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Trabecular bone score and surgical treatment
of primary hyperparathyroidism
Reyes García R1,2, Muñoz-Torres M1
1 Unidad de Metabolismo Óseo - Servicio de Endocrinología - Instituto de Investigación Biosanitaria de Granada - Hospital Universitario San Cecilio - Granada
2 Unidad de Endocrinología - Hospital General Universitario Rafael Méndez - Lorca - Murcia (Spain)
e-mail: rebeca.reyes.garcia@gmail.com

T

he surgical management of patients
with primary hyperparathyroidism (HP)
has resulted in several advances in
recent decades which have improved
the surgical management of this pathology, notable among which are the techniques of preoperative localisation, the
use of minimally invasive techniques and the intraoperative determination of PTH. In spite of these
advances, a number of controversies persist in terms
of the surgical indications for patients with HP1.
The complementary tests necessary in the evaluation of the management of the patient with HP in
order to define the degree of affectation and the
indications for surgical treatment have also developed. In the latest recommendations of the
Endocrine Society from 20142, in addition to carrying out a DXA they also recommend the evaluation of the presence of vertebral fractures by conventional radiology or other techniques, and the
determination of the trabecular bone score (TBS)
for a better definition of the trabecular affectation,
which may not be correctly reflected in the densitometry. Furthermore, they recommend the determination of the presence of renal lithiasis by
means of conventional X-rays or ultrasound, and
the evaluation of the risk of lithiasis through the
biochemical evaluation of urine. In respect of the
classic criteria for surgery in patients with HP (less
than 50 years of age, osteoporosis, history of fragility fracture, glomerular filtrate lower than 60
ml/min/1.72 m2, or the presence of renal lithiasis),
the recommendations of 2014 add the presence of
vertebral fracture or lithiasis detected by respective imaging techniques, or the biochemical risk of
lithiasis. In terms of the determination of the TBS,
its relevance to the evaluation of the patient with
HP is recognised, since it may mean a better estimation of the presence of an alteration in the level
of trabecular bone in comparison with a DXA, and
access to it may be less limited than other techniques such as HR-pQCT. However, no surgical criteria have been established as a function of the
value of TBS due to its limited availability at the

current time, although it is recognised that this
may change in the future.
The clinical case presented by Fernández-SanMillán
et al.3 features a woman of 57 years of age in whom,
in spite of not meeting the criteria for surgery according to the different recommendations, it was decided to perform a parathyroidectomy in response to
the existence of a deterioration in trabecular bone
structure determined by TBS and after locating an
adenoma by gammagraphy. After surgery, an
improvement in bone mineral density, and in markers for bone remodelling, were observed. The
authors suggest the desirability of including, whenever possible, an estimation of the TBS in the evaluation of patients with HP, since if a deterioration of
the bone microarchitecture is observed the indication of surgery could be recommended. In our opinion, this case raises an interesting question as to
the need of a better evaluation of bone microarchitecture in patients with HP than we have made to
date. The carrying out of a TBS, easier to do and
more accessible compared with other techniques,
could mean a significant advance in this matter.
Although the current recommendations for surgery
do not include alterations in TBS as a criterion for
surgery, research in this field may change these criteria in the future.
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Summary
Introduction: The relationship between osteoporosis and arterial hypertension has not been clearly established, with alterations in calcium metabolism having been reported in the latter which may explain their
association. Our objective was to establish the relationship between the A986S polymorphism of the calcium-sensing receptor (CaSR) and the presence of osteoporotic clinical fractures in a group of patients
with hypertension.
Material: Prospective observational cohort study in 71 patients with hypertension, from 2001 to June
2014. We obtained socio-demographic and clinical data, including osteoporotic clinical fractures. The
CaSR polymorphism was analysed using molecular techniques. The data was analysed using SPSS 15.0
(p<0.5)
Results: 43.77% of the patients were men and 56.3% women. Genotype AA was found in 67.6% of
patients, genotype SS in 2.8% and genotype AS in 29.6%. Those with genotype AA did not have higher
comorbidity (27% vs 26%, p=0.9) or more pathological fractures (14.6% vs 21.7%, p=0.4) than the others.
In the subgroup of women, 11 osteoporotic clinical fractures were recorded, without there being any differences between those with the AA genotype and the others (28% vs 27%, p=0.9).
Conclusions: We found no association between the A986S polymorphism and the presence of osteoporotic clinical fractures in our cohort.
Key words: osteoporosis, hypertension, calcium-sensing receptor, risk of fracture.
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Introduction
Osteoporosis and arterial hypertension (AHT) are
entities with a high prevalence in the general
population, both clinically silent but becoming
symptomatic when complications appear, such as
fractures and cardiovascular diseases. Recent studies suggest that AHT is a risk factor for the appearance of pathological fractures1,2. Thus, in patients
with hypertension various alterations in the metabolism of calcium have been described, such as an
increase in ionic calcium and an increase in PTH
and calciuria, although only this last change has
been associated with an increase in bone mass3-5.
The calcium sensor receptor (CaSR) is coupled
with G proteins and detects the extracellular concentrations of calcium. It is expressed in various
cell types (kidney, bone – both in the osteoblasts
and osteoclasts – and brain), although it is in the
parathyroid cells where there is the highest density. Thus, CaSR plays an essential role in the
homeostasis of calcium, regulating the calciumparathyroid hormone (PTH)-vitamin D axis. On
the other hand, CaSR controls the excretion and
reabsorption of calcium in the ascending limp of
the loop of Henle, acting on different transporters
and also intervening in the regulation of arterial
pressure6-9. The polymorphism of codon 986
(A986) of CaSR is associated with an increase in
blood levels of calcium and a decrease in calciuria, data antagonistic to those observed in arterial
hypertension. Therefore, the objective of our
study was to determine whether the presence of
the S allele of the A986 polymorphism of CaSR
might exert a protector effect on the appearance
of clinical osteoporotic fractures in a group of
patients with hypertension.

Material and methods
We designed a prospective observational study,
initiated in 2001. A cohort of healthy people, with
AHT as the only cardiovascular risk factor, was
randomly selected with the aim of describing the
incidence of complications over time. The patients
were at stages I or II of systolic or diastolic hypertension, according to the criteria of the VI Meeting
of the Joint National Committee (1997). The exclusion criteria were alcoholism, the presence of neoplasms, secondary hypertension, chronic renal
insufficiency, hyper- or hypocalcaemia, diabetes,
hyperparathyroidism and the use of drugs which
may modify bone mineral density (BMD). The
average duration of the hypertension was 7±8
years. A total of 71 patients were monitored until
June 2014, taking at this point a cross section of
our group to be studied. All the patients signed
their informed consent and the study was approved by the clinical research committee of the Río
Hortega University Hospital.
At the start of the study an analysis was made of
calcium, phosphorus and magnesium using a Hitachi
917 autoanalyzer (Tokyo, Japan) and a densitometry
of the lumbar spine (L2-L4) carried out with a Lunar
densitometer (DEXA, Lunar Corporation, Madison,
Wisconsin, US). Subsequently, socio-demographic

and clinical data was obtained from the digital clinical records, collecting data regarding treatments
with different antihypertensives, the development
of concomitant diseases and the incidence of
pathological osteoporotic fractures (distal radial,
vertebral and femoral neck) over time. The comorbidity was assessed using the Charlson Index (CI)
in its original version of 19 items, as has been described in the literature10.
The analysis of the A986S polymorphism was
performed using molecular biology techniques.
The gene for CaSR is located in the 3q21.1 chromosome and can have inactivate or activate mutations. The A986S polymorphism is located in exon
7 and involves a change between alanine (A) and
serine (S) in the intracellular C-terminal extreme of
the receptor which generates a loss of function of
the CaSR 9. To establish the genotype, a sample of
blood anti-coagulated with EDTA was taken and
the DNA extracted using the QIAmp Blood kit
(Qiagen, Hilden, Germany). We designed the primers to amplify exon 7 (direct primer 5’CTTTGATGAGCCTCAGAAGAGC3’ and inverse primer
5’ACAACTCTTCAGGGTCCTCC3’), and the direct
primer was modified by introducing a base change, thus creating a palindromic sequence which
allowed us to recognise the nucleotide changes
using restriction enzymes. The PCR was carried
out using 25mM of each dNTP (Applied
Biosystems, Branchburg, New Jersey, U.S.), 50 mM
of ClK, 10 mM of Tris HCl (ph 8.3), 1.5 U of the
DNA polymerase Amplitaq (Applied Biosystems,
Foster City, California, U.S.), 2.5 mM of Cl2Mg and
20 pmol of each primer, thus obtaining a total
volume of 40 μl. The PCR was carried out in a
Perkin Elmer 9600 thermal cycler (Norwalk,
Connecticut, EE.UU.) with a temperature control
system. The fragments were analysed by electrophoresis in an 8% acrylamide gel. Following the
amplification the samples were added to the primers to create the specific restriction alleles for the
BsaHI enzyme. The fragments obtained were
digested by BsaHI (New England Biolabs,
Stockholm, Sweden) and separated by electrophoresis in agarose gel. The presence of the BsaHI
restriction fragment represents A, while its absence represents S, generating the genotypes AA, AS
and SS.
The data were analysed with the statistical software package SPSS v15.0 (SPSS Inc®) with a level
of significance for p≤0.05.

