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Abstract This randomized, double-blind study assessed
the antifracture efficacy and safety of intermittent intra-
venous (IV) ibandronate versus oral daily risedronate in
Japanese patients with primary osteoporosis. Ambulatory
patients aged >60 years were randomized to receive 0.5 or
1 mg/month IV ibandronate plus oral daily placebo or
2.5 mg/day oral risedronate, the licensed dose in Japan,
plus IV placebo. The primary end point was noninferiority
of ibandronate versus risedronate for first new or worsening
vertebral fracture over 3 years. A total of 1,265 patients
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were randomized. A total of 1,134 patients formed the per-
protocol set. Both ibandronate doses were noninferior to
risedronate: 0.5 mg, hazard ratio (HR) 1.09 [95 % confi-
dence interval (CI) 0.77-1.54]; 1 mg, HR 0.88 (95 % CI
0.61-1.27). The rate of first new vertebral fracture over
3 years was 16.8 % (95 % CI 12.8-20.8) for 0.5 mg
ibandronate, 11.6 % (95 % CI 8.2-15.0) for 1 mg ibandr-
onate, and 13.2 % (95 % CI 9.6-16.9) for risedronate.
Significant increases in bone mineral density relative to
baseline were observed with all treatments after 6 months,
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with substantial reductions in bone turnover markers after
3 months. Greatest efficacy was obtained with 1 mg
ibandronate. Analyses in women only showed similar
results to the overall population. No new safety concerns
were identified. This study demonstrated the noninferiority
of IV ibandronate to the licensed Japanese dose of oral
risedronate and suggested that 1 mg/month is an effective
dose in Japanese patients with primary osteoporosis.

Keywords Ibandronate - Intravenous - Osteoporosis -
Risedronate - Vertebral fracture

The efficacy of ibandronate on vertebral fractures has been
demonstrated in postmenopausal osteoporosis [1, 2]. In the
randomized, double-blind trial BONE (oral iBandronate
Osteoporosis vertebral fracture trial in North America and
Europe), oral ibandronate 2.5 mg/day or 20 mg every other
day for 12 doses every 3 months significantly reduced the
risk of vertebral fracture and increased bone mineral den-
sity (BMD) at the lumbar spine and total hip versus placebo
[3]. Two further randomized studies, MOBILE (Monthly
Oral iBandronate In LadiEs) [2, 4-6] and DIVA (Dosing
IntraVenous Administration) [1, 7-9], confirmed the non-
inferiority of BMD gains in the lumbar spine with 100 and
150 mg once-monthly tablets or 2 mg/2 months or 3 mg/
3 months intravenous (IV) injections to those with daily
oral ibandronate 2.5 mg for up to 5 years. The efficacy of
ibandronate in increasing BMD in male osteoporosis
patients has also been reported [10].

Three large randomized studies have demonstrated the
efficacy of risedronate against vertebral, nonvertebral, and
hip fractures [11-13]. Compared with placebo, oral
risedronate 2.5 or 5 mg daily significantly reduced the
relative risk of hip fracture among elderly women with
confirmed osteoporosis in the HIP (Hip Intervention Pro-
gram) study, with relative risks of hip fracture of 0.5 and
0.7, respectively [11]. Oral risedronate (2.5 or 5 mg daily)
also significantly reduced the risk of new vertebral fracture
by 46 and 65 %, respectively, compared with placebo in
the VERT-NA (Vertebral Efficacy with Risedronate
Therapy North America) study, and reduced the fracture
risk by similar amounts in postmenopausal women with
prevalent vertebral fractures in the VERT-MN (VERT-
Multinational) study [14]. The plasma concentrations of
risedronate attained while on treatment with 2.5 mg oral
risedronate in Japanese subjects were almost comparable
with those of 5 mg dosing in white subjects [15]. Fur-
thermore, BMD increases at the lumbar spine and changes
in bone turnover markers (BTMs) were comparable in
Japanese subjects who received 2.5 mg/day risedronate and
in white patients who received 5 mg/day risedronate [13,
16]. In a dose-ranging study of risedronate in Japanese
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patients with osteoporosis, a linear dose-response rela-
tionship for increases in BMD and decreases in BTMs was
obtained up to a dose of 2.5 mg, but no further increase
was observed with 5 mg risedronate [17]. Based on these
results, the optimal oral dose of risedronate in Japanese
osteoporotic patients was determined and licensed as
2.5 mg daily or 17.5 mg weekly [18]. Reduction in fracture
risk has been observed for vertebral [19] and hip [20]
fractures at this dose. Although placebo-controlled data for
fracture risk have not been obtained in Japanese patients,
risedronate 2.5 mg daily is a suitable active comparator to
assess fracture prevention efficacy in Japanese osteoporotic
patients.

European and North American patients enrolled in
BONE achieved comparable efficacy with ibandronate
[21], but the effect on osteoporosis fracture risk has not
been well investigated in nonwhite patients. In a random-
ized study in Japanese women with postmenopausal oste-
oporosis, IV ibandronate 0.5 mg/month, 1 mg/month and
2 mg/2 months substantially increased lumbar spine BMD
and significantly reduced BTMs compared with placebo
[22]. Meta-analyses have shown that fracture risks of men
and women are similar for any given BMD [23, 24]; thus
postmenopausal osteoporosis and osteoporosis in elderly
men can be categorized as primary osteoporosis with
possible heterogeneous pathogenesis [25, 26]. The current
study was conducted for registration purposes in Japan and
evaluated the efficacy and safety of IV ibandronate 0.5 mg
and 1 mg/month versus oral daily risedronate 2.5 mg (the
licensed dose in Japan) in terms of vertebral fracture
incidence in patients with osteoporosis, including both
postmenopausal women and older men.

Materials and Methods
Study Design

The MOVER (MOnthly intraVenous ibandronatE versus
daily oral Risedronate) study was a prospective, random-
ized, double-blind, active drug-controlled study comparing
IV ibandronate (0.5 mg and 1 mg/month) with 2.5 mg/day
oral risedronate over 3 years in women and men (Clini-
calTrials.gov identifier: NCT00447915). The primary end
point was noninferiority of ibandronate versus risedronate
with regards to the incidence of nontraumatic morpho-
metric vertebral fractures at 3 years. Institutional review
boards from the participating centers provided ethical
approval and the study was conducted in accordance with
the Declaration of Helsinki and the International Confer-
ence on Harmonization of Good Clinical Practice Guide-
lines. All patients provided written informed consent prior
to any study-related procedure.



