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Abstract
Summary  To determine denosumab’s effectiveness for fracture prevention among postmenopausal women with osteoporosis 
in East Asia, the risk of fracture was compared between patients continuing denosumab therapy versus patients discontinu-
ing denosumab after one dose. The real-world effectiveness was observed to be consistent with the efficacy demonstrated 
in the phase III trial.
Introduction  After therapeutic efficacy is demonstrated for subjects in global clinical trials, real-world evidence may provide 
complementary knowledge of therapeutic effectiveness in a heterogeneous mix of patients seen in clinical practice. This 
retrospective cohort study was conducted to compare the fracture risk in real-world clinical care received in Taiwan and 
Hong Kong between a treatment cohort (patients receiving denosumab 60 mg subcutaneously every 6 months) versus an 
off-treatment cohort (patients discontinuing after 1 dose of denosumab, which has no known clinical benefit) among real-
world postmenopausal women.
Methods  This study included 38,906 and 2,835 postmenopausal women receiving denosumab in Taiwan and Hong Kong, 
respectively. The primary endpoint was hip fracture, and secondary endpoints were clinical vertebral and nonvertebral frac-
tures. Propensity-score-matched analysis, adjusting for known covariates, was used to estimate hazard ratios (HRs) and 95% 
confidence intervals (CIs). The robustness of findings was evaluated with a series of sensitivity and quantitative bias analyses.
Results  In this study, 554 hip fractures were included in the primary Taiwan population analysis. The crude incidence rate 
was 0.9 per 100 person-years in the treatment cohort (n = 25,059) and 1.7 per 100 person-years in the off-treatment cohort 
(n = 13,847). After adjusting for prognostic differences between cohorts, denosumab reduced the risk of hip fractures by 
38% (HR = 0.62, CI:0.52–0.75). Risk reductions of similar magnitude were observed for the secondary endpoints and for 
the analysis of the smaller Hong Kong population.
Conclusion  The effectiveness of denosumab for fracture reduction among real-world postmenopausal women with osteo-
porosis was consistent with the efficacy demonstrated in a global clinical trial.
Registration: EnCePP registration number: EUPAS26372; registration date: 12/11/2018.
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Introduction

Osteoporosis is a major public health problem affecting 
millions of people, predominantly postmenopausal women 
[1–4]. Osteoporotic fractures are a major cause of hospi-
talizations, disability, long-term medical care, and mortal-
ity in urban societies with relatively old populations [5, 6]. 
Worldwide, the burden of osteoporosis is escalating as the 
frequency of osteoporotic fractures continues to rise due, 
in part, to an aging population [1, 3, 4, 7].

While efforts have been made to increase inclusion of 
a diverse population in clinical trials, it is often impracti-
cal to conduct randomized trials with sufficient statisti-
cal power to evaluate clinical endpoints in all possible 
subgroups [8, 9]. Clinical trials involving therapies for 
chronic conditions are of shorter duration and typically 
enroll lower-risk groups than patient populations treated 
in real-world clinical practice [10, 11]. In addition, the 
impact that factors such as adherence can have on treat-
ment outcomes differs considerably in clinical trials com-
pared with real-world settings [2, 12]. Real-world evidence 
may provide complementary knowledge of therapeutic 
effectiveness in a heterogeneous mix of patients reflecting 
intrinsic (e.g., age, sex, ethnicity, clinical characteristics, 
and treatment preferences) and extrinsic (e.g., environ-
ment, socioeconomic status, access to healthcare, health-
care policy, and regional regulations) factors occurring in 
practice [8, 11, 13].

To measure the effectiveness of denosumab for frac-
ture prevention in real-world postmenopausal women 
with osteoporosis, the current study compared fracture 
risk between two real-world cohorts: a “treatment” cohort 
(patients initiating denosumab and continuing therapy) 
versus a “non-treatment” cohort (patients initiating deno-
sumab and discontinuing therapy after a single dose). The 
latter cohort was selected to limit the bias in the study 
related to the initial treatment decision and to leverage 
the context that a single dose of denosumab has no known 
sustained clinical benefit [14], thereby approximating the 
placebo arm of a clinical trial.

Materials and methods

Study design

We approached the objective of this retrospective cohort 
study within a framework to address potential issues of 
data quality, confounding biases, and reproducibility that 
threaten the validity of findings [15]. Hence, the methods 
include two sub-studies to validate the primary endpoint 

and to quantify the significance of unmeasured variables; 
a series of sensitivity analyses to assess confounding; 
quantitative bias analysis that estimates the direction and 
magnitude associated with systematic errors influencing 
measures of associations; and use of a common protocol 
applied by two different investigators in two different data 
systems to assess reproducibility and replicability.

Data sources

Data sources for this study were the medical care administra-
tive databases available through the National Health Insur-
ance Database in Taiwan and the Clinical Data Analysis and 
Reporting System in Hong Kong. The Taiwan Administra-
tion of National Health Insurance manages the single-payer 
health insurance system that provides medical and dental 
care for 99% of the 23 million Taiwanese enrolled in the sys-
tem. The Hong Kong Hospital Authority serves a population 
of 7 million through 41 hospitals and more than 100 outpa-
tient clinics. Approximately 80% of all hospital admissions 
in Hong Kong occur in public hospitals. Both data sources 
have been used extensively for research, and all individual 
data have been deidentified [16, 17].

Study protocol was approved by the National Cheng Kung 
University Institutional Review Board (HREC#107–008) in 
Taiwan and the Institutional Review Board of the University 
of Hong Kong/Hospital Authority Hong Kong West Cluster 
(UW 19–154) in Hong Kong. For the Taiwan data, the study 
period was inclusive of ≥ 1 year prior to regulatory approval 
of denosumab in 2011 through December 2016, and for the 
Hong Kong data was inclusive of ≥ 1 year prior to regula-
tory approval of denosumab in 2012 through August 2018.