Results
Until the cross section of 2014 a total of 71
patients had been followed up, of whom 43.7%
were men and 56.3% women, with an average age
of 73.3±9 years, similar in both sexes (72.5±9 in
the men and 74±9 in the women: p=0.5). 48% of
our patients were more than 75 years of age. 17%
of the patients died during the follow up period
(all in the last two years).
At the baseline there were no differences between the two groups analysed (genotype AA and
genotypes AS+SS). The rates of systolic (155±24 vs
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154±20 mmHg, p=0.841) and diastolic (106±33 vs
93±11 mmHg, p=0.569) arterial pressure were
similar. There were no differences in the levels of
blood calcium (9.5±0.5 vs 9.8±0.4 mg/dl, p=0.098)
or in calciuria (219±124 vs 275±175 mg/24h,
p=0.268). The BMD in the lumbar spine also showed no differences between the two groups.
At the end of the period of follow up the average CI score was 1.7+2.7 (range 0-12), with high
comorbidity in 22.65% of our patients and no
comorbidity, according to CI, in 73.2% of them. In
terms of the appearance of other concomitant
diseases, 18.3% of the individuals were diabetic,
32.4% had cardiovascular risk factors other than
AHT, 14% developed ischemic cardiomyopathy,
12.7% cerebrovascular disease and the same percentage showed some degree of cognitive deterioration. On the other hand, 17% had at least one
pathological osteoporotic fracture (8.5% vertebral,
5.3% femoral neck, 2.8% distal radial).
The genotype AA was found in 67.6%, SS in
2.8% and AS in 29.6% of the patients, with an allelic frequency A of 0.82 and S of 0.18, being in
Hardy-Weinberg equilibrium (Χ2=0.03; p=0.8696
>0.05). The individuals with genotype AA, compared with the other genotypes (AS+SS), did not
have more cardiovascular risk factors (29.2% vs
39%, p=0.4), cardiovascular disease (12.5% vs
17.4%, p=0.5), presence of comorbidity according
to CI (27% vs 26%, p=0.9), higher mortality (18.8%
vs 13%, p=0.5) or a greater number of pathological fractures overall (14.6% vs 21.7%, p=0.4) nor
specific fractures (vertebral 6.3% vs 13%, p=0.3;
femoral neck 6.3% vs 4.3%, p=0.6; distal radial
2.1% vs 4.3%, p=0.5).
The average age of the women at the start of
the study was 59+9.9 years, all postmenopausal,
with a body mass index of 28±4. The average
systolic arterial pressure was 155±22 mmHg and
the diastolic was 93±10 mmHg. In the subgroup of
women, those with the AA genotype had more
pathological fractures, especially in the femoral
neck, with no statistical association (12% vs 6.7%,
p=0.5). The characteristics of the groups as a function of their sex and genotype is shown in Table 1.

Discussion
Calcium homeostasis plays a fundamental role in
bone remodelling, and the alterations in the
mechanisms involved in their regulation contribute to the development of pathology in bone metabolism11. The CaSR gene is a candidate gene for
the determination of susceptibility to osteoporosis
in AHT, the A986S locus of CaSR having been related to the maintenance of the concentration of
extracellular ionic calcium within a narrow range12,
and with calciuria. The higher degree of elimination of calcium in patients with hypertension has
been related with a decreased in BMD and, as a
consequence, with a possible increase in the risk
of fracture. On the other hand, AHT has been
associated with raised levels of PTH, which accelerates bone remodelling, affecting both bone
quality and mass13.

Contrary to our expectations and consistent with
a number of studies7,14, we found no direct relationship between the genotypes of the A986S polymorphism and the incidence of pathological fractures, and no increase in the risk of pathological fractures in those patients who were carriers of allele S.
Our data agree with a study previously published
by our research group in which, in a population of
women with hypertension, no differences were
found in calcaemia, calciuria, levels of PTHi or
BMD in the lumbar spine when categorised according to genotype AA or genotype AS+SS15.
There are not many works which evaluate the
influence of the A986S polymorphism on the risk
of fractures. On the one hand, various studies
carried out in European Caucasian populations
found an association only in the young population6, but not in postmenopausal women or in
those with hypertension11,15. However, there are
contradictory data in the literature. Thus, März et
al.16, did establish an association between the S
allele and cardiovascular risk factors. Cetani et al.11,
investigating the effect of the polymorphism on
fragility fractures in a group of 164 postmenopausal women, found no differences. Bollerslev et al.17
analysed the association between polymorphism,
bone mass and fractures in a cohort of 1,252 postmenopausal women without finding any relationship. This possible relationship has been analysed
in other populations. Thus, Gianini et al.18, studied
87 women subject to renal transplant and with persistent secondary hyperparathyroidism and found
negative results similar to our group. Recently, an
Italian group studied risk factors for vertebral fractures in a population with primary hyperparathyroidism. They studied 266 individuals (229 women
and 37 men) with a genotype distribution similar to
our group. They found that the presence of the S
allele (evaluated as the AS+SS genotype) is associated with an increase in the risk of vertebral fractures with an odds ratio of 1.8 (95% CI: 1.1-2.9,
p=0.05) after adjusting for age, sex, BMI, BMD and
blood calcium. This population is different from
ours, the key factor being the role of PTH regulated by the calcium sensor receptor19.
The main limitation of our study is the sample
size and the non-recording of morphometric fractures. Its strength comes from the homogeneity of
the population studied, the long period of follow
up and the use of an objective variable, as are clinical fractures.
In conclusion, the association between the
genotypes of the A986S polymorphism of CaSR and
the incidence of pathological fractures is difficult to
establish and the different studies yield contradictory data, contributing to the increasing the confusion in this field. In our study we found no association between the A986S polymorphism of CaSR and
clinical osteoporotic fractures, either in the general
cohort or in the subgroup of women, although the
etiopathogeny of osteoporosis in this population
with hypertension can be determined by levels of
blood calcium, hypercalciuria and the possibility of
secondary hyperparathyroidism.
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Table 1. Characteristics of women and men studied as a function of genotype
Women

Men

Genotype
AA
N=25 (%)

Genotype
SS+AS
N=15 (%)

Value
p

Genotype
AA
N=23 (%)

Genotype
SS+AS
N=8 (%)

Value
p

Age (years), mean ± SD

75±10

71±9

ns

72±10

72±9

ns

Age >75 years

16 (64)

5 (33)

ns

9 (39)

4 (50)

ns

1.3±2

1.8±2

ns

2.4±3

1.2±2

ns

without
comorbidity

22 (88)

11 (73)

ns

13 (56)

6 (75)

ns

with
comorbidity

3 (12)

4 (27)

ns

10 (44)

2 (25)

ns

3 (12)

1 (6.7)

ns

6 (26)

2 (25)

ns

1.061±0.16

1.040±0.15

ns

1.136±0.15

1.148±0.16

ns

7 (28)

4 (26.7)

ns

0 (0)

1 (12.5%)

ns

Characteristics

Score CI, mean ± SD

CI group

(Global) mortality
BMD (gHA/cm2)
Pathological fracture

SD: standard deviation; CI: Charlson index; ns: not significant; BMD: bone mineral density.
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Summary
Melorheostosis is a form of hyperostosis which affects both bone and the adjacent soft tissues. Its incidence is variable, although it is higher in the second and third decades of life due to the slowly progressive nature of the disease. It generally presents with pain which may cause significant functional limitation. We may be assisted in its diagnosis by its characteristic radiological image which resembles “wax
melting down the side of a candle”. A case of melorheostosis is presented with clinical findings and radiological characteristics. The patient had previously been diagnosed with Paget’s disease of bone, so we
proposed a differential diagnosis of this pathology.
Key words: melorheostosis, Paget’s disease of bone, differential diagnosis.
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Introduction
The term melorheostosis is derived from the
Greek suffixes melos (limbs), rhein (fluid/flow)
and osteon (bone). This disease is also known as
hyperostotic osteopathy or Leri and Joanny disease1 (the first to describe the disease in 1922). It is
a rare form of hyperostosis which affects both the
bone tissue and the adjacent soft tissues. It incidence is 0.9 cases per million population. In 50%
of cases it is diagnosed before the age of 20,
without predilection regarding the sex of the person2. It consists of a benign process without associated mortality, but which generates functional
limitations. Its etiology and etiopathogeny are
unknown. Genetic alterations associated with the
disease have recently been described3. Any bone
may be compromised, with the lower limbs being
the most affected4. The diagnosis is usually carried
out through diagnostic imaging techniques, notable among which is simple radiography5. With this
we may observe an image which resembles “wax
dripping down the side of a candle”, a sign which
gives us a secure diagnosis in most cases6,7. The
treatment is mainly symptomatic, and only occasionally requires recourse to surgery.

Clinical Case
A male patient 36 years of age referred in 2009 for
a check up to his bone metabolism unit (BMU)
and diagnosed in a private bone disease clinic
with monostotic Paget’s disease of bone in the left
radius. The patient brought with him a biopsy and
gammagraphy carried out in 2007. He was treated
with risedronate at a dose used for osteoporosis.
On confirmation of a good level of P1NP (aminoterminal propeptide of procollagen type 1), the
same year, 2009, the risedronate was withdrawn.
From then, and up to November 2014 he was
periodically checked for the blood level of markers for bone remodelling, with a new cycle of
risedronate at a low dose indicated for him for a
few months until the levels increased.
Also in this period a gammagraphy was performed without there being seen significant alterations from the earlier measurements. On administering the treatment the patient’s local pain improved, but in November 2014 he spontaneously
attended the clinic with his arm in a sling saying
that two days before he had suffered an accidental fall and was experiencing intense pain in the
left carpal region. In a physical examination a haematoma was found in the back of the hand and
the distal third of the forearm, oedema, effacement
of the tendonous sulci of the back of the hand,
functional weakness in the wrist and a local increase in temperature. With the clinical suspicion of
fracture, he was referred from the bone metabolism unit to the accident and emergency department where X-rays were carried out. He was discharged with the diagnosis of contusion there
being no evidence of fracture, but a large hyperostotic lesion was observed (Figure 1) in the simple
X-rays, for which reason the patient again attended the BMU. In spite of a fracture not being seen

in the X-rays, but there being clinical evidence, a
computerised axial tomography (CAT) was
requested urgently, and a nuclear magnetic resonance (NMR) scan for a deferred study of the
hyperostotic lesion. In the CAT scan a fracture was
seen in the hamate and trapezoid bones. The limb
was immobilised with a posterior ferrule. Once
the traumatological emergency was resolved, in
the following days the radiological lesion of the
radius was evaluated with the so called sign of
“dripping melted wax” being identified. Given the
possibility of melorheostosis, this option was suggested to the radiology and nuclear medicine service for their consideration. In the end, it was
accepted as an alternative diagnosis to Paget’s
disease of bone, their gammagraphy being indistinguishable. Once the new diagnosis of melorheostosis was confirmed and agreed we resumed the
anamnesis, which, notably, recounted a fall at the
age of 14 when practicing sport. The patient said
that that he had suffered intense pain in the
radius, but that he did not attend any health centre and hid it from his parents, having had since
then some deformity. The pain subsided some
weeks after the fall. We deduced that the patient
had fractured his radius, and by neither immobilising nor reducing the fracture he was left with this
deformity which can be seen in Figure 1, but
which bears no direct relation with hyperostosis.
Besides the striking central image, there are other
areas of hyperostosis in the interior of the distal
end of the radius, and in the proximal third.

