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Abstract
Summary A retrospective study of 121 patients who stopped denosumab (Dmab) then received no treatment (NT), risedronate 
(RIS), alendronate (ALN), or zoledronic acid (ZOL). Bone density (spine and hip) during and after Dmab discontinuation was 
measured. Treatment with ALN or ZOL, not NT and RIS, mitigated BMD loss after Dmab discontinuation.
Introduction Denosumab (Dmab) discontinuation is associated with bone loss and multiple vertebral fractures. The purpose 
was to compare bone mineral density (BMD) change in patients following Dmab discontinuation with no subsequent 
treatment (NT) and three bisphosphonate (BP) treatments: risedronate (RIS), alendronate (ALN), and zoledronic acid (ZOL).
Methods In a review of 121 patients aged 71.2 ± 8.1 years, discontinuing Dmab (mean 5.4 doses), 33 received NT and 88 
received BP (22 RIS; 34 ALN; 32 ZOL). BMD change after 1 year was compared between groups at the lumbar spine (LS), 
femoral neck (FN), and total hip (TH). Risk factors for bone loss after Dmab discontinuation were compared between groups 
and incidence of vertebral fractures was determined.
Results Following Dmab discontinuation, LS mean change (g/cm2; 95% CI) was for NT: − 0.041 (− 0.062 to − 0.021); 
RIS: − 0.035 (− 0.052 to − 0.017); ALN: − 0.005 (− 0.020 to 0.009); and ZOL: − 0.009 (− 0.025 to 0.008). Differences in 
LS were found between NT and ALN (p =  0.015), and NT and ZOL (p=0.037), but not between NT and RIS. The only 
significant difference in TH was found between NT and ZOL (p 0.034) with no group differences in FN. BMD gains during 
Dmab treatment were associated with BMD loss after Dmab discontinuation. In a subset, discontinuation after Dmab 
treatment (> 5 doses) followed by ALN (n = 22) and ZOL (n = 11) showed no difference in BMD. Five of 7 vertebral fractures 
occurred after Dmab discontinuation in NT.
Conclusion Subsequent treatment with ALN or ZOL but not NT and RIS mitigates BMD loss after Dmab discontinuation.

Keywords Bisphosphonates · Bone mineral density · Denosumab · Discontinuation · Osteoporosis · Subsequent treatment

Introduction

Denosumab (Prolia), a human monoclonal antibody that 
targets RANKL (receptor activator of nuclear factor-kappa 
B ligand), has been reported to have antiresorptive activity. 
The pivotal FREEDOM [1] and its extension trial [2] 
showed continued increase in bone mineral density (BMD) 
at the lumbar spine and total hip without plateauing, plus 
significant reduction in vertebral, nonvertebral, and hip 
fractures while taking denosumab (Dmab). However, Dmab 
discontinuation has been associated with reduction of BMD 
gained during treatment [3, 4], rebound of bone turnover 
markers (BTMs) overriding pretreatment status [5, 6], and 
increased risk of multiple vertebral fractures [3, 7–10].
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There have been studies that show treatment is needed 
after Dmab discontinuation [3, 11, 12]. However, some have 
combined agents in the analysis, combining all oral bis-
phosphonates (BP) [3, 13, 14] or combining BP and selec-
tive estrogen receptor modulator (SERM) [11]. Therefore, 
it is difficult to determine which BP to use to prevent this 
rebound phenomenon. There is a lack of data on the effect of 
different types of BP (oral versus IV BP) on BMD change, 
and which patient characteristics lead to risk for BMD loss 
after Dmab discontinuation. Therefore, we conducted a ret-
rospective chart review of several Dmab discontinuation 
pathways, using data from prior patients.

Material and methods

Study design and participants

This study was a monocentric retrospective chart review 
performed at the Hospital for Special Surgery (HSS), 
New York. We used the data from patients with primary 
osteoporosis, at an outpatient Metabolic Bone Diseases 
clinic, who were treated with Dmab (60 mg sc injection 
every 6 months, at least two injections) between January 1, 
2016, and December 31, 2020 (n = 761). We identified 258 
patients who discontinued Dmab treatment. Among them, we 
excluded 137 patients for the following reasons (see Fig. 1): 
age or secondary osteoporosis (n = 38); only one Dmab dose 
(n = 12); loss to follow-up (n = 26); lack of BMD data (n = 35) 
or treatment after Dmab was not BP (n = 26).

The remaining 121 patients were used in this analysis. 
There were 33 that did not receive any treatment (no treat-
ment group, NT), even though they were advised and warned 
about the risk of the rebound phenomenon and for multiple 
vertebral fractures. In the group that received subsequent 
therapy with BP (n = 88), the choice of treatment was based 
on physician’s decision in consultation with the patient; oral 
BP: risedronate (RIS) 35 mg/week (n = 22), alendronate 
(ALN) 70 mg/week (n = 34), and zoledronic acid (ZOL) 
one dose of 5 mg (n = 32). This subsequent treatment was 
received approximately 6 months after the last Dmab injec-
tion, per the European Calcified Tissue Society (ECTS) 
position statement [15]. All patients received both daily 
calcium supplementation (total calcium 1000–1200 mg/
day) and vitamin D supplementation (oral cholecalciferol, 
1000–2000 IU/day) if needed, and dose adjusted according 
to their 25(OH)D level.