Study population

Study population included all patients who were: 1) new 
users of denosumab 60 mg (defined as receipt of ≥ 1 dose 
with no history of prior use); 2) postmenopausal women 
(defined as ≥ 55 years of age at the time of initial dose); 3) 
free of any history of malignancy or Paget’s disease (see 
Supplementary Figures S1, A and B for the inclusion flows 
of the Taiwan and Hong Kong study populations). Of note, 
denosumab reimbursement criteria used in Taiwan do not 
require prior osteoporosis treatment and include patients 
with 1) T score ≤ -2.5 SD and a vertebral or hip fracture, or 
2) T score -1.0 SD to less than -2.5 SD plus two vertebral 
or hip fractures.

Treatment cohorts

As denosumab is subcutaneously administered every 
6 months, two patient cohorts were created based on the 
receipt status of second dose (Fig. 1). The treatment cohort 
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included all patients that received a second dose at the 
expected administration date (i.e., 180 days after first dose 
plus a 45-day grace period for administrative challenges like 
scheduling appointments). Cohort entry date (i.e., index 
date) began at 225 days after initial dose and follow-up con-
tinued through the earliest date of denosumab discontinua-
tion (i.e., 225 days since last administration), fracture end-
points, death or end date of data source. The off-treatment 
cohort included all patients that did not receive a second 
dose at the expected administration date. The index date 
for this cohort began at 225 days after the initial dose and 
follow-up continued through the earliest date of starting or 
re-starting any osteoporosis therapy, fracture endpoints, 
death or end date of data source.

Endpoints

Primary endpoint was hip fracture. Secondary endpoints 
included clinical vertebral fracture and nonvertebral frac-
ture (hip, humerus, wrist, and distal forearm). To increase 
the likelihood of high specificity, albeit with decreased sen-
sitivity, all fractures were identified from inpatient claims. 
In Taiwan, diagnosis codes were based on the International 
Classification of Diseases, 9th Revision, Clinical Modifica-
tion (ICD-9-CM) through December 2015 and on the Inter-
national Classification of Diseases, 10th Revision, Clinical 
Modification (ICD-10-CM) through the end of study period. 
In Hong Kong, diagnosis codes were based on the ICD-
9-CM for the entire study period. To increase likelihood that 
fractures were due to osteoporosis, fractures concurrent with 
a motor vehicle accident on the same date were not included 
as endpoints (see Supplementary Table S1, A–E for codes 
and definitions of fracture endpoints).

Validity of the primary endpoint was assessed by com-
paring the operational definition of hip fracture versus 
medical chart review. In Taiwan, medical charts and radio-
graphs of 300 randomly selected patients having either an 
ICD-9-CM or ICD-10-CM code for hip fracture at a large 
academic institution were reviewed by two physicians inde-
pendently. Of these 300 patients, 298 were confirmed to have 
a hip fracture by the physicians (i.e., a positive predictive 
value = 99.3%). The validation report for hip fractures in 
Taiwan is included in Online Resource 1. In Hong Kong, 

the validity of ICD-9-CM code for hip fracture endpoint 
was previously reported by a similar process for 104 patients 
with hip fracture, of which all 104 were confirmed hip frac-
tures (positive predictive value = 100%) [17].

Covariates

Covariates were used to describe characteristics of the study 
population and were used for risk adjustment of prognostic 
differences for fracture between cohorts. The assessment 
period for covariates was defined as 1 year before the cohort 
entry date and identified through drug administration, drug 
dispensing, and diagnosis codes. Covariates included in the 
study known to confer fracture risk included 59 variables of: 
demographic characteristics and histories of comorbidities, 
medication use, and health-seeking behavior (see Supple-
mentary Table S2 for the covariate list).

Bone mineral density (BMD) and body mass index (BMI) 
are two strong risk factors for osteoporotic fractures, and 
their values were not directly available in the data sources. 
Hence for the Taiwan population, an additional assessment 
(IRB #:201801493B0) was undertaken to inspect the balance 
in BMD and BMI between cohorts for a study subset having 
the information available in the electronic medical records 
of the Chang Gung Research Database (CGRD) [18]. CGRD 
contained 7% (n = 2605 patients, mean age 76.5) of the study 
population in Taiwan (n = 38,906 patients; mean age 77.4). 
The assessment report for the population subset with BMD 
and BMI is included in Online Resource 2.

Smoking and alcohol use are two more known risk factors 
for osteoporotic fracture, and their values were not directly 
available in the data source. Fortunately, prevalence of 
alcohol and tobacco use among the elderly is low (< 5%) in 
Taiwan; hence, little possibility exists of these risk factors 
occurring in the study population [19].

Statistical analysis

Propensity-score (PS) matching was used to control for con-
founding arising from measurable variables. As a first step, 
the PS was calculated for each patient in the study population 
using multivariable logistic regression analysis, conditional 
on all 59 baseline covariates. Next, the distribution of PS 

Fig. 1   Study design schema

1157Osteoporosis International (2022) 33:1155–1164



1 3

for both treatment and off-treatment cohorts was described. 
The standardized mean difference (SMD) was used to test 
the differences in baseline covariates between cohorts. A 
SMD > 0.1 (10%) represents a clinically significant differ-
ence. Using the greedy 8 → 1 digit algorithm, the PS was 
used to match treatment and off-treatment cohorts in a 1:1 
ratio [20]. As the final step, the Kaplan–Meier method was 
used to plot survival curves and relative risk reduction was 
estimated using the Cox proportional hazard model adjusting 
for baseline covariates.

Sensitivity and subgroup analysis

Sensitivity and subgroup analyses evaluated the robustness 
of results. An alternative approach to PS-matching included 
the inverse probability of treatment weights (IPTWs) to esti-
mate the adjusted hazard ratio in the IPTW-weighted cohort 
using the Cox proportional hazard model.