Discussion
The exposition and development of the case presented invites a number of points of reflection.
Firstly: should all diagnoses be called into question even if they are properly documented? In the
case we are dealing with “everything had already
been done”: the X-rays, although we never saw
them, only the reports; also the pathological anatomy report following a biopsy, and the report of
a gammagraphy, which could be viewed, having
been stored in the hospital in the patient’s clinical
record.
The second point of reflection is related to the
trauma and raises the issue of the validity of clinical data as against complementary examination.
Although the carpal fractures were not observed
in the simple X-ray, the clinical evidence and our
insistence led us to request an urgent CAT scan.
With regard to melorheostosis, we present this
case because of the infrequency of the disease
itself and the doubts which may be raised when
trying to make a correct differential diagnosis with
other pathologies.
Generally, when it affects a long bone, we can
in practice obtain a diagnosis using a simple X-ray5
with the characteristic image of “melted wax flowing down the side of a candle”. However, on
many occasions we need a bone biopsy or bone
gammagraphy to discount pathologies which
affect bone metabolism. The initial diagnosis was
not totally uncertain given that in Paget’s disease,
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in response to bone resorption, there is an increase in bone formation, resulting in an increase in
the thickness of some trabeculae and an irregular
hypertrophy of the trabecular bone7. As a consequence, the bone marrow is infiltrated with an
excess of fibrous connective tissue and of blood
vessels which lead to hypervascularisation, findings which are compatible with melorheostosis
where the cortical hyperostosis causes thickening
and trabecular bone and vascular increase. It
should be borne in mind that in melorheostosis
the microscopic appearance is not always the
same, since it depends on the point in time at
which the sample is obtained, similarly to Paget’s
disease of bone. However, in order to carry out a
differential diagnosis with the latter condition it is
noteworthy that in melorheostosis, as well as presenting intramembranous ossification with the
increase in the activity of the osteoblasts, there are
certain consistent alterations such as an irregular
diameter of the Haversian canals and an irregular
lamellar pattern in the trabecular area8, anatomopathological data which facilitate a definitive diagnosis. In relation to the gammagraphy, in Paget’s
disease there is an increased radiopharmacological capture which may give us images similar to
melorheostosis9. This leads one to suppose that in
melorheostosis there is an increase in bone metabolism which translates into an increased trace10, 11
due to the presence of immature collagen and
changes in vascular permeability. In addition, the
gammagraphy12 also allows the differential diagnosis of melorheostosis with other diseases which
develop with hyperostotic lesions such as osteopoikilosis and striated osteopathy13,14, two conditions in which there is no gammagraphy capture.
Lastly, the lightest forms of melorheostosis present
more difficulties in differential diagnosis with
periosteal osteosarcoma or myositis ossificans15.
In the case we present, a credible documented
prior diagnosis, a conservative attitude on our part
in preventing exposure to ionising radiation and
the superimposition of the data of two different
diseases, meant that for several years the patient
had an erroneous diagnosis, until a fortuitous trauma and a new X-ray invited a re-evaluation of the
case.

Figure 1. Injury hiperostótica melorheostosis, radiological sign of "melted wax". Angulation of the
secondary radio an old fracture of unknown origin at
the age of 14 years
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Summary
HPTP is a very frequent pathology which often develops asymptomatically. Surgical intervention being
the only curative treatment for this disease there are some criteria for the indication of surgery, but these
do not always fit the reality of the patient since they are based on clinical complications (osteoporosis,
renal insufficiency, urolithiasis, fragility fractures).
We present the clinical case of a patient who did not meet any of the requirements for having surgical
intervention according to the position documents, and who was operated on after the existence was
shown of a deterioration of the trabecular bone structure, determined by the TBS (trabecular bone score)
technique, and located in the adenoma using gammagraphy. The possible use of these techniques, not
seen in the position documents, to complement the decision regarding surgery, is discussed.
Key words: primary hyperparathyroidism, diagnosis, consensus, surgery, densitometry, TBS.
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Introduction
Primary hyperparathyroidism (PHPT) is one of the
most frequent endocrinopathies, which affects,
above all, women over 50 years of age1-4.
Nowadays, in most of these cases the diagnosis
occurs casually, incidental to an analytical study,
and the patient is often completely asymptomatic.
In the long term, PHPT may produce a series of
complications, such as chronic renal insufficiency,
urolithiasis, osteoporosis, fragility fractures and
fibrocystic osteopathy1-6. On over 90% of occasions
PHPT is due to an adenoma and surgery is the only
curative treatment3,4. It being preferable to avoid
these complications before they occur, there is a
discussion as to when it is advisable to intervene
surgically in a patient who is clinically asymptomatic. To throw light on this matter a number of position documents have been published5-10, without
there being unanimous agreement2-4,10,11. Techniques
such as bone densitometry help to establish the
existence of osteoporosis as a complication3,6, and
recently a new technique has been introduced, the
trabecular bone score (TBS), which is intended to
evaluate the integrity and connectivity of the trabeculae of the vertebrae12-15, with some studies having
been published which show the early effects of
PHPT14-16.
While intervention criteria are a widely used
tool when taking a therapeutic decision, on occasion the patient may benefit from surgery in spite
of their not strictly meeting these criteria. We present the case of a patient affected by PHPT, in
whom surgery was not indicated by any of the
position documents, but in whom there was a
deterioration in bone evaluated by TBS, and in
whom the adenoma was located by gammagraphy, with a surgical intervention and a notable
clinical and densitometric improvement having
been confirmed a year later.

Presentation of Case
A female patient, 57 years of age in 2013, who was
referred to our unit for an examination for
asymptomatic hypercalcemia.
It is worth noting from her personal history
that the patient was diagnosed with diabetes mellitus type 2 (controlled through diet and oral antidiabetics), hypercholesterolemia, arterial hypertension and morbid obesity (BMI = 50.5 kg/m2).
For these conditions she received statins, metformin and an angiotensin converting enzyme inhibitors (ACEi) She was clinically asymptomatic and
the hypercalcemia was detected by her primary
care doctor in the context of a metabolic check-up
due to her previous pathologies. She had the
menopause at 48 years of age but did not receive
hormone replacement therapy following this. She
had not suffered fractures.
The existence of asymptomatic primary hyperparathyroidism PHPT having been confirmed due
to the presence of high calcaemia, corrected with
total proteins, high blood PTH, and having excluded other causes of hypercalcemia, the patient
was submitted for surgery, a right triportal video-

thoracoscope being carried out, the existence of
an adenoma being confirmed intra-operationally,
which was then resected.
Table 1 gives the analytical data for the patient
before, and one year after, surgery, along with the
reference values for our hospital.
Table 2 shows the densitometric data, including the TBS before, and one year after, the surgical intervention. The densitometry was carried out
using a Hologic® Discovery 4500 densitometer,
and the estimation of the TBS was made using the
program provided by TBS insights of the
Medimaps Group with the same densitometer.
In Table 3 are shown the indication criteria for
surgery in asymptomatic primary hyperparathyroidism (PHPT) since 1990 until the last update in
2013, along with the clinical data of the patient.
In Figure 1, the MIBI-technetium 99 gammagraphy of the parathyroids shows the presence of
a focus of high activity in the central thoracic area
and situated retrosternally, which suggests the
existence of a parathyroid adenoma in the mediastinum. Lastly, in Figure 2, the development is
shown of both the DXA and the TBS in the lumbar spine one year after surgery.

Discussion
PHPT is a very common pathology, whose incidence has been estimated as 121 cases/100,000 of
the population per year1, and which is increasing.
Primary hyperparathyroidism is being diagnosed
increasing early due to the testing for calcaemia in
routine analyses, such as occurred in the case we
present. Often the patient is completely asymptomatic, and for us this raises the question as to the
possible benefit the patient might obtain from surgical intervention2-4.
From 1990 up until 2014 some criteria have
been published by the “Workshop on surgical
indications in asymptomatic primary hyperparathyroidism”5-10. The clinical and analytical data
listed in these are very similar, varying only in
some details, such as the change in the densitometric evaluation from the Z-score included in the
1990 criteria5 to the T-score from 20026-9, and the
inclusion of fragility fractures from 20086,7. The last
consensus in 2014 included the risk of urolithiasis,
either analytical or biochemical, as well as the presence of nephrolithiasis or nephrocalcinosis6. On
the other hand, age, below 50 years, and hypercalcemia of 1 mg above the upper limit, have
remained unchanged in all the documents.
However, some authors suggest that other factors
such as baseline PTH, could have greater predictive power of the development of PHPT11.
Our patient did not comply with any of the
published criteria for surgical intervention.
Nevertheless, we offered her the possibility of surgery for four reasons: a) there was a deterioration
in bone microarchitecture, estimated by TBS in the
lumbar spine, despite the DXA being normal
(Figure 2); b) the adenoma was located in the
mediastinum as imaging tests carried out of the
parathyroids using MIBI-Technetium99, SPECT and
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Table 1. Biochemical values obtained in the patient before and after surgery, with the reference values in our
Hospital
20/07/2013

08/07/2014

Reference values

Urea, mg/dl

47

34

10-50

Creatinine, mg/dl

0.7

0.7

0.6-1

GFR MDRD4, ml/m/1,73 m2

>60

>60

>60

Total calcium, mg/dl

10.9

9.7

8.5-10.5

Corrected calcium, mg/dl

10.9

9.6

8.5-10.5

Phosphorus, mg/dl

3.5

3.3

2.5-4.9

Total protein, g/l

7.2

7.4

6.4-8.4

PTH, pg/ml

117

46.9

15-88

P1NP, ng/ml

36.2

42.2

<37.1

Beta-crosslap, ng/ml

0.52

0.35

0-0.57

Osteocalcin, ng/ml

24.5

14.6

11-43

TRAP, UI/l

2.5

3.2

0-3.3

25 (OH) vitamin D, ng/ml

39.9

26.1

30-80

Calciuria, mg/24h

360

NR

<250

GFR MDRD4: glomerular filtration rate by MDRD4; P1NP: amino-terminal propeptide of procollagen type 1;
TRAP: Tartrate-resistant acid phosphatase; NR: not done.
Table 2. Densitometric values of patient before and after surgery. T-score and Z-score obtained from normal
values in the Spanish population
24/07/13

28/03/14

% Annual change

1.109

1.162

4.8*

T-score

0.7

1.2

4.8*

Z-score

2.3

2.9

4.8*

TBS L2-L4 (g/cm2)

1.145

1.272

16.5*

Total hip (g/cm2)

1.135

1.098

3.5

T-score

1.6

1.3

3.5

Z-score

2.4

2.1

3.5

0.762

0.789

3.5

T-score

-0.7

-0.5

3.5

Z-score

0.5

0.8

3.5

L2-L4 (g/cm2)

Femoral neck (g/cm2)

* Statistically significant change (p<0.05).

