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Purpose: To evaluate serum 25-hydroxyvitamin D [25(OH)D] concentrations and factors related to vitamin D inadequacy in postmenopausal North American women receiving therapy to treat or prevent
osteoporosis.
Methods: Serum 25(OH)D and PTH were obtained in 1536 community-dwelling women between November 2003 and March 2004. Multivariate logistic regression was used to assess risk factors for suboptimal (⬍30 ng/ml) 25(OH)D.
Results: Ninety-two percent of study subjects were Caucasian, with
a mean age of 71 yr. Thirty-five percent resided at or above latitude
42° north, and 24% resided less than 35° north. Mean (SD) serum
25(OH)D was 30.4 (13.2) ng/ml: serum 25(OH)D was less than 20

V

ITAMIN D IS ESSENTIAL for maintaining calcium
homeostasis and optimizing bone health. 1,25-Dihydroxyvitamin D, the active vitamin D metabolite, binds to a
specific nuclear hormone receptor thereby increasing intestinal calcium absorption and regulating bone turnover (1).
Low concentrations of vitamin D lead to alterations in calcium and phosphorus homeostasis, secondary hyperparathyroidism, bone loss, osteoporosis, and an increase in fracture risk (2– 4). More severe degrees of vitamin D deficiency
lead to impairment of bone mineralization and osteomalacia
(5). The standard method of assessing vitamin D status is by
measuring serum concentration of the major circulating metabolite of vitamin D, 25-hydroxyvitamin D [25(OH)D] (6).
Adequate vitamin D and calcium intake is considered an
essential component of osteoporosis management (http://
consensus.nih.gov/cons/111/111_statement.htm; http://www.
nof.org//physguide/risk_assessment.htm; http://www.
osteofound.org/osteoporosis/index.html). Currently, in the
United States, the recommended daily vitamin D intake is
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ng/ml in 18%; less than 25 ng/ml in 36%; and less than 30 ng/ml in
52%. Prevalence of suboptimal 25(OH)D was significantly higher in
subjects who took less than 400 vs. 400 IU/d or more vitamin D. There
was a significant negative correlation between serum PTH concentrations and 25(OH)D. Risk factors related to vitamin D inadequacy
included age, race, body mass index, medications known to affect
vitamin D metabolism, vitamin D supplementation, exercise, education, and physician counseling regarding vitamin D.
Conclusions: More than half of North American women receiving
therapy to treat or prevent osteoporosis have vitamin D inadequacy,
underscoring the need for improved physician and public education
regarding optimization of vitamin D status in this population. (J Clin
Endocrinol Metab 90: 3215–3224, 2005)

400 IU (10 g) for individuals aged 51–70 yr and 600 IU (15
g) for those aged 70 yr and older (7). In Europe, 400 IU is
recommended for people aged 65 yr or older. Although
vitamin D is produced in the skin with exposure to sunlight, there is an age-related decline in cutaneous synthesis making older individuals more dependent on dietary
intake (8, 9).
Numerous epidemiological studies have assessed the
prevalence of low serum 25(OH)D concentrations (10 –12)
and have indicated that vitamin D inadequacy is a common problem worldwide (13). Differences in the prevalence of vitamin D inadequacy have been related to a
variety of factors, including physiological changes with
age, race, body mass index (BMI), sun exposure, latitude,
and dietary vitamin D intake. Opinions regarding the optimal concentration of serum 25(OH)D vary widely. Several studies have shown that serum concentrations of at
least 20 –30 ng/ml are necessary to maximize intestinal
calcium absorption and minimize perturbations in PTH,
calcium, and phosphorus homeostasis (5, 12, 14, 15). The
majority of epidemiological studies that have assessed
vitamin D status of postmenopausal women have been
performed outside the United States. In addition, although
past studies have included both osteoporotic and nonosteoporotic women, none have specifically evaluated those
receiving osteoporosis therapies. Therefore, we conducted
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an epidemiological study in North America to determine
the vitamin D status of postmenopausal women currently
receiving antiresorptive or anabolic therapies to treat or
prevent osteoporosis. Furthermore, we sought to identify
key risk factors associated with suboptimal 25(OH)D concentrations within this population.
Subjects and Methods
Study subjects
From November 2003 to March 2004, a cohort of women over the age
of 55 yr and postmenopausal for a minimum of 2 yr who were receiving
osteoporosis medications was recruited from 61 study sites that were
evenly distributed across geographic regions by latitude (42° north or
more, Boston, MA; between 35 and 42° north, and less than 35° north,
Memphis, TN). Subjects could be taking vitamin D supplementation and
were required to be taking therapy to treat or prevent osteoporosis,
including: alendronate, calcitonin, etidronate, raloxifene, risedronate, or
teriparatide for a minimum of 3 months to qualify. Subjects were excluded if they had participated in a clinical trial for osteoporosis within
the 3 yr before study start or if they had increased and/or decreased use
of over-the-counter supplements or prescription forms of vitamin D
within 3 months. The study sites received institutional review board
approval and signed informed consent from each subject before
enrollment.