Subgroup analysis included the primary analysis by age 
group, bisphosphonate use in year prior to study entry, and 
fracture history in year prior to study entry.

Assessment of residual confounding

The analytical strategy included three additional analyses 
to evaluate the potential for unmeasured or residual con-
founding to impact the interpretation of study results. First, 
a high-dimensional propensity score (HdPS) was used to 
examine the robustness of confounding controls by HdPS. 
The methodology and HdPS algorithm have been published 
elsewhere [21]. In brief, HdPS is based upon the selection 
of empirically derived covariates from among all the infor-
mation in administrative claims data. The selection of vari-
ables to include within the HdPS model is based upon their 
confounding potential—i.e., if a covariate is strongly related 
to both the outcome and the treatment and is prevalent, then 
it is deemed to be a potentially important confounder and is 
ranked higher for inclusion in the model. As these empiri-
cally derived covariates may collectively be proxies for 
unmeasured variables, the use of the HdPS can mitigate the 
likelihood of residual confounding. Second, the extent of 
residual confounding that would be required to refute an 
observed difference in fracture incidence between cohorts 
(i.e., rule-out method) was assessed. This quantitative bias 
analysis has been described previously [20], and we applied 
the algorithms that are publicly available [22, 23]. Third, as 
described and reported in the covariate section, we adopted 
an approach described previously [24] and inspected the bal-
ance of BMD and BMI between cohorts within the subset 
having available information to quantify their potential as a 
source of residual confounding.

Replicability of findings

The International Society for Pharmacoepidemiology-Inter-
national Society for Pharmacoepidemiology and Outcomes 
Research (ISPE-ISPOR) Joint Task Force has highlighted 
that replicable findings can be tested by conducting multi-
ple studies that evaluate the same research question but use 
different data or methodology or operational decisions [25, 
26]. To assess the reproducibility of these conclusions, the 
Hong Kong study PI applied the same common protocol 
(i.e., same general methodology) to the Hong Kong dataset, 
and operational decisions were unique to each study site.

Results

Study population in Taiwan

Eligible study population included 38,906 female patients 
who initiated denosumab therapy. Mean age was 77 years 
and in the year prior to initiating denosumab, 17% had a 
hip fracture and 35% had received bisphosphonate therapy. 
Treatment cohort included 25,059 women (64% of study 
population) who received between 2 and 10 doses of deno-
sumab (median, 4 doses) during the study period. Follow-up 
for fracture endpoints in this cohort while receiving therapy 
was a mean ± standard deviation (SD) of 16 ± 11 months 
for a total of 34,013 person-years of observation. The off-
treatment cohort included 13,847 women (36% of study 
population) who received 1 dose of denosumab and then 
discontinued therapy. Follow-up for fracture endpoints in 
this cohort while receiving no therapy was a mean ± SD 
of 19 ± 12 months for a total of 22,153 person-years of 
observation.

Within the eligible study population, most (46 of 59) of 
the risk factors for fracture (i.e., covariates) were balanced 
between study cohorts (Fig. 2). The variables not balanced 
suggested that greater age, comorbidities, and use of other 
medications have some association to discontinuing therapy 
after 1 dose of denosumab. After PS matching, both cohorts 
of 13,419 patients were matched for all covariates (Supple-
mentary Table S3).

Effectiveness of denosumab in Taiwan

Primary analysis in the PS-matched population included 
554 hip fractures occurring in 183 patients in the treatment 
cohort and 371 patients in the off-treatment cohort. Crude 
incidence rate was 0.9 per 100 person-years in the treat-
ment cohort and 1.7 per 100 person-years in the off-treat-
ment cohort. After adjusting for any prognostic differences 
between the two cohorts, denosumab reduced the risk of 
hip fractures (hazard ratio [HR], 0.62; 95% CI, 0.52 to 0.75) 
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(Table 1). Cumulative incidence of hip fracture is shown in 
Fig. 3. Similar risk reductions for hip fracture were observed 
across age groups, prior use of bisphosphonates, and frac-
ture history (Fig. 4 and Supplementary Table S4). Similar 
risk reductions were observed for the secondary endpoints 
of clinical vertebral fractures and nonvertebral fractures 
(Table 1).

Sensitivity analysis and assessment of residual 
confounding in Taiwan

As an alternative analytical approach, IPTW was used 
to include the entire eligible study population of 38,906 
patients that initiated denosumab therapy (see Supplemen-
tary Table S5 for baseline characteristics of the weighted 

Fig. 2   Balance of covari-
ates (N = 59) before and after 
propensity score matching—
Taiwan. CCB = calcium channel 
blocker; ER = emergency room; 
SMD = standardized mean dif-
ference. SMD < 0.1 represents 
a difference between treatment 
and off-treatment cohorts that is 
not statistically significant. The 
covariates labeled in the figure 
are those with SMD > 0.1

Age Income

Urbaniza�on

Geographic
regionsER visit

Hospitaliza�on
Steroid

Bisphosphonates 
history

Antacids

An�psycho�cs

CCB
Diure�cs

Propulsive agents

Table 1   Fracture risk in treatment and off-treatment cohorts—Taiwan population

Treatment Cohort
(N = 13, 419)

Off-Treatment Cohort
(N  = 13, 419)

Hazard ratio in pro-
pensity score-matched 
cohort (95% CI)

Site Patients 
with a 
fracture

Person-years Patients with a 
fracture per 100 
Person-years

Patients 
with a 
fracture

Person-years Patients with a 
fracture per 100 
Person-years

Hip 183 17,066 1.07 371 21,619 1.72 0.62
(0.52 to 0.75)

Clinical vertebral 181 17,068 1.06 355 21,600 1.64 0.63
(0.52 to 0.75)

Non-vertebral 227 17,010 1.33 457 21,511 2.12 0.62
(0.53 to 0.73)
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population). To address the potential of residual confound-
ing, HdPS included a broader set of covariates than in the 
primary analysis (see Supplementary Table S6 for baseline 
characteristics of the matched population). Both the IPTW 
and HdPS approaches identified a risk reduction for hip frac-
ture in the treatment cohort similar to the primary analysis 
(Fig. 4).

