption band appeared
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Figure 8 Ca/P molar ratio of the apatite.

around 870 cm ™! in all samples. The band was as-

signed to the P-OH deformation vibration [25],
suggesting that the apatite contained HPOZ ™~ ions in
the structure. This was why the Ca/P ratio was always
lower than the stoichiometric ratio. It was reported
that about 0.02 mole fraction of HPOZ ™ ions of the
total phosphate in the synthetic apatite was adsorbed
on to the crystal surface [26]. This should be taken
into account in the determination of the exact com-
position of the lattice formula of the fluorohyd-
roxyapatite. The substitution of HPO3  ions for
PO3" ions in the lattice caused a calcium ion defi-
ciency to achieve electroneutrality balance. Thus a for-
mula of calcium-deficient apatite containing fluoride
can be expressed as Cajo-, (HPO4)(POy4)s-x
(OH), —.—,F,. The values of x and y would strongly
depend on the conditions of synthesis.
Determination of x and y in the various conditions,
warrants further study.

4. Conclusion

The hydrolysis of TTCP in 0.1 moll~* KH,PO, pro-
ceeded to form OHAp via DCPD when the KF
concentration was zero. The hydrolysis product was a
calcium-deficient non-stoichiometric OHAp with
a Ca/P ratio of about 1.5. With increasing KF concen-
tration in the 0.1 moll~* KH,PO, solution, TTCP
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Figure 9 Infrared spectra for the apatite phase formed by the hy-
drolysis of TTCP in a 0.1 moll~! KH,PO, solution containing (a)
0 mmoll™'KF for 7d, (b) 11 mmoll™'KF for 4d, (c) 23 mmoll ™!
KF for 10 d, (d) 60 mmol1~* KF for 7d, and (¢) 83 mmol1~* KF for
10d.

directly transformed into a OHAp that contained
F~ ions or FAp with improved crystallinity. Addition
of fluoride to the solution initially accelerated the
formation of apatite. However, the apatite that formed
on the TTCP crystals retarded dissolution of the
TTCP particles and as a result, the hydrolysis was
delayed at the later stage of the hydrolysis reaction.

Acknowlegements

This study was supported, in part, by USPHS Grant
DE11789 to the American Dental Association Health
Foundation from the National Institutes of Health-
National Institute of Dental Research, and is a part of
the dental research programme conducted by the
National Institute of Standards and Technology in
cooperation with American Dental Association
Health Foundation. Certain commercial materials
and equipment are identified in this paper to specify
the experimental procedure. In no instance does such
identification imply recommendation or endorsement
by the National Institutes of Health or the American
Dental Association Health Foundation or the National
Institutes of Standards and Technology or that the
material or equipment identified is necessarily the best
available for the purpose.



References

1.

11.

12.

13.

14.

W. E. BROWN and L. C. CHOW, in “Cements Research
Progress 1986”, edited by P. W. Brown (American Ceramic
Society, Westerville, OH, 1987) pp. 351-79.
L.C.CHOW,S.TAKAGI,P.D.CONSTANTINO and C. D.
FRIEDMAN, Mater Res. Symp. Proc. 179 (1991) 3.

L. C. CHOW, J. Ceram. Soc. Jpn 99 (1991) 954.

Y. DOI, S. SHIBATA, Y. TAKEZAWA, N. WAKAMATSU,
N. KAMEMIZU, M. IIJIMA, Y. MORIWAKI, K. UNO, F.
KUBO and Y. HAEUCHI, J. Jpn Soc. Dent. Mater. Dev.
7 (1988) 176.

Y. FUKASE, E. D. EANES, S. TAKAGI, L. C. CHOW and
W. E. BROWN, J. Dent. Res. 69 (1990) 1852.

P. W. BROWN and M. FULMER, J. Am. Ceram. Soc. 74
(1991) 934.

P. W. BROWN, N. HOCKER and S. HAYLE, ibid. 74 (1991)
1848.

M. FULMER and P. W. BROWN, J. Biomed. Mater. Res. 27
(1993) 1095.

P. W. BROWN and M. FULMER, ibid. 31 (1996) 395.

K.S. TENHUISENand P. W. BROWN, J. Mater. Sci. Mater.
Med. 7 (1996) 309.

S.MATSUYA,S. TAKAGIand L. C. CHOW, J. Dent. Res. 70
(Special issue) (1991) 308.

H. MONMA, M. GOTO, H. NAKAJIMA and H. HASH-
IMOTO, Gypsum Lime 202 (1986) 17.

L. XIE and E. A. MONROE, Mater. Res. Symp. Proc. 179
(1991) 25.

K.ISHIKAWA and E. D. EANES, J. Dent. Res. 72 (1993) 474.

15.

16.
17.

18.

19.

20.
21.

22.

23.

24.

25.

26.

S. MATSUYA, S. TAKAGI and L. C. CHOW, J. Mater. Sci.
31 (1996) 3263.

H. MONMA and S. UENO, Gypsum Lime 172 (1981) 11.
M.S. TUNG, L. C. CHOW and W. E. BROWN, J. Dent. Res.
64 (1985) 2.

M. S. TUNG, B. TOMAZIC and W. E. BROWN, Archs. Oral
Biol. 37 (1992) 585.

M. FULMER and P. W. BROWN, J. Am. Ceram. Soc. 75
(1992) 3401.

E. J. DUFF, J. Chem. Soc. (A) (1971) 33.

J. LIN, S. RAGHAVAN and D. W. FERSTENAU, Colloids
Surface 3 (1981) 357.

R. Z. LEGEROS, in “Calcium Phosphates in Oral Biology
and Medicine, Monographs in Oral Science”, Vol. 15, edited
by H.M. Meyers, (Kargel, Basel, 1991) pp. 30.

R. Z. LEGEROS and S. SUGA, Calcif. Tissue. Int. 32 (1980)
169.

B. MENZEL and C. H. AMBERG, J. Coll. Interface Sci. 38
(1972) 256.

R. A. YOUNG and D. W. HOLCOMB, Calcif Tissue Int. 36
(1984) 60.

J. ARENDS, J. CHRISTOFFERSEN, M. R. CHRISTOF-
FERSEN, H. ECKERT, B. O. FOWLER, J. C. HEUGHEBAERT,
G. H. NANCOLLAS, J. P. YESINOWSKI and S. J.
ZAWACKI, J. Crystal Growth 84 (1987) 515.

Received 9 June
and accepted 16 September 1997

331



	1. Introduction
	2. Materials and methods
	3. Results and discussion
	4. Conclusion
	Acknowlegements
	References