Study conduct
Subjects attended a single study visit during which past medical
history, height, and weight were recorded. The subject’s most recent
dual x-ray absorptiometry, if available, was provided. Concurrent medication use and use of any bone-related therapies (including hormone
therapies ever taken) were collected. A specific request was made to
record medications that could potentially affect vitamin D metabolism,
e.g. glucocorticoids, rifampin, and anticonvulsants (i.e. phenytoin, phenobarbital, carbamazepine). All calcium, vitamin D, and multivitamin
supplements taken within 3 months before the study visit were
recorded.
A single blood sample was collected and sent to a central laboratory
(Quest Laboratories, Van Nuys, CA) to assess 25(OH)D, calcium, intact
PTH, phosphorus, albumin, creatinine, magnesium, alkaline phosphatase, and total bilirubin concentrations; fasting was not required.
A self-administered questionnaire was completed by all study subjects and reviewed by study coordinators for completeness and legibility. If changes or additions were required, these modifications were
made at the time of the visit by the subject only.

Laboratory studies
Calcium, phosphorus, albumin, creatinine, magnesium, alkaline
phosphatase, and total bilirubin were measured by automated standard
laboratory methods. Serum 25(OH)D samples collected at the study sites
were measured using the Nichols Advantage system (Nichols Institute
Diagnostics, San Clemente, CA). The Nichols Advantage system is a
commercially available chemiluminescent assay, in which 25(OH)D is
released from vitamin D-binding proteins by a releasing agent and the
competitive assay is completed automatically by the Nichols Advantage
system. This assay has a normal range in adults of 10 – 68 ng/ml, with
an intraassay coefficient of variation of 3.0 – 4.5% and an interassay
coefficient of variation of 7.1–10.0%.
Serum biointact PTH concentrations were measured using the Nichols Advantage chemiluminescence intact immunoassay; the normal
range in adults is 6 – 40 pg/ml, with an interassay coefficient of variation
of 7.0 –9.2%.
Liquid chromatography-mass spectrometry (LC-MS/MS) was performed on a random subset of 296 subject samples to determine the
contribution of 25(OH)D2 and 25(OH)D3 to serum 25(OH)D measured
in the study population. 25(OH)D2 and 25(OH)D3 calibration control
solutions (eight per set, spanning 1–200 ng/ml) were generated from
standards provided by Calbiochem (San Diego, CA). 25(OH)D samples
from study subjects were prepared and analyzed through a turbulent
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flow LC system (Cohesive Technologies, Franklin, MA) followed by
traditional laminar flow chromatography. The study samples were then
analyzed relative to the control solutions for detection and quantification
of the 25(OH)D2 and 25(OH)D3 component of each sample. The analysis
was performed using a TSQ Quantum Ultra triple mass-spectrometer
(Thermo Finnigan Corp., San Jose, CA). The intraassay coefficient of
variation was 6.0%.

Outcome measures
Vitamin D inadequacy and secondary hyperparathyroidism. Various cut
points of serum 25(OH)D were used to define vitamin D inadequacy (⬍9
ng/ml, ⬍15 ng/ml, ⬍20 ng/ml, ⬍25 ng/ml, or ⬍30 ng/ml). Serum
25(OH)D concentrations less than 9 ng/ml have previously been used
to define overt vitamin D deficiency (1). A range of higher values was
chosen to define vitamin D insufficiency in the absence of a consensus
value (5, 6). The percent of subjects with biochemical evidence of secondary hyperparathyroidism (as defined by normal serum calcium with
a PTH value above the upper limit of the manufacturer’s normal reference range) was determined.
Predictor variables. Risk factors evaluated for association with 25(OH)D
included demographic and baseline variables collected from patient
history and physical examination and health-related variables obtained
from the subject questionnaire.
The demographic and baseline variables were age, race, BMI (kilograms per square meter), latitude of primary residence, use of daily
vitamin D supplementation, history of a medical condition within the
past 5 yr known to affect vitamin D metabolism (gastric surgery, chronic
liver disease, chronic renal disease, intestinal malabsorption, morbid
obesity, hyperparathyroidism, chronic granulomatous disease, malnutrition), and recent use (within the past 4 wk) of concomitant medications
known to affect vitamin D metabolism.
Subject questionnaire. The 28-item questionnaire evaluated factors potentially influencing serum 25(OH)D concentrations including general
health, limitation of daily activities, amount of exercise per week, discussions with physician of the importance of vitamin D to bone health,
highest level of education obtained, annual household income, fall or
fracture history, weekly consumption of vitamin D-rich foods, and
weekly sun exposure.
Subjects were asked to provide the number of servings on a daily,
weekly, or monthly basis for vitamin D containing foods, such as milk,
fortified orange juice and cereals, fish, eggs, cod liver oil, and nutritional
supplements.
Subjects were asked to record the number of hours per week spent
outside without sun protection and the number of body parts exposed.
A sun exposure index was calculated using the number of hours outside
without sun protection multiplied by the percentage of the body exposed
to sunlight (9% for the face, 1% for each hand, 9% for each arm, and 18%
for each leg). Exposure of the chest, back, and abdomen were not
included.

