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Evidence Set 1: Screening vs. no screening; hip fractures (All eligible/Offer-to-screen)
Included studies: Barr2010 - APOSS (women 45-54 years), Rubin 2018 - ROSE (women 68-80 years)

1A. GRADE Evidence Profile Table

Certainty assessment ‘ Ne of patients

Screen- Usual Relative Absolute Certainty*
ing care HR (95% Cl) (95% Cl)

Population Ne of  Study
studies design

N T IES
Inconsistency
Indirectness
Imprecision
considerations

Women 45-54 years of age (Barr 2010 - APOSS)

Control eventrate |1 RCT -12 -0.5b |-1¢ -1d NC 1433 |1364 (0.95(0.19to 4.71) |0.1 fewer in1000 (1.6 VERY LOW
(0.2% or 2 per 1000) fewer to 7.4 more) POOO
General population (1 RCT -12 -0.5b |-1e -1d NC 1433 |1364 |0.95(0.19to 4.71) |0.4 fewer in 1000 (6.5 VERY LOW
risk (0.8% or 8 per fewer to 29.7 more) POOO
1000)™

Women 68-80 years of age (Rubin 2018 - ROSE)

Control eventrate |1 RCT -0.5F |-0.50 |-18 NC NC 17072 |17157 |0.99(0.88t0 1.11) |0.3 fewer in 1000 (4.2 LOW
(3.5% or 35 per fewer to 3.9 more) DPOO
1000)

General population (1 RCT -0.5f [-0.50 |-1h NC NC 17072 |17157 |0.99(0.88to 1.11) |0.2 fewer in1000(2.4 LOW
risk (2.0% or 20 per fewer to 2.2 more) PPOO
1000)™

Cl: confidenceinterval; HR:hazard ratio;NC: no serious concerns; RCT: randomized controlled trial

*When our assessment of the certainty of evidence fell between levels, we assigned thelevel that best represented our actual certainty in theevidence, and
based our conclusions on this thelevel of certainty.

™ The effects withoutscreening for the general risk population are estimated from PRIOR et al., based on 10-year follow-up [1]

Explanations:

2 Risk of bias:Serious concerns about contamination of the control group (21.6% were taking anti-osteoporosis medications, notincluding hormone
replacement therapy, at follow-up vs.36.6%in the screened group) and attrition bias dueto a high proportion of losses to follow-up (42%).

b Inconsistency: Some concern aboutlack of evidence of consistency becausethereis only one studyin the analysis.



Evidence Set 1: Screening vs. no screening; hip fractures (All eligible/Offer-to-screen)
Included studies: Barr2010 - APOSS (women 45-54 years), Rubin 2018 - ROSE (women 68-80 years)

¢ Indirectness:Serious concernthatthe population differs fromthe population of interestbecausea relatively large proportion of participants may have been
takinganti-osteoporosisdrugsatbaseline. Thecomparator differs fromthat of interest (no screening), becauseitincludes ad-hoc screening. Recruitment
method not typical (via letters) but effect on the outcome may be limited.

d Imprecision: Thetotal number of events does not meet the optimal information size (<300).

¢ Indirectness:Serious concern thatthe population differs fromthe population ofinterestbecausea relatively large proportion of participants may have been
taking anti-osteoporosisdrugsatbaseline. Thecomparator differs fromthat of interest (no screening), becauseitincludes ad-hoc screening. Recruitment
method not typical (via letters) but effect on the outcome may be limited. There is uncertainty about whether the relative HR can be applied across populations
with differinglevels of baselinerisk, however the baselineriskis similar enough to not ratedown further.

fRisk of bias:Serious concern about contamination of the control group. 25% of the control group had a DXA scan after the index date vs.48% in the screening
group. Use of anti-osteoporosis medicationswas 18%in the control group vs.23% in the screening group. Rated down 0.5 becausethese concerns overlap with
concerns aboutindirectness, for which we have already rated down.

g8 Indirectness:Serious concern thatthe population differs fromthe population of interestbecause 11% of participants who returned complete questionnaires
were on osteoporotic treatment at baseline. The comparator differs fromthatof interest (no screening), becauseitincludes ad-hoc screening. Recruitment
method (via letters) and educational materials for GPs nottypical buteffect on the outcome may be limited.

h Indirectness: Serious concern thatthe population differs fromthe population of interest because 11% of participants who returned complete questionnaires
were on osteoporotic treatment at baseline. The comparator differs fromthatof interest (no screening), becauseitincludes ad-hoc screening. Recruitment
method (via letters) and educational materials for GPs nottypical buteffect on the outcome may be limited. There is uncertainty about whether the relative HR
canbeapplied across populations with differing levels of baselinerisk, however the baselineriskissimilarenough to not rate down further.