T. Nakamura et al.: Clinical Efficacy on Fracture Risk and Safety

139

Patients

Ambulatory women or men aged >60 years with primary
osteoporosis according to the Diagnosis Criteria of Primary
Osteoporosis in Japan [27] were eligible if they had: fragile
bone fracture (nontraumatic osteoporotic fracture that
occurred by slight external force combined with low
BMD); BMD of the lumbar spine (L2-L4), or proximal
femur (total hip and femoral neck) <80 % of the young
adult mean (equivalent to T score—1.7,-1.6, and-1.4,
respectively); and 1-5 radiographically confirmed vertebral
fractures in the fourth thoracic spine—fourth lumbar spine
(Th4-L4).

Exclusion criteria included: vertebral deformations likely
to affect vertebral strength; previous radiotherapy of the tho-
racic spine/lumbar spine/pelvis; secondary osteoporosis or a
disease causing decrease in bone volume; a disorder delaying
the passage of food through the esophagus; received/planned
invasive dental procedures; bisphosphonate use within 1 year
of the start of the study, or prior treatment with ibandronate,
anti-RANKL antibody (AMG162) or strontium; receipt of
drugs likely to affect bone metabolism within 8 weeks of the
start of the study; severe cardiac, renal or hepatic disease;
calcium outside the criteria value (i.e., <8.4 mg/dL or >
10.4 mg/dL); hypersensitivity to bisphosphonate, calcium or
vitamin D; active malignant tumor or prior therapy for
malignant tumor within 3 years.

Treatment

Patients were randomly assigned to receive: 0.5 mg/month
IV ibandronate (F. Hoffmann-La Roche, Ltd.) plus oral
daily placebo for 36 months; 1 mg/month IV ibandronate
plus oral daily placebo; or 2.5 mg/day oral risedronate
(Ajinomoto Co. Inc.) plus IV placebo by the double dummy
method. All patients received supplementary calcium
305 mg and vitamin D 200 IU/day [28] as a single tablet
daily throughout the study period. IV study drug adminis-
tration was recorded by the investigator at the time of
dosing, while oral study drug administration was surveyed
by the patient and recorded by the investigator. Based on
published data comparing the efficacy and safety of 1 and
2 mg/2 months IV ibandronate in Japanese patients [22],
the 1 mg/month dose was selected for the current study. As
weekly risedronate was not marketed in Japan when the
study was planned, and daily risedronate was the most
popular bisphosphonate in use, daily oral risedronate was
selected as the active comparator for this trial.

Randomization and Blinding

Randomization was performed centrally through dynamic
allocation (minimization method) based on the number of

prevalent vertebral fractures (1 vs. >1). Patients, investi-
gators, steering committee members, the sponsor, and the
faculty who adjudicated the study end points remained
unaware of treatment-group assignments throughout the
trial.

Study End Points

The primary end point was the incidence of nontraumatic
morphometric vertebral fractures including new vertebral
fractures and worsening of prevalent vertebral fractures at
3 years. Secondary end points were: the incidences of
nontraumatic new vertebral fractures, all osteoporotic
nonvertebral fractures, osteoporotic nonvertebral fractures
at the six major sites (femur, forearm, humerus, clavicle,
tibia/fibula, pelvis), clinical vertebral fractures, and total
clinical fractures; percentage change from baseline in
lumbar spine (L2-L4), total hip, trochanter and femoral
neck BMD; change from baseline in BTMs of urinary C-
and N-telopeptide of type 1 collagen corrected by creati-
nine (uCTX and uNTX, respectively), serum bone-specific
alkaline phosphatase (BALP) and osteocalcin (OC); and
safety.

Schedule of Assessments

Radiographs of the thoracic and lumbar spine were taken at
screening, baseline, and at 6, 12, 24, and 36 months after
treatment for the assessment of fractures. To identify
morphometric vertebral fractures, the vertebral bodies of
the lateral projection from Th4 to L4 were assessed using
semiquantitative (SQ) methodology and quantitative mor-
phometry (QM) [29] by a central committee who were
blinded to treatment. Prevalent fractures were defined as
vertebrae with an anterior/posterior height ratio <0.75, or
central/posterior height ratio <0.80, or a 20 % reduction in
any of the anterior, posterior, or central vertebral heights
from corresponding values in the adjacent upper or lower
vertebra. A new vertebral fracture was defined as an
increase of >1 SQ grading scale in a vertebra that was
normal at baseline, while a worsening fracture was defined
as an increase of >1 SQ grading scale in a vertebra that
was deformed at baseline. Fracture incidence was adjudi-
cated by three experts with reference to QM data from
Synarc (San Francisco) and a binary SQ assessment was
made. Radiographs were assessed to identify nonvertebral
fractures in patients with clinical symptoms.

BMD measurements in lumbar spine (L2-L4), total hip,
trochanter and femoral neck were performed centrally at
screening, baseline, 6, 12, 24, and 36 months using dual-
energy X-ray absorptiometry of Hologic and Lunar bone
densitometers. BTMs were measured centrally at baseline,
3, 6, 12, 24, and 36 months. Urine samples were obtained
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under fasting conditions. All samples were collected prior
to administration of injection.

Adverse events (AEs) were summarized throughout the
study and for up to 15 days after study end. AEs of interest
such as renal, cardiac and gastrointestinal functions, acute
phase reactions (APRs), hypocalcemia, osteonecrosis of the
jaw, and atypical fracture of the femur, were specified in
advance.

Statistical Analyses

The primary analysis was performed on the per-protocol
set (PPS). For the analysis of vertebral fracture incidence,
stratified Cox regression with number of prevalent verte-
bral fractures (1 vs. >2) and age (60-74 vs. >75 years) as
stratified variables and life table method was used. The log
rank test was applied for between-treatment group com-
parisons of fracture incidence. To control the overall sig-
nificance level, a closed testing procedure from higher dose
was applied. Noninferiority of IV ibandronate to oral
risedronate would be concluded if the upper limit of the
90 % confidence interval (CI) of the hazard ratio (HR) was
below the confidence limit of noninferiority of 1.55.
Analyses of BMD and BTMs were based on the relative
change from baseline and between-treatment group com-
parisons were performed by ¢ test. Missing data were
imputed by the last observation carried forward method.
Based on published data [19], the fracture incidence rate
of risedronate after 3 years was estimated to be 17 % and
that of ibandronate to be 16 %. Under these assumptions,
we calculated that 295 patients were required in each
treatment group to assess the noninferiority of ibandronate

to risedronate with the HR threshold value of 1.55. A one-
sided significance level of 0.05 was set, with a detection
power of 80 % by the Shoenfeld method. With an expected
drop-out rate of 25 %, 394 patients were required in each
treatment group, giving a total of 1,182 patients. The study
was not designed to compare the two ibandronate doses;
however, their significance was assessed as an exploratory
measure.