As one approach to assess the potential extent of 
residual confounding from unmeasured risk factors, both 
BMD and BMI were available for 2,605 patients (6.7% 

of the eligible study population). In these patients with 
the additional available data, the BMD and BMI meas-
ures were well balanced between the two study cohorts at 
baseline (Online Resource 2). Specifically, at the femoral 
neck, mean ± SD BMD was -3.4 ± 1.0 and -3.5 ± 1.1 in 
the treatment and the off-treatment cohorts, respectively, 
and mean ± SD BMI was 24.3 ± 3.9 and 24.3 ± 4.0. The 
balanced distribution of BMD and BMI in this subset of 
the study population at baseline suggested they were less 
likely to be significant confounders.

Fig. 3   Kaplan–Meier plot 
of cumulative incidence of 
hip fracture in patients in the 
treatment and off-treatment 
cohorts—Taiwan population
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Quantitative bias assessment (i.e., rule-out method) 
was another approach to assess the extent of residual con-
founding that would be required to refute the observed 
difference in fracture incidence between cohorts (Sup-
plementary Figure S2). Results of this analysis suggest 
that unmeasured variables with a prevalence < 10% in this 
population, such as alcohol and tobacco use [19], could 
not have a meaningful influence on results.

Analysis of Hong Kong population

Eligible study population included 2835 patients that 
initiated denosumab therapy. Mean age  was 78 years, 
and in the three years prior to initiating denosumab, 14% 
had a hip fracture and 37% had received bisphosphonate 
therapy. Treatment cohort included 2379 women (84% of 
study population) who received between 2 and 13 doses 
of denosumab (median, 4 doses) during the study period, 
and the off-treatment cohort included 456 women (16% of 
study population). Baseline characteristics of each cohort, 
summarized in Supplementary Table S7, suggested that 
greater age, comorbidities, and use of other medications 
are more prevalent in the off-treatment group. After PS 
matching, the following variables remained unbalanced: 
number of emergency room visits, number of hospitaliza-
tions, diabetes history, fracture history, and diuretic medi-
cation use, and they were further included into outcome 
models for adjustment.

After PS matching, there were a total of 33 hip frac-
tures (treatment cohort, 26; off-treatment cohort, 7). The 

observed incidence rates of hip fracture were 0.98 and 
1.71 cases per 100 person-years in the treatment and off-
treatment cohorts, respectively. Risk reductions for frac-
ture endpoints were in the same direction as the Taiwan 
analysis, though with much wider 95% CI for the HR that 
included 1.0 (Supplementary Table S8).

Discussion

Results from this large population-based cohort study 
showed clinically meaningful risk reduction for hip 
fracture, clinical vertebral fracture, and nonvertebral 
fracture with denosumab treatment. Within the study 
population in Taiwan, patients in the cohort persistent 
to denosumab experienced relative risk reductions of 
38% for hip fracture, 37% for clinical vertebral frac-
ture, and 38% for nonvertebral fractures, with a mean 
(± SD) on-treatment follow-up time of 16 ± 11 months. 
Although not directly comparable due to differences in 
study settings and population, these real-world study 
results were largely consistent with the results of the 
placebo-controlled, randomized trial, the Fracture 
REduction Evaluation of Denosumab in Osteoporo-
sis every 6 Months (FREEDOM) study, which found 
relative risk reductions through month 36 of 40% (HR 
0.60 [95% CI, 0.37 to 0.97]; p = 0.04) for hip fractures, 
69% (HR 0.31 [95% CI, 0.20 to 0.47]; p < 0.001) for 
clinical vertebral fractures and 20% (HR 0.80 [95% CI, 
0.67 to 0.95]; p = 0.01) for nonvertebral fractures [14]. 
Results of the second analysis in the smaller Hong Kong 

Fig. 4   Results of subgroup analyses and sensitivity analysis for the primary endpoint of hip fracture—Taiwan population. BPs = bisphospho-
nates; HdPS = high-dimensional propensity score; HR = hazard ratio; IPTW = inverse probability of treatment weight
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population were consistent with results in Taiwan and 
FREEDOM.

Analysis of the Kaplan–Meier curves suggests that 
the benefits of fracture risk reduction with denosumab 
were pronounced in patients who remained on treatment. 
This is consistent with multiple studies showing adher-
ence to osteoporosis therapy is associated with better out-
comes, including a reduction in risk of hip fracture [2, 
27–29]. In this analysis, a separation in the cumulative 
incidence of hip fractures between the treatment and off-
treatment cohorts is first noticeable after approximately 
12–15 months of treatment. In the FREEDOM trial, this 
effect is apparent 9–12 months into treatment [14].

The current study has several strengths. To our knowledge, 
it is the first large-scale study investigating the effectiveness of 
denosumab in postmenopausal women under real-world clini-
cal settings with long-term follow-up. Clinical trials typically 
enroll a lower-risk group of patients [10, 11], may benefit 
from better adherence [2, 13], and may detect effectiveness 
within a shorter period of time [30] when compared to real-
world studies where factors such as comorbidities, concomi-
tant treatments, access, cost, and follow-up care influence both 
prescriber and patient behavior. As a result, while randomized 
trials are the gold standard in establishing the efficacy and 
safety of new therapies, real-world evidence is necessary to 
fully characterize treatment outcomes. The data sources in 
Taiwan and Hong Kong are highly representative of their 
respective populations, and the hip fracture record is highly 
valid. The study design helped ensure clinical homogeneity 
of patients included in the analysis. Health insurance utiliza-
tion management criteria in Taiwan meant the entire study 
population was at high risk for fracture, which mitigates the 
likelihood of differences between study arms in both meas-
ured and unmeasured variables related to severity of osteo-
porosis. Because both cohorts initiated denosumab therapy, 
the potential for residual confounding related to the clinician’s 
decision to treat is limited [31]. Overall, this study design 
resulted in the majority of measured confounders being bal-
anced between study arms before any statistical adjustment.