Evidence Set 1: Screening vs. no screening; hip fractures (All eligible/Offer-to-screen)
Included studies: Barr2010 - APOSS (women 45-54 years), Rubin 2018 - ROSE (women 68-80 years)

1B. GRADE Summary of Findings Table

Outcome
No. participants
(studies)

Relative effects,

HR (95% CI)

Anticipated absolute effects” (95% Cl)

Without
screening

With
screening

Difference

Certainty of evidence
(GRADE)™*

What happens?

Women 45-54 years of age (Barr 2010 — APOSS)

Hip fractures 0.95(0.19to Control event rate VERY LOW
4.71) 2 per 1000 | 1.9 per 1000 | 0.1 fewer in 1000 PO
Follow-up:9years (0.4t09.42) | (1.6 fewer to 7.4 | (control event rate)

2,979 (1RCT)

more)

due to risk of bias,
inconsistency,
indirectness, and

imprecision
General population risk’ VERY LOW
8 per 1000 | 7.6 per 1000 | 0.4 fewer in 1000 OO
(1.5t037.7) | (6.5 fewer to (general population

29.7 more)

risk estimate)®dedue
to riskof bias,
indirectness,
inconsistency,and

The evidence aboutthe effects on
hip fractures from offering
screeningto women 45-54 years of
ageisveryuncertain.

imprecision
Women 68-80 years of age (Rubin 2018 — ROSE)
Hip fractures 0.99(0.88to Control event rate LOW Offering screeningto women 68-80
1.11) 35 per 1000 | 34.7 per 0.3 fewer in 1000 SloISIS) years of age may not reduce the risk
Follow-up:5 years 1000(30.8 (4.2 fewer to 3.9 (control eventrate— | of hip fracture compared to no offer
to 38.9) more) highrisk)®"€dueto | of screening, but the evidence is

34,229 (1RCT)

risk of bias,
inconsistency,and
indirectness

uncertain.




Evidence Set 1: Screening vs. no screening; hip fractures (All eligible/Offer-to-screen)
Included studies: Barr2010 - APOSS (women 45-54 years), Rubin 2018 - ROSE (women 68-80 years)

General population risk’ LOW

20 per 1000 | 19.8 per 0.2 fewer in 1000 llel)
1000(17.6 | (2.4 fewer to 2.2 | (general population
t022.2) more) risk estimate)bfh due

to risk of bias,
inconsistency,and
indirectness

Cl: confidenceinterval; HR:hazard ratio; RCT: randomized controlled trial

*The absoluteeffect (andits 95% Cl) withoutscreening (i.e. baselinerate) is based on the estimated riskinthe comparison group; the effect with screeningis
based on applyingtherelative effect of the intervention (andits 95% Cl) to the effect without screening.

" When our assessment of the certainty of evidence fell between levels, we assigned thelevel that best represented our actual certaintyintheevidence, and
based our conclusions on this thelevel of certainty.

" The effects without screening for the general risk population are estimated from PRIOR et al.,based on 10-year follow-up [1]

Explanations:

3 Risk of bias:Serious concerns about contaminationof the control group (21.6% were taking anti-osteoporosis medications, notincluding hormone
replacement therapy, at follow-up vs.36.6%inthe screened group) and attrition bias dueto a high proportion of losses to follow-up (42%).

b Inconsistency: Some concern aboutlack of evidence of consistency becausethereis only one studyin the analysis.

¢ Indirectness:Serious concernthatthe population differs fromthe population ofinterestbecausea relatively large proportion of participants may have been
taking anti-osteoporosis drugsatbaseline. Thecomparator differs fromthatof interest (no screening), becauseitincludes ad-hoc screening. Recruitment
method not typical (via letters) but effect on the outcome may be limited.

d Imprecision: Thetotal number of events does not meet the optimal information size (<300).

¢ Indirectness:Serious concernthatthepopulation differs fromthe population ofinterestbecausea relatively large proportion of participants may have been
takinganti-osteoporosisdrugsatbaseline. Thecomparator differs fromthat of interest (no screening), becauseitincludes ad-hoc screening. Recruitment
method not typical (via letters) but effect on the outcome may be limited. There is uncertainty about whether the relative HR can be applied across populations
with differinglevels of baselinerisk, however the baselineriskis similar enough to not ratedown further.

fRisk of bias:Serious concern about contamination of the control group. 25% of the control group had a DXA scan after the index date vs.48% in the screening
group. Use of anti-osteoporosis medicationswas 18%in the control group vs.23% in the screening group. Rated down 0.5 becausethese concern overlap with
concerns aboutindirectness, for which we have already rated down.