Results
Patient Disposition and Baseline Characteristics

A total of 1,265 patients were randomized. Thirty-seven
patients did not receive study treatment, leaving 1,228
patients in the safety population: 411, 411 and 406 patients
(389, 381 and 371 women) were randomized to receive
ibandronate 0.5 mg, ibandronate 1 mg, and risedronate,
respectively (Fig. 1). Overall, 909 patients (854 women)
completed the study. The PPS for the primary end point
analysis comprised 1,134 patients, including 376, 382 and
376 (356, 354 and 343 women) in the ibandronate 0.5 mg,
ibandronate 1 mg and risedronate groups, respectively
(Table 1). Baseline patient characteristics were well bal-
anced between the treatment groups.

The modified intent-to-treat (ITT) population of 1,220
patients included 404, 411 and 405 patients (382, 381 and
370 women) in the ibandronate 0.5 mg, ibandronate 1 mg,
and risedronate groups, respectively. No difference in
discontinuation rate was found between the groups: 25.8,
24.6 and 27.6 %, respectively. Compliance rates in the

Fig. 1 Patient flow through the B
dy (men and women) N=1265
study Randomized
n=37
Not treated
n=411 n=411 n=406
Ibandronate 0.5 mg Ibandronate 1 mg Risedronate
n= 305 n=106 n=310 n=101 n=294 n=112

Completed Withdrawn Completed Withdrawn Completed Withdrawn
(1) Patient chose to withdraw (1) 63 (1) 47 (1) 54
(2) Death (2) 1 (2) 0 (2) 2
(3) Discontinued treatment due to adverse event (3) 34 3) 42 3) 38
(4) Did not meet eligibility criteria (4) 2 4) 0 (4) 1
(5) Discontinued treatment due to personal reasons (5) 1 (5) 1 (5) 1
(6) Other (6) 5 ®) 11 6) 16

@ Springer



T. Nakamura et al.: Clinical Efficacy on Fracture Risk and Safety

141

Table 1 Baseline patient characteristics

Characteristic Ibandronate Ibandronate Risedronate
0.5 mg 1 mg
(n = 376) (n = 382) (n = 376)
Women, n (%) 356 (94.7) 354 (92.7) 343 (91.2)
Age (year), mean (SD) 72.9 (6.34) 72.2 (6.38) 73.0 (6.29)
Aged 60-74 year, n (%) 219 (58.2) 245 (64.1) 227 (60.4)
Aged >75 year, n (%) 157 (41.8) 137 (35.9) 149 (39.6)
Weight (kg), mean (SD) 50.6 (8.00) 50.9 (7.36) 51.1 (8.35)
Height (cm), mean (SD)  149.2 (6.66) 149.5 (6.56) 149.4 (6.70)
BMD T-score, mean (SD)
Lumbar spine (L2-L4) —2.71 (1.01) —2.68 (1.01)  —2.59 (1.06)
Femoral neck —2.48 (0.73) —2.41(0.80) —2.53 (0.79)
Total hip —2.17 (0.87) —2.09 (0.86) —2.18 (0.86)
Prevalent vertebral fractures, n (%)
1 186 (49.5) 184 (48.2) 183 (48.7)
2 97 (25.8) 106 (27.7) 95 (25.3)
>2 93 (24.7) 92 (24.1) 98 (26.1)
uCTX (pg/mmol CR), 382.4 (226.2) 368.6 (209.9) 373.2 (261.0)
mean (SD)
uNTX (nM BCE/mM 73.6 (39.31) 69.4 (35.42) 68.9 (35.16)
CR), mean (SD)
BALP (IU/L), mean 33.6 (13.15) 33.9 (13.11) 32.4 (11.96)
(SD)
25-OH vitamin D (ng/ 19.6 (6.44) 20.0 (6.69) 19.7 (6.56)

mL), mean (SD)

BALP bone-specific alkaline phosphatase, BCE bovine collagen equivalent,
BMD bone mineral density, CR creatinine, SD standard deviation, uCTX
creatinine-corrected urinary collagen type 1 cross-linked C-telopeptide, uNTX
creatinine-corrected urinary collagen type 1 cross-linked N-telopeptide

modified ITT population were >96 % for IV administration
and >93 % for oral administration.

Mean 25-hydroxyvitamin D levels were low at baseline
(Table 1), but increased above 25.0 ng/mL in all treatment
groups after 3 years: 26.6 ng/mL [standard deviation (SD)
6.09], 26.6 ng/mL (SD 6.71), and 26.9 ng/mL (SD 6.07) in
the ibandronate 0.5 mg, ibandronate 1 mg and risedronate
groups, respectively.

Incidence of Vertebral Fractures

There was no difference in the incidence of morphometric
vertebral fractures at screening or at baseline. The cumu-
lative incidences of new or worsening vertebral fractures
over 3 years were 19.9 % (95 % CI 15.6-24.1), 16.1 %
(95 % CI 12.2-19.9) and 17.6 % (95 % CI 13.6-21.6) for
the ibandronate 0.5 mg, ibandronate 1 mg, and risedronate
groups, respectively. Compared with the risedronate group,
the HRs for fracture incidences were 1.09 (95 % CI
0.77-1.54) and 0.88 (95 % CI 0.61-1.27) for ibandronate
0.5 mg and 1 mg, respectively (Fig. 2a). The HRs for
fracture incidences for women only were 1.08 (95 % CI

0.75-1.55) and 0.95 (95 % CI 0.66-1.39), respectively,
over 3 years (Fig. 2b). At 2 years, the incidence of verte-
bral fractures in women only was 13.4 % (95 % CI
9.8-17.1), 11.0 % (95 % CI 7.6-14.3) and 12.8 % (95 %
CI 9.1-16.4) for the ibandronate 0.5 mg, ibandronate 1 mg,
and risedronate groups, respectively, with HRs of 1.01
(95 % CI 0.66-1.54) and 0.83 (95 % CI 0.53-1.29),
respectively. At 1 year, the fracture incidence in women
only was 9.6 % (95 % CI 6.5-12.7), 84 % (95 % CI
5.5-11.4) and 10.8 % (95 % CI 7.4-14.1), with respective
HRs of 0.85 (95 % CI 0.53-1.37) and 0.76 (95 % CI
0.46-1.23).