Tomo-SPECT suggested (Figure 1); c) having no
doubts about the clinical diagnosis or its location
it seemed to us improper to wait to see if any
complications might appear before intervening;
and, d) it is the only curative treatment of PHPT.

A year after having had surgery the patient was
clinically asymptomatic. The calcaemia had normalised, the bone mineral density (BMD) had
increased in the lumbar spine by almost 5% and
the TBS had improved by 16.5%. Therefore, we
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Table 3. Criteria for surgical indication of PHPT from 1990-2013
Year (quote)

1990 (2)

2002 (5)

2008 (4)

2013 (3)

<50

<50

<50

<50

Calcemia

>1 mg/dl
the upper limit

>1 mg/dl
the upper limit

>1 mg/dl
the upper limit

>1 mg/dl
the upper limit

Clearing
creatinine/GF

eGFR
reduction >30%

eGFR
reduction >30%

eGFR
<60 ml/min

eGFR
<60 ml/min

Z-Score <-2.0
(specific site)

T-Score <-2.5
(anywhere)

T-Score <-2.5
(anywhere),
and/or fracture
previous fragility

T-Score <-2.5
(lumbar, hip,
femoral neck, distal
radius 1/3) and/or
diagnosed by
image vertebral
fracture*

>400 mg/dl

>400 mg/dl

>400 mg/dl

>400 mg/dl

Age

Osteoporosis
densitometric
and/or fracture
brittle

Calciuria 24 hours

Others

Risk of stones or
biochemical analytical or nephrolithiasis or nephrocalcinosis presence

GF: glomerular filtration; eGFR: estimated glomerular filtration rate.
* Includes lateral radiograph dorso-lumbar spine, magnetic resonance imaging or computed tomography.

consider that in spite of the patient not meeting
the surgical intervention criteria the decision was
correct. This leads us to suggest the need to include in the indications for surgery for asymptomatic
HPT, on the one hand the evaluation of the TBS,
and on the other, the carrying out of a gammagraphy of the parathyroids, at least as an optional
test. Although the measurement of the TBS is a
relatively recent technique12,13 a number of studies
have described its alteration in PHPT6,14-16. We
should take into account the fact that the values of
TBS may have been affected by the morbid obe-

sity from which our patient suffered, as has been
mentioned earlier13.
In conclusion, and from the results obtained in
this patient, we suggest the need to include, whenever possible, both an estimation of the TBS, as well
as a MIBI-Technitium99 gammagraphy of the
parathyroids, since in the case of a deterioration in
bone architecture being observed, or of locating,
unequivocally, an adenoma, a surgical indication
could be advised. This coincides with the recommendations made by the American Association for
Clinical Endocrinology and the American
Association of Endocrine Surgery,
both of which organisations indicate
Figure 1. MIBI scintigraphy Tecnecio99 parathyroid showing the
that “it is unacceptable to have to live
existence of a mediastinal adenoma location
with a chronic disease, which in the
long term may cause health problems,
a disease which could be cured by
surgery in the majority of cases”17.
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Summary
Familial hypocalciuric hypercalcemia (FHH) is an uncommon cause of hypercalcemia. Its prevalence is estimated to be 1:78,000 people. We describe a case with atypical presentation confirmed by genetic diagnosis.
This is a case of a woman of 74 years of age with osteoporosis referred to the endocrinology service with
suspected primary hyperparathyroidism (HPTP). She presented with a high level of parathyroid hormone (96.3 pg/ml, normal limits (NL): 15-65 pg/ml), with normal levels of calcium, phosphorus and magnesium, as well as a raised level of calciuria.
She subsequently presented with normal levels of PTH, raised levels of calcium, combined with normal
-high calciuria. The calcium/creatinine clearance ratio (CCCR, in mmol/l) varied between 0.011 and 0.02
mmol/l. A CCCR <0.01 is suggestive of FHH, and a CCCR >0.02, of HPTP. This ratio is within the range
between 0.01 and 0.02 mmol/l, a reason which justifies requesting a genetic test in all patients with normal or high PTH, hypercalcemia and CCCR <0.02, requirements which our index case meets.
Key words: familial hypocalciuric hypercalcemia, primary hyperparathyroidism, CaSR, calcium/creatinine clearance ratio (CCCR).

CLINICAL NOTES / Rev Osteoporos Metab Miner 2015 7;1:20-22

Introduction
Hypercalcemia is a common finding in clinical
practice. Among the different causes are primary
hyperparathyroidism (PHPT) and tumour-induced
hypercalcemia, which represent more than 90%
cases, but there are also others such as vitamin D
intoxication, granulomatous diseases, drugs such as
thiazides and lithium, hyperthyroidism and familial
hypocalciuric hypercalcemia (FHH). This last condition represents a benign cause of dominant autosomal hereditary hypercalcemia which does not
usually require treatment. In most cases FHH is the
result of mutations which inactivate the calcium
sensing receptor (CaSR)1. Its prevalence is estimated as being 1:78,000 persons2, but it is assumed
that it must be higher since there are many cases
which are not detected. Patients usually present
with light-to-moderate hypocalciuria, inappropriately normal levels of parathyroid hormone (PTH)
and normal or high levels of magnesium. Below,
we present a case which did not suggest initially
that related to this pathology, but its clinical development, diagnoses of family members, and lastly,
a genetic study, confirmed the diagnosis for us.

Presentation of the Case
A case of a woman of 74 years of age with type 2
diabetes, with arterial hypertension (AHT) in treatment with losartan, and with postmenopausal
osteoporosis diagnosed at 68 years of age in the
rheumatology clinic in treatment with alendronate
weekly (bone densitometry: T-score femoral neck
-1.3 SD and lumbar spine -3.9 SD) . She was referred to the endocrinology clinic because in this
context she presented with high PTH, with normal
levels of calcium, phosphorus and magnesium, as
well as a high level of calciuria (Table 1).
In this first evaluation the condition was labelled as hypercalciuria with high PTH without
hypercalcemia to be studied, with the possible
diagnosis of normocalcemic PHPT.
The study was widened and the bisphosphonate was stopped for 3 months before carrying out a
baseline study, with successive analyses seeing normal rates of PTH with raised levels of blood calcium, phosphorus and magnesium within the normal range. At the start of the follow up she presented high calciuria which subsequently normalised
without becoming low. A parathyroid gammagraphy was also carried out, which was negative.
The calcium/creatinine clearance ratio (CCCR, in
mmol/l) was calculated, which varied between
0.011 and 0.02, not being clearly lower than 0.01, a
finding which characterises FHH. Therefore, we
had a patient with light-to-moderate hypercalcemia,
with normal levels of PTH, and with calciuria which
was initially high and which then normalised
during the follow up. Secondary causes which
could be inferred from Ca/PTH levels, such as vitamin D deficit, renal insufficiency and treatment
with thiazides or bisphosphonates were excluded.
During the follow up, the patient’s nephew
and niece (her sister’s children) were diagnosed
with FHH, with compatible genetic studies. With

all this data a genetic study of our index case was
requested, showing the following result: “by
sequencing the CaSR gene situated in chromosome 3q 21-25, the patient presented a mutation of
exon 7 consisting of c.2089 G>A; p. val697 Met.
The patient studied presented this alteration heterozygously”.
In approximately 65% of cases FHH is the
result of an inactive mutation in CaSR, whose
genes reside in the long arm of chromosome 3
(3q21.1). This form of FHH is called FHH 13, and
is the form present in our patient. FHH2 derives
from inactive mutations of the protein G alpha 11
(19p): a guanine-binding protein which bonds
with CaSR to activate the phospholipase C, which
contributes to the inhibition of the release of PTH
when the concentrations of extracellular calcium
are raised. Lastly, FHH3 is linked with mutations
in AP2S1 (19q13).
To date, around 200 mutations in CaSR associated
with
FHH
have
been
described
(http://www.casrdb.mcgill.ca). In addition, there
is evidence that the biochemical severity of the
FHH is specific to the mutation4,5, and hence the
heterogeneity of the FHH genotypes result in different phenotypes, above all with respect to the
calciuria. While hypocalciuria is the classic finding
of FHH, hypercalciuria has been seen in families
with a confirmed genotype of FHH6. In FHH,
hypercalcemia does not usually have clinical consequences, but there are cases described in which
it has been associated with pancreatitis, chondrocalcinosis, nephrolithiasis, and other symptoms
associated with PHPT7.
The clinical guides recognise CCCR as the biochemical index of choice to differentiate between
PHPT and FFH8. A ratio <0.01 is suggestive of FHH
and >0.02 of PHPT. CCCR is limited within the
range 0.01 and 0.02, which is the situation we
found in our case. This test has a sensitivity of 80%
and a specificity of 88% for the diagnosis of FHH,
which has resulted in the suggestion that the diagnosis should be carried out in two steps9: requesting a genetic test in all patients with normal or
high PTH, hypercalcemia and CCCR <0.02, requirements with which our index case complied.
Although limited in its specificity and sensibility
CCCR may alert the doctor to the possible presence of FHH even with a 3 normal 2 level of 24 hour
urinary calcium secretion10.
HFF is an uncommon condition, and on occasion its clinical presentation overlaps with PHPT,
which is much more common. The excretion of
calcium in urine over 24 hours may be low, normal or high in both pathologies, which means that
the diagnosis can be confused. It should be taken
into account that CCCR may help to differentiate
between the two conditions, and that the genetic
test to determine mutations in the CaSR is the only
sure diagnostic method, even though these tests
are not sensitive in 100% of cases, and that a careful evaluation of the family history may be required in order to confirm or reject the diagnosis,
even with a negative result in the genetic test.
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Table 1. Changes in biochemical parameters during follow-up
Creatinine

Total calcium

PTH

Calciuria

0.5-1.2
mg/dl

8.5-10.5
mg/dl

15-65
pg/ml

50-250
mg

Initial assessment (1st visit)

0.6

10.4

96.3

483.2

0.014

3 months without bisphosphonate (2nd visit)

0.7

11.2

61

474.2

0.02

0.6±0.08

10.7±0.3

48.5±12

213±93

0.014±0.003

Normal limits

Subsequent consultationsb

CCCR
mmol/l

a

a

CCCR: clearance calcium/creatinine clearance: (Calcium urine x Creatinine plasma)/(Calcium plasma x
Creatinine urine); b Values expressed as mean ± SD according to the reviews in the 2 years later.
* Not included in the table the values of magnesium (Mg) and phosphorus (P) plasma, and that at all times remained within normal limits (Mg: 1,7-2.5 mg/dl y P: 2.5-4.5 mg/dl).