As the inherent limitation of observational studies, we 
cannot fully rule out the potential impact of unmeasured 
confounders. Several analytical methods were used to 
both minimize and evaluate the significance of unmeas-
ured variables in the primary analysis of the effectiveness 
of denosumab for reduction of hip fractures among post-
menopausal women in Taiwan. The results of a series of 
pre-specified sensitivity analyses, as well as an hdPS algo-
rithm, were consistent with the primary analysis suggest-
ing it is unlikely there is meaningful residual confounding 
due to unmeasured confounders. Quantitative bias analysis 
indicated it is highly unlikely an unmeasured variable with 
a prevalence < 10% in the study population, such as smok-
ing and alcohol use, could explain the observed results. 

An additional analysis undertaken to assess the potential 
for residual confounding associated with BMD and BMI 
found that both variables were balanced between the two 
study arms at baseline, therefore mitigating the concern 
of residual confounding due to inability to include these 
parameters as part of the PS matching in the primary anal-
ysis. Another residual confounder could be an increased 
fracture risk in the off-treatment cohort due to rebound bone 
resorption after denosumab discontinuation [32]. However, 
this potential confounder is unlikely as it has been shown 
that rebound of bone turnover is absent in subjects receiv-
ing a single injection of denosumab [33, 34]. In addition, 
the observed apparent similarities in the cumulative risk 
of fracture in the Kaplan–Meier curves between the initial 
6 months of discontinuation in the non-treatment cohort and 
the corresponding months in the treatment cohort suggest 
no detectable increased risk of fracture after discontinuation 
of 1 dose of denosumab. Finally, we did not know the rea-
sons patients discontinued their drugs. However, our find-
ings that 64% of patients refilled their second dose is within 
the range of published data, but at the lower end likely due 
to the stricter criteria for grace period (i.e., 45 days) used 
in our study [35]. We also included several known covari-
ates that are associated with adherence into outcome models 
(e.g., age, health resource utilization, social economic level, 
etc.). Managing non-persistence is especially important in 
patients initially treated with reversible osteoporosis medi-
cations such as denosumab. Timely re-initiation of deno-
sumab or transition to a different class of antiresorptives 
such as bisphosphonates may attenuate the potential adverse 
effects of discontinuing denosumab [36].

The increasing pace of population aging is a worldwide 
phenomenon that has fueled recognition of osteoporosis as 
an important public health issue, particularly in large aging 
populations such as in Asia [7, 37]. Evidence-based inter-
ventions aimed at minimizing the burden associated with 
osteoporosis and improving treatment adherence are needed 
to help maintain quality of life in affected patients. We found 
a clinically meaningful risk reduction for hip fracture among 
postmenopausal women who remained on denosumab ther-
apy in a real-world setting. The risk reduction was consistent 
across subjects with a wide range of baseline characteristics 
and fracture risk categories and was similar to what was 
observed in the randomized controlled FREEDOM study.

Supplementary Information  The online version contains supplemen-
tary material available at https://​doi.​org/​10.​1007/​s00198-​021-​06291-w.

Acknowledgements  Writing assistance provided by Alexandra Stir-
ling, PharmD (BioScience Communications), funded by Amgen Inc.

Funding  This study was supported by Amgen, Inc. All authors contrib-
uted to the design, analysis, and reporting of this study.

1162 Osteoporosis International (2022) 33:1155–1164

https://doi.org/10.1007/s00198-021-06291-w


1 3

Data availability  While analytical datasets are maintained within the 
respective institutions of study investigators, the datasets are limited 
to use within the academic institutions having the necessary privacy 
policies in place. Qualified researchers may request data from Amgen 
clinical studies. Complete details are available at the following: https://​
wwwext.​amgen.​com/​scien​ce/​clini​cal-​trials/​clini​cal-​data-​trans​paren​cy-​
pract​ices/​clini​cal-​trial-​data-​shari​ng-​reque​st/.

Code availability  Not applicable.

Declarations 

Ethics approval  Study protocol was approved by the National Cheng 
Kung University Institutional Review Board (HREC#107–008) in Tai-
wan and the Institutional Review Board of the University of Hong 
Kong/Hospital Authority Hong Kong West Cluster (UW 19–154) in 
Hong Kong.

Consent to participate  For this type of study, formal consent is not 
required.

Consent for publication  Not applicable.

Conflicts of interest  ECCL has received honoraria from AbbVie, grant 
funding from Amgen, AbbVie and Takeda, and financial support from 
Taiwan’s Ministry of Science and Technology; TCL, JLL, and LC are 
employees and stockholders of Amgen; ICKW has received grant sup-
port from Amgen; YHKY has received grant support from Amgen; 
CWS, CLC, and SCS have no conflicts to disclose.

Open Access  This article is licensed under a Creative Commons Attri-
bution-NonCommercial 4.0 International License, which permits any 
non-commercial use, sharing, adaptation, distribution and reproduction 
in any medium or format, as long as you give appropriate credit to the 
original author(s) and the source, provide a link to the Creative Com-
mons licence, and indicate if changes were made. The images or other 
third party material in this article are included in the article's Creative 
Commons licence, unless indicated otherwise in a credit line to the 
material. If material is not included in the article's Creative Commons 
licence and your intended use is not permitted by statutory regula-
tion or exceeds the permitted use, you will need to obtain permission 
directly from the copyright holder. To view a copy of this licence, visit 
http://​creat​iveco​mmons.​org/​licen​ses/​by-​nc/4.​0/.