The cumulative incidences of first new vertebral frac-
tures were 16.8 % (95 % CI 12.8-20.8), 11.6 % (95 % CI
8.2-15.0), and 13.2 % (95 % CI 9.6-16.9) for the ibandr-
onate 0.5 mg, ibandronate 1 mg, and risedronate groups,
respectively (Fig. 2c). The HR for the ibandronate groups
compared with the risedronate group were 1.27 (95 % CI
0.86-1.89) and 0.87 (95 % CI 0.57-1.33) for the 0.5 mg
and 1 mg doses, respectively; the difference between the

a Hazard ratio (95% Cl)

Ibandronate 0.5 mg

Vs risedronate L2 1.09 (0.77-1.54)
Ibandronate 1 mg
vs risedronate & 0.88(0.61-1.27)

T T T 1
0 0.5 1.0 1.5 2.0

Hazard ratio

b Hazard ratio (95% ClI)

Ibandronate 0.5 mg

vs risedronate L 2 1.08 (0.75-1.55)
Ibandronate 1 mg
vs risedronate ° 0.95 (0.66-1.39)

T T T 1
0 0.5 1.0 1.5 2.0

Hazard ratio

C
;\3 25 4 -o- Ibandronate 0.5 mg (n = 376)
o o0 Ibandronate 1 mg (n = 382)
2 --o-- Risedronate (n = 376)
)
© 154
2
= 10 -
Q
=}
5 51
o
w04
T T T T 1
Day 1 6 12 24 36

Time (months)

Fig. 2 Vertebral fracture efficacy: forest plot of hazard ratios for the
first new or worsening vertebral fracture in a all patients and b women
only. ¢ Life table analysis for the first new vertebral fractures during
the study. CI confidence interval
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0.5 mg and 1 mg ibandronate doses was not statistically
significant (P = 0.062).

Incidence of Osteoporotic Nonvertebral Fractures
and Clinical Fractures

The cumulative incidences of osteoporotic nonvertebral
fractures were 9.0, 7.2, and 8.4 % for the ibandronate
0.5 mg, ibandronate 1 mg, and risedronate groups,
respectively (Fig. 3). The difference between the ibandro-
nate groups was not statistically significant. The respective
values for the major six nonvertebral fractures were 5.3,
4.6, and 6.3 %. Differences between the treatment groups
were not statistically significant for any of the fracture end
points.

Bone Mineral Density

At 3 years, the mean relative change from baseline in BMD
values for the ibandronate 0.5, 1 mg and risedronate groups
was 7.7, 9.0, and 7.6 %, respectively, for the lumbar spine
(Fig. 4a), and 2.2, 3.1, and 2.0 %, respectively, for the total
hip (Fig. 4b). Respective values at the trochanter were 3.8,
4.7, and 3.1 %, and at the femoral neck were 2.1, 3.1, and
2.2 %. Significant differences were noted in lumbar spine
BMD between the 1 mg and 0.5 mg ibandronate dose
groups at 1 year (P = 0.030), 2 years (P = 0.001), and
3 years (P = 0.010), and in total hip BMD at 2 years
(P =0.029) and 3 years (P = 0.006). Intergroup differ-
ences in BMD between the ibandronate groups were not

20 4 [ Ibandronate 0.5 mg
18 4 B Ibandronate 1 mg
[0 Risedronate

= 16 -
S
o 14
2
o 12 4
o
o 10 ~
£
o 8-
S
S 6
o
w4

2 -

0 T T T 1

Non-vertebral* Major six  First clinical Total clinical
non-vertebral®  vertebral* fractures®
Fractures

Fig. 3 Incidences of osteoporotic nonvertebral fractures, major six
nonvertebral fractures, first clinical vertebral fractures, and total
clinical fractures through 3 years. P value (log rank) for ibandronate
versus risedronate: *P = 0.652 (0.5 mg), P = 0.605 (1 mg) P =
0.752 (0.5 mg), P = 0.449 (1 mg) *P = 0.468 (0.5 mg), P = 0.568
(1 mg) 5P = 0.497 (0.5 mg), P = 0.298 (1 mg)
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significant at the trochanter. BMD changes in women
showed similar trends in all three treatment groups (data
not shown).

Bone Turnover Markers

The mean relative change from baseline in uCTX (Fig. 4c)
and uNTX levels was similar with ibandronate 1 mg and
risedronate, with an initial decrease at 3 months and levels
maintained below baseline throughout the study. Mean
reductions from baseline at 6 months with 1 mg ibandro-
nate were 67 and 53 % for uCTX and uNTX, respectively.
With ibandronate 0.5 mg, decreases in uCTX and uNTX
were less than those in the other treatment groups, and
there was no overlap between the 95 % CIs with either
ibandronate 1 mg or risedronate.

In the ibandronate 1 mg group, serum BALP (Fig. 4d)
and OC levels decreased at 3 months and remained below
baseline thereafter; at 6 months, mean relative changes
from baseline were 41 and 35 %, respectively. Decreases
in serum BALP and OC levels in the ibandronate 0.5 mg
and risedronate groups were less than those in the ibandr-
onate 1 mg group and the 95 % Cls of the ibandronate
0.5 mg and risedronate groups did not overlap with those
of the ibandronate 1 mg group. Significant differences
were noted between the ibandronate groups at each time
point for all BTMs (P < 0.005). Women showed similar
changes as the overall population (data not shown).

Adverse Events

No significant differences were observed between the
treatment groups with respect to the incidence of all AEs,
serious AEs, AEs leading to death or AEs leading to
withdrawal (Table 2). Regarding AEs of interest, the most
frequently reported renal-related AEs were increased blood
creatinine and the presence of protein in urine. All renal
function-related AEs were mild, and there were no sig-
nificant differences in incidence between the groups
(Table 3). Most APR AEs were mild in intensity and
transient, and decreased with each subsequent dose of
medication (Fig. 5). No AE leading to treatment discon-
tinuation by APR was reported.