Statistical analysis
A sample size of 1500 subjects was estimated based on the assumption
that the prevalence of low serum 25(OH)D (⬍15 ng/ml) was 12% and
the half-width of the 95% confidence interval (CI) for the true prevalence
was 1.6% (16).
The analysis population included all subjects with valid results of
serum 25(OH)D. The distribution (mean, sd, median, range, etc.) of
serum 25(OH)D and the percent of patients less than 9, 15, 20, 25, and
30 ng/ml and associated 95% CIs were calculated.
Univariate logistic regression models were used to assess the relative
risk for vitamin D inadequacy (⬍30 ng/ml) for each potential risk factor
(such as age, race, BMI). P ⱕ 0.05 was considered statistically significant.
The unadjusted odds ratio (OR), 95% CI, and P value were estimated for
each risk factor. Only those with P ⱕ 0.10 were included in a multivariate
stepwise logistic regression analysis. The final logistic regression model
included only risk factors with P ⱕ 0.05. Because a 25(OH)D concentration less than 30 ng/ml was not a rare event, the OR directly estimated
from the logistic regression would overestimate the relative risk (RR) if
OR was more than 1 or underestimate the RR if OR was less than 1 (17).
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Therefore, the RR for the risk factors was calculated based on the OR and
predicted prevalence of low vitamin D in the reference groups. A risk
cohort was a subgroup of patients who had the same number of significant risk factors identified from the multivariate logistic regression
analysis. The prevalence of vitamin D inadequacy [25(OH)D ⬍ 30 ng/
ml] was evaluated within each risk cohort.
Pearson’s correlation coefficient was calculated to assess the relationship between serum 25(OH)D and serum PTH. The means ⫾ se of
PTH was plotted by 10 serum 25(OH)D subgroups (0 –9, 10 –14, 15–19,
20 –24, 25–29, 30 –34, 35–39, 40 – 49, 50 –59, or ⱖ60 ng/ml). An exponential model [PTH ⫽ ␤0 ⫹ ␣ ⴱ exp␤ⴱ25(OH)D] was previously used to describe
the relationship between serum 25(OH)D and serum PTH by Chapuy et
al. (15). We used a second, similar model (the quadratic fit with plateau
model) to describe the relationship between serum 25(OH)D and serum
PTH (18). That is, for 25(OH)D less than the certain concentration (X0),
the equation relating 25(OH)D and PTH was quadratic, and for 25(OH)D
greater than X0, the equation was constant. SAS PROC NLIN (18) can fit
such a model when X0 is unknown.
All analyses were performed using SAS statistical software (SAS
Institute, Inc., Cary, NC).

Results
Subject sample

One thousand five hundred fifty-four subjects met inclusion criteria. A total of 1536 (98.8%) subjects provided a blood
sample for determination of serum 25(OH)D concentration
and completed the questionnaire.
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jects were female, 91.5% were Caucasian, and 57% were 70
yr of age, or older. The majority (76%) lived at or above 35°
latitude, and 35% lived at or above 42° north (Fig. 1). Fiftynine percent of subjects reported use of at least 400 IU of
vitamin D supplementation daily; 4.2% of subjects had a
medical condition associated with vitamin D inadequacy;
and 13.4% reported prior and/or concomitant medication
use known to affect vitamin D metabolism.
Subject questionnaire

A total of 84.4% of subjects reported being in good to
excellent health (Table 2), 18.7% reported a fracture related
to a fall within the past 5 yr, 22% reported a fracture of the
hip, spine, or wrist since the age of 45 yr, and the majority
(66%) reported that they had previously discussed the importance of vitamin D to bone health with their physician.
Subjects had a broad range of educational and financial backgrounds; 51% reported at least some college education. Dietary consumption of vitamin D-rich foods was low (including intake of fatty fish; salmon, mackerel, herring, and
sardines); the mean and median milk consumption was one
8-oz glass per day.
Distribution of serum 25(OH)D

Subject characteristics

Subject characteristics are summarized in Table 1. All subTABLE 1. Demographics and baseline factors for vitamin D
inadequacy
Total (n ⫽ 1536)