This study protocol was reviewed and approved by the 
Institutional Review Board at HSS. The informed consent 
was waived due to the retrospective chart review and anony-
mous data.

Measurements

Areal BMD was measured in grams per centimeter at the 
lumbar spine (LS) using L1–L4, femoral neck (FN), and 
total hip (TH) by DXA. DXA scans were performed by 
Hologic (Horizon® DXA system) with a least significant 
change (LSC) of 0.024 g/cm2, 0.032 g/cm2, and 0.017 g/
cm2 for the lumbar, femoral neck, and total hip, respectively. 

Fig. 1  The study flowchart. 
Dmab, denosumab; DXA, dual-
energy X-ray absorptiometry; 
BP, bisphosphonates
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LS that was uninterpretable due to extensive degeneration, 
significant scoliosis, and instrumentation/artifact were 
excluded from the analysis. Likewise, instrumentation/
artifact at proximal femur was excluded. We used the term 
DXA1 at the time of first Dmab initiation, DXA2 at the time 
of last Dmab injection, and DXA3 for the follow-up DXA 
approximately 12 months after receiving BP (in no treatment 
group median follow-up, DXA3 was 15 months after the last 
Dmab injection). We calculated absolute change (g/cm2) 
in LS, FN, and TH BMD to evaluate BMD gained during 
Dmab treatment (DXA2-DXA1), BMD change after Dmab 
discontinuation ± subsequent therapy (DXA3-DXA2), and 
BMD change between the end of follow-up and the Dmab 
initiation (DXA3-DXA1).

 Thoracolumbar spine X-rays, MRIs, or vertebral fracture 
assessments (VFA) were reviewed at each DXA measure-
ment from the radiologists’ report. The decision to include 
vertebral imaging was made by the treating physician and 
was completed in 81% of patients. Morphometric vertebral 
fractures were diagnosed as newly developed or progres-
sion of at least one grade, per the semiquantitative method 
described by Genant [16]. All cases with morphometric ver-
tebral fractures were confirmed by the corresponding author.

Serum C-telopeptide (CTX) was measured in a subset 
of patients.

Treatment outcomes

The primary outcome was the absolute change in BMD 
between no subsequent treatment, risedronate, alendronate, 
and zoledronic acid at the spine and hip following Dmab 
discontinuation (DXA3-DXA2) at approximately 12 months 
after receiving BP (18 months after the last dose of Dmab). 
The secondary outcomes were the absolute change in BMD 
during Dmab treatment (DXA2-DXA1), and the absolute 
change in BMD at follow-up for subsequent treatment 
(including no treatment) from Dmab initiation (DXA3-
DXA1) in each group. The patient-related factors for bone 
loss after Dmab discontinuation (DXA3-DXA2) were also 
assessed.

Statistical analysis

Continuous data were presented as mean ± standard deviation 
(SD) and categorical data were summarized as numbers 
(percent). Patients’ demographics, BMD measurements, and 
treatment characteristics at the time of Dmab discontinuation 
were compared among the four groups using analysis of 
variance (ANOVA) and chi-square tests for categorical data. 
For any significant difference, post hoc analysis with the 
Bonferroni method were conducted. Within each group and 
for each site (LS, FN, TH), paired t-tests were used to compare 
BMD gained during Dmab treatment (DXA2-DXA1) and 

net BMD change post-Dmab discontinuation compared to 
baseline (DXA3-DXA1), and between before and after Dmab 
discontinuation (DXA3-DXA2). To characterize the effect 
of post-Dmab treatment on BMD, absolute BMD change 
after Dmab discontinuation (DXA3-DXA2) was compared 
between no additional treatment as the reference group and 
the rest of the groups for the three sites (LS, FN, TH) using 
ANOVA and post hoc analysis with the Bonferroni method. 
Multivariate linear regression models were used to delineate 
the predictive values of variables of interest on BMD change 
after Dmab discontinuation. One model was constructed per 
site for LS, FN, and TH. Analysis excluded those cases with 
missing data for each variable of interest. Alpha was set to 
0.05 for all analyses. Statistical analysis was performed with 
MATLAB 2022a (MathWorks, USA).