Discussion

We compared the efficacy and safety of IV ibandronate
0.5 mg and 1 mg/month with that of oral risedronate
2.5 mg daily (the licensed dose in Japan), in terms of
fracture, BMD, and BTMs in postmenopausal women and
older men with osteoporosis for registration purposes in
Japan. Both doses of ibandronate were noninferior to
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—0- Ibandronate 0.5 mg (n = 376)

T T T T 1
Day 1 6 12 24 36

Time (months)

Time (months)

Fig. 4 Mean relative change from baseline (with 95 % CI) through-
out 3 years in a BMD at the lumbar spine (L2-L4); b BMD at the
total hip; ¢ uCTX; d serum BALP. P value (¢ test) for 1 mg
ibandronate versus risedronate: L2-L4: P = 0.001 (6 months), P =
0.001 (24 months), P = 0.005 (36 months), total hip: P = 0.001

Table 2 Summary of AEs

AE Ibandronate  Ibandronate  Risedronate
0.5 mg 1 mg
(n =411) (n =411) (n = 406)
Any AE 406 (98.8 %) 401 (97.6 %) 393 (96.8 %)
Serious AEs 101 (24.6 %) 102 (24.8 %) 132 (32.5 %)
AEs leading to death 5 (1.2 %) 3 (0.7 %) 6 (1.5 %)
AEs leading to 34 (8.3 %) 42 (10.2 %) 38 (9.4 %)
withdrawal
Serious AEs leading 27 (6.6 %) 28 (6.8 %) 27 (6.7 %)

to withdrawal

Most common AEs

Nasopharyngitis 188 (45.7 %) 209 (50.9 %) 201 (49.5 %)
Contusion 99 (24.1 %) 89 (21.7 %) 99 (24.4 %)
Osteoarthritis 75 (182 %) 63 (153 %) 51 (12.6 %)
Back pain 53 (129 %) 80 (19.5 %) 55 (13.5 %)
Arthralgia 54 (13.1 %) 47 (11.4 %) 38 (9.4 %)
Constipation 43 (10.5 %) 43 (10.5 %) 55 (13.5 %)
Diarrhea 23 (5.6 %) 15 (3.6 %) 19 (4.7 %)
Bronchitis 12 (2.9 %) 18 (4.4 %) 17 (4.2 %)
Urinary tract 9 (2.2 %) 4 (1.0 %) 10 (2.5 %)
infection

Dyspepsia 13 (3.2 %) 11 (2.7 %) 12 (3.0 %)

AE adverse event

—e— |bandronate 1 mg (n= 382)

--3-- Risedronate (n = 376)

b 4.0-

n w
[=) o
|

BMD total hip (%)
5
|

T T T T 1
Day 1 6 12 24 36

Time (months)

Serum BALP (%)

Time (months)

(24 months), P < 0.001 (36 months), *P < 0.005 for 1 mg ibandro-
nate versus 0.5 mg ibandronate. CI confidence interval, L lumbar,
BMD bone mineral density, uCTX creatinine-corrected urinary
collagen type 1 cross-linked C-telopeptide, BALP bone-specific
alkaline phosphatase

risedronate with respect to the risk of vertebral fracture. As
this active control study represents the first head-to-head
comparison of the antifracture efficacy of two nitrogen-
containing bisphosphonates, we closely mirrored the
enrollment criteria and design of the registration trial of
risedronate in Japanese patients with osteoporosis [19].
Indeed, the fracture rates observed with risedronate in our
study compared well with those of the Japanese registration
trial [19]. Significant increases in BMD from baseline were
observed in all treatment groups, with ibandronate 1 mg
demonstrating the greatest overall gains. Rapid decreases
in BTMs were seen and were consistent with the BMD
results. The safety profile of these agents was generally
similar, and all regimens were well tolerated.

Over 3 years, the incidence of new or worsening ver-
tebral fractures, and just new vertebral fractures, did not
differ significantly between the ibandronate 0.5 and 1 mg
groups, although fracture incidence was numerically higher
with the 0.5 mg dose. The same findings were observed
between the ibandronate 1 mg and risedronate groups, with
a higher numerical incidence of fractures in the risedronate
group. Both doses of ibandronate met the noninferiority
criteria compared with risedronate. However, the HR for
fracture incidence for 1 mg ibandronate versus risedronate
was in fact smaller than for 0.5 mg ibandronate versus
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Table 3 AEs of interest

AE Ibandronate Ibandronate  Risedronate
0.5 mg 1 mg
(n=411) (n=411) (n = 406)
Renal function 12 (2.9 %) 11 (2.7 %) 8 (2.0 %)
related
GI related 113 (27.5 %) 120 (29.2 %) 108 (26.6 %)
Serious GI related 5 (1.2 %) 2 (0.5 %) 9 (2.2 %)
Cardiac related 7 (1.7 %) 5(1.2 %) 4 (1.0 %)
APR related 37 (9.0 %) 46 (11.2 %) 20 (4.9 %)
Hypocalcemia 0 0 0
Osteonecrosis of the 0 0 0
jaw?*
Atypical fracture of 0 0 0
the femur®

AE adverse event, GI gastrointestinal, APR acute phase reaction

% As per the American Society of Bone and Mineral Research case
definition

10
O Ibandronate 0.5 mg (n=411)
H Ibandronate 1 mg (n=411)
8 1 O Risedronate (n = 406)
e
a2
@
T 4
o
0+ ; ; : |_l_\ : [1 & : r—ﬂﬂ
0 1 2 3 4

5
Time (months)

Fig. 5 Change in the incidence of acute phase reactions between first
and subsequent dose of study medication

risedronate. Thus, the superiority of ibandronate over
risedronate in increasing BMD may account for a small
differential in fracture risk reduction [30]. Dose depen-
dency of ibandronate on the incidence of vertebral fractures
was shown numerically, but was not statistically signifi-
cant. The efficacy of ibandronate in women only at 2 and
3 years was consistent.

We observed a similar rate of nonvertebral fractures
between the ibandronate groups and the risedronate group,
with the 1 mg ibandronate group having the lowest
numerical incidence. The efficacy of 1 mg ibandronate was
consistently greater than the 0.5 mg dose but this was not
statistically significant. The 1 mg ibandronate group
showed a nonsignificant improvement with a 27 % relative
risk reduction in the incidence of the major six nonvertebral

@ Springer

fractures versus risedronate. The VERT studies previously
highlighted the nonvertebral fracture efficacy of risedronate
in a white population [12, 13]. Additionally, a 3-year study
in Japanese patients with osteoporosis who had previously
undergone surgery for hip fracture, reported that risedronate
2.5 mg significantly reduced the incidence of contralateral
hip fracture [20]. In the present study, the risk ratio of
nonvertebral fracture between the 1 mg [annual cumulative
exposure (ACE) 12 mg] and 0.5 mg (ACE 6 mg) ibandro-
nate groups was 0.80 (95 % CI 0.47-1.36), which is within
the range described in a pooled analysis of different
ibandronate doses [31]. Our study therefore provides sup-
portive data for the dose dependency of ibandronate on the
risk of nonvertebral fractures in patients with osteoporosis.

