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@ X4 : Efficacy and safety of once-yearly zoledronic acid in Japanese patients with
primary osteoporosis: two-year results from a randomized placebo-controlled
double-blind study (ZOledroNate treatment in Efficacy to osteoporosis; ZONE study)
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We conducted a 2-year placebo-controlled, randomized, double-blind
comparative study to determine the fracture prevention and safety in
Japanese patients with primary osteoporosis (ZOledroNate treatment in
Efficacy to osteoporosis; ZONE study).
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Method
2. RBRT VA L ORTHBH D0, B0 T EED, YY LN LINA | P390
(f51) Study design and treatment
FrHELML, AT ETVTTA R BTAEI—=RF L)L, T LTHM?S

0 AL — N— HRE, Wi, BEHET 7 B RIE, EHEFMH
(activercontrolled) , MEALE SRR, £ HEsx

This was a multicenter, randomized, placebo-controlled, double-blind,
parallel-group, comparative study conducted in Japan.

All subjects were randomly assigned to either ZOL 5 mg or placebo
group in a 1:1 ratio by~
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Subjects were ambulatory patients who had been diagnosed with BEC. BFEEOKT (YAM
primary osteoporosis based on the Diagnostic Criteria for Primary <80%. T 2 a7 <-1.7 &)
Osteoporosis of the Japanese Society for Bone and Mineral Research Wk DR ER R H Y . 4
(JSBMR) [9]; patients who have fragility fractures caused by low BMD WOHE (Thd) 7545 4 JEHE (L4)
(young adult mean <80 %; T score <—1.7), with between one and four 2 1~4 ST OHERE T DB 2D

vertebral fractures from the fourth thoracic to the fourth lumbar
vertebra (Th4 to L4). Subjects were male and female Japanese patients
aged between 65 and 89 years at the time of providing informed consent.
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[BRAN L | P390 Study subjects




Key exclusion criteria were a history of bisphosphonate use within 2
years prior to the study; serious complications including the heart, liver,
or kidney disease; creatinine clearance <35.0 mL/min or urinary protein
>2+; serum calcium <8.0 mg/dL or >11.0 mg/dL; and undergoing or
planning to undergo an invasive dental procedure of the jaw bone, such
as tooth extraction, at the time informed consent was obtained.
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Randomized subjects were administered the study drug once yearly by LLTAT T e r0fs
intravenous infusion (over 15 min), and after administration, efficacy R,
and safety issues were evaluated. The duration of the study was 2years. KIEA 3T CLLETE - 7=854
All subjects received daily oral supplements of 610-mgcalcium, 400-1U 37°C % FlHl % % T 5 % 1)
vitamin D, and 30-mg magnesium. When acute-phase reactions (APRs) +3,
occurred due to the administration of the study drug, investigators were
allovye.d to g.ive the patients ibuprofen as a rescue drug. The start of @ it > i A B O A7 |2 o
administration of study drug was postponed if body temperature was WO L
>37.0 °C until it came down below 37.0 °C. 5 °
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Primary endpoint was the incidence of new morphometric vertebral
fracture.

Secondary endpoints were the incidence of clinical fracture (any clinical
fractures, clinical vertebral fractures, and non-vertebral fractures),
changes from baseline in the BMD of the lumbar spine, femoral neck,
total hip, and changes in the bone turnover markers. The incidence of
osteoporotic fracture was also evaluated.
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6. HREBOHIEEOHEIEBARTTE, KETH DD,

An independent committee of three experts who were blinded to
treatment (TN, HK, MI) compared radiographs and evaluated them
based on semiquantitative(SQ) methodology as well as using a
quantitative method (QM) based on measurements of vertebral height

[9].
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This study was designed to have 90 % power to detect a 50 % reduction
in the risk of new morphometric vertebral fracture in the ZOL group,
assuming an incidence of 19 to 21 % in the placebo group at 24 months
based on data from previous clinical trials [13, 14] and a 10 % subject
discontinuation rate. It was determined that at least 298 subjects per
group were required.

two-tailed significance level of 5 %
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(DEffect of daily

oral minodronate on
vertebral fractures in
Japanese postmenopausal
women with established
osteoporosis

@Randomized Teriparatide
[human parathyroid
hormone (PTH) 1-34]
once-weekly efficacy research
(TOWER) trial for examining
the reduction in new
vertebral fractures

in subjects with primary
osteoporosis and high
fracture risk.
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This was a multicenter, randomized, placebo-controlled, double-blind, _HEMR

parallel-group, comparative study conducted in Japan.
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An independent committee of three experts who were blinded to Efficacy measures

treatment (TN, HK, MI) ~ SITENG
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For the primary analysis of efficacy, the incidence of new morphometric EVFESHT. BESETIX T ¢ v >
vertebral fracture over 24 months was analyzed based on the Y — D e =R E
Kaplan-Meier method and using log-rank tests (two-tailed significance
level of 5 %). R BT D 7T o~ A Y —
5
The incidence of new morphometric vertebral facture was also presented S B g o
as a hazard ratio (HR), and the 95 % confidence interval (CI) was Efgﬁgﬁgjéﬁ%i TAEY

calculated by Cox regression analysis. KR T A B DR

b, B~ — I — D2k t

For AE data, the number and percentage of subjects were calculated

based on the presence or absence of AEs in each treatment group. TRE
Between-group analysis was performed by Fisher’s exact test for the
incidence of AEs and drug-related AEs. P391 &AMl 3 BVEH D
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