Results

One hundred and twenty-one patients were included in 
the analysis (Fig. 1). The mean age was 71.2 ± 8.1 years 
(mean ± SD) with 112 females (92.6%). In this study, the 
participant racial distribution was as follows: 89.3% White, 
4.1% Asian, and 1.7% Other, and for 5% of participants race 
data was missing. For ethnicity, most of the participants 
(95.9%) were not Hispanic or Latino, 2.5% were Hispanic 
or Latino, and for 1.7% of participants the ethnicity data 
was missing. The mean BMD T-score when Dmab was initi-
ated in each group is shown in Table 1. The mean T-score 
is in the low bone mass range although each patient had 
osteoporosis at some site before initiation, or they had low 
bone mass with a recent fragility fracture (45/121 of par-
ticipants). Patient characteristics at the time of Dmab dis-
continuation are shown in Table 1. No statistically signifi-
cant differences between the 4 groups were found for most 
variables (Table 1) including basic metabolic laboratory 
results (corrected Ca, 25[OH]D, PTH, Cr, and eGFR; data 
not shown) and bone turnover markers (data not shown). 
However, BP therapy was started later in zoledronic acid 
group (6.4 ± 1.0 months) when compared to both oral BP 
(5.8 ± 2.0 months in RIS group and 5.5 ± 1.1 months in ALN 
group, p 0.022). The total number of Dmab injections was 
also significantly different between the no treatment group 
(4.6 ± 1.6 doses) and alendronate group (6.5 ± 2.8 doses, p = 
0.008). BMD at LS, FN, and TH (g/cm2 and T-score) at 
discontinuation of Dmab was significantly different between 
4 groups (p for all < 0.05). In the post hoc analysis, the dif-
ference was significant only between NT and groups that 
received subsequent therapy (Table 1). The most common 
reasons for Dmab discontinuation were the coronavirus dis-
ease (COVID) pandemic and patient’s refusal for further 
treatment (NT), and BMD goal achievement (T-score bet-
ter than − 2.5) in the oral and IV BP groups. Two people 
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(6.1%) in the no treatment group received dental care and 
stopped Dmab without notifying their physicians, and oste-
onecrosis of the jaw (ONJ) was suspected in one patient. 
One patient each from the alendronate and zoledronic acid 
groups stopped because of suspected side effects from 
Dmab, although one ALN subject discontinued Dmab due 
to insurance coverage issues.

Eighty-one patients had serum CTX measured post-Dmab 
discontinuation (mean follow-up time of 16.1 months after 
the last Dmab injection in the no treatment group and approx-
imately 12 months in the BP groups). Average serum CTX 
was (mean ± SD) 633.4 ± 306.4 pg/mL, 358.3 ± 202.6 pg/
mL, 380.5 ± 240.4 pg/mL, and 259.4 ± 126.9 pg/mL in the 

no treatment group, alendronate group, risedronate group, 
and zoledronic acid group, respectively. There was a signifi-
cant difference in serum CTX during follow-up between the 4 
groups (p < 0.001); in the subgroup analysis, the significance 
was between the no treatment group and each BP group (p = 
0.002 vs ALN, p = 0.018 vs RIS, p < 0.001 vs ZOL).

Absolute change in BMD after Dmab 
discontinuation according to subsequent treatment 
(DXA3‑DXA2)

Group comparison by ANOVA resulted in significant group 
differences at all skeletal sites (Table 2). From the last Dmab 

Table 1  Baseline characteristics of patients at the time of Dmab discontinuation (unless otherwise noted)

Data are presented as mean ± standard deviation (SD) unless otherwise noted
Dmab, denosumab; BP, bisphosphonates; IV, intravenous; TPTD, teriparatide; N/A, not applicable; pts, patients; BMD, bone mineral density; 
COVID, coronavirus disease
Significant p values are shown in bold and were calculated from analysis of variance (ANOVA) for continuous data, chi-square tests for categori-
cal data. Post hoc analysis with Bonferroni method resulted in: azoledronic acid difference from other groups, bdifference between no treatment 
and alendronate, cno treatment difference from alendronate and zoledronic acid, dno treatment difference from all other groups

Characteristics No treatment (n = 33) Risedronate (n = 22) Alendronate (n = 34) Zoledronic acid (n = 32) p value

Age (years) 72.2 ± 9.0 68.7 ± 8.2 72.0 ± 7.5 71.0 ± 7.5 0.386
Women (n, %) 32 (97.0%) 22 (100%) 30 (88.2%) 28 (87.5%) 0.186
Body mass index (kg/m2) 22.3 ± 2.8 22.7 ± 2.9 24.3 ± 4.9 23.2 ± 3.0 0.131
Charlson Comorbidity Index (range) 1 (0–3) 1 (0–3) 1 (0–3) 1 (0–4) 0.353
Oral/IV BP use before Dmab (n, %) 12 (36.4%) 11 (50.0%) 15 (44.1%) 8 (25.0%) 0.239
TPTD use before Dmab (n, %) 9 (27.3%) 4 (18.2%) 6 (17.6%) 10 (31.3%) 0.517
Prior vertebral fragility fracture (n, %) 5 (15.2%) 2 (9.1%) 5 (14.7%) 4 (12.5%) 0.916
Prior non-vertebral fragility fracture 

(n, %)
17 (51.5%) 8 (36.4%) 17 (50.0%) 19 (59.4%) 0.426

Prior any fracture (n, %) 21 (63.6%) 11 (50.0%) 21 (61.8%) 22 (68.8%) 0.572
BMD T-score before Dmab initiation

  - Lumbar spine
  - Femoral neck
  - Total hip

 − 2.3 ± 1.0
 − 2.4 ± 0.6
 − 2.0 ± 0.6

 − 2.4 ± 0.7
 − 2.0 ± 0.5
 − 1.8 ± 0.5

 − 1.9 ± 0.8
 − 2.1 ± 0.6
 − 1.7 ± 0.5

 − 1.9 ± 0.7
 − 2.0 ± 0.5
 − 1.6 ± 0.7

0.052
0.060
0.052

  Start treatment after last Dmab 
injection (months)