BMD gains at all sites were substantial and significantly
improved over baseline in all treatment groups. Treatment
with IV ibandronate 1 mg/month in the current study
resulted in similar BMD gains as obtained with IV
ibandronate 2 mg/2 months and 3 mg quarterly in white
women [1]. The effects of IV ibandronate on BMD gains
appear to be dose-dependent and similar between Japanese
and white patients. Changes in BTMs were comparable
with those in previous studies and did not increase the risk
of skeletal complications such as atypical femoral fractures
over 3 years. Median changes from baseline in serum
BALP in the risedronate 2.5 mg group were equivalent to
changes observed with risedronate 5 mg in white patients
[12, 13]. Compared with the 0.5 mg dose, treatment with
IV ibandronate 1 mg/month resulted in significantly greater
decreases in all BTMs. These data are compatible with the
dose-dependent reductions in uCTX and serum OC repor-
ted with IV ibandronate 0.5 mg and 1 mg every 3 months
[32]. Although the inhibition profile over time may differ
between the dosing intervals of 1 and 3 months, the dose
dependency on BTMs of IV ibandronate appears to be
maintained. We noted similar reductions in uCTX and
uNTX between the 1 mg ibandronate and risedronate
groups in the present study, but reductions in serum BALP
and OC differed between these groups, with greatest effi-
cacy shown for 1 mg ibandronate [33]. Of note, the col-
lection of urine and serum samples for BTM analysis was
performed prior to monthly drug administration, at which
point values were returning to baseline and the true effects
of the time-course of treatment could not be seen.

The safety profile in this Japanese population was sim-
ilar to previous studies in Western patients with no
apparent increase in the nature and/or severity of AEs. APR
was commonly experienced following the first adminis-
tration of IV bisphosphonates. The range of symptoms that
included specific (e.g., myalgia) and nonspecific (e.g., back
pain, headache) AE terms were evaluated by onset and
duration. The incidence of these symptoms was higher with
ibandronate 1 mg than with oral risedronate, possibly due
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to the different administration routes, but they were
reported at a similar frequency to previous studies [1, 9].
Symptoms defined as APR were mild to moderate in
intensity, transient and associated with the first adminis-
tration, as reported in earlier trials of ibandronate in oste-
oporosis [1, 4]. No difference in gastrointestinal, cardiac or
renal AEs was noted among the treatment groups, possibly
due to the double dummy design. Thus, 0.5 mg or 1 mg/
month IV ibandronate appears to be well tolerated
by Japanese osteoporotic patients with a similar safety
profile to the established quarterly regimen in the Western
population.

The study is limited by the lack of a placebo group due
to ethical reasons for the 3-year treatment period in high-
risk patients. In addition, the daily dose of supplemental
vitamin D was low compared with recent studies in Wes-
tern populations. Furthermore, differences in inclusion
criteria existed in this study and the BONE and DIVA
studies, such that the incidence rates of fracture and BMD
values are not directly comparable.

In summary, monthly IV ibandronate demonstrated
noninferiority to daily oral risedronate (at the dose licensed
in Japan) in reducing the incidence of vertebral fractures in
Japanese patients with primary osteoporosis. The safety
profile of the 0.5 mg and 1 mg ibandronate doses and the
2.5 mg risedronate was comparable. These data suggest
that 0.5 or 1 mg IV ibandronate is an effective option for
the treatment of primary osteoporosis in Japanese patients,
and that the 1 mg dose could be more beneficial in this
patient group.

Acknowledgments The study was jointly designed by the primary
investigators and the sponsor, Chugai Pharmaceutical Co. Ltd. The
sponsor had responsibility for data collection and quality control.
Analyses for publication were the responsibilities of the sponsor. All
authors contributed to the manuscript and approved the final version
for submission. The authors would like to acknowledge the other
members of the MOVER study group: Yoshihisa Kotani, Tsuyoshi
Higuchi, Sadafumi Kato, Syuji Isefuku, Koshi N Kishimoto, Hiroo
Yamane, Hideyuki Narahara, Ken-ichiro Goto, Michiyasu Kayaoka,
Toru Ishihara, Yu Miyazaki, Kazunori Kinoshita, Yutaka Suzuki,
Hitoshi Abe, Masafumi Machida, Hideki Hanashi, Sanshiro Ha-
shimoto, Kenji Akazawa, Nobuyuki Ushiki, Tomoko Hasunuma,
Seiichi Hirasawa, Ryuji Suto, Ryosuke lkegami, Daiya Kubodera,
Hiroaki Shibata, Masato Kasuga, Akihito Tomonaga, Yasutaka Tak-
agi, Tsutomu Akahane, Kunikazu Ogawa, Masaaki Inaba, Tatsuya
Koike, Takami Miki, Yasuaki Miki, Tsutomu Sakurai, Hiroshi Kaji,
Kazuhiko Sakaguchi, Yasuo Ito, Tetsuo Kawakami, Yoshio Fujii,
Toru Okano, Toru Yamaguchi, Toshihisa Oshige, Kazuya Takeuchi,
Takafumi Inoue, Michiya Hara, Yuzo Fukahori, Masaru Nago,
Takahide Kozuma, Yosuke Kanazawa, Tetsu Tomokiyo, Kazuhiro
Yamashita, Toshihiro Sadamatsu, Takayoshi Suga, Sumitada Okam-
oto, Takeshi Kiriyama, Hiroshi Tsurukami, Sumiaki Okamoto, Koi-
chiro Sugiyasu, Shohachiro Hidaka, Kawamura Hidetoshi, Hiroshi
Ito, Satoru Nakajo, Akira Takiguchi, Toshihito Mori, Shimizu Mot-
oyuki, Satoshi Ikeda, Yuichi Okazaki, Yuhji Murata, Yoshiyuki Iw-
ase, Muneaki Ishijima, Masakazu Fujii, Fumio Fukuda, Yasushi
Maehara, Shin-ichiro Kubo, and Hiroyuki Kodama. The authors also

acknowledge Dr. Chikuma Hamada, Tokyo University of Science, for
advisory support on statistical analysis, Dr. Akira Itabashi, Saitama
Center for Bone Research, for medical advice, and Dr. Daiva Mas-
anauskaite, Dr. Joseph Kohles, and Dr. Cornelis Schep, F. Hoffmann-
La Roche Ltd., for discussing the study results with them. The study
was funded by Chugai Pharmaceutical Co. Ltd. and Taisho Pharma-
ceutical Co. Ltd. Support for third-party writing assistance was pro-
vided by Chugai Pharmaceutical Co. Ltd.