Characteristic

Age (yr) [mean (SD)]
Race [n (%)]
White
Black
Hispanic
Asian
Other
BMI (kg/m2) [mean (SD)]
Geographic region by latitude [n (%)]
ⱖ42°
35– 41°
⬍35°
Vitamin D supplementation [n (%)]
⬍400 IU daily
ⱖ400 IU daily
T-score [mean (SD)]
Spine (n ⫽ 1119)
Total hip (n ⫽ 671)
Significant prior medical condition [n (%)]
Gastric surgery
Chronic liver disease
Chronic renal diseases
Intestinal malabsorption
Morbid obesity
Hyperparathyroidism
Chronic granulomatous diseases
Malnutrition
Any of the above
Significant prior/concomitant medication
[n (%)]
Glucocorticoids
Anticonvulsants
Antimycobacterials (rifampin)
Any of the above

71.1 (9.0)
1406 (91.5)
41 (2.7)
39 (2.5)
32 (2.1)
18 (1.2)
26.4 (5.5)
532 (34.6)
642 (41.8)
362 (23.6)
622 (40.5)
914 (59.5)
⫺1.8 (1.5)
⫺1.7 (1.0)
8 (0.5)
3 (0.2)
9 (0.6)
24 (1.6)
2 (0.1)
13 (0.8)
2 (0.1)
5 (0.3)
64 (4.2)
135 (8.8)
88 (5.7)
1 (0.07)
206 (13.4)

The mean (sd) serum 25(OH)D was 30.4 ng/ml (13.2) and
the distribution was nearly symmetric. The median value
was 29.0 ng/ml. The 25th percentile value was 22 ng/ml and
the 75th percentile value was 37 ng/ml. The discrepancy
between the mean and median was due in large part to a
single subject with a 25(OH)D level of 212.0 ng/ml who was
consuming approximately 18,000 IU of supplemental vitamin D daily and had a high serum calcium of 10.4 mg/dl and
a low-normal biointact PTH of 14 pg/ml. The next highest
serum 25(OH)D concentration was 100 ng/ml in a subject
with a normal serum calcium and PTH (9.5 mg/dl and 28
pg/ml, respectively).
Prevalence of low serum 25(OH)D concentration

Several cut points were used to describe the prevalence
of vitamin D inadequacy in the study population (Fig. 2).
Fifty-two percent (95% CI 50, 55%) of subjects had a serum
25(OH)D less than 30 ng/ml, and 18% (95% CI 16, 20%) had
values less than 20 ng/ml. Regardless of the level used to
define inadequacy, the prevalence was significantly
greater in the group that reported daily vitamin D supplementation of less than 400 IU, compared with the group
that used 400 IU or more (Fig. 3). For example, at a cut
point of 30 ng/ml, the prevalence of vitamin D inadequacy
in those using less than 400 IU vitamin D supplementation
daily was 63%, compared with 45% among those using at
least 400 IU/d.
Based on the results of LC-MS/MS, the prevalence of
vitamin D inadequacy, as defined by various 25(OH)D cut
points, in a random subset of 296 subject samples was
nearly identical with the prevalence in the overall population, as determined by the Nichols Advantage assay
(⬍30 ng/ml: 52.7 vs. 52.0%, and ⬍20 ng/ml: 18.9 vs. 18.2%,
respectively). The correlation coefficient (r) was 0.698. The
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FIG. 1. Distribution of study sites by latitude. The map presents the geographical location of the study sites within the United States relative
to latitudes of 42° north and 35° north. The number and percentage of subjects residing within each region classified by latitude is provided.

median 25(OH)D2 concentration in the subgroup of 296
subjects was 0.8 ng/ml. The median ratio of D2/total
25(OH)D was 0.03, indicating that 50% of subjects had less
than 3% of total 25(OH)D contributed as D2. Very few
subjects (n ⫽ 12) reported use of large doses of vitamin D2
(ⱖ50,000 IU weekly).
TABLE 2. Summary of key results of the subject questionnaire
Question

n (%)

General health (n ⫽ 1530)
Excellent
183 (12.0)
Very good
526 (34.4)
Good
582 (38.0)
Fair
208 (13.6)
Poor
31 (2.0)
Fracture of the hip, spine, or wrist since the age of 45a
Hip
75 (5.2)
Spine
138 (9.5)
Wrist
183 (12.6)
Any of the above
333 (21.8)
Fall during past 5 yr resulting in a broken bone of any type
(n ⫽ 1488)
Yes
278 (18.7)
No
1210 (81.3)
Frequency of exercise/week (n ⫽ 1528)
Never
319 (20.9)
1–2 times
378 (24.7)
3–5 times
579 (37.9)
6 times or more
252 (16.5)
Physician discussion regarding the importance of vitamin D to
bone health (n ⫽ 1244)
Yes
821 (66.0)
No
423 (34.0)
Highest level of education completed (n ⫽ 1532)
Less than grade 12
197 (12.9)
High school graduate or GED
561 (36.6)
Some college
413 (27.0)
College graduate
205 (13.4)
Postgraduate degree
156 (10.2)
Annual household income (n ⫽ 1173)
Under $15,000
215 (18.3)
$15,000 –$24,999
257 (21.9)
$25,000 –$34,999
200 (17.1)
$35,000 –$49,999
194 (16.5)
$50,000 –$74,999
172 (14.7)
$75,000 or more
135 (11.5)
a
n values are hip (n ⫽ 1448), spine (n ⫽ 1452), wrist (n ⫽ 1454),
any of above (n ⫽ 1529).

