Appendix 1 (posted as supplied by the authors)

Despite the widely-endorsed view that ‘vertebral fractures’ are ‘similar/equivalent’ to hip fractures
in terms of disease burden, most of these are asymptomatic vertebral compressions visible in an x
ray and represent a classic example of overdiagnosis.

Arbitrary diagnosis
o Depending on the criteria used for classifying a change in an x-ray as ‘a fracture’,
their prevalence can vary by as much as 3 - 90% in a given elderly population [1].

Rarely “spontaneous” or purely osteoporotic
o At least 50% are trauma-induced [2-4].

Rarely symptomatic or disabling
o Only 1/3 of the x-ray changes termed ‘vertebral fractures’ are symptomatic [5].
o Poorly predict either the existence of back pain or functional status of the spine [6].

Hardly cause death
o ‘Vertebral fractures’ have been alleged to be debilitating consequences and even
increase the risk of death [7]. However, by the very virtue of the definition of the
word illness” as an indicator of frailty and weakness, almost every illness or
degenerative change in older adults is related to increased morbidity and mortality,
but few are a truly independent risk factor or direct cause of death.

Questionable evidence on the anti-fracture effect of bone-targeted pharmacotherapy
o A systematic review for postmenopausal women (Figure 3 of the main paper),
estimates that bisphosphonates reduce vertebral compression rates as follows
(combined estimates for asymptomatic and symptomatic patients):
= Primary prevention: 41% relative reduction (95% CI. 39-51), translating to
2% absolute risk reduction (based on 6426 women, or 44% of potentially
eligible patients, over an average of 3 years).
= Secondary prevention: 57% relative reduction (95% CI: 48-63), translating to
8% absolute risk reduction (based on 5331 women; 57% of potentially
eligible patients in trials).
o However, little evidence is available on effects of bisphosphonates on symptomatic
vertebral compression:
= Primary prevention: 44% relative reduction (95% CI: 21-60); (based on only
two trials comparing alendronate to placebo [8 9], n=4458 or 31% of
potentially eligible patients).
= Secondary prevention: 54% relative reduction (95% CI. 25-72); (based on
only two trials comparing alendronate to placebo [10 11], n= 2047; 22% of
potentially eligible patients).
o These estimates are graded as being very low quality of evidence due to the large
amount of missing data.
o Most importantly, these efficacy trials and their carefully selected patient populations
are poorly representative of the real-life clinical setting.
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