N/A 5.8 ± 2.0 5.5 ± 1.1 6.4 ± 1.0a 0.022

  Number of Dmab injection 4.6 ± 1.6b 5.2 ± 2.4 6.5 ± 2.8 5.3 ± 2.6 0.013
BMD (g/cm2)

  - Lumbar spine
  - Femoral neck
  - Total hip

0.829 ± 0.122c

0.603 ± 0.081d

0.717 ± 0.079d

0.856 ± 0.064
0.647 ± 0.051
0.762 ± 0.049

0.895 ± 0.117
0.646 ± 0.081
0.762 ± 0.076

0.895 ± 0.076
0.648 ± 0.055
0.762 ± 0.088

0.035
0.028
0.047

BMD T-score
  - Lumbar spine
  - Femoral neck
  - Total hip

 − 1.9 ± 1.1c

 − 2.2 ± 0.7d

 − 1.9 ± 0.6d

 − 1.7 ± 0.6
 − 1.8 ± 0.5
 − 1.5 ± 0.4

 − 1.3 ± 1.0
 − 1.8 ± 0.7
 − 1.5 ± 0.6

 − 1.3 ± 0.7
 − 1.8 ± 0.5
 − 1.5 ± 0.7

0.016
0.022
0.035

Reasons for Dmab discontinuation
  - Achieve BMD goal
  - Patient’s preference
  - COVID pandemic
  - Dental care
  - Side effects from Dmab
  - Other reasons

4 (12.1%)
10 (30.3%)
16 (48.5%)
2 (6.1%)
0 (0%)
1 (3.0%)

21 (95.5%)
0 (0%)
1 (4.5%)
0 (0%)
0 (0%)
0 (0%)

24 (70.6%)
2 (5.9%)
6 (17.6%)
0 (0%)
1 (2.9%)
1 (2.9%)

30 (93.8%)
1 (3.1%)
0 (0%)
0 (0%)
1 (3.1%)
0 (0%)

 < 0.001
 < 0.001
 < 0.001
0.143
0.637
0.650
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injection (DXA2) to the follow-up DXA (DXA3), the abso-
lute LS BMD (g/cm2) significantly decreased by − 0.041 
with a 95% confidence interval (CI) − 0.062 to − 0.021 in 
the no treatment group (used as reference). In patients who 
received subsequent treatment with risedronate, the fol-
low-up DXA also significantly decreased by − 0.035 (95% 
CI − 0.052 to − 0.017). The absolute change of DXA3-DXA2 
was not different between the no treatment group and the 
risedronate group. Patients who received either alendronate 
or zoledronic acid after Dmab discontinuation demonstrated 
a smaller absolute BMD change when compared to the refer-
ence NT group (p 0.015 and 0.037, respectively) (Table 2). 
Absolute FN and TH BMD were significantly decreased in 
the no treatment group, − 0.013 (95% CI − 0.023 to − 0.003) 
and − 0.016 (95% CI − 0.025 to − 0.007), respectively. The 
mean absolute change of DXA3-DXA2 was not different 
between the no treatment group and the risedronate group 
at both FN and TH but the no treatment group was different 
from zoledronic acid at TH (p = 0.034) (Table 2).

Absolute BMD change during Dmab treatment 
and after Dmab discontinuation

The graphs of absolute change in BMD (g/cm2) are found 
in Fig. 2. During Dmab treatment (DXA2-DXA1), absolute 
LS, FN, and TH BMD (g/cm2) increased significantly within 
each group when compared to Dmab initiation (DXA1) 
without significant differences between the 4 groups at all 
three skeletal sites. The loss of bone from Dmab discontinu-
ation (DXA3-DXA2) was minimized by ALN or ZOL but 
not by RIS or NT. In fact, the bone loss with discontinuation 
for the LS BMD is equal to a change of − 0.49% for ALN 
and − 1.05% for ZOL vs − 4.00% for RIS and − 4.91% for 

NT. When absolute change in BMD after DMAB discontinu-
ation was compared between BP groups (data not shown), 
there was no significant difference between zoledronic acid 
vs alendronate at any of three sites but alendronate was dif-
ferent from risedronate for LS BMD (p = 0.037) and zole-
dronic acid was better for TH BMD (p 0.032) than RIS. 
When follow-up LS BMD was compared to Dmab initiation 
(DXA3-DXA1), the mean LS DXA values returned to pre 
Dmab levels during the off-treatment interval in NT sub-
jects, while for the risedronate group the LS BMD loss was 
about 50% smaller, with even more modest losses evident 
with ALN and ZOL.

Patient‑related factors for predicting BMD change 
after Dmab discontinuation

Multivariate linear regression was analyzed in all patients. 
The results with coefficient (95% CI) and p value are illus-
trated in Table 3. Patients receiving alendronate or zole-
dronic acid therapy following denosumab experienced sig-
nificantly less BMD loss in all 3 locations compared to those 
who received NT or RIS (LS BMD, p < 0.001; FN BMD, 
p = 0.014; TH BMD, p < 0.001). Patients with larger BMD 
gains during Dmab treatment experienced significantly 
greater loss of LS and FN BMD after Dmab discontinuation 
at each anatomic site (LS BMD, p = 0.001; FN BMD, p = 
0.001). Higher BMI was associated with a greater decrease 
in TH BMD upon Dmab discontinuation (p = 0.006).

