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Duration of Bisphosphonate Treatment

Kyoung Min Kim' and Yumie Rhee’

JDepartment of Internal Medicine, Seoul National University Bundang Hospital, Seoul National University College of Medicine;
ZDepartment of Internal Medicine, Yonsei University Colleage of Medicine, Seoul, Korea

Large, randomized, controlled trials have demonstrated the efficacy of bisphosphonates (BP) in terms of improving bone mineral
density (BMD) and reducing fracture risk. Consequently, bisphosphonates are used widely in the treatment of osteoporosis.
Recently, however, several safety issues regarding the long-term use of BP, especially BP-related osteonecrosis of the jaws and
atypical fractures, have been noted and have emerged as a limitation of their clinical use. Although the absolute risk is very small,
the risks could increase with the long-term use of BP. The anti-fracture efficacy of BP is not sustained after treatment for 5-10 years.
Therefore, recommendations suggest that a drug holiday be considered after 5 years of treatment for patients at low risk of fracture.
However, as the individual fracture risk varies, the treatment duration should be based on individual clinical risk factors and bone
metabolism status. Moreover, recommendations regarding monitoring after discontinuing and reinitiating BP await further studies.
(Korean J Med 2014;87:151-155)

Keywords: Bisphosphonates; Osteoporosis; Safety; Drug holiday
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Table 1. Clinical studies reporting long term effect of bisphosphonates against fractures

Core registration study

Extension study

Bisphosphonate - - Ref.
Study year Fracture risk Study year Fracture risk
Alendronat
endronate 0-4 Placebo 21% vs. Alendronate 10.6% 5-10 Placebo 16.9% vs. Alendronate 17.7% [15]
(Fosamax)
Rised: t . 4-5 Placebo 32.1% vs. Risedronate 19.3%
isedronate 0-3 Placebo 32.1% vs. Risedronate 20.5% ’ ) ’ [14]
(Actonel) 6-7 Risedronate 13.3%
Zoledronat
(;ezla;’;a ¢ 0-3 Placebo 20.0% vs. Zoledronate 9.3%  4-6 Placebo 12.0% vs. Zoledronate 8.6%  [16]
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Table 2. Factors predicting fractures in the control group of the FLEX trial

Femoral neck BMD T score at start of extension

Risk difference (95% CI) Nuber need to treat

All women in study
T scores <-2.5
-2.5<Tscores < -2.0
T scores >-2.0
Women with no prevalence vertebral fracture
T scores <-2.5
-2.5 <Tscores <-2.0
T scores >-2.0
Women with prevalence vertebral fracture
T scores <-2.5
-2.5 <Tscores <-2.0

T scores >-2.0

4.8(0.8-9.2) 21
3.0 (0.3-6.7) 33
1.2(0.2-2.8) 81
42(0.6:9.1) 24
1.6 (0.2-5.0) 63
1.0 (0.1-2.6) 102
5.8 (0.8-12.1) 17
5.8 (0.8-13.6) 17
2.0 (0.3-5.6) 51

From Black DM. N Engl J Med 2012;366:2051-2053.
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