References

	 1.	 Hernlund E, Svedbom A, Ivergård M, et al (2013) Osteoporo-
sis in the European Union: medical management, epidemiol-
ogy and economic burden. A report prepared in collaboration 
with the International Osteoporosis Foundation (IOF) and the 
European Federation of Pharmaceutical Industry Associations 
(EFPIA). Arch Osteoporos 8:136. https://​doi.​org/​10.​1007/​
s11657-​013-​0136-1

	 2.	 Yu F, Xia W (2019) The epidemiology of osteoporosis, associated 
fragility fractures, and management gap in China. Arch Osteo-
poros 14:32. https://​doi.​org/​10.​1007/​s11657-​018-​0549-y

	 3.	 International Osteoporosis Foundation. The Asia-Pacific Regional 
Audit. Epidemiology, Costs & Burden of Osteoporosis in 2013. 
https://​www.​osteo​poros​is.​found​ation/​sites/​iofbo​nehea​lth/​files/​
2019-​06/​2013_​Asia_​Pacif​ic_​Audit_​Engli​sh.​pdf. Accessed 29 
Jan 2021

	 4.	 Ip T-P, Cheung S-KW et al (2013) The Osteoporosis Society of 
Hong Kong (OSHK): 2013 OSHK guideline for clinical manage-
ment of postmenopausal osteoporosis in Hong Kong. Hong Kong 
Med J 19(Suppl 2):1–40

	 5.	 Johnell O, Kanis JA (2006) An estimate of the worldwide 
prevalence and disability associated with osteoporotic frac-
tures. Osteoporos Int 17:1726–1733. https://​doi.​org/​10.​1007/​
s00198-​006-​0172-4

	 6.	 Bliuc D, Nguyen ND, Milch VE et al (2009) Mortality risk associ-
ated with low-trauma osteoporotic fracture and subsequent frac-
ture in men and women. JAMA 301:513–521. https://​doi.​org/​10.​
1001/​jama.​2009.​50

	 7.	 Cheung C-L, Ang SB, Chadha M et al (2018) An updated hip 
fracture projection in Asia: The Asian Federation of Osteoporosis 
Societies study. Osteoporos Sarcopenia 4:16–21. https://​doi.​org/​
10.​1016/j.​afos.​2018.​03.​003

	 8.	 U.S. Food and Drug Administration (2020) Enhancing the Diver-
sity of Clinical Trial Populations — Eligibility Criteria, Enroll-
ment Practices, and Trial Designs: Guidance for Industry. https://​
www.​fda.​gov/​regul​atory-​infor​mation/​search-​fda-​guida​nce-​docum​
ents/​enhan​cing-​diver​sity-​clini​cal-​trial-​popul​ations-​eligi​bility-​crite​
ria-​enrol​lment-​pract​ices-​and-​trial. Accessed 5 Jan 2021

	 9.	 U.S. Food and Drug Administration (2018) E17 General Prin-
ciples for Planning and Design of Multiregional Clinical Tri-
als: Guidance for Industry. https://​www.​fda.​gov/​regul​atory-​infor​
mation/​search-​fda-​guida​nce-​docum​ents/​e17-​gener​al-​princ​iples-​
plann​ing-​and-​design-​multi-​regio​nal-​clini​cal-​trials. Accessed 5 
Jan 2021

	10.	 Kennedy-Martin T, Curtis S, Faries D et al (2015) A literature 
review on the representativeness of randomized controlled trial 
samples and implications for the external validity of trial results. 
Trials 16:495. https://​doi.​org/​10.​1186/​s13063-​015-​1023-4

	11.	 Barnard K, Lakey WC, Batch BC et al (2016) Recent clinical 
trials in osteoporosis: a firm foundation or falling short? PLoS 
ONE 11:e0156068. https://​doi.​org/​10.​1371/​journ​al.​pone.​01560​
68

	12.	 Adami G, Saag KG, Danila MI (2019) Pragmatic clinical trials in 
osteoporosis. Curr Osteoporos Rep 17:521–526. https://​doi.​org/​
10.​1007/​s11914-​019-​00551-9

	13.	 Sherman RE, Anderson SA, Dal Pan GJ et al (2016) Real-world 
evidence - What is it and what can it tell us? N Engl J Med 
375:2293–2297. https://​doi.​org/​10.​1056/​NEJMs​b1609​216

	14.	 Cummings SR, San Martin J, McClung MR et al (2009) Deno-
sumab for prevention of fractures in postmenopausal women with 
osteoporosis. N Engl J Med 361:756–765. https://​doi.​org/​10.​1056/​
NEJMo​a0809​493

	15.	 Duke-Margolis Center for Health Policy (2017) A framework for 
regulatory use of real-world evidence [Internet]. https://​healt​hpoli​
cy.​duke.​edu/​publi​catio​ns/​frame​work-​regul​atory-​use-​real-​world-​
evide​nce. Accessed 30 Jan 2018

	16.	 Hsieh C-Y, Su C-C, Shao S-C et al (2019) Taiwan’s National 
Health Insurance Research Database: past and future. Clin Epi-
demiol 11:349–358. https://​doi.​org/​10.​2147/​CLEP.​S1962​93

	17.	 Sing C-W, Woo Y-C, Lee ACH et al (2017) Validity of major 
osteoporotic fracture diagnosis codes in the Clinical Data Analysis 
and Reporting System in Hong Kong. Pharmacoepidemiol Drug 
Saf 26:973–976. https://​doi.​org/​10.​1002/​pds.​4208

	18.	 Shao S-C, Chan Y-Y, Kao Yang Y-H et al (2019) The Chang Gung 
Research Database-a multi-institutional electronic medical records 
database for real-world epidemiological studies in Taiwan. Phar-
macoepidemiol Drug Saf 28:593–600. https://​doi.​org/​10.​1002/​
pds.​4713