8 Indirectness:Serious concern thatthe population differsfromthe population of interestbecause 11% of participants who returned complete questionnaires
were on osteoporotic treatment at baseline. The comparator differs fromthatof interest (no screening), becauseitincludes ad-hoc screening. Recruitment
method (via letters) and educational materials for GPs nottypical buteffect on the outcome may be limited.

h Indirectness: Serious concern thatthe population differs fromthe population of interest because 11% of participants who returned complete questionnaires
were on osteoporotic treatment at baseline. The comparator differs fromthatof interest (no screening), becauseitincludes ad-hoc screening. Recruitment



Evidence Set 1: Screening vs. no screening; hip fractures (All eligible/Offer-to-screen)
Included studies: Barr2010 - APOSS (women 45-54 years), Rubin 2018 - ROSE (women 68-80 years)

method (via letters) and educational materials for GPs nottypical but effect on the outcome may be limited. There is uncertainty about whether the relative HR

canbe applied across populations with differinglevels of baselinerisk, however the baselineriskissimilarenough to not rate down further.

1C. Forest Plot

Screening Usual care Hazard Ratio Hazard Ratio Risk of Bias
Study or Subgroup log[Hazard Ratio] SE Total Total Weight IV, Random, 95% CI IV, Random, 95% Cl ABCDETFS®G

1.1.1 Women 45-54 years of age
Barr 2010 (AP0SS) -0.04935 0.81561982 1433 1364 100.0% 0.95[0.19, 4.71] 090209
Subtotal {95% Cl) 1433 1364 100.0%  0.95[0.19, 4.71]

Heterogeneity: Mot applicable
Test for overall effect: 2= 0.06 (P = 0.94)

1.1.2 Women 68-80 years of age

Rubin 2018 (ROSE) -0.011060945 0.06 17072 17157 100.0% 0. A8, 1.11]
Subtotal (95% CI) 17072 17157 100.0% 0.99 [0.88, 1.11]

Heterogeneity: Mot applicable
Testfor overall effect: Z=018(F = 0.859)

, ®90: 000

1 1 1

T T T

0.z 0.5 2 ]
Favours screening Favours usual care

Testfor subgroup differences: Chi*=0.00, df=1 (P = 0.96), F= 0%

Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of paricipants and personnel (performance bias): Fracture outcomes
(D) Blinding of outcome assessment (detection bias): Fracture outcomes

(E) Incomplete outcome data (attrition bias): Fracture outcomes

(F) Selective reporting (reporting bias)

(G) Other bias

* The relativerisk was used for Barr 2010 becausea hazard ratio was notpresented in the study. The hazard ratiointhe Rubin 2018 analysis takes into account
competing risk of death and handles emigration as a censoring event.



Evidence Set 2: Screening vs. usual care; hip fractures (Offer-to-screen in selected populations & Acceptorsofscreening)
Included studies: Acceptors: Barr 2010 — APOSS (women 45-64 years); Offer-to-screen in selected: Merlijn 2019 - SALT, Rubin 2018 - ROSE, Shepstone
2018 — SCOOP (women 265 years), Kern 2005 [CCT] (men and women 270 years)

2A. GRADE Evidence Profile Table

Certainty assessment Ne of patients Certainty”

Screen- Usual Relative Absolute
ing care HR (95% Cl) (95% Cl)

Population Ne of  Study
studies | design

Risk of bias
Inconsistency
Indirectness
Imprecision
consideration

Women 45-54 years of age who accept screening (Barr 2010 — APOSS)

Control eventrate |1 RCT -12@ -0.5b |-1¢ -1d NC 1240 |1364 |0.37(0.04to 1.3 fewer per 1000(1.9 VERY LOW
(0.2% or 2 per 1000) 3.52) fewer to 5.0 more) POOO

General population (1 RCT -1a -0.5b |-1e -1d NC 1240 |1364 |0.37(0.04to 5.0 fewer per 1000 (7.7 VERY LOW
risk (0.8% or 8 per 3.52) fewer to 20.2 more) PO

1000)™

Women 265 years of age (Merlijn 2019 — SALT, Shepstone 2018 — SCOOP, Rubin 2018 — ROSE, Kern 2005 [CCT])

Median control 4 3 RCT, [NCf NC -0.58 |NC NC 21796 (21940 |0.80(0.71to 6.2 fewer per 1000(9.0 MODERATE
event rate (3.1% or 1CCT 0.91) fewer to 2.8 fewer) DPPO

31 per 1000)

General population (4 3 RCT, |NCf NC -0.5" [NC NC 21796 (21940 (0.80(0.71to 4.0 fewer per 1000(5.8 MODERATE
risk (2.0% or 20 per 1CCT 0.91) fewer to 1.8 fewer) DPOPO

1000)*

Men 270 years of age (Kern 2005 [CCT]) *

Control eventrate (1 CCT -0.5" |-0.5 [-0.58 |[-1d NC 654 726 0.68(0.32to 9.6 fewer per 1000 VERY LOW
(3.0% or 30 per 1.43) (20.4 fewer to 12.9 POOO