In conclusion, it should be borne in mind that,
when presented with slight hypercalcemia doctors
should think of the possibility that they are dealing with FHH, because, in spite of its name,
hypercalcemia may be neither familial nor hypocalciuric. CCCR, combined with genetic tests may
help us avoid erroneous diagnoses and unnecessary surgery for the patient.
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Summary
The case of a woman diagnosed with osteogenesis imperfecta, who presented with multiple osteonecrosis,
is described. To our knowledge, this is the first reported case of such a clinical presentation. The therapy,
as well as the outcome for the patient, is also analysed.
Key words: osteogenesis imperfecta, osteonecrosis, teriparatide, denosumab.
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Introduction
Osteogenesis imperfecta (OI) is a congenital disease of the connective tissues, of autosomal dominant inheritance, which affects the gene for collagen type 1, present in many tissues such as bone,
tendons, ligaments and sclera. The disease is classified in various types, from type I (the most frequent and lightest) and type II (lethal at birth), to
types III, IV, V, VI and VII which present phenotypes of varying intensity from moderate to severe1.
The principal clinical manifestations of OI are
recurrent fractures and secondary bone deformities. Dentinogenesis imperfecta and a blue colouration of the sclera are also common characteristics of this disease2. Its diagnosis is based on its clinical manifestations and on the presence of family
antecedents. The administration of calcium and
vitamin D, and the bisphosphonates, are the basis
of treatment3.
On the other hand, primary or idiopathic osteonecrosis has been related with fractures due to
an insufficiency in the chondral bone. Unlike the
secondary form, there are usually no predisposing
factors and the disease is associated with the
female sex, advanced age and obesity. The diagnostic text of choice is nuclear magnetic resonance (NMR), with a hyposignal in the bone marrow
at T sequences and a hypersignal in the STIR
sequences or for fat saturation T 24.
We present the case of a patient with osteogenesis imperfecta, which made its first appearance
as multiple osteonecrosis. To our knowledge, this
is the first case described in the literature of this
form of presentation of the disease. The treatment
administered and the development of the patient
are analysed.

Presentation of Case
A woman of 47 years of age without toxic habits,
known drug allergies, or relevant medical conditions. She attended hospital in January 2010 due to
the presence of pain in the right ankle over the
previous year, which increased with load and
which was accompanied by flogotic signs. A bone
gammagraphy was carried out, as well as an NMR
which showed an intense bone oedema with severe loss of mineral density, suggestive of osteonecrosis of the astragalus bone with associated articular leaking (Figure 1A). Treatment with intravenous pamidronate was initiated, but the patient
presented high fever following the infusion, for
which reason the administration was halted.
Tramadol, diclophenac and rehabilitation treatment were prescribed, without evident easing of
the pain. In September 2010 she reported intense
pain in the right inguinal region, which increased
when walking. An NMR scan was performed in
both hips with avascular necrosis being observed
in the right femoral head, stage I-II in the FICAT
classification (Figure 1C). Treatment was initiated
with oral gabapentin (600mg/8 hours), and she
was referred to a bone metabolism unit. In the
physical examination in our clinic what drew our
attention was the presence of blue sclerae (Figure

2). On questioning the patient again, she indicated
that her mother had had multiple fractures from
the age of 49, which immobilised her. A brother
and two maternal aunts had suffered early hip
fractures. The densitometer showed serious osteoporosis in the three usual locations (lumbar spine:
T-score=-3, Z-score=-1.8; femoral neck: T-score=3.1, Z-score=-2.3 and total hip: T-score=-2.7, Zscore=-2.0). The calciuria was 336 mg/dl, levels of
25(OH) vitamin D 11 ng/ml and intact PTH, 49
pg/ml. The markers for bone remodelling were
clearly high (CTX: 1.036 ng/ml). Given the clinical
findings and the family history, the diagnosis of
osteogenesis imperfecta type I was established.
The audiometry showed a minimal fall in the
acute tones. Treatment was initiated with calcium
(1,000 mg/day), vitamin D (800 UI/day) and risedronate (35 mg/week), in January 2011. In March
of that year the risedronate was changed for subcutaneous teriparatide (20 mcg/day) due to digestive intolerance. In May 2011 an NMR check showed a clear reduction in the bone oedema and in
the articular leaking in the ankle, as well as in the
oedema in the bone marrow of the right hip
(Figures 1B and 1 D). The patient completed 24
months with teriparatide without complications
and with progressive clinical improvement. The
markers for bone formation remained high during
the treatment (amino-terminal propeptide of procollagen type 1 –PINP-: 45 ng/ml; osteocalcin:
>100 ng/ml), as did the levels of 25 (OH) vitamin
D. In March 2013 treatment was initiated with
denosumab (60 mg/6 months), the patient presenting satisfactory clinical and radiological development. In the last consultation, in January 2015, the
markers for remodelling were suppressed (PINP:
5.8 ng/ml; carboxy-terminal telopeptide of collagen type 1–CTX-: <0.030 ng/ml) and levels of 25
(OH) vitamin D of 31 ng/ml. The bone mineral
density (BMD) level was not significantly reduced
with respect to the baseline figure (lumbar spine:
T-score=-3.1 and Z-score=-1.5; femoral neck: Tscore=-3.2 and Z-score=-2; total hip: T-score=-3
and Z-score=-2), but the patient had suffered no
fractures or osteoporosis in the follow up period.

Discussion
Osteogenesis imperfecta is the most common congenital disease of bone tissue 1. We believe that
our case has special interest due both to the unusual form of presentation (osteonecrosis of ankle
and hip) and the clinical and radiological response to the treatment received.
The osteonecrosis was interpreted as being primary, given that the patient did not have any predisposing factors and had not received any treatment which might impact on the bone. We are not
able to discount, as a hypothesis, the possibility
that the osteonecrosis may have been secondary
to the patient’s OI, taking into account the fact that
the microscopic alterations in the trabecular bone
characteristic of this genetic disease may be associated with lesions of ischemic origin typical of
osteonecrosis.
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Figure 1. MRI of the ankle and right hip. Associated osteonecrosis of the talus with before (panel A) and after
treatment (panel B) bone edema. Avascular necrosis of femoral head right marrow edema (panel C) and after
treatment (panel D)
A

B

C

D

In our patient, due to her serious necrosis, treatment was initiated with bisphosphonates, which
were withdrawn due to an adverse reaction (pamidronate) or digestive intolerance (risedronate). For
this reason, a sequential combination of teriparatide and denosumab were administered, with an
excellent clinical and radiological response in the
patient’s osteonecrosis.
The bisphosphonates are the first option for treatment of OI and, although its efficacy has been
demonstrated in children, studies in adults are scarce5. In general terms, the treatment is the same as
that for osteoporosis, even though the fact that the
physiopathology of the two diseases is different
needs to be taken into account. While in osteoporosis a loss of bone mass predominates, in OI an
alteration in the bone matrix is prevalent, which

could explain that lack of efficacy of these drugs in
the prevention of fractures in some cases of OI6.
In this respect, the therapeutic alternatives
available to us are few. The use of teriparatide in
light forms of OI has been suggested in some
works, but without conclusive data. Thus, Orwol
et al. analysed the efficacy of this drug in adults
with OI type I, observing a significant increase in
BMD in the lumbar spine and hip, although no
differences were observed in the risk of fracture
compared with the group which received the placebo7. Gatti et al., studied 13 postmenopausal
women with OI who had received treatment with
neridronate over two years and had suffered a
fracture during this period. Teriparatide was administered to them for 18 months with a significant
increase being observed compared with the base-
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Figure 2. Bluish sclerae

In the light of this case, and the literature
review, the use of teriparatide, followed by denosumab in patients with OI and intolerance to, or
adverse effects with, the bisphosphonates, could
be taken into consideration.
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Summary
Pregnancy defines a model where the development of the fetal skeleton occurs in a short lapse of time.
This achievement is accomplished under the control of the own fetus, who regulates the process through
the signals generated in the so-called feto-placental unit. The maternal organism undergoes an adaptation
process in which a drastic readjustment of mechanisms involved in the bone turnover takes place. Among
the most obvious changes detected in maternal blood there are the increases in calcitriol, placental growth
hormone, insulin-like growth factor -1 (IGF-1), estrogens and prolactin. There are also increases in osteoprotegerin and in the ligand of the receptor activator of nuclear factor kappa (RANKL). The phenomenon
leads to transitory states of bone deterioration, which extends up to the end of lactation. The whole process is still insufficiently explored. We present an update of the changes affecting the mother and of those
that arise in the placenta.
Key words: pregnancy, bone, mother, regulators.
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Introduction
The body of the pregnant mother goes through a
combination of changes to accommodate itself to
the conditions imposed by the presence of the
fetus and its needs. The driver of these changes is
the feto-placental unit, which acts as a focus of the
emission of signals to the mother’s organs and
systems. In some cases deficiencies in these changes result in pathologies, such as vascular
dysfunctions underlying high blood pressure and
preeclampsia-related proteinurea, among others.
The bone is not immune to the need for change,
due, among other factors, to the fact that the foetal
ossification requires the transfer of large quantities of
calcium, above all in the third trimester. The final
weeks are characterised by an acceleration in the
growth and calcification of the foetal skeleton, which
takes advantage of most of the on average 30 g of
calcium transferred from the mother through the placenta. Curiously, the calcium transfer occurs against
the gradient, since the foetus lives in a hypercalcemic environment in comparison with the mother1.
The transfer of calcium does not occur without
having an impact on the mother s bone. There is a
debate as to whether it causes a more or less significant period of decalcification, which may even
result in there being a window of susceptibility to
fracture. There are a significant number of publications, clinical cases or case series which support of
this view, containing information about fragility
fractures in pregnant or breastfeeding women2. The
transitory nature of the process can, in any case, be
deduced from the lack of evidence associating
pregnancy with the risk of osteoporosis in the long
term. Therefore, whatever the impact may be, there
is a subsequent recuperation of the bone. This phenomenon has been seen in data from densitometric
studies, which show a progressive recuperation. It
remains to be clarified whether this recuperation is
specific to the state of pregnancy or not. In fact, a
similar restoration in the deterioration of bone mass
has been reported which is found in hypo-estrogenic states concomitant with birth control with systemic gestagens such as medroxyprogesterone acetate3, but it appears less clear when the hypoestrogenism is associated with endocrine pathology, such
as hypogonadotropic hypogonadism4.
The endocrine regulators which control changes in bone metabolism in the mother during
pregnancy are still not sufficiently well-understood. For example, there is an open debate about
the possible role of vitamin D, and therefore, as to
whether to supplement this vitamin or not. The
details regarding the mediators generated in the
feto-placental unit are also not well-understood.
Here we present the most important features of
this theme which is also very interesting to researchers in perinatology.