A sensitivity analysis was done by excluding the patients 
from the no treatment group (n = 33) and then using the same 
variables for the regression models (Table 3). After exclud-
ing the NT group, the results were the same, indicating that 

Table 2  The associations 
between subsequent therapy 
(oral, IV BP) and no subsequent 
treatment with absolute change 
(g/cm2) in LS, FN, and TH 
BMD between last denosumab 
injection (DXA2) and follow-up 
(DXA3)

IV, intravenous; BP, bisphosphonates; BMD, bone mineral density; DXA, dual-energy X-ray absorptiom-
etry; LS, lumbar spine; FN, femoral neck; TH, total hip; ALN, alendronate; ZOL, zoledronic acid
Significant p values are shown in bold
a Group comparison by analysis of variance (ANOVA): LS (p = 0.004); FN (p = 0.047); TH (p = 0.016). 
Adjusted p value was calculated from post hoc analysis with the Bonferroni method

Parameters Treatment Mean absolute change
(95% confidence interval)

p  valuea

LS BMD Change (g/cm2) No treatment (n = 29)
Risedronate (n = 20)
Alendronate (n = 28)
Zoledronic acid (n = 27)

 − 0.041 (− 0.062 to − 0.021)
 − 0.035 (− 0.052 to − 0.017)
 − 0.005 (− 0.020 to 0.009)
 − 0.009 (− 0.025 to 0.008)

Reference
 > 0.999
0.015
0.037

FN BMD change (g/cm2) No treatment (n = 31)
Risedronate (n = 20)
Alendronate (n = 34)
Zoledronic acid (n = 31)

 − 0.013 (− 0.023 to − 0.003)
 − 0.011 (− 0.029 to 0.006)
0.004 (− 0.007 to 0.014)
0.004 (− 0.006 to 0.013)

Reference
 > 0.999
0.160
0.181

TH BMD change (g/cm2) No treatment (n = 31)
Risedronate (n = 20)
Alendronate (n = 34)
Zoledronic acid (n = 31)

 − 0.016 (− 0.025 to − 0.007)
 − 0.017 (− 0.027 to − 0.007)
 − 0.006 (− 0.017 to 0.004)
0.001 (− 0.006 to 0.008)

Reference
 > 0.999
0.673
0.034



578 Osteoporosis International (2023) 34:573–584

1 3

the associations noted in Table 3 were not primarily attribut-
able to the NT group.

Efficacy of alendronate vs zoledronic acid 
to preserve BMD after prolonged (Dmab > 5 doses) 
or shorter Dmab treatment (Dmab ≤ 5 doses)

In patients who received more than 5 doses of Dmab, we 
compared the BMD changes between DXA3-DXA2 in 
patients who received subsequent therapy with either alen-
dronate (n = 22) or zoledronic acid (n = 11). The baseline 
characteristics were comparable between two groups (as 
shown in Supplement 1). The mean ages were 72.2 years 

and 73.9 years, and the mean number of Dmab injections 
were 8.0 and 8.1 doses in the alendronate and zoledronic 
acid groups, respectively. The interval between last Dmab 
and the first BP dose was slightly less in the alendronate 
group (mean ± SD; 5.9 ± 0.7 months; 6.5 ± 0.8 months, p 
0.060). BMD change at all 3 sites after Dmab discontinu-
ation was not different between the ZOL and ALN groups 
following long-term Dmab (mean LS BMD change: 0% 
ALN vs − 3.9% ZOL, p 0.074; FN BMD: − 0.2% ALN 
vs − 0.7% ZOL, p 0.733; TH BMD: − 0.8% ALN vs − 0.7% 
ZOL, p 0.919). BMD change was also not different 
between alendronate and zoledronic acid after discontinu-
ation following shorter Dmab treatment (all p > 0.05).

Fig. 2  Absolute change (mean ± SEM) in LS, FN, and TH BMD dur-
ing denosumab treatment and after receiving no subsequent therapy 
or received subsequent treatment with risedronate, alendronate, or 
zoledronic acid. DXA1 (baseline), BMD at the time of Dmab initia-
tion; DXA2-DXA1, BMD gained during Dmab treatment; DXA3-
DXA1, BMD after Dmab discontinuation (± subsequent therapy) 
when compared to DXA1 (baseline); SEM, standard error of the 

mean; LS, lumbar spine; FN, femoral neck; TH, total hip; BMD, bone 
mineral density; DXA, dual-energy X-ray absorptiometry; Dmab, 
denosumab. Differences were compared using paired t-tests. *Sig-
nificant change when compared to Dmab initiation (*p value < 0.05; 
**p value < 0.01; ***p value < 0.001). #Significant change when com-
pared to Dmab discontinuation (#p value < 0.05; # #p value < 0.01)
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Vertebral fractures after Dmab discontinuation

A total of 7 female patients (5.8%) sustained vertebral frac-
ture (n = 5 [15.2%], no treatment; n = 1 [2.9%], alendronate; 
n = 1 [3.1%] zoledronic acid) after Dmab discontinuation. 
Multiple vertebral fractures (more than 1 level) occurred in 
4 out of 5 instances of vertebral fractures in the no treatment 
group; however, only single-level vertebral fracture occurred 
in the alendronate and zoledronic acid groups. Most patients 
with vertebral fractures (85.7%) had the clinical symptom 
of back pain, except one patient in no treatment group. The 
details for each patient are shown in Table 4. The small num-
ber of fractures precluded statistical analysis.