Associations with serum 25(OH)D concentration

Factors associated with the prevalence of serum 25(OH)D
concentrations less than 30 ng/ml were evaluated using univariate logistic regression analyses (Table 3). Factors found
to have a significant relationship (P ⬍ 0.05) to vitamin D
inadequacy were older age (⬎80 yr), higher BMI (⬎25 kg/
m2), use of concomitant medications known to affect vitamin
D metabolism, vitamin D supplementation (⬍400 IU daily),
poor general health, limitation in daily activities, exercise
level (less than six times per week), absence of previous
discussion with a physician regarding the importance of
vitamin D to bone health, lower education level and annual
income, and lower number of weekly servings of vitamin
D-containing foods. All of these factors remained significantly associated with vitamin D inadequacy when D inadequacy was defined as a 25(OH)D less than 20 ng/ml (data
not shown). When age and BMI were analyzed as categorical
variables (with more than two categories), the tests for trend
were significant, P ⬍ 0.05 (data not shown). With advancing
age, there was an increased risk of vitamin D inadequacy;
however, even among the youngest age groups (51– 60 yr),
the prevalence of vitamin D inadequacy was relatively high
(51%).
In a multivariate analysis, eight variables were significantly associated with vitamin D inadequacy. They included
age (⬎80 yr), race (nonwhite), BMI (⬎30 kg/m2), use of
concomitant medicines known to affect vitamin D metabolism, use of vitamin D supplementation (⬍400 IU daily), lack
of exercise, absence of a previous discussion with a physician
regarding the importance of vitamin D to bone health, and
education level (less than grade 12). The estimates of the
relative risks for these eight variables in the multivariate
analysis were similar to those seen in the univariate analysis.
The number of risk factors present in a single patient was
positively correlated with the risk of vitamin D inadequacy
(r ⫽ 0.893, P ⬍ 0.001). The prevalence of vitamin D inadequacy ranged from 43% for patients with one risk factor (n ⫽
366) to 90% for patients with five or more risk factors (n ⫽
31). Even among subjects with no identifiable risk factors
(n ⫽ 203), there remained a 32% prevalence of vitamin D
inadequacy.
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FIG. 2. Prevalence of vitamin D inadequacy in all subjects. The percentage of
subjects with serum 25(OH)D concentrations below predefined cutoffs of less
than 9, less than 15, less than 20, less
than 25, and less than 30 ng/ml.

Prevalence of secondary hyperparathyroidism

Among the overall study population, 1246 subjects had
been on chronic (ⱖ1 yr) therapy for osteoporosis. Of these,
206 (16.5%) had biochemical evidence of secondary hyperparathyroidism. There was a significant inverse correlation
between serum PTH and 25(OH)D; r ⫽ ⫺0.283, P ⬍ 0.001.
This correlation was also performed for the overall study
population and identified a significant and consistent correlation between serum PTH and 25(OH)D (r ⫽ ⫺0.290, P ⬍
0.001). The strength of the relation between PTH and
25(OH)D may be underestimated by this r value because of
their nonlinear association (Fig. 4A). When the relationship
between serum PTH and 25(OH)D was analyzed using a

quadratic model, it was found that PTH values began to
increase with 25(OH)D concentrations less than 29.8 ng/ml.
At 25(OH)D concentrations above 29.8 ng/ml, PTH values
appeared to reach a plateau level of 27.2 pg/ml (data not
shown). Consequently, the prevalence of secondary hyperparathyroidism was significantly higher among subjects
with lower serum 25(OH)D concentrations (P ⬍ 0.001 for
trend test) (Fig. 4B).
Discussion

In this study of 1536 postmenopausal women living in
North America and receiving osteoporosis therapy, we
found a high prevalence of vitamin D inadequacy. Although

FIG. 3. Subgroup analysis of vitamin D
inadequacy relative to daily vitamin D
supplementation less than 400 IU or 400
IU or more. The percentage of subjects
with serum 25(OH)D concentrations below predefined cutoffs of less than 9, less
than 15, less than 20, less than 25, and
less than 30 ng/ml relative to their daily
vitamin D supplementation of either
less than 400 IU or 400 IU or more. A P
value is provided for the difference between subjects with less than 400 IU or
400 IU or more daily vitamin D supplementation at each cutoff. *, P ⬍0.001 for
comparison of patients with vitamin D
supplementation ⬍400 IU vs. ⱖ400 IU.
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TABLE 3. Prevalence and unadjusted RR for vitamin D inadequacy less than 30 ng/ml in the univariate analysis
Risk factor