Is there deterioration in bone during
pregnancy?
This first question arises in the context of the readjustment of the mother’s body, which uses many
compensatory systems. It cannot be discounted,

therefore, that the draining of calcium through the
placenta may take place without affecting the
maternal skeleton if there are sufficiently powerful
compensatory systems in place. An increase in the
intestinal absorption of calcium, for example,
could be an option if it reaches a sufficient level,
as is mentioned in the section regarding vitamin D.
However, although this issue is not beyond dispute, everything appears to suggest that there is a
net loss of calcium in the mother. The evaluation
strategies have been limited by a refusal to carry
out densitometric examinations in pregnant
women, in spite of their low radiation dose, and
by the continuous changes in blood volume and
glomerular filtrate, which reduce the values of the
biochemical markers for bone turnover. There are
histological studies of bone biopsies, but they are
relatively old and not very clear in their interpretation5. There are also experimental models, in
rodents and primates, which do not always correspond with histological data in humans6. In spite of
this, the most recent studies have carried out densitometries immediately pre- and post-pregnancy,
or have included examinations of peripheral
regions, such as the forearm, during pregnancy7.
Furthermore, although with different technology,
systems based on ultrasound have been used by
various authors8.
The findings of some studies suggest that there
is a deterioration in those factors studied, be it
bone mineral density or parameters evaluated by
ultrasound, sound velocity transmission, broad
band attenuation or rigidity modulus8. Therefore,
the results are consistent with what is known
about rates of calcium transfer: there are slight
adjustments during the first half of pregnancy, but
bone resorption is accelerated in the third trimester, well above the rate of formation, although this
also increases.

Endocrine correlate
As has already been said, the maternal changes
have their principal origin in the feto-placental
unit, the real driver for all these changes.
However, on some occasions the connection between the signals originating in the feto-placenta
and the modifications in the regulators of calcium
metabolism in the mother are not known. One of
the clear cases is that of vitamin D. In other cases
there are agents which, on the contrary, clearly
originate in the placenta, and which impact on the
maternal systems. The placenta growth hormone
(PGH) is a good example of this. The most evident
changes are described below (summarised in
Table 1).
Regulators originating in the mother
Parathyroid hormone and parathyroid hormonerelated peptide
Parathyroid hormone (PTH) has received much
attention as a consequence of its great pro-resorptive potential. Its action in liberating significant
amounts of calcium from the bone would be consistent with observations regarding the transfer of
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significant quantities of the cation through the placenta, with the consequent deterioration of bone
mass in the mother. The increase in intestinal
absorption and the characteristic hypocalcaemia in
pregnancy would support this interpretation.
However, in spite of the attractiveness of this
hypothesis, the maternal PTH is not currently considered a determining factor. There has been a
debate about circulatory changes, with substantial
increases reported in tests subsequently considered to have been defective. Better technologies
based on the use of antibodies, which are more
reliable, suggest that PTH undergoes little change
in pregnancy, and that its involvement in the
adjustments in bone metabolism is probably of little importance9.
Because of its theoretical proximity PTH-related peptide (PTHrP) has been proposed as another determining factor. The debate about the
methodological difficulties in reliable measurement are also reproduced here. The influence that
the isoforms of the molecule, or the heterogeneity
of the region recognised by the antibodies, have
on this have recently been reviewed2. To date,
there are still questions to be answered, with isolated data which suggest an increase in the final
phases of pregnancy. Its potential is not negligible, as the finding of pathological hypercalcemia
as a consequence of an abnormally high production of PTHrP suggests10.
Vitamin D
Vitamin D is receiving particular attention. Its role
in bone metabolism during pregnancy is still largely
unknown. Its possible participation, however, is
potentially attractive since, in increasing the intestinal absorption of calcium, it appears to be a candidate for supplying the maternal body with a substantial portion of that lost through the placenta.
There is already a notable increase in the levels
of calcitriol (1,25 (OH)2 vitamin D) from the first
trimester, and especially in the second half of
pregnancy. This increase is parallel to the intestinal absorption of calcium. The increase in the
enzyme activity of renal 1α-hydroxylase is key to
this change, given that the increase in calcitriol is
not found in a pregnancy in an anephric woman11.
Minor roles in the supply of 1α-hydroxylase
would be taken by the placenta, decidua, and possibly the fetus’ own kidney.
Combined with this there is what appears to be
an almost universal phenomenon, a high prevalence of blood levels of 25-OH vitamin D considered as insufficient in pregnant women in all latitudes of the globe12,13. In the lowest socioeconomic
groups, at least in our country, the situation is
especially dramatic14.
The modulating role which the vitamin D binding protein may have is not clear. As in all hyperestrogenic states, its concentration rises during
pregnancy, but it remains to be determined to
what extent it regulates the activity of vitamin D in
this context. We would therefore be dealing with
a crucial element in the system. In favor of this

view is a series of studies which supplemented
vitamin D and which gave results which support
the idea of vitamin D as a key element in the programming of intra-uterine fetal bone growth. We
would not now be talking about bone mineral
density, but rather a new dimension, which is that
of fetal growth15. However, the participation of
vitamin D has been disputed by experimental
models in rodents lacking vitamin D or its receptor, in which, curiously, the increase in intestinal
absorption of calcium was similar to the controls16.
It is not known whether or not these models
reproduce the situation in humans.
Changes have been reported in other regulators such as calcitonin, but their impact appears
slight.
Regulators produced in the feto-placental unit
PGH
PGH is a clear example of the transfer of modulators from the feto-placental unit to the mother,
since it is produced in the syncytiotrophoblast but
only circulates in the mother’s blood. It is detected
from the first trimester and from then the increase
does not cease until the end of pregnancy. It plays
a direct role in providing nutrients to the placenta, but it is not known what is the exact magnitude of its potential as regulator of insulin-like
growth factor type 1 (IGF-1) in the mother. The
details of the action of this on the bone has not
been specifically investigated in pregnancy. It is
also not yet clear which part of its action is endocrine, paracrine or both17.
Human placental lactogen (HPL)
Also called chorionic somatomammotropin, this is
produced in the trophoblast from the very first
moments of gestation. It is a protein hormone
resulting from the expression of the GH gene cluster. This group, located in chromosome 17q, contains two genes which code for GH, one expressed in the hypophysis and the other in the placenta (which codes for PGH) and two other genes
related to HPL18.
The genetic family relationship determines
some common actions, essentially in the metabolic field. HPL plays a pro-lipolytic role, mobilising
fatty acids with a potential impact on the energy
of the mother and fetus, and on insulin resistance.
This second action forms part of the pro-diabetogenic complex in pregnancy. The consequence of
this is an increase in the glycemic, and protein,
offer to the feto-placental unit. So, the HPL participates in the offer of nutrients to the fetus, and
hence constitutes a promotor factor for fetal
growth (see19 for review).
The possibility cannot be discounted that, as
with PGH, HPL may regulate IGF1 and other elements of the group of insulin-like growth factors,
even if in a less direct way than with PGH. The
impact that this may have on the process of calcification of fetal bone to a separate magnitude from its
growth is uncertain, as is, at present, the dissection
of these two functions in relation to the same IGF1.
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PTHrP
Vitamin D (calcitriol)

2nd half
pregnancy

↕

PTH

1st half
pregnancy

/ ↑ (¿?)

↕

Modulators of
bone turnover

↕ ↕

Table 1. Schema of the changes in the blood of the mother of agents
which are potential modulators of bone turnover. The questioning signs
indicate that the increase is only suspected (in the case of PTHrP) or
that there is no certainty about the direction of the changes (sclerostin)

↑

↑↑↑

↑

↑↑

Prolactin
Also produced in the placenta and
exported to the mother’s blood,
prolactin (PRL) may have an
influence on metabolic changes in
maternal bone. Data from rodents
show that PRL acts on the osteoblasts, where the RANKL/OPG
increases at the cost of lowering
the OPG. This could therefore be
a modulator consistent with the
changes observed. However, it
remains unclear whether or not
this is similar in humans20.

Mixed or of uncertain ascription
There are data showing changes in
other regulators, such as the recepPGH
↑
↑↑↑
tor activator of nuclear factor
kappa-B ligand (RANKL), osteoHPL
↑
↑↑↑
protegerin (OPG) or IGF-1. There
is also a series of recent data relaEstrogens
↑
↑↑↑
ted to the Wnt pathway. However,
there is no certainty as to whether
Prolactin
↑
↑↑↑
the contribution of the of the
mother’s body is significant if comOsteoprotegerin
↑
pared with the feto-placental unit.
Given the doubts which exist, they
RANKL
↑
are included in this second block
dedicated to factors of mixed or
IGF-1
↑
↑↑
uncertain origin.
OPG exemplifies this imbalance
Sclerostin
¿?
¿?
between the two sections (Figure
1). Its maternal blood levels are
PTH: parathyroid hormone; PTHrP: PTH-related peptide; DBP: vitastable until the final weeks when,
min D bonding protein; PGH: placental growth hormone; HPL:
paradoxically in relation to the
human placental lactogen; RANKL: receptor activator of nuclear
increase in bone resorption, it
kappa-B factor ligand; IGF-1: insulin-like growth factor type 1.
rises21. The rapid decrease postpartum and the findings of high
concentrations in the placenta and
PTH and PTHrP
membranes are interpreted as indicating that it is
The role played by PTH and PTHrP in feto-placenthe placenta which is its main source22.
tal unit could be considered to be at once both
The changes in the levels of RANKL follow a
significant and cryptic. Contrary to data from the
similar pattern, but are less consistent due to the
maternal blood, a series of observations whose
well-known methodological difficulties of measuonly limitation is that they come from experimenring its blood levels23,24.
tal models, suggest that the gradient pump which
The blood levels of IGF-1 increase as pregtransfers calcium from the mother to the fetus
nancy progresses, but vary as a function of a numworks thanks to the active role of both peptides
ber of variables, such as the mother’s weight25.
(reviewed in2). It is not known whether there is
Given the rich variety of functions of this growth
some kind of permeability between the fetal and
factor, and the frequent contrast between its blood
maternal microenvironments as far as both hormoand tissue levels, there is no clear understanding
nes are concerned.
of the relationship between these changes and
those which the maternal skeleton undergoes.
Estrogens
Existing information regarding the role of the
The estrogens are another agent produced in the
Wnt pathway, a system with a high osteo-anaboplacenta and exported to the maternal blood.
lic capacity, in pregnancy is very scarce and
Their powerful reductive effect on bone resorpinconclusive. In light of the data shown in the stution is known, and their blood levels increase in
dies which have evaluated the impact on the bone
parallel with that of the mass of the placenta, as
of the regulation of sclerostin, a Wnt pathway
the period of pregnancy increases. Therefore, their
inhibitor protein, its effect on the modifications in
changes do not fit in to a context in which, as
bone metabolism in the mother has been investiappears to occur in pregnancy, resorption in the
gated. Sclerostin is produced in the osteoblasts
mother increases in its final phase.
and, given the difference in osteocytic mass betDBP