Discussion

In this retrospective study, we found that sequential treatment 
with alendronate and zoledronic acid, but not risedronate, 
could mitigate BMD loss after Dmab discontinuation when 
compared to no subsequent therapy. Approximately half 
of the patients in the no treatment group had lower BMD 
approximately 1 year after discontinuation as compared 
to their BMD when initiating Dmab treatment. Decreases 
in LS and FN BMDs after Dmab discontinuation were 
associated with BMD gained during Dmab treatment at each 
site. Vertebral fractures occurred in about 6% of patients 
and were uncommon in patients who received subsequent 
treatment with BP.

In patients who did not receive subsequent treatment after 
Dmab discontinuation, mean BMD loss in the present study 
is 4.9%, which is slightly lower than that of previous stud-
ies (5–11%) [3–5, 17]. Our patients may have less BMD 
loss because of shorter duration of Dmab treatment and less 
gain in BMD on Dmab, since there were 5 injections in our 
study versus 14–20 injections in others [3, 4, 17]. Another 
reason might be prior BP treatment (before Dmab) possibly 
causing less BMD gain during Dmab treatment compared 
to treatment-naïve [18]; nearly two-thirds of our patients 
(64%) in this group were pre-treated with BP or TPTD 
before Dmab. Younger age [11, 19] has been reported as a 
risk factor for bone loss, while prevalent fractures [20] have 
been shown to have no impact on BMD loss after Dmab 
discontinuation. Studies of the effects of prior bisphospho-
nate therapy on rates of post-Dmab bone loss have been 
inconsistent [20–24].

In the current study, age, prevalent fractures, and previous 
antiresorptive treatment were not associated with BMD loss 
after Dmab discontinuation. We found that higher BMI was 
associated with a greater decrease in TH BMD upon Dmab 
discontinuation, although this might be a chance finding.

The effect of alendronate after Dmab discontinuation was 
assessed by a post hoc analysis in a recent study [25] using 
the data from one group of patients in the original Deno-
sumab Adherence Preference Satisfaction (DAPS) study 
[26]. Participants used Dmab therapy for 1 year (n = 115), 
then had 1 year of alendronate. Mean BMD at all 3 sites 
were maintained in most patients; however, it should be 

Table 3  The relationship between percent change in LS, FN, and TH BMD (dependent variable) among the last denosumab injection (DXA2) 
and follow-up (DXA3) and patient-related factors (independent variables) by using multivariable regression models

LS, lumbar spine; FN, femoral neck; TH, total hip; BMD, bone mineral density; DXA, dual-energy X-ray absorptiometry; BMI, body mass index; 
Fx, fractures; Dmab, denosumab; BP, bisphosphonates; UNL, upper normal limit; 95% CI, 95% confidence interval
Significant p values are shown in bold. All variables listed were included in each regression model

Patient-related factors LS BMD change (%) FN BMD change (%) TH BMD change (%)

Coefficient (95% CI) p value Coefficient (95% CI) p value Coefficient (95% CI) p value

Age (per 1 year increase)  − 0.05 (− 0.18 to 0.08) 0.461 0.03 (− 0.08 to 0.13) 0.637  − 0.01 (− 0.08 to 0.07) 0.944
BMI (per 1 kg/m2 increase)  − 0.02 (− 0.30 to 0.26) 0.904  − 0.03 (− 0.26 to 0.20) 0.782  − 0.25 (− 0.42 to − 0.07) 0.006
Prior vertebral Fx  − 0.87 (− 3.95 to 2.21) 0.577  − 0.84 (− 3.26 to 1.58) 0.492  − 0.18 (− 1.99 to 1.63) 0.842
Any fragility Fx during Dmab  − 1.66 (− 6.22 to 2.89) 0.471  − 1.49 (− 5.09 to 2.10) 0.412  − 1.17 (− 3.82 to 1.49) 0.386
BP before Dmab 1.78 (− 0.25 to 3.81) 0.085 1.13 (− 0.54 to 2.80) 0.183 0.92 (− 0.32 to 2.16) 0.145
Total Dmab doses 0.06 (− 0.35 to 0.48) 0.764  − 0.17 (− 0.51 to 0.17) 0.323  − 0.21 (− 0.46 to 0.04) 0.095
ALN or ZOL vs. RIS or NT after 

Dmab
3.76 (1.76 to 5.81)  < 0.001 2.14 (0.44 to 3.83) 0.014 2.45 (1.22 to 3.75)  < 0.001

LS T-score (start Dmab) 0.26 (− 1.01 to 1.52) 0.687
FN T-score (start Dmab) 0.85 (− 0.57 to 2.26) 0.240
TH T-score (start Dmab)  − 0.67 (− 1.70 to 0.36) 0.200
LS BMD change (during Dmab)  − 0.30 (− 0.47 to − 0.13) 0.001
FN BMD change (during Dmab)  − 0.26 (− 0.41 to − 0.11) 0.001
TH BMD change (during Dmab)  − 0.07 (− 0.24 to 0.09) 0.366
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noted that the duration of Dmab treatment was relatively 
short, and might be unusual in clinical practice.