Age (yr)
ⱕ80
⬎80
Race
Nonwhite
White
BMI (kg/m2)
⬍25
25–30
⬎30
Latitude (°N)
ⱖ42
35– 42
⬍35
Significant medical historya
No
Yes
Significant concomitant medicationb
No
Yes
Vitamin D supplements (IU daily)
⬍400
ⱖ400
General health
Excellent/very good
Good
Fair/poor
Activity limitation
Limited a lot
Limited a little/not at all
Climbing stairs
Limited a lot
Limited a little
Not limited at all
Exercise/week
Never
1–5 times
6 times or more
Discussed vitamin D with doctor
No
Yes
Osteoporosis diagnosed by doctor
No
Yes
Education
Less than 12 grades
No college degree
College degree or above
Annual income
Up to $24,999
$25,000 –$74,999
$75,000 or more
Fracture since age 45
No
Yes
Fracture of hip, spine, wrist since age 45
No
Yes
Nontraumatic fracture since age 45
No
Yes
Fall in past 5 yr
No
Yes
Fall causing injury
No
Yes
Fall causing broken bone
No
Yes

n

Prevalence (%)

RR (95% CI)

1276
260

50.7
58.5

Ref
1.13 (1.02, 1.22)

130
1406

60.6
51.3

1.17 (0.99, 1.33)
Ref

646
459
317

44.1
50.1
69.4

Ref
1.12 (1.00, 1.24)
1.25 (1.20, 1.29)

532
642
362

48.7
53.3
54.7

0.89 (0.77, 1.01)
0.97 (0.85, 1.09)
Ref

1472
64

51.9
54.7

Ref
1.05 (0.82, 1.26)

0.664

1329
207

50.5
61.8

Ref
1.16 (1.06, 1.26)

0.003

622
914

62.5
44.9

1.39 (1.28, 1.50)
Ref

709
582
239

44.3
56.7
63.6

Ref
1.21 (1.12, 1.29)
1.25 (1.16, 1.32)

294
1236

60.9
50.0

1.22 (1.09, 1.34)
Ref

0.001

345
504
679

58.3
56.0
46.1

1.26 (1.12, 1.40)
1.17 (1.07, 1.26)
Ref

⬍0.001
0.001

319
957
252

64.6
50.8
41.3

1.56 (1.37, 1.74)
1.19 (1.05, 1.31)
Ref

⬍0.001
0.007

423
821

58.6
47.3

1.24 (1.12, 1.36)
Ref

⬍0.001

257
1211

52.9
51.2

1.03 (0.90, 1.16)
Ref

0.617

197
974
361

61.9
52.5
44.9

1.38 (1.19, 1.56)
1.14 (1.03, 1.25)
Ref

⬍0.001
0.014

472
566
135

58.7
51.8
35.6

1.65 (1.37, 1.91)
1.31 (1.13, 1.46)
Ref

⬍0.001
0.001

875
654

51.5
52.9

Ref
1.03 (0.93, 1.12)

0.598

1196
333

51.3
55.3

Ref
1.07 (0.96, 1.18)

0.196

1246
283

52.6
50.2

Ref
0.95 (0.83, 1.08)

0.467

641
860

52.4
51.6

Ref
0.98 (0.89, 1.08)

0.762

1014
480

50.6
55.0

Ref
1.08 (0.98, 1.17)

0.111

1210
278

51.0
56.1

Ref
1.09 (0.98, 1.20)

0.124
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P value

0.023
0.058

0.049
⬍0.001
0.078
0.664

⬍0.001

⬍0.001
⬍0.001
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TABLE 3. Continued
Risk factor

Servings of vitamin D containing food/week
ⱕ14
⬎14
Sun exposure (h/wk)
0
⬎0 to 0.8
⬎0.8
Skin tone
Light
Medium
Dark
Month when blood sample drawn
Nov/Dec
Jan
Feb/March

n

Prevalence (%)

RR (95% CI)

P value

701
835

54.9
49.6

1.11 (1.01, 1.21)
Ref

0.037

430
439
415

54.0
50.8
48.9

1.10 (0.97, 1.24)
1.04 (0.91, 1.17)
Ref

0.144
0.582

707
792
35

52.5
50.9
65.7

Ref
0.97 (0.87, 1.07)
1.17 (0.94, 1.33)

0.538
0.130

205
616
715

48.8
50.0
54.7

Ref
1.02 (0.87, 1.18)
1.11 (0.97, 1.24)