1000) more)

General population |1 ccT -0.5¢ |-0.5 [-0.5M [-1d NC 654 726 0.68(0.32to 5.1 fewer per 1000 VERY LOW
risk (1.6% or 16 per 1.43) (10.9 fewer to 6.9 POOO

1000)™ more)




Evidence Set 2: Screening vs. usual care; hip fractures (Offer-to-screen in selected populations & Acceptorsofscreening)
Included studies: Acceptors: Barr 2010 — APOSS (women 45-64 years); Offer-to-screen in selected: Merlijn 2019 - SALT, Rubin 2018 - ROSE, Shepstone
2018 — SCOOP (women 265 years), Kern 2005 [CCT] (men and women 270 years)

CCT: clinical controlled trial; Cl: confidenceinterval; HR: hazard ratio; NC: no serious concerns; RCT:randomized controlled trial

“When our assessment of the certainty of evidence fell between levels, we assigned thelevel that best represented our actual certainty in theevidence, and
based our conclusionson this thelevel of certainty.

* The effects withoutscreeningfor the general risk population areestimated from PRIOR et al.,based on 10 year follow-up [1]

"Started at low certainty due to study design

Explanations:

3 Risk of bias:Serious concerns aboutattritionbias dueto a high proportion of losses to follow-up (42%), contamination of the control group (21.6% were taking
anti-osteoporosis medications, notincluding hormonereplacementtherapy, atfollow-up vs.36.6%in the screened group), and selection bias becausethe
analysisis per protocol.

b Inconsistency: Some concern aboutlack of evidence of consistency becausethereis only one study in the analysis.

¢ Indirectness:Serious concernthatthe population differsfromthe population ofinterestbecausea relatively large proportion of participants may have been
takinganti-osteoporosisdrugsatbaseline. Thecomparator differs fromthat of interest (no screening), becauseitincludes ad-hoc screening. Recruitment
method (via letters) not typical but effect on the outcome may be limited.

d Imprecision: Thetotal number of events does not meet the optimal information size (<300).

¢ Indirectness:Serious concern thatthe population differs fromthe population of interestbecausea relatively large proportion of participants may have been
taking anti-osteoporosisdrugsatbaseline. Thecomparator differs fromthat of interest (no screening), becauseitincludes ad-hoc screening. Recruitment
method (via letters) not typical buteffect on the outcome may be limited. There is uncertainty about whether the relative HR can be applied across populations
with differinglevels of baselinerisk, however the baselineriskis similar enough to not ratedown further.

fRisk of bias: Did notratedown becausea significant benefit of screening was observed despite concerns (contamination of the control group [Rubin 2018,
Shepstone 2018, Merlijn 2019]; selectivereporting [Kern 2005]; design [Kern 2005]) thatarelikely to bias thefindings toward the null.

8 Indirectness: The comparator differs fromthatof interest (no screening), becauseitincludes ad-hocscreening. Recruitment methods and education of GPs not
typical buteffect on the outcomes is unclear. For analysis of women 265 years, Merlijn 2019 enrolls a high risk population, butremoval of this study does not
changethe findings.

h Indirectness: The comparator differs fromthat of interest (no screening), becauseitincludes ad-hoc screening. Recruitment methods and education of GPs not
typical buteffect on the outcomes is unclear. For analysis of women 265 years, Merlijn 2019 enrolls a high risk population, butremoval of this study does not
changethe findings. Thereis uncertainty about whether the relative HR can be applied across populations with differing levels of baselinerisk, however the
baselineriskissimilar enough to not rate down further.

iRisk of bias:Some concerns about performanceand detection bias. Potential for bias related to the hypothesis being generated after data were collected.



Evidence Set 2: Screening vs. usual care; hip fractures (Offer-to-screen in selected populations & Acceptorsofscreening)

Included studies: Acceptors: Barr 2010 — APOSS (women 45-64 years); Offer-to-screen in selected: Merlijn 2019 - SALT, Rubin 2018 - ROSE, Shepstone

2018 — SCOOP (women 265 years), Kern 2005 [CCT] (men and women 270 years)

2B. GRADE Summary of Findings Table
Outcome Relative effects,
No. participants HR (95% Cl)
(studies)

Anticipated absolute effects” (95% Cl)

Without
screening

Women 45-54 years of age (Barr 2010 — APOSS)

With
screening

Difference

Certainty of evidence
(GRADE)™

What happens?

Hip fractures 0.37(0.04to
3.52)

Follow-up:9 years

2,604 (1RCT)

Control event

rate

2 per 1000

0.7 per 1000
(0.1t0 7.0)

1.3 fewer per
1000 (1.9 fewer
to 5.0 more)

VERY LOW
SISISIS)

(control event rate)®d
due to risk of bias,
inconsistency,
indirectness,and

to 20.2 more)

imprecision
General population risk’ VERY LOW
8 per 1000 | 3.0 per 1000 | 5.0 fewer per POOO
(0.3t0 28.2) | 1000 (7.7 fewer (control event

rate)2bdedue to risk
of bias, inconsistency,
indirectness,and

The evidence about the effects of
acceptingscreeningon hip fractures
inwomen 45-54 years ofageis very
uncertain.