	19.	 Health Promotion Administration, Ministry of Health and Wel-
fare, Taiwan (2018) Survey Results of Chinese Smoking Behavior. 
https://​www.​hpa.​gov.​tw/​Pages/​Detail.​aspx?​nodeid=​1718&​pid=​
9913. Accessed 1 Aug 2020

1163Osteoporosis International (2022) 33:1155–1164

https://wwwext.amgen.com/science/clinical-trials/clinical-data-transparency-practices/clinical-trial-data-sharing-request/
https://wwwext.amgen.com/science/clinical-trials/clinical-data-transparency-practices/clinical-trial-data-sharing-request/
https://wwwext.amgen.com/science/clinical-trials/clinical-data-transparency-practices/clinical-trial-data-sharing-request/
http://creativecommons.org/licenses/by-nc/4.0/
https://doi.org/10.1007/s11657-013-0136-1
https://doi.org/10.1007/s11657-013-0136-1
https://doi.org/10.1007/s11657-018-0549-y
https://www.osteoporosis.foundation/sites/iofbonehealth/files/2019-06/2013_Asia_Pacific_Audit_English.pdf
https://www.osteoporosis.foundation/sites/iofbonehealth/files/2019-06/2013_Asia_Pacific_Audit_English.pdf
https://doi.org/10.1007/s00198-006-0172-4
https://doi.org/10.1007/s00198-006-0172-4
https://doi.org/10.1001/jama.2009.50
https://doi.org/10.1001/jama.2009.50
https://doi.org/10.1016/j.afos.2018.03.003
https://doi.org/10.1016/j.afos.2018.03.003
https://www.fda.gov/regulatory-information/search-fda-guidance-documents/enhancing-diversity-clinical-trial-populations-eligibility-criteria-enrollment-practices-and-trial
https://www.fda.gov/regulatory-information/search-fda-guidance-documents/enhancing-diversity-clinical-trial-populations-eligibility-criteria-enrollment-practices-and-trial
https://www.fda.gov/regulatory-information/search-fda-guidance-documents/enhancing-diversity-clinical-trial-populations-eligibility-criteria-enrollment-practices-and-trial
https://www.fda.gov/regulatory-information/search-fda-guidance-documents/enhancing-diversity-clinical-trial-populations-eligibility-criteria-enrollment-practices-and-trial
https://www.fda.gov/regulatory-information/search-fda-guidance-documents/e17-general-principles-planning-and-design-multi-regional-clinical-trials
https://www.fda.gov/regulatory-information/search-fda-guidance-documents/e17-general-principles-planning-and-design-multi-regional-clinical-trials
https://www.fda.gov/regulatory-information/search-fda-guidance-documents/e17-general-principles-planning-and-design-multi-regional-clinical-trials
https://doi.org/10.1186/s13063-015-1023-4
https://doi.org/10.1371/journal.pone.0156068
https://doi.org/10.1371/journal.pone.0156068
https://doi.org/10.1007/s11914-019-00551-9
https://doi.org/10.1007/s11914-019-00551-9
https://doi.org/10.1056/NEJMsb1609216
https://doi.org/10.1056/NEJMoa0809493
https://doi.org/10.1056/NEJMoa0809493
https://healthpolicy.duke.edu/publications/framework-regulatory-use-real-world-evidence
https://healthpolicy.duke.edu/publications/framework-regulatory-use-real-world-evidence
https://healthpolicy.duke.edu/publications/framework-regulatory-use-real-world-evidence
https://doi.org/10.2147/CLEP.S196293
https://doi.org/10.1002/pds.4208
https://doi.org/10.1002/pds.4713
https://doi.org/10.1002/pds.4713
https://www.hpa.gov.tw/Pages/Detail.aspx?nodeid=1718&pid=9913
https://www.hpa.gov.tw/Pages/Detail.aspx?nodeid=1718&pid=9913


1 3

	20.	 Parsons LS (2001) Reducing bias in a propensity score matched-
pair sample using greedy matching techniques. Proceedings of the 
Twenty-Sixth Annual SAS Users Group International Conference, 
Long Beach, CA. https://​suppo​rt.​sas.​com/​resou​rces/​papers/​proce​
edings/​proce​edings/​sugi26/​p214-​26.​pdf. Accessed 22 Apr 2019

	21.	 Schneeweiss S, Rassen JA, Glynn RJ et al (2009) High-dimen-
sional propensity score adjustment in studies of treatment effects 
using health care claims data. Epidemiology 20:512–522. https://​
doi.​org/​10.​1097/​EDE.​0b013​e3181​a663cc

	22.	 Schneeweiss S (2006) Sensitivity analysis and external adjustment 
for unmeasured confounders in epidemiologic database studies of 
therapeutics. Pharmacoepidemiol Drug Saf 15:291–303. https://​
doi.​org/​10.​1002/​pds.​1200

	23.	 Division of Pharmacoepidemiology and Pharmacoeconomics, 
Department of Medicine Brigham and Women’s Hospital Har-
vard Medical School. Sensitivity Analysis. https://​www.​druge​pi.​
org/​compa​ny/​softw​are#​Sensi​tivity. Accessed 7 Mar 2019

	24.	 Patorno E, Schneeweiss S, Gopalakrishnan C et al (2019) Using 
real-world data to predict findings of an ongoing phase iv cardio-
vascular outcome trial: cardiovascular safety of linagliptin versus 
glimepiride. Diabetes Care 42:2204–2210. https://​doi.​org/​10.​
2337/​dc19-​0069

	25.	 Wang SV, Schneeweiss S, Berger ML et al (2017) Reporting to 
improve reproducibility and facilitate validity assessment for 
healthcare database studies V1.0. Pharmacoepidemiol Drug Saf 
26:1018–1032. https://​doi.​org/​10.​1002/​pds.​4295

	26.	 Nosek BA, Errington TM (2017) Making sense of replications. 
Elife 6:e23383. https://​doi.​org/​10.​7554/​eLife.​23383

