Appendix 4: Harms (pharmacological)! of screening to prevent fragility fractures

Outcome;

(Systematic review)

Intervention;

Studies; sample
size

Assumed
pop. risk®

Absolute effects (95% CI)

RR unless
otherwise stated

Certainty

Serious Adverse Events

(95% Cl)

IAtypical femoral fracture; |Alendronate 1 cohort; 220,360 0.06 per 1000 |0.08 more per 1000 (0.05 more to  [HR 2.41 (1.78 to 3.27) Lowabe
0.14 more)
(1-4) 1 cohort; 220,360 0.03 per 1000 |0.06 more per 1000 (0.03 more to  [HR 2.90 (1.97 to 4.26) Lowabe
0.10 more)
Bisphosphonates| 1 cohort; ~2.8 million {0.3 in 1000 11 (7 to 14) more in 10,000 OR 126 (55 to 288) Lowae
(as a class) 1 case-control; NA OR 93 (66 to 132) for
1,368 >5 years of use
1 case-control; NA OR 25.65 (10.74 to
290 61.28)
3 RCT; NR 1.0 more in 1000 (2.6 fewer to 41.1 1.33(0.14 to 14.7) LowP
more)
1SRof11 0.2 more in 1000 (0.1 more to 0.4
observational; NR more) 1.70(1.22102.37)
Pooled: safety 1.1 more in 1000 (0.7 more to 1.5
databases; NR more) 451(344105.92)
Osteonecrosis of the jaw; |Alendronate 1 cohort; 220,360 0.1 per 1000 0.22 more per 1000 (0.04 more to |HR 3.15 (1.44 to 6.87) Lowab.e
(1-4) 0.59 more)
Bisphosphonates|Case series, SRs; NR|NR Inconsistent, 0.3 to 43.0 more in NA LowP
(as a class) 1000
Non-serious Adverse Events
Any non-serious adverse |Zoledronic acid |6 RCT; 9,575 915in 1000 51.8 more in 1000 (no difference to 1.06 (1.00 to 1.13) Moderate?
event; 112.2 more)
5)
Arthritis and arthralgia Zoledronic acid |6 RCT; 11,171 145 in 1000 178.5 more in 1000 (137.4 more to OR 2.82 (2.32t0 Moderate?
(2-4) 224.1 more) 3.45)*
Arthralgia, myalgia, 6 RCT; 11,676 219 in 1000 422.8 more in 1000 (398.6 more to OR 6.39 (5.76 to Lowa¢
pyrexia, chills, & influenza- 446.3 more) 7.09)*
like symptoms
(2-4)
Chills 2 RCT; 799 12 in 1000 33.7 more in 1000 (3.0 more to 3.81 (1.25t0 11.6) Lowab.d
5) 127.2 more)
Eczema Denosumab 1 RCT; 7,762 17 in 1000 13.8 more in 1000 (5.8 more to 24.5| 1.81 (1.34 to 2.44) Low?P
(6,7) more)

1 Vitamin D and calcium were usually given as part of treatment to both cases and controls
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Headache Zoledronic acid |4 RCT; 9,712 53 in 1000 60.4 more in 1000 (19.1 more to 2.14 (1.36 to 3.39) Moderate?
5) 126.7 more)

Infections Denosumab 4 RCT,; 8,691 7 in 1000 1.8 more in 1000 (0.1 more to 4.0 1.26 (1.01 to 1.57) Moderate?
(2-4) more)

Influenza-like symptoms | Zoledronic acid |5 RCT; 10,695 44 in 1000 142.5 more in 1000 (105.5 more to OR 4.98 (3.82t0 Moderate?
(2-4) 188.4 more) 6.58)*

Myalgia 5 RCT; 11,065 17 in 1000 70.7 more in 1000 (54.6 more to OR 5.56 (4.46 to Moderate?
(2-4) 90.8 more) 6.99)*

Non-serious Alendronate 50 RCT; 22,549 589 per 1000 16.3 more per 1000 (2.4 more to OR 1.07 (1.01to Moderate?
gastrointestinal adverse 31.3 more) 1.14)*

events Denosumab 3 RCT,; 8,454 105 in 1000 64.5 more in 1000 (26.4 more to OR 1.74 (1.29to Moderate?
(2-4) 113.3 more) 2.38)}

Pyrexia Zoledronic acid |5 RCT; 11,823 38in 1000 127.7 more in 1000 (34.6 more to 4.36 (1.91 t0 9.88) Moderate?
5) 337.4 more)

Rash or eczema Denosumab 3 RCT; 8,454 17 in 1000 15.8 more in 1000 (7.6 more to 27.0| OR 1.96 (1.46 to Moderate?
(6,7) more) 2.66)*

Cl=confidence interval;; HR=Hazard ratio; NA=Not applicable; NR=Not reported; OR=0dds ratio; RCT=Randomized controlled trial; SR=systematic review;

*The assumed population risk (without treatment) is the median rate in the control group for studies in the analysis. These were extracted directly from the
systematic reviews when possible. Data were extracted from the included primary studies when there were <5 in the analysis or from the 5 largest studies from
larger analyses to calculate the control event rate.

a=risk of bias; b=inconsistency; c=indirectness; d=imprecision; e=Large magnitude of effect (+1)

1The absolute effect (and its 95% Cl) is based on applying the relative effect of the intervention (and its 95% CI) to the assumed risk. When an OR is presented,
the following formula was used: intervention risk per 1000 = 1000 x (OR x ACR /1 — ACR + (OR x ACR)) (8) ACR=Assumed control risk.

F0dds ratio derived from exact logistic regression meta-analysis (109).
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