There are few studies regarding risedronate after 
Dmab discontinuation. A case series of 5 women after the 
FRAME extension study [27] (1 year of ROMO or placebo, 
then 2 years of Dmab), followed by 1 year of risedronate, 
showed a mean change of − 9.9% in LS BMD and − 3.9% 
in TH BMD. This result might be dictated by both the 
higher percentage of BMD gained and therefore the poten-
tial for greater BMD loss after receiving risedronate (LS 
BMD + 17.1% and TH BMD + 10.6% during ROMO). 
Moreover, a retrospective study by Laroche et al. (n = 18), 
used risedronate for only 3 months, then measured BMD 
at follow-up after 9 months free of BP. The mean bone loss 
was − 4.6% at LS and − 1.8% at TH BMD. The mean dura-
tion of Dmab treatment was not different from our study 
(38.7 months; our study 33.9 months in risedronate group, 
p 0.292). Our results confirmed that 1 year of risedronate 
might not be strong enough to prevent bone loss after Dmab 
discontinuation. This may be caused by a lower suppression 
effect in bone turnover markers and a lower gain in BMD 
shown in direct comparative studies between approved doses 
of risedronate and alendronate [28, 29].

In general, zoledronic acid has been shown to maintain 
[30–32] or minimize loss [33] of BMD gained after Dmab 
discontinuation in patients who received Dmab treatment for 
a short period (≤ 2.5 years). Until now, there are only two 
complete RCTs that study the effect of zoledronic acid after 
Dmab treatment. Firstly, Anastasilakis et al. [32] assigned 57 
postmenopausal (treated with Dmab for mean of 2.4 years) 
to receive a single dose of zoledronic acid (n = 27) or two 
doses of Dmab (n = 30). A single dose of zoledronic acid 
could maintain BMD gained in LS and FN at 24 months, 
and still maintained up to 36 months in a recent report 
[34]. Secondly, Sølling et al. [19] assigned postmenopausal 
women and men who were previously treated with a longer 
Dmab duration (mean 4.6 years) to receive zoledronic acid at 
6 months or 9 months, or when BTMs were increased (n = 20 
per group). In this study, BMD at 12 months after the first 
ZOL injection was significantly decreased at LS, FN, and 
TH in all of three treatment groups. The longer Dmab treat-
ment duration (mean ± SD, 4.6 ± 1.6 years vs 2.8 ± 1.3 years 
in ZOL group from our study) might be the main reason 
for the contradictory results. Recently, the 2-year outcomes 
were reported from 58 participants [35]. The LS, FN, and 
TH BMD were mostly maintained during 12 to 24 months 
after the initial ZOL injection without difference between 
the three groups similar to our results at 12 months.

For patients who received Dmab treatment for a longer 
duration (more than 2.5 years) and are no longer considered 
at high risk for fragility fractures, Dmab discontinuation was 
considered. The recent position statement by ECTS 2020 
recommends switching to zoledronic acid at 6 months after 

the last Dmab injection [36]. In one study, a single dose 
of zoledronic acid could preserve 66% of BMD gained at 
LS and 49% at TH for 2 years in postmenopausal women 
(n = 120) treated with Dmab for 2–5 years (mean 3 years) 
[22]. A recent prospective study compared a single dose of 
zoledronic acid in patients who received > 6 doses of Dmab 
(n = 20) versus ≤ 6 doses (n = 27) [37]. LS BMD 1 year 
after zoledronic acid was maintained (+ 1.0%) in the ≤ 6 
doses group, while it significantly decreased 7.0% in the > 6 
doses group (p < 0.001). Our results support this; LS BMD 
changed + 0.7% in patients who received Dmab < 6 doses 
(n = 21), but significantly decreased 3.9% (p = 0.010) in 
the ≥ 6 doses group (n = 11) (data not shown). In contrast, 
the FN BMD was not different between two groups (p = 
0.079) [37], consistent with our result (p = 0.220). This 
may be a result of the relationship between gain in BMD 
on Dmab and subsequent loss when discontinuing Dmab 
reported by us and others [10, 11, 25] or a bit more on the 
pool of dormant osteoclasts that are suddenly reactivated 
following discontinuation of long-term denosumab treat-
ment [38].

Previously published articles described the results for 
alendronate and zoledronic acid as one group [13] in patients 
on long-term Dmab treatment (> 2.5 years), so it was impos-
sible to determine the effect of alendronate alone in long-
term Dmab patients. The present study shows that alen-
dronate could maintain BMD gained as well as zoledronic 
acid not only after shorter Dmab treatment (≤ 5 doses) (sup-
porting the recent recommendation by ECTS 2020 [36]), but 
also after prolonged Dmab treatment (Dmab > 5 doses). A 
recent retrospective study was also consistent with our result 
[11]. Thus, in spite of the differences in continuous oral and 
a single intravenous administration, both the alendronate 
and the zoledronic acid appear to be effective in preventing 
post-Dmab bone loss in the large majority of the patients. 
The proper dosing of BP therapy following Dmab therapy 
is still a subject of controversy. Some suggest repeat infu-
sion of zoledronic acid 3 or 6 months after the first dose of 
zoledronic acid if BTMs are still persistently increased [36]. 
This may make a difference in retention of BMD gained 
when compare to once-yearly zoledronic acid.