	27.	 Soong Y-K, Tsai K-S, Huang H-Y et al (2013) Risk of refracture 
associated with compliance and persistence with bisphosphonate 
therapy in Taiwan. Osteoporos Int 24:511–521. https://​doi.​org/​10.​
1007/​s00198-​012-​1984-z

	28.	 Siris ES, Harris ST, Rosen CJ et al (2006) Adherence to bis-
phosphonate therapy and fracture rates in osteoporotic women: 
relationship to vertebral and nonvertebral fractures from 2 US 
claims databases. Mayo Clin Proc 81:1013–1022. https://​doi.​org/​
10.​4065/​81.8.​1013

	29.	 Lin T-C, Yang C-Y, Yang Y-HK, Lin S-J (2011) Alendronate 
adherence and its impact on hip-fracture risk in patients with 

established osteoporosis in Taiwan. Clin Pharmacol Ther 90:109–
116. https://​doi.​org/​10.​1038/​clpt.​2011.​62

	30.	 Di Maio M, Perrone F, Conte P (2020) Real-world evidence in 
oncology: opportunities and limitations. Oncologist 25:e746–
e752. https://​doi.​org/​10.​1634/​theon​colog​ist.​2019-​0647

	31.	 Yoshida K, Solomon DH, Kim SC (2015) Active-comparator 
design and new-user design in observational studies. Nat Rev 
Rheumatol 11:437–441. https://​doi.​org/​10.​1038/​nrrhe​um.​2015.​30

	32.	 Fu S-H, Wang C-Y, Hung C-C et al (2021) Increased fracture risk 
after discontinuation of anti-osteoporosis medications among hip 
fracture patients: A population-based cohort study. J Intern Med 
290:1194–1205. https://​doi.​org/​10.​1111/​joim.​13354

	33.	 Bekker PJ, Holloway DL, Rasmussen AS et al (2004) A single-
dose placebo-controlled study of AMG 162, a fully human mono-
clonal antibody to RANKL, in postmenopausal women. J Bone 
Miner Res 19:1059–1066. https://​doi.​org/​10.​1359/​JBMR.​040305

	34.	 Uebelhart B, Rizzoli R, Ferrari SL (2017) Retrospective evalu-
ation of serum CTX levels after denosumab discontinuation 
in patients with or without prior exposure to bisphosphonates. 
Osteoporosis Int 28:2701–2705. https://​doi.​org/​10.​1007/​
s00198-​017-​4080-6

	35.	 Koller G, Goetz V, Vandermeer B et al (2020) Persistence and 
adherence to parenteral osteoporosis therapies: a systematic 
review. Osteoporos Int 31:2093–2102. https://​doi.​org/​10.​1007/​
s00198-​020-​05507-9

	36.	 Tsourdi E, Langdahl B, Cohen-Solal M et al (2017) Discontinua-
tion of Denosumab therapy for osteoporosis: A systematic review 
and position statement by ECTS. Bone 105:11–17. https://​doi.​org/​
10.​1016/j.​bone.​2017.​08.​003

	37.	 World Health Organization (2018) Ageing and Health. https://​
www.​who.​int/​news-​room/​fact-​sheets/​detail/​ageing-​and-​health. 
Accessed 29 Jan 2021

Publisher's note  Springer Nature remains neutral with regard to 
jurisdictional claims in published maps and institutional affiliations.

1164 Osteoporosis International (2022) 33:1155–1164

https://support.sas.com/resources/papers/proceedings/proceedings/sugi26/p214-26.pdf
https://support.sas.com/resources/papers/proceedings/proceedings/sugi26/p214-26.pdf
https://doi.org/10.1097/EDE.0b013e3181a663cc
https://doi.org/10.1097/EDE.0b013e3181a663cc
https://doi.org/10.1002/pds.1200
https://doi.org/10.1002/pds.1200
https://www.drugepi.org/company/software#Sensitivity
https://www.drugepi.org/company/software#Sensitivity
https://doi.org/10.2337/dc19-0069
https://doi.org/10.2337/dc19-0069
https://doi.org/10.1002/pds.4295
https://doi.org/10.7554/eLife.23383
https://doi.org/10.1007/s00198-012-1984-z
https://doi.org/10.1007/s00198-012-1984-z
https://doi.org/10.4065/81.8.1013
https://doi.org/10.4065/81.8.1013
https://doi.org/10.1038/clpt.2011.62
https://doi.org/10.1634/theoncologist.2019-0647
https://doi.org/10.1038/nrrheum.2015.30
https://doi.org/10.1111/joim.13354
https://doi.org/10.1359/JBMR.040305
https://doi.org/10.1007/s00198-017-4080-6
https://doi.org/10.1007/s00198-017-4080-6
https://doi.org/10.1007/s00198-020-05507-9
https://doi.org/10.1007/s00198-020-05507-9
https://doi.org/10.1016/j.bone.2017.08.003
https://doi.org/10.1016/j.bone.2017.08.003
https://www.who.int/news-room/fact-sheets/detail/ageing-and-health
https://www.who.int/news-room/fact-sheets/detail/ageing-and-health

	Effectiveness of denosumab for fracture prevention in real-world postmenopausal women with osteoporosis: a retrospective cohort study
	Abstract
	Summary 
	Introduction 
	Methods 
	Results 
	Conclusion 

	Introduction
	Materials and methods
	Study design
	Data sources
	Study population
	Treatment cohorts
	Endpoints
	Covariates
	Statistical analysis
	Sensitivity and subgroup analysis
	Assessment of residual confounding
	Replicability of findings

	Results
	Study population in Taiwan
	Effectiveness of denosumab in Taiwan
	Sensitivity analysis and assessment of residual confounding in Taiwan
	Analysis of Hong Kong population

	Discussion
	Acknowledgements 
	References