0.762
0.136

Ref, Serves as reference value.
Significant preexisting medical history in the past 5 yr with the potential to alter vitamin D absorption or metabolism.
b
Significant concomitant medications in the past 4 wk with the potential to alter vitamin D absorption or metabolism.
a

similar findings have been reported in previous studies, our
study was the first to evaluate a population that consisted
solely of women currently on pharmacological therapy to
treat or prevent osteoporosis. In addition, the majority of
women in the study were healthy, ambulatory, communitydwelling, Caucasian women who were well educated. Despite these apparent advantages, more than half of these
women (52%) had suboptimal (⬍30 ng/ml) 25(OH)D concentrations, and the prevalence of vitamin D inadequacy was
even higher in those who reported supplemental vitamin D
use of less than 400 IU/d (63%). A high prevalence of vitamin
D inadequacy was seen across all age groups and latitudes
studied.
Among the potential risk factors identified, only high BMI,
lack of exercise, absence of a previous discussion with a
physician regarding the importance of vitamin D to bone
health, vitamin D supplementation less than 400 IU daily,
and education level below grade 12 were consistently found
to be associated with vitamin D inadequacy (when defined
as either ⬍30 or ⬍20 ng/ml) in both the univariate and
multivariate analyses. The association of vitamin D inadequacy with obesity is well documented (19). Although obesity and lack of exercise are linked to additional health risks,
modifications to diet and activity level are difficult to achieve
(20, 21). However, two measures that could be readily implemented in clinical practice to reduce the prevalence of
vitamin D inadequacy are physician-initiated discussions
regarding the importance of vitamin D to bone health and
use of vitamin D supplementation. This study suggests that
the prevalence of vitamin D inadequacy could be reduced if
subjects took at least 400 IU of vitamin D supplementation
per day. This is not an excessive recommendation as the
results of this study suggest that some women need more
vitamin D to obtain optimal serum concentrations. Moreover, the current recommended daily allowance of 400 IU/d
is based on the dose of vitamin D necessary to prevent
osteomalacia.
Previous epidemiological studies have shown a wide variation in the prevalence of low 25(OH)D concentrations, but
comparisons between studies are difficult because of differences in 25(OH)D cutoffs and 25(OH)D assays used. Thomas

et al. (22) reported that 57% of hospitalized patients on a
general medical service had 25(OH)D less than 15 ng/ml.
Even higher rates of vitamin D deficiency have been reported
for institutionalized and inactive elderly individuals (23, 24).
Low 25(OH)D concentrations are not invariably associated
with the sick or elderly because suboptimal 25(OH)D concentrations (ⱕ20 ng/ml) have been reported in healthy adolescents (25). The prevalence in our study was consistent
with the results of a previously reported multinational osteoporosis study (13). Indeed, vitamin D inadequacy is being
recognized as an increasingly significant public health
problem.
The optimal serum concentration of 25(OH)D remains the
subject of much debate. Heaney et al. (14) concluded that
serum 25(OH)D concentrations of 32–36 ng/ml (80 to 90
nmol/liter) may be required to attain maximum intestinal
calcium absorption, whereas Malabanan et al. (5) concluded
that a serum 25(OH)D concentration of 20 ng/ml (50 nmol/
liter) was the minimum required to optimize serum PTH
levels and prevent secondary hyperparathyroidism. We included a cut point of 30 ng/ml based on the findings of
Chapuy et al. (15), who showed that mean serum PTH concentrations began to rise when serum 25(OH)D concentrations fell below 31 ng/ml. Our findings are consistent with
Chapuy et al. demonstrating an increase in serum PTH at
25(OH)D concentrations less than 29.8 ng/ml. Recognition of
functional hypoparathyroidism in up to one third of patients
with hypovitaminosis D suggests that biochemical evidence
of secondary hyperparathyroidism may not be the most sensitive indicator of vitamin D inadequacy in an individual
patient (26). A recent cross-sectional study of 4100 ambulatory elderly (⬎60 yr) suggested that serum 25(OH)D concentrations greater than 40 ng/ml were the minimum needed
for optimal musculoskeletal function of the lower extremities
(27). Given the above, it is clear that the lower limit of normal
for current laboratory 25(OH)D ranges is set too low, yet
the optimum serum concentration of 25(OH)D remains
uncertain.
Vitamin D deficiency has long been recognized to lead to
rickets in children and osteomalacia in adults. There is growing evidence that less severe degrees of vitamin D insuffi-
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FIG. 4. A, Mean (⫾SE) serum PTH (picograms per milliliter) by serum 25(OH)D
subgroups. Subject PTH concentrations
(picograms per milliliter) relative to serum 25(OH)D concentrations sorted by
subgroups delineated by predefined cutoffs for analyses of 25(OH)D inadequacy.
Serum PTH values began to increase with
25(OH)D concentrations less than 29.8
ng/ml. B, Percent of subjects with secondary hyperparathyroidism by 25(OH)D
level. The percent of subjects with secondary hyperparathyroidism (PTH ⬎ 40
pg/ml) sorted by subgroups with serum
25(OH)D concentrations delineated by
predefined cutoffs for analyses of 25(OH)D
inadequacy.