Our results need to be confirmed in prospective trials. 
To the best of our knowledge, there is one ongoing rand-
omized clinical trial that addresses this question: comparing 
4 months of alendronate therapy with once yearly zoledronic 
acid in male or female populations aged more than 50 years 
after Dmab used for 2–3 years (NCT05091099) [39].

A large recent study found that delaying Dmab injection 
(≥ 9 months after the last Dmab injection) might increase 
the risk of fracture as compared to persistent Dmab users, 
not only for vertebral fractures (RR 4.7), but also major 
osteoporotic fractures (RR 3.2) and hip fractures (RR 5.3) 
[40]. However, a recent narrative review concludes that the 



582 Osteoporosis International (2023) 34:573–584

1 3

increasing risk of non-vertebral fractures remains unclear 
[41]. The exact mechanism of the occurrence of vertebral 
fractures after Dmab discontinuation is unknown. These 
fractures are typically clinical [8, 9, 42], and uncommon 
in patients who received subsequent treatment with BP 
[14, 22, 32, 43]. Multiple vertebral fractures were mostly 
observed in groups with no subsequent treatment [3, 22, 32]. 
We obtained consistent results, observing vertebral fractures 
in about 15% of patients, with most not on treatment after 
Dmab discontinuation. Moreover, prior BP before Dmab 
may reduce but did not prevent vertebral fractures after 
Dmab discontinuation [8, 9, 44].

The most common reason for Dmab discontinuation in our 
study in patients who received subsequent therapy with BP, 
was the achievement of BMD goal (T-score better than − 2.5). 
This reason was the same as previous studies [45, 46]; 
however, some studies report the most common reason being 
invasive dental procedures [47] or other non-toxic reasons 
[14]. Since the COVID-19 outbreak was a global pandemic, 
it was the most common reason for discontinuation within the 
no treatment group in our study. Our results support that oral 
alendronate might be a good option if Dmab is not feasible 
within 7 months, as during the pandemic [48], or needs to be 
delayed for other reasons and to avoid an in-person visit for 
ZOL. A case series reported 20 cases of vertebral fractures 
following Dmab discontinuation during COVID pandemic 
[49]. Importantly, physicians should emphasize the increased 
risk of fractures after delaying/missing a Dmab dose to their 
patients. In our study, one case of osteonecrosis of the jaw 
(ONJ) was the suspected cause of Dmab discontinuation. 
In the long-term original trial of Dmab [2], the rate of ONJ 
was low (5.2 per 10,000 participant-years). Moreover, the 
final diagnosis in our patient did not meet the criteria of the 
American Association of Oral and Maxillofacial Surgeons 
(AAOMS)-2022 update [50], so the risk of uncommon events 
versus benefits of continuing Dmab treatment should be 
discussed with patients during each outpatient visit to improve 
medication adherence.

There are several limitations that should be consid-
ered. First, the lack of randomization due to retrospective 
design of the study left the choice of BP/follow-up regi-
men to the physician. Second, the number of participants 
in each group may be too small to draw definite conclu-
sions. Third, the cases of vertebral fracture after Dmab 
discontinuation might be higher than our report because 
we used X-rays to evaluate vertebral deformities instead 
of the more sensitive MRI alternative [51]. Also, vertebral 
imaging was available in 81% of our patients so we might 
have missed morphometric vertebral fractures. The dura-
tion of follow-up DXA (DXA3) varies up to 2.5 years in 
the NT group; however, the percentage changes of both 
LS and TH BMD were not significantly different among 
the different time points in one study (12–23 months vs 

24–30 months vs 31–42 months after the last Dmab injec-
tion) [22]. Lastly, the four groups were similar with the 
exception that the no treatment group had slightly lower 
BMD at the time of Dmab discontinuation. However, 
because of this difference, we analyzed the data as the 
absolute value rather than percent change during the dis-
continuation period.

Despite these limitations, our study population 
reflects the patients from routine clinical practice, with 
or without prior fractures or previous treatment with BP 
before Dmab which improves the external validity of 
our results (real-world data). We have the no treatment 
group as a reference, to compare and report changes 
in BMD as a RCT, providing no treatment, would be 
unethical. In addition, all three BP groups were well 
matched in baseline characteristics at the time of Dmab 
discontinuation. Advantages also include that the number 
of patients in the risedronate group is greater than that in 
previous studies and we were able to compare alendronate 
with zoledronic acid in the ability to attenuate BMD loss 
after long-term Dmab treatment.

Conclusion

Subsequent treatment with weekly alendronate or once-
yearly zoledronic acid mitigates BMD loss at the LS, FN, 
and TH after Dmab discontinuation. There is no significant 
difference between the two treatments at the LS, FN, and 
TH, even following long-term Dmab treatment. Patients 
receiving no treatment or those receiving risedronate post 
Dmab, both demonstrate significant bone loss with no 
significant differences between these groups. Data from 
a prospective study is needed to identify risk factors for 
BMD loss after Dmab discontinuation, even while being 
treated with a BP.
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