↕ ↕
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Figure 1. Levels of osteoprotegerin in the mother’s blood
according to weeks of pregnancy. The increase clearly
occurs in the second half of pregnancy, since, as seen in
panel A, there is no difference between blood levels in a
woman who is not pregnant and those in a woman who
has been pregnant for up to 18 weeks. Panel B shows that
there is an increase as the pregnancy progresses, but the
slope of the line of best fit is considerably lower than that
of the known curves for the increase in estrogens or prolactin (data not shown). Taken from citation 21, with the
permission of Elsevier)
A
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Summary
Objetives: Nowadays it is recognised that vitamin K plays an important role in bone health. It is necessary for the gamma-carboxylation of osteocalcin (the most important non-collagen protein in the bone),
making the osteocalcin function. There are two important forms of vitamin K (vitamin K1 and vitamin
K2), which come from different sources and have different biological activity.
Epidemiological studies suggest that a diet with high levels of vitamin K is associated with a lower risk
of hip fractures in older men and in women. However, controlled randomised clinical trials, carried out
with supplements of vitamin K1 or K2 in the white population do not show an increase in bone mineral
density (BMD) in most of the different areas of the skeleton. Supplementation with vitamin K1 and K2
may reduce the risk of fracture, but the clinical trials which include fractures as a final result have methodological limitations, so clinical trials with greater numbers of patients, and which are better designed,
would be needed in order to prove the efficacy of vitamin K1 and K2 in relation to fractures.
In conclusion, we may say that there is currently insufficient evidence to recommend the routine use of
vitamin K for the prevention of osteoporosis and fractures in postmenopausal women.
Key words: bone mineral density, fractures, menaquinones, osteoporosis, phylloquinones, vitamin K.
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Introduction
In the last two decades the use of nutritional supplements for the prevention of diseases has increased significantly in the developed nations.
Calcium and vitamin D are the two main supplements used to achieve better bone health. There is
also much interest in vitamin K. Vitamin K is better known for its functions in blood coagulation,
but it is also important in bone metabolism.
We have carried out a review of the different
forms and sources of vitamin K and its effects on
bone mineral density (BMD) and on fractures.

Forms and dietary sources of vitamin K
The term vitamin K represents a group of liposoluble compounds, chemically similar, which differ
in their origins and/or their functions. There are
two natural forms of vitamin K: vitamin K1 and
vitamin K2. Vitamin K1, also called phylloquinone
or phytonadione, is synthesised by the plants and
is the predominant form of vitamin K in the
human diet1. Its main sources are green-leafed
vegetables (e.g. watercress, parsley, cabbage, spinach, lettuce), vegetables of the genus brassica
(e.g. Brussels sprouts, broccoli), some fruits (e.g.
avocado, kiwi fruit and white grapes), some herbs
(e.g. parsley and coriander) and green or herbal
teas. Other dietary sources are vegetable oils such
as soya or olive, these being the supplements
which are the most bioavailable1. It is also found
in liver, butter and minced beef.
Vitamin K2 includes a range of forms of vitamin
K known as menaquinones-n (MK-n), where the n
refers to the number of repeated units of 5-carbon.
The principal menaquinones in the diet range from
Mk-4 to MK-10, and are mainly consumed in foods
which contain fats, which favours its absorption and
bioavailability over phylloquinone 2. The menaquinones are produced especially by bacteria, except
MK-4 (or menatetrenone). In spite of its low bioavailability in foods, MK-4 is the predominant form of
vitamin K in the body. For this reason, some scientists suggest that MK-4 is produced through the
endogenous conversion of the endogenous phylloquinones as well as MK-7, -8 and -92. MK-4 may also
be found in fish, eggs, liver, kidney, milk, butter, fermented cheeses and some vegetables. The quantity
and types menaquinones in fermented products
depend on the type of bacteria present in those products. Natto, a Japanese condiment of fermented
soya is the richest dietary source of menaquinones
(especially MK-7) currently known. The menaquinones with the longest chains (MK-10 to MK-13) are
produced by the anaerobic bacteria of the colon,
but have very low bioavailability and little activity,
like vitamin K1,2. MK-7 is the form which has the highest bioavailability and longest half-life compared
with the phylloquinones and MK-43.
Vitamin K in the diet is absorbed in the small
intestine through a process which requires the
presence of bile salts. After intestinal absorption,
the vitamins K1 and K2 are transported in lipoproteins rich in triglycerides (chylomicrons) through
the lymphatic system towards the liver and other

tissues. The vitamin K1 is primarily captured by
the liver to be metabolized and excreted1. A small
proportion of vitamin K1, which returns to the circulation in particles of lipoproteins with very low
density secreted by the liver, is transported to the
extra-hepatic tissues1. The menaquinones are
transported by means of low density lipoproteins
from the liver to the extra-hepatic tissues, such as
the bone. The exception is MK-4, which is transported by both low and high density lipoproteins.
Vitamin K1 and the long chain menaquinones are
stored, essentially, in the liver, while MK-4 is stored predominantly in the brain, the reproductive
organs, the pancreas and the glands1.

Dietary recommendations
Only a small quantity of vitamin K is accumulated
in the body2. Although some studies have reported
functions of vitamin K beyond its action in coagulation, as well as its role in bone metabolism, the
Institute of Medicine has established that the daily
recommended intake (DRI) for an adequate intake (AI) for men and women is based on the
absence of abnormal haemorrhages4. The AI for
vitamin K1 is 120 µg/day for men and 90 µg/day
for women4. Due the absence of known toxicity,
an upper limit has not been established for vitamin K14. Recent studies have suggested that vitamin K2 may be more biologically active than vitamin K12, but due to the lack of sufficient data to
date the Institute of Medicine has not provided
DRI values for vitamin K2.

Vitamin K deficiency
Deficiency in vitamin K may occur as a result of
diseases of the liver, pancreatic or biliary disease,
cystic fibrosis, diseases of malabsorption of fats,
ulcerous colitis, regional enteritis or Crohn’s disease, short intestine syndrome and intestinal surgery
(especially of the terminal ilium where the biliary
salts are absorbed), chronic malnutrition, alcoholism, and the taking of medicines such as anticoagulants antagonistic to vitamin K5. Deficiency in
vitamin K increases the risk of bleeding and may
have deleterious effects on bone health.

Vitamin K supplements
Vitamin K1, MK-4 and MK-7 are available in pharmacological forms. Vitamin K1 is the most common form of vitamin K commercially available,
referred to as phytonadione. Vitamin K1 supplements are used to treat and prevent vitamin K
deficiency, to prevent haemorrhages or problems
of coagulation caused by certain medicines or
diseases and to counteract the effects of an overdose of anticoagulants. Dietary supplements of
MK-4 and MK-7 have been approved in Japan for
the prevention and treatment of osteoporosis6.
Menadione or “vitamin K3” is a synthetic hydrosoluble form of vitamin K which may be converted
into vitamin K2 in the body. The US Food and
Drugs Administration has not authorised menadione to be sold as a dietary supplement for humans
due to its potential deleterious effects5.
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Vitamin K and bone metabolism
Vitamin K is the essential co-factor for the gammacarboxylation of proteins with gamma-carboxyglutamic (Gla) residues, facilitating the postranslational conversion of glutamic acid (Glu) to Gla residues in the proteins dependent on vitamin K and
activating them. It is involved in the regulation of
the management of calcium in the body. Although
vitamin K prevents vascular calcification and that
of the soft tissues, it also promotes the integration
of calcium into bone.
There are three vitamin K-dependent proteins
in the bone: osteocalcin (also called bone Gla protein), Gla matrix protein and protein S. The effect
of vitamin K on osteocalcin is perhaps the best
understood of these.
Osteocalcin is synthesised by the osteoblasts
during the mineralisation phase of bone formation
and is essential for the formation of crystals of
hydroxyapatite. Glu has three residues, and their
capacity to bond to mineral depends on gammacarboxylation which is dependent on vitamin K.
Although the vitamin K-dependent coagulation
factors are 100% gamma-carboxylated, as they are
found in dietary recommendations for their use,
more than 40% of blood osteocalcin may be noncarboxylated. It has been shown that supplements
with either MK-4 or MK-7 already produce a level
of carboxylation similar to osteocalcin2. However,
supplementation with MK-7 appears to be more
effective in carboxylating osteocalcin than supplementing with phylloquinones2.
In addition to the gamma-carboxylation of osteocalcin vitamin K may affect the genetic transcription required for the expression of the osteoblast
markers and thus affect the synthesis of collagen7.
Furthermore, vitamin K may also suppress bone
resorption and osteoclastogenesis8,9. In vitro and in
animal studies, it has been suggested that MK-4 may
be associated with the regulation of inflammation,
oxidative stress and apoptosis10, all of which may
reduce bone resorption. In a study carried out in
osteoblasts, it was observed that MK-7 suppresses
the differentiation of osteoblasts and induces the
mRNA of osteocalcin, osteoprotegerin and RANKL11.
Also, vitamin K2 may act on bone through a
function which regulates transcription, inducing
the expression of the gene for the steroid and
xenobiotic receptor (SXR), which is expressed primarily in the liver and the intestine, regulating the
expression of the cytochrome P450 enzymes
(CYP3A4 and CYP2C8) and of the family of ATP
transporters such as MDR1 and MRP2. Vitamin K
modulates the expression of osteoblast bone markers through SXR, favouring bone formation,
which means that SXR is probably also involved in
the maintenance of bone homeostasis12.