ciency also lead to skeletal disease. There is a positive association between serum 25(OH)D concentrations and total hip
bone mineral density (28), and lower 25(OH)D concentrations have been reported in hip fracture patients, compared
with controls (29). Moreover, a placebo-controlled study by
Chapuy et al. (30, 31) demonstrated a significant reduction in
hip and nonvertebral fractures in elderly women living in
retirement homes after daily supplementation with vitamin
D3 and elemental calcium. A reduction in nonvertebral fracture incidence was also observed in a study of elderly community-dwelling men and women by Dawson-Hughes et al.
(32) with daily use of vitamin D3 and calcium. Intermittent
administration of vitamin D has been shown to be as effective
as daily use, in that 100,000 IU of oral vitamin D3 given every

4 months for 5 yr in an elderly British population significantly reduced the incidence of osteoporotic fractures (33).
Vitamin D also plays an important role in the maintenance
of proximal muscle strength, and reduction of falls is a potential benefit of vitamin D supplementation (34 –37). A
3-month clinical trial of 122 patients in long-term care facilities demonstrated that daily vitamin D3 and calcium provided a 49% reduction in fall rates, compared with calcium
alone (38). A recently published metaanalysis demonstrated
that vitamin D supplementation reduced the likelihood of
falling by more than 20%, compared with calcium or placebo
(39). Thus, the above-noted reduction in fracture risk with
vitamin D supplementation may reflect skeletal and extraskeletal effects.
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Serum 25(OH)D assays are widely available from commercial laboratories throughout the world. The wide interlaboratory variation as well as the even greater intermethod
variation in serum 25(OH)D measurement has been the subject of several reports (40, 41). It has recently been reported
that most of the commercial assays tested substantially overestimated serum 25(OH)D when compared with a gold standard HPLC method (42, 43). As such, the assay used in the
present study (the Nichols Advantage system) may be reporting a higher 25(OH)D concentration than is actually
present. Thus, the prevalence of vitamin D inadequacy might
be even higher than reported here. This assay was chosen
because of its proven precision, ease of use, and widespread
availability. Conversely, this specific assay has been reported
to underestimate circulating 25(OH)D2 (43, 44). However,
because milk is routinely supplemented with vitamin D3, and
less than half of the available multivitamin preparations contain vitamin D2, it is unlikely that assay-dependent underestimation of vitamin D2 contributed in a major way to the
results of this study. In addition, in this study few subjects
reported taking large doses of vitamin D2. Furthermore, LCMS/MS on a subset of subjects confirmed that very few had
25(OH)D2 as the major component of their serum 25(OH)D
concentrations. LC-MS/MS is currently among the most accurate measures of the separate contributions of both 25(OH)
D2 and 25(OH)D3 to total 25(OH)D concentrations. Results
using LC-MS/MS and the Nichols Advantage assay were
almost identical for the prevalence of vitamin D inadequacy
in this subgroup of patients.
The major strength of our study is that it provides estimates of the prevalence of vitamin D inadequacy among
women receiving therapy to treat or prevent osteoporosis.
These women were expected to be more aware of the importance of vitamin D to bone health than the general population. There are several limitations of our study. First, our
study was performed during the winter months only, when
serum 25(OH)D concentrations are typically near the lowest
levels of the year. Very little vitamin D is made in the skin
after November at latitudes above 35° north (45). For this
reason, we may not have seen a significant variation across
latitudes, although an inverse trend was observed as reported by Lips et al. (13). Even with adequate sun exposure
during the summer and fall, subjects are at risk of low serum
25(OH)D concentrations because of the relatively short halflife of 25(OH)D (⬃2 wk). Second, our study population was
confined to North American women only. The great majority
of subjects in our study were Caucasian; thus, we could not
fully assess the prevalence of vitamin D inadequacy in nonCaucasians, although, as reported by others, non-Caucasians
are likely to have an even higher prevalence of vitamin D
inadequacy (46, 47).
Conclusions

There is an unacceptably high level of vitamin D inadequacy among postmenopausal North American women receiving therapy to treat or prevent osteoporosis. Even in the
absence of traditional risk factors for vitamin D deficiency,
vitamin D inadequacy was highly prevalent. In our study,
supplemental use of vitamin D less than 400 IU/d and lack
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of physician counseling regarding the importance of vitamin
D were two risk factors independently and significantly associated with vitamin D inadequacy that could easily be
addressed through physician and patient education. These
results underscore the need for better education of the public
and physicians regarding the optimization of vitamin D status in the care of postmenopausal women with osteoporosis.
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