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Bisphosphonates:
Key Pharmacological Characteristics

. Binding to Hydroxy ap afite’

Binding affinity for bone in vitro

— Determines in vivo attachmentto
bone, potency and duration of effect

* FPP synthase inhibition invitro
- Determines antires orptive potential

« EachBP has a distinct profile

1. Nancollas GH, & al, Bane. 2006;38: 617627,
2. Updated from Danford JE, & al, J Pharmacd Exp The . 2001,256:235\242.

FIGURE 6. Mineral binding and FPPS by alendronate, risedrohate, ibandronate, and
zoledronate, the four major BPs used in osteoporosis. Each BP has a distinct profile in
terms of these properties.
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Clinical Investigations

Risedronate Rapidly Reduces the Risk for Nonvertebral Fractures in
Women with Postmenopausal Osteoporosis

J. T. Harrington,! L.-G. Ste-Marie.2 M. L. Brandi,” R. Civitelli.* P. Fardellone,® A. Grauer,® I. Barton.” S. Boonen®
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Fig. 2. Incidence of new osteoporosis-related nonvertebral incidence was 41/608 (9.1%) in the placebo group compared
fractures (Kaplan Meier method) in patients treated with with 16/564 (4.6%) in the risedronate 5 mg group. The treat-
placebo or risedronate 5 mg for up to 3 years (*significantly ment effect of risedronate 5 mg was 59% (95% confidence in-

776

less than placebo group; P < 0.01). The 0-3 year fracture terval, 27%, 77%; P = 0.002).
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Meléteg A Oot. Malog % peimon Tov Kivovvov
(%) KOTOYNROTOS

PROOF (koAoitovivn) 0.5 36

(Chesnut et al., Am.J.Med.2000)

MORE (paio&rpaivn) 2.6 30

(Ettinger et al., JAMA 1999)

FIT1 (aAevopovaTn) 6.2 47

(Black et al., Lancet 1996)

FIT2 (aAevopovarn) 6.8 44

(Cummings et al., JAMA 1998)

VERT-NA (Actonel) 5.2 41

(Harris et al., JAMA 1999)

VERT-MN (Actonel) 6.3 49

(Reginster et al., Osteoporosis Int 2000)
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Bone density is not the only factor of
fracture risk ...

Neuromuscular function Type of fall Bone mass

Bone structure
Bone quality

Environmental risks
Age

Energy reduction
External protection

y y y

Impact of Skeletal
fall strength

Fracture risk
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Table 1 Randomised controlled trials of bisphosphonates
Duration  Treatment
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one mineral density; FN, femoral neck; LS, lumbar spine; NR, not reported.  jat f Clin Pract, December
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