Association between vitamin K and BMD
and fractures: observational studies
In the majority of observational studies low blood
levels of vitamin K1, low intake of vitamin K1, low
intake of vitamin K2 (MK-7) and high blood levels
of non-carboxylated osteocalcin have been asso-

ciated with an increased risk of hip fractures13-15.
For example, in the Nurses’ Health Study, carried
out in women between 30 and 88 years of age
(n=72,327), those with an intake of phylloquinones lower than 109 µg/day had an increased risk
of fracture at 10 years compared with those who
had a higher intake of phylloquinones16. Similarly
in the Framlingham Heart Study, in a group of 888
men and women with an average of age 75 years
and an average intake of phylloquinone of 56
µg/day, it was observed that they had a higher risk
of fracture of the hip in the following seven years
than those who ingested an average of 254
µg/day. In this study there was no association between the intake of vitamin K and BMD17.
Although few studies have shown, overall, an
association between a low intake of vitamin K and
a reduction in BMD in women, there is less evidence of an association between high levels of
vitamin K intake and an increase in BMD in observational studies14. These studies suggest: that an
adequate intake of vitamin K may be necessary to
reduce bone resorption; that the requirements for
the maintenance of adequate bone health should
to be higher than the adequate intake values proposed; and that, once the vitamin K requirements
for bone health are reached no additional intake is
needed. In addition, a greater limitation of these
studies is that high intakes of vitamin K1 may be
an indicator of the consumption of foods which
contain other nutrients protective of bone, such as
calcium, magnesium, potassium and phytochemicals. Therefore, on the basis of the findings of the
observational studies, we cannot conclude that
vitamin K has an independent protective effect on
bone health.

Effects of the supplementing of vitamin K
on BMD and on fractures: clinical trials
and meta-analyses
Various clinical trials in different populations have
examined the effect of vitamin K on BMD. Two
systematic reviews and meta-analyses have made
a summary of these clinical trials18,19. In the most
recent review published in 2012, Fang et al.19
collect the data from 17 trials with vitamin K in the
healthy population and in patients over 18 years
of age with primary and secondary osteoporosis.
These include ten trials with vitamin K2 (eight
with MK-4 at a dose of 15-45 mg/day and two
with MK-7 at a dose of 0.2-3.6 mg/day) and seven
trials with vitamin K1 (0.2-10 mg/day). In the
general analysis the authors mix the results of all
the trials with vitamin K and examine the changes
in BMD. They observe that supplementing with
vitamin K had no effect on the BMD in the femoral neck, but increased the BMD in the lumbar
spine by 1.3% (95% confidence interval [95% CI]:
0.5-2.1) after 6-36 months of supplementation19. In
an analysis of subgroups according to type of vitamin K, vitamin K2 increased BMD in the lumbar
spine by an average of 1.8% (95% CI: 0.9-2.8),
while vitamin K1 had no effect. The therapeutic
effect on BMD in the lumbar spine was much gre-
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ater in Asiatic populations than in Western.
However, when the authors excluded those studies with a high risk of methodological errors due
to the existence of other factors, they found no
significant effects of vitamin K in the lumbar
region. Fang et al.19 warned against these estimated errors in the effects of treatment in the metaanalysis, due largely to the differences in the
groups studied, differences in methodological
quality in the trials selected and to errors in publications. The effect of the supplements of vitamin
K2 on fractures is based on eight clinical trials
carried out Japanese patients with primary and
secondary osteoporosis.
A randomised clinical trial among 325 postmenopausal women who received a placebo or 45
mg/day of vitamin K2 (MK-4 or menatetrenone)
over a period of three years20, evaluated the bone
mineral content (BMC) and the geometry of the hip
using DXA. The indices of bone strength were calculated using DXA (BMD), femoral neck width
(FNW) and femoral axis length (FAL). It was observed that vitamin K did not affect the BMD, but the
BMC and FNW were increased in comparison to
the placebo. In the group treated with vitamin K2
the bone strength in the hip did not vary, while it
reduced significantly in the group treated.
A systematic review carried out in 2006 with a
meta-analysis of seven clinical trials showed that
supplementing with MK-4, 15-45 mg/day over 1224 months, reduced significantly fractures of the
hip (odds ratio [OR]: 0.23, 95% CI: 0.12-0.47) and
vertebrae (OR: 0.40, 95% CI: 0.25-0.65), and nonvertebral fractures (OR: 0.19, 95% CI: 0.11-0.35)18.
However, another major trial published in 2009,
came to a different conclusion21. This was a wide,
open trial in phase IV carried out in 4,378
Japanese osteoporotic women with or without
prevalent vertebral fractures who received over
three years supplements of MK-4 and calcium,
with a year of follow up during which no kind of
restriction in the use of medication for osteoporosis was imposed. The combined treatment with
MK-4, 45 mg/day (divided into three doses of 15
mg each) and calcium, or the treatment with calcium only, was not associated with changes in the
incidence of vertebral fractures after 3 year years
(5.9% vs 5.7%) or in the incidence of all clinical
fractures after 4 years (2.5% vs 2.1%). However, in
one of the 11 non-adjusted groups, in a post-hoc
analysis the researchers found a statistically significant reduction in the appearance of new vertebral fractures in a subgroup of women with more
than five prevalent vertebral fractures (20.3% vs
33.2%, p=0.03).
More recently, a double blind randomised trial,
carried out in 2013 with MK-7 compared with a
placebo over 3 years in 244 postmenopausal
Dutch women without osteoporosis found one
woman with a new vertebral fracture in the MK-7
group (n=120) and six in the placebo group
(n=124)22, but there were too few fractures for the
difference to be statistically significant between
the two groups.

Examining all the literature published to date,
vitamin K2 supplements may protect against fractures but the data are not very consistent.
The evidence of the effect of supplementation
with vitamin K1 on fractures is more limited, and
based principally on a single study6, since the rest
of the trials with vitamin K1 were not designed to
analyse fractures. This study is a controlled, randomised double blind clinical trial carried out in 440
postmenopausal Canadian women with osteopenia. It showed a statistically significant effect with
the administration of vitamin K1, 5 mg/day, in
reducing all fractures after 2-4 years of supplementation (9 women with 11 fractures in the
group treated with vitamin K1 vs 20 women with
21 fractures in the placebo group [hazard ratio
0.48, 95% CI 0.20-0.98]), although the fracture was
a secondary result of the trial.

Effects of vitamin K supplements associated with other agents for the treatment
of osteoporosis
There have been few studies carried out which
compare the possible additive effects of vitamin K
on the bone of patients being treated for osteoporosis. A Japanese group23 has studied the effects of
risedronate, alone or associated with vitamin K2,
on the levels of carboxylated or non-carboxylated
osteocalcin (OC). They observed that there was no
difference in the levels of OC between the groups,
but those patients with vertebral fractures had
levels of non-carboxylated OC higher than those
patients without fractures in the group treated
only with risedronate.
Another group of Japanese authors24 studied
the effect of alendronate associated, or not, with
vitamin K2 in postmenopausal women with rheumatoid arthritis. In a study of 62 patients with osteopenia or osteoporosis, those with low levels of
non-carboxylated OC were treated with alendronate plus vitamin K2, and those who had normal
levels, only with alendronate. After a year of treatment the levels of bone markers (alkaline phosphatase and N-terminal telopeptide of collagen I)
decreased equally in both groups. There was no
difference in the changes in bone mass in the lumbar spine between the two groups, but there was
a statistically significant increase in the BMD in the
femoral neck in the group supplemented with
vitamin K.

Methodological limitations of the current
evidence
The differences in the findings of the various studies on the effect of vitamin K on the BMD and on
fractures may be explained by the different forms
of vitamin K used, by the underlying intake of
vitamin K of each of the groups, by the level of
intake of calcium and vitamin D in each of the
groups, or by differences in the populations studied. For example, the Japanese studies use MK-4
as vitamin K2, and the European studies use MK7, while North American studies mainly use vitamin K1. The Japanese clinical trials with MK-4 had
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various problems in their methodology, such as a
lack of blind studies, high rates of abandonment
and lack of randomisation. The participants of
these studies were older, with primary or secondary osteoporosis, possibly with low levels of vitamin D and with a poor calcium intake, and with a
high underlying risk of fracture. For these reasons,
it is not possible to generalise these results with
those obtained in trials with MK-4 carried out in
healthy postmenopausal women with normal
levels of vitamin D and an acceptable intake of
calcium. Furthermore, no studies have been
carried out with vitamin K supplements in which
fractures were considered to be the principal outcome. Therefore, we cannot make a definitive
conclusion as to the overall effect of vitamin K
supplements on the prevention of fractures.

fractures may be mediated through its effects on
bone quality, geometry or strength6,20. Further studies would be needed to clarify these points.
In conclusion, vitamin K is important for bone
health. A low intake of vitamin K, low blood levels
of the vitamin or high levels of non-carboxylated
osteocalcin are associated with an increase in hip
fractures in the observational studies13. However,
the results of the clinical trials are not conclusive,
raising doubts as to whether or not general supplementation with vitamin K1 or K2 reduces the
risk of vertebral or non-vertebral fractures. It is
likely that carrying out new studies in populations
with low blood levels, or a low intake, of vitamin
K could clarify the role of vitamin K in the prevention of fractures25.

Safety and adverse effects of vitamin K
supplements
Vitamin K supplements are well-tolerated and safe
in most cases. Some studies have reported rare
effects of supplementation with MK-4 (menatetrenone), such as the incidence of skin lesions and
minor gastro-intestinal effects5. A few studies have
shown that supplements with vitamin K1 may
affect the lipid profile, sensitivity to insulin and
levels of glycemia5.
Vitamin K may reduce the effect of anticoagulants such as warfarin. People who take warfarin
should be warned to avoid supplements and
foods which may contain vitamin K. There have
also been reported interactions with antilipemics
and antidiabetics5.

Problems of knowledge and future research
It has been proposed that the non-carboxylation
of osteocalcin adversely affects its capacity to
bond with the bone mineral. However, those studies carried out in which an adequate or maximum level of carboxylated osteocalcin was achieved, did not correspond with an improvement in
BMD. It is possible that the effects of vitamin K on
BMD may be more pronounced in those populations which have osteoporosis or those with a
vitamin D deficit, since there is an interaction between vitamin K and vitamin D.
There is also no effect observed of vitamin K
on BMD in subjects with adequate levels of vitamin K. It is probable that the effects of vitamin K
on BMD are more positive in those subjects with
a vitamin K deficit, such as those with malnutrition
or affected by diseases which interfere with its
synthesis or absorption.
In spite of the minimal effects on BMD, vitamin
K may have a protective effect against fractures.
It is possible that vitamin K exerts its effect
through the carboxylation of the GLA protein of
the matrix, an effect which is not detected in the
measurement of BMD. In addition to the role vitamin K plays in gamma-carboxylation there are
other mechanisms in the bone which are dependent on vitamin K and which may affect the risk
of fracture. For example, the effect of vitamin K on
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