Women 265 years of age (Merlijn 2019

Hip fractures 0.80(0.71to
0.91)

Follow-up:3-5

years

43,736 (3 RCT,

1CCT)

imprecision
—SALT, Shepstone 2018 — SCOOP, Rubin 2018 — ROSE, Kern 2005 [CCT])
Median control event rate MODERATE
31 per 1000 | 24.8 per 6.2 fewer per PPPO
1000 (22.0 1000 (9.0 fewer | (mediancontrol event
to 28.2) to 2.8 fewer) rate —high risk)"€due
to indirectness
General populationrisk ' MODERATE
20 per 1000 | 16.0 per 4.0 fewer (5.8 DPDhO
1000 (14.2 fewer to 1.8 (general population
to 18.2) fewer) risk)"Mindirectness

Offering screening probably slightly
reduces the risk of hip fracture
compared to no offer of screening
among selected populations of
women 265 years of age among
which compliance might be higher
than the general population.

10



Evidence Set 2: Screening vs. usual care; hip fractures (Offer-to-screen in selected populations & Acceptorsofscreening)
Included studies: Acceptors: Barr 2010 — APOSS (women 45-64 years); Offer-to-screen in selected: Merlijn 2019 - SALT, Rubin 2018 - ROSE, Shepstone
2018 — SCOOP (women 265 years), Kern 2005 [CCT] (men and women 270 years)

Outcome Relative effects, Anticipated absolute effects* (95% Cl) Certainty of evidence | What happens?
No. participants HR (95% Cl) Without With Difference (GRADE)™
(studies) screening screening
Men 270 years (Kern 2005 [CCT])
Hip fractures 0.68(0.32to Control event rate VERY LOW The evidence aboutthe effects on
1.43) 30 per 1000 | 20.4 per 9.6 fewer per IS ISIS) hip fractures from offering screening
Follow-up:4.9 1000(9.6to | 1000(20.4 (control eventrate— | to selected populations of men =70
years 42.9) fewer to 12.9 highrisk)>d& dueto |yearsofageis veryuncertain.
more) risk of bias,
1,380 (1 CCT) inconsistency,
indirectness,and
imprecision
General populationrisk ' VERY LOW
16 per 1000 | 10.9 per 5.1 fewer per POOO
1000(5.1to | 1000(10.9 (general population
22.9) fewer to 6.9 risk)e4hidueto risk of
more) bias,inconsistency,
indirectness,and
imprecision

CCT: clinical controlled trial; Cl: confidenceinterval; HR: hazard ratio; RCT: randomized controlled trial

* The absolute effect (andits 95% Cl) withoutscreening (i.e. baselinerate)is based on the estimated riskin the comparison group; the effect with screeningis
based on applyingtherelative effect of the intervention (andits 95%Cl) to the effect without screening.

“When our assessment of the certainty of evidence fell between levels, we assigned thelevel that best represented our actual certaintyin theevidence, and
based our conclusionson this thelevel of certainty.

" The effects without screening for the general risk population are estimated from PRIOR et al.,based on 10 year follow-up [1]

Explanations:

2 Risk of bias:Serious concernsaboutattritionbias dueto a high proportion of losses to follow-up (42%), contamination of the control group (21.6% were taking
anti-osteoporosis medications, notincludinghormonereplacementtherapy, atfollow-up vs.36.6%in the screened group), and selection bias becausethe
analysisis per protocol.

b Inconsistency: Some concern aboutlack of evidence of consistency becausethereis only one study in the analysis.

11



Evidence Set 2: Screening vs. usual care; hip fractures (Offer-to-screen in selected populations & Acceptorsofscreening)
Included studies: Acceptors: Barr 2010 — APOSS (women 45-64 years); Offer-to-screen in selected: Merlijn 2019 - SALT, Rubin 2018 - ROSE, Shepstone
2018 — SCOOP (women 265 years), Kern 2005 [CCT] (men and women 270 years)

¢ Indirectness:Serious concern thatthe population differs fromthe population of interestbecausea relatively large proportion of participants may have been
taking anti-osteoporosisdrugsatbaseline. Thecomparator differs fromthat of interest (no screening), becauseitincludes ad-hoc screening. Recruitment
method (via letters) not typical buteffect on the outcome may be limited.

d Imprecision: Thetotal number of events does not meet the optimal information size (<300).