Open Access This article is distributed under the terms of the
Creative Commons Attribution License which permits any use, dis-
tribution, and reproduction in any medium, provided the original
author(s) and the source are credited.

References

1. Eisman JA, Civitelli R, Adami S, Czerwinski E, Recknor C,
Prince R, Reginster JY, Zaidi M, Felsenberg D, Hughes C, Ma-
iron N, Masanauskaite D, Reid DM, Delmas PD, Recker RR
(2008) Efficacy and tolerability of intravenous ibandronate
injections in postmenopausal osteoporosis: 2-year results from
the DIVA study. J Rheumatol 35:488-497

2. Miller PD, McClung MR, Macovei L, Stakkestad JA, Luckey M,
Bonvoisin B, Reginster JY, Recker RR, Hughes C, Lewiecki EM,
Felsenberg D, Delmas PD, Kendler DL, Bolognese MA, Mairon
N, Cooper C (2005) Monthly oral ibandronate therapy in post-
menopausal osteoporosis: 1-year results from the MOBILE study.
J Bone Miner Res 20:1315-1322

3. Chesnut CH III, Skag A, Christiansen C, Recker R, Stakkestad
JA, Hoiseth A, Felsenberg D, Huss H, Gilbride J, Schimmer RC,
Delmas PD, Oral Ibandronate Osteoporosis Vertebral Fracture
Trial in North America and Europe (BONE) (2004) Effects of
oral ibandronate administered daily or intermittently on fracture
risk in postmenopausal osteoporosis. J Bone Miner Res 19:
1241-1249

4. Reginster JY, Adami S, Lakatos P, Greenwald M, Stepan JJ,
Silverman SL, Christiansen C, Rowell L, Mairon N, Bonvoisin B,
Drezner MK, Emkey R, Felsenberg D, Cooper C, Delmas PD,
Miller PD (2006) Efficacy and tolerability of once-monthly oral
ibandronate in postmenopausal osteoporosis: 2 year results from
the MOBILE study. Ann Rheum Dis 65:654-661

5. Stakkestad JA, Lakatos P, Lorenc R, Sedarati F, Neate C, Reg-
inster JY (2008) Monthly oral ibandronate is effective and well
tolerated after 3 years: the MOBILE long-term extension. Clin
Rheumatol 27:955-960

6. Miller PD, Recker RR, Reginster JY, Riis BJ, Czerwinski E,
Masanauskaite D, Kenwright A, Lorenc R, Stakkestad JA, La-
katos P (2012) Efficacy of monthly oral ibandronate is sustained
over 5 years: the MOBILE long-term extension study. Osteopo-
ros Int 23:1747-1756

7. Recker RR, Ste-Marie LG, Langdahl B, Czerwinski E, Bonvoisin
B, Masanauskaite D, Rowell L, Felsenberg D (2010) Effects of
intermittent intravenous ibandronate injections on bone quality
and micro-architecture in women with postmenopausal osteopo-
rosis: the DIVA study. Bone 46:660-665

8. Sambrook P, Cranney A, Adachi JD (2010) Risk reduction of
non-vertebral fractures with intravenous ibandronate: post-hoc
analysis from DIVA. Curr Med Res Opin 26:599-604

9. Bianchi G, Czerwinski E, Kenwright A, Burdeska A, Recker RR,
Felsenberg D (2012) Long-term administration of quarterly IV
ibandronate is effective and well tolerated in postmenopausal
osteoporosis: 5-year data from the DIVA study long-term
extension. Osteoporos Int 23:1769-1778

@ Springer



146

T. Nakamura et al.: Clinical Efficacy on Fracture Risk and Safety

10.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

Orwoll ES, Binkley NC, Lewiecki EM, Gruntmanis U, Fries MA,
Dasic G (2010) Efficacy and safety of monthly ibandronate in
men with low bone density. Bone 46:970-976

. McClung MR, Geusens P, Miller PD, Zippel H, Bensen WG,

Roux C, Adami S, Fogelman I, Diamond T, Eastell R, Meunier P,
Reginster JY, Hip Intervention Program Study Group (2001)
Effect of risedronate on the risk of hip fracture in elderly women.
N Engl J Med 344:333-340

Harris ST, Watts NB, Genant HK, McKeever CD, Hangartner T,
Keller M, Chesnut CH III, Brown J, Eriksen EF, Hoseyni MS,
Axelrod DW, Miller PD (1999) Effects of risedronate treatment
on vertebral and nonvertebral fractures in women with post-
menopausal osteoporosis. J] Am Med Assoc 282:1344—1352
Reginster J, Minne HW, Sorensen OH, Hooper M, Roux C,
Brandi ML, Lund B, Ethgen D, Pack S, Roumagnac I, Eastell R
(2000) Randomized trial of the effects of risedronate on vertebral
fractures in women with established postmenopausal osteoporo-
sis. Vertebral Efficacy with Risedronate Therapy (VERT) Study
Group. Osteoporosis Int 11:83-91

Watts NB, Josse RG, Hamdy RC, Hughes RA, Manhart MD,
Barton I, Calligeros D, Felsenberg D (2003) Risedronate prevents
new vertebral fractures in postmenopausal women at high risk.
J Clin Endocrinol Metab 88:542-549

Ogura Y, Gonsho A, Cyong JC, Orimo H (2004) Clinical trial of
risedronate in Japanese volunteers: single and multiple oral dose
studies. J Bone Miner Metab 22:111-119

Fukunaga M, Kushida K, Kishimoto H, Shiraki M, Taketani Y,
Minaguchi H, Inoue T, Morita R, Morii H, Yamamoto K, Ohashi
Y, Orimo H (2002) A comparison of the effect of risedronate and
etidronate on lumbar bone mineral density in Japanese patients
with osteoporosis: a randomized controlled trial. Osteoporosis Int
13:971-979

Shiraki M, Fukunaga M, Kushida K, Kishimoto H, Taketani Y,
Minaguchi H, Inoue T, Morita R, Morii H, Yamamoto K, Ohashi
Y, Orimo H (2003) A double-blind dose-ranging study of
risedronate in Japanese patients with osteoporosis (a study by the
Risedronate Late Phase II Research Group). Osteoporos Int
14:225-234

Kishimoto H, Fukunaga M, Kushida K, Shiraki M, Itabashi A,
Nawata H, Nakamura T, Ohta H, Takaoka K, Ohashi Y,
Risedronate Phase III Research Group (2006) Efficacy and tol-
erability of once-weekly administration of 17.5 mg risedronate in
Japanese patients with involutional osteoporosis: a comparison
with 2.5-mg once-daily dosage regimen. J Bone Miner Metab
24:405-413

Kushida K, Fukunaga M, Kishimoto H, Shiraki M, Itabashi A,
Inoue T, Kaneda K, Morii H, Nawata H, Yamamoto K, Ohashi Y,
Orimo H, Risedronate Phase III Research Group (2004) A com-
parison of incidences of vertebral fracture in Japanese patients
with involutional osteoporosis treated with risedronate and
etidronate: a randomized, double-masked trial. J Bone Miner
Metab 22:469-478

Osaki M, Tatsuki K, Hashikawa T, Norimatsu T, Chiba K, Mo-
tokawa S, Furuichi I, Doiguchi Y, Aoyagi K, Shindo H (2012)
Beneficial effect of risedronate for preventing recurrent hip
fracture in the elderly Japanese woman. Osteoporos Int 23:
695-703

Chesnut CH 111, Ettinger MP, Miller PD, Baylink DJ, Emkey R,
Harris ST, Wasnich RD, Watts NB, Schimmer RC, Recker RR

@ Springer

22.

23.

24.

25.

26.

217.

28.

29.

30.

31.

32.

33.

(2005) Ibandronate produces significant, similar antifracture
efficacy in North American and European women: new clinical
findings from BONE. Curr Med Res Opin 21:391-401
Nakamura T, Mizunuma H, Itabashi A, Wada H, Ishibe M,
Tajima N, Yamane H, Fukuda K, Karube M, Hasunuma T,
Miyazaki T, Okamoto S, Koyanagi S, Fujita N, Yamamoto M,
Nakatsuka K (2006) Intravenous injections of ibandronate for six
month increase bone mass in Japanese osteoporosis subjects.
J Bone Miner Res 21(Suppl 1):S182

Fujiwara S, Kasagi F, Masunari N, Naito K, Suzuki G, Fukunaga
M (2003) Fracture prediction from bone mineral density in Jap-
anese men and women. J Bone Miner Res 18:1547-1553
Johnell O, Kanis JA, Odeon A, Johansson H, De Laet C, Delmas
P, Eisman JA, Fujiwara S, Kroger H, Mellstrom D, Meunier PJ,
Melton JJ III, O’Neill T, Pols H, Reeve J, Silman A, Tenenhouse
A (2005) Predictive value of BMD for hip and other fractures.
J Bone Miner Res 20:1185-1194

Raisz LG (2008) Overview of pathogenesis. In: Rosen C, Miller
P, Compston J (eds) Primer on the metabolic bone diseases and
disorders of mineral metabolism, 7th edn. American Society for
Bone and Mineral Research (ASMBR), Washington, pp 203-205
Raisz LG (2005) Pathogenesis of osteoporosis: concepts, con-
flicts, and prospects. J Clin Invest 115:3318-3325

Orimo H, Hayashi Y, Fukunaga M, Sone T, Fujiwara S, Shiraki
M, Kushida K, Miyamoto S, Soen S, Nishimura J, Oh-Hashi Y,
Hosoi T, Gorai I, Tanaka H, Igai T, Kishimoto H, Osteoporosis
Diagnostic Criteria Review Committee: Japanese Society for
Bone and Mineral Research (2001) Diagnostic criteria for pri-
mary osteoporosis: year 2000 revision. J Bone Miner Metab
19:331-337

Kobayashi T, Okano T, Masuda S, Takeuchi A, Tsugawa N
(1998) Studies on the biochemistry, nutritional chemistry and
comparative biochemistry of vitamin D. Vitamins (Japan) 72:
179-192

Genant HK, Jergas M, Palermo L, Nevitt M, Valentin RS, Black
D, Cummings SR (1996) Comparison of semiquantitative visual
and quantitative morphometric assessment of prevalent and
incident vertebral fractures in osteoporosis. The Study of Oste-
oporotic Fractures Research Group. J Bone Miner Res 11:
984-996

Sebba Al, Emkey RD, Kohles JD, Sanbrook PN (2009) Ibandr-
onate dose response is associated with increases in bone mineral
density and reductions in clinical fractures: results of a meta-
analysis. Bone 44:423-427

Cranney A, Wells GA, Yetisir E, Adami S, Cooper C, Delmas
PD, Miller PD, Papapoulos S, Reginster JY, Sambrook PN,
Silverman S, Siris E, Adachi JD (2009) Ibandronate for the
prevention of nonvertebral fractures: a pooled analysis of indi-
vidual patient data. Osteoporos Int 20:291-297

Recker R, Stakkestad JA, Chesnut CH III, Christiansen C, Skag
A, Hoiseth A, Ettinger M, Mahoney P, Schimmer RC, Delmas PD
(2004) Insufficiently dosed intravenous ibandronate injections are
associated with suboptimal antifracture efficacy in postmeno-
pausal osteoporosis. Bone 34:890-899

Sebba Al, Broy S, Kohles JD, Weissman PJ (2008) Rapid sup-
pression of bone resorption marker levels with ibandronate
therapy in a bisphosphonate-naive population. J Clin Densitom
11:417-423



	Clinical Efficacy on Fracture Risk and Safety of 0.5 mg or 1 mg/month Intravenous Ibandronate Versus 2.5 mg/day Oral Risedronate in Patients with Primary Osteoporosis
	Abstract
	Materials and Methods
	Study Design
	Patients
	Treatment
	Randomization and Blinding
	Study End Points
	Schedule of Assessments
	Statistical Analyses

	Results
	Patient Disposition and Baseline Characteristics
	Incidence of Vertebral Fractures
	Incidence of Osteoporotic Nonvertebral Fractures and Clinical Fractures
	Bone Mineral Density
	Bone Turnover Markers
	Adverse Events

	Discussion
	Acknowledgments
	References