¢ Indirectness:Serious concern thatthepopulation differs fromthe population ofinterestbecausea relatively large proportion of participants may have been
taking anti-osteoporosisdrugsatbaseline. Thecomparator differs fromthat of interest (no screening), becauseitincludes ad-hoc screening. Recruitment
method (via letters) not typical but effect on the outcome may be limited. There is uncertainty about whether the relative HR can be applied across populations
with differinglevels of baselinerisk, however the baselineriskis similar enough to not ratedown further.

fRisk of bias: Did notratedown becausea significant benefit of screening was observed despite concerns (contamination of the control group [Rubin 2018,
Shepstone 2018, Merlijn 2019; selective reporting [Kern 2005]; design [Kern 2005]) thatarelikely to bias thefindings toward the null.

g Indirectness: The comparator differs fromthatof interest (no screening), becauseitincludes ad-hocscreening. Recruitment methods and education of GPs not
typical buteffect on the outcomes is unclear. For analysis of women 265 years, Merlijn 2019 enrolls a high risk population, butremoval of this study does not
changethe findings.

h Indirectness: The comparator differs fromthat of interest (no screening), becauseitincludes ad-hoc screening. Recruitment methods and education of GPs not
typical buteffect on the outcomes is unclear. For analysis of women 265 years, Merlijn 2019 enrolls a high risk population, butremoval of this study does not
changethe findings. Thereis uncertainty about whether the relative HR can be applied across populations with differing levels of baselinerisk, however the
baselineriskissimilar enough to not rate down further.

iRisk of bias:Some concerns about performanceand detection bias. Potential for bias related to the hypothesis being generated after data were collected.

12



Evidence Set 2: Screening vs. usual care; hip fractures (Offer-to-screen in selected populations & Acceptorsofscreening)
Included studies: Acceptors: Barr 2010 — APOSS (women 45-64 years); Offer-to-screen in selected: Merlijn 2019 - SALT, Rubin 2018 - ROSE, Shepstone

2018 — SCOOP (women 265 years), Kern 2005 [CCT] (men and women 270 years)

2C. Forest Plot

Screening Usual care Hazard Ratio Hazard Ratio Risk of Bias
Study or Subgroup log[Hazard Ratio] SE Total Total Weight IV, Random, 95% Cl IV, Random, 95% Cl ABCDEFG
1.2.1 Women 45-54 years of age
Barr 2010 (APOSS) -1.0033 115403368 1240 1364 100.0% 0.37 [0.04, 3.57] l 199009
Subtotal (95% CI) 1240 1364  100.0% 0.37 [0.04, 3.52]
Heterogeneity: Mat applicable
Test for averall effect Z=0.87 (P = 0.38)
1.2.2 Women = 65 years of age
kern 2005 -0.49 0.28 768 959  5.0% 0.61 [0.35, 1.08] — 222728000
Merlijn 2019 (SALT) -0.09431 068 011945 5516 5405 25.9% 0.91 [0.72,1.15] - @0 0000
Rubin 2018 (ROSE) -01TET3T18 01043 9274 9326 33.2% 0.84 [0.68, 1.03] - 7090000
Shepstone 2018 (SCO0R) -0.32 0.1 233 B250  35.4% 0.73 [0.60, 0.85] -+ LTl T 1T
Subtotal (95% CI) 21796 21940 100.0% 0.80 [0.71, 0.91] 4
Heterogeneity: Tau®=0.00; Chi*=3.21, df=3 (P= 036}, F= 6%
Test for overall effect £=3.93 (P =0.0004}
1.2.3 Men = 70 years of age
kern 2005 -0.39 038 BS54 726 100.0% 0.68[0.32,1.43] 1— 172272008
Subtotal (95% CI) 654 726 100.0% 0.68 [0.32, 1.43]
Heterogeneity: Mot applicable
Testfar overall effect Z=1.03 (P =0.30)

005 0.2 5 20

Test for subgroup diferences: Chi®= 064, df=2 (F=0.73), I*=0%
Risk of bias legend

(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)

(C) Blinding of paricipants and personnel (performance bias): Fracture outcomes
(D) Blinding of outcome assessment (detection bias): Fracture outcomes
(E) Incomplete outcome data (attrition bias). Fracture outcomes
(F) Selective reporting (reporting bias)

(G) Other bias

Favours screening Favours usual care

* The relativerisk was used for Barr 2010 becausea hazard ratio was notpresented in the study. The hazard ratiointhe Rubin 2018 analysis takes into account

competing risk of death and handles emigration as a censoring event. The hazardratioin theShepstone 2018 analysis regarded death or withdrawal fromthe

study as a censoringevent, andincluded recruitingregion, baseline FRAX, and self-reported fallsin the model (prognostic factorsagreed on before analysis).
The Kern 2005 analysis was adjusted for propensity to be screened; we used the adjusted analysis becausethe study was non-randomized.
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Evidence Set 3: Screening vs. usual care; clinical fragility fractures (All eligible for screening/Offer-to-screen)

Included studies: Barr2010 - APOSS (women 45-54 years), Rubin 2018 — ROSE (women 68-80 years)

3A. GRADE Evidence Profile Table

Population

Certainty assessment

Study

studies design

Risk of bias

Inconsistency

Indirectness

Imprecision

‘ Ne of patients ‘

ing

consideration

Screen-

Usual
care

Relative
HR (95% Cl)

Absolute
(95% Cl)

Certainty*

Women 45-54 years of age (Barr 2010 - APOSS)

Control eventrate |1 RCT -1 -0.5b  |-1¢ -1d NC 1433 |1364 |[1.01(0.68to 1.50) |0.3 more per 1000 VERY LOW
(3.4% or 34 per (10.9 fewer to 17.0 POOO
1000) more)

General population (1 RCT -1@ -0.56  |-1e -1d NC 1433 [1364 |1.01(0.68to 1.50) [0.7 more per 1000 VERY LOW
risk (6.7% or 67 per (21.4 fewer to 33.5 POOO
10000)™ more)

Women 265 years (Rubin 2018 - ROSE)

Control eventrate |1 RCT -0.5f |-0.5b |-18 NC NC 17072 |17157 [0.99(0.92to 1.06) |1.0 fewer per 1000 LOW
(10.0% or 100 per (8.0 fewer to 6.0 PPOO
1000) more)

General population |1 RCT -0.5F |-0.50  |-1h NC NC 17072 |17157 [0.99(0.92to 1.06) |1.7 fewer per 1000 LOW
risk (16.8% or 168 (13.4 fewer to 10.1 OPpOeO
per 1000)™ more)

Cl: confidenceinterval; HR:hazard ratio; NC: no serious concerns; RCT: randomized controlled trial

*When our assessment of the certainty of evidence fell between levels, we assigned thelevel that best represented our actual certainty in theevidence, and
based our conclusions on this thelevel of certainty.
" The effects withoutscreeningfor the general risk population are estimated from PRIOR et al.,based on 10 year follow-up [1]

Explanations:

3 Risk of bias:Serious concerns about contaminationof the control group (21.6% were taking anti-osteoporosis medications, notincluding hormone
replacement therapy, at follow-up vs.36.6%inthe screened group), and about potential attrition bias dueto a high proportion of losses to follow-up (42%).
b Inconsistency: Some concern aboutlack of evidence of consistency becausethereis only one studyin the analysis.
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Evidence Set 3: Screening vs. usual care; clinical fragility fractures (All eligible for screening/Offer-to-screen)
Included studies: Barr2010 - APOSS (women 45-54 years), Rubin 2018 — ROSE (women 68-80 years)

¢ Indirectness:Serious concern thatthe population differs fromthe population of interestbecausea relatively large proportion of participants may have been
taking anti-osteoporosisdrugsatbaseline. Thecomparator differs fromthat of interest (no screening), becauseitincludes ad-hoc screening. Recruitment
method not typical (via letters) but effect on the outcome may be limited.

d Imprecision: Thetotal number of events does not meet the optimal information size (<300).

¢ Indirectness Serious concern thatthe population differsfromthe population of interestbecausea relatively large proportion of participants may have been
taking anti-osteoporosis drugsatbaseline. Thecomparator differs fromthat of interest (no screening), becauseitincludes ad-hoc screening. Recruitment
method not typical (via letters) but effect on the outcome may be limited. There is uncertainty about whether the relative HR can be applied across populations
with differinglevels of baselinerisk, however the baselineriskis similar enough to not ratedown further.

fRisk of bias:Serious concern about contamination of the control group. 25% of the control group had a DXA scan after the index date vs.48% in the screening
group. Use of antiosteoporosis medicationswas 18%in the control group vs.23% in the screening group. Rated down 0.5 becausethese concern overlap with
concerns aboutindirectness, for which we have already rated down.

8 Indirectness:Serious concern thatthe population differs fromthe population of interestbecause 11% of participants who returned complete questionnaires
were on osteoporotic treatment at baseline. The comparator differs fromthatof interest (no screening), becauseitincludes ad-hoc screening. The comparator
differs fromthat of interest(no screening), becauseitincludes ad-hocscreening. Recruitment method (via letters) and educational materials for GPs not typical
but effect on the outcome may be limited.

h Indirectness: Serious concern thatthe population differs fromthe population of interest because 11% of participants who returned complete questionnaires
were on osteoporotic treatment at baseline. The comparator differs fromthatof interest (no screening), becauseitincludes ad-hoc screening. Recruitment
method (via letters) and educational materials for GPs nottypical buteffect on the outcome may be limited. There is uncertainty about whether the relative HR
canbe applied across populations with differing levels of baselinerisk, however the baselineriskis similarenough to not rate down further.

3B. GRADE Summary of Findings Table
Outcome Relative effects, Anticipated absolute effects” (95% Cl) Certainty of evidence = What happens?
No. participants HR (95% CI) Without With Difference (GRADE)™

(studies) screening screening

Women <65 years (Barr 2010 - APOSS)
Major osteoporotic | 1.01(0.68 to Control event rate VERY LOW The evidence aboutthe effects
fractures (hip, 1.50) 34 per 1000 | 34.3 per 1000 | 0.3 more per 1000 POOO on clinical fragility fractures
clinical vertebral, (23.1t0 51.0) | (10.9 fewer to (control eventrate)™® | from offeringscreeningto
humerus, wrist) 17.0 more) due to risk of bias, women 45-54 years of ageis

inconsistency, very uncertain.
Follow-up:9years indirectness, and

imprecision
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Evidence Set 3: Screening vs. usual care; clinical fragility fractures (All eligible for screening/Offer-to-screen)
Included studies: Barr2010 - APOSS (women 45-54 years), Rubin 2018 — ROSE (women 68-80 years)

2,979 (1 RCT) General population risk’ VERY LOW
67 per 1000 | 67.7 per 1000 | 0.7 more per 1000 SYISISIS)
(45.6to (21.4 fewer to (control event
100.5) 33.5 more) rate)*>edue to risk
of bias, inconsistency,
indirectness,and
imprecision
Women 265 years (Rubin 2018 - ROSE)
Major osteoporotic | 0.99(0.92 to Control event rate Low Offering screening to women
fractures (hip, 1.06) 100 per 1000 | 99.0 per 1000 | 1.0 fewer per PO 265 years may not reduce the
clinical vertebral, (92.0to 1000 (8.0 fewer to (general population | riskofclinical fragility fracture
humerus, wrist) 106.0) 6.0 more) risk estimate)®>*8due | compared to no offer of
to riskof bias, screening, but the evidenceis
Follow-up:5 years inconsistency,and uncertain.
indirectness
34,229 (1 RCT) General populationrisk’ LOW
168 per 1000 | 166.3 per 1.7 fewer per PO
1000(154.6 1000 (13.4 fewer (general population
to 178.1) to 10.1 more) risk)®fh duetorisk of
bias, inconsistency,
andindirectness

CCT: clinical controlled trial; Cl: confidenceinterval; HR: hazard ratio; RCT: randomized controlled trial; ROB:risk of bias

*The absolute effect (and its 95% Cl) without screening (i.e. baselinerate) is based on the estimated riskin thecomparison group; the effect with screeningis

based on applyingtherelative effect of the intervention (andits 95% Cl) to the effect without screening.

" When our assessmentof the certainty of evidence fell between levels, we assigned the level that best represented our actual certaintyintheevidence, and

based our conclusions on this thelevel of certainty.
" The effects without screening for the general risk population are estimated from PRIOR et al.,based on 10 year follow-up [1]

Explanations:

3 Risk of bias:Serious concerns about contaminationof the control group (21.6% were taking anti-osteoporosis medications, notincluding hormone

replacement therapy, at follow-up vs.36.6%inthe screened group), and about potential attrition biasdueto a high proportion of losses to follow-up (42%).

b Inconsistency: Some concern aboutlack of evidence of consistency becausethereis only one studyin the analysis.

16



Evidence Set 3: Screening vs. usual care; clinical fragility fractures (All eligible for screening/Offer-to-screen)
Included studies: Barr2010 - APOSS (women 45-54 years), Rubin 2018 — ROSE (women 68-80 years)

¢ Indirectness:Serious concern thatthe population differs fromthe population of interestbecausea relatively large proportion of participants may have been
taking anti-osteoporosisdrugsatbaseline. Thecomparator differs fromthat of interest (no screening), becauseitincludes ad-hoc screening. Recruitment
method not typical (via letters) but effect on the outcome may be limited.

d Imprecision: Thetotal number of events does not meet the optimal information size (<300).

¢ Indirectness Serious concern thatthe population differsfromthe population of interestbecausea relatively large proportion of participants may have been
taking anti-osteoporosis drugsatbaseline. Thecomparator differs fromthatof interest (no screening), becauseitincludes ad-hoc screening. Recruitment
method not typical (via letters) but effect on the outcome may be limited. There is uncertainty about whether the relative HR can be applied across populations
with differinglevels of baselinerisk, however the baselineriskis similar enough to not ratedown further.

fRisk of bias:Serious concern about contamination of the control group. 25% of the control group had a DXA scan after the index date vs.48% in the screening
group. Use of antiosteoporosis medicationswas 18%in the control group vs.23% in the screening group. Rated down 0.5 becausethese concern overlap with
concerns aboutindirectness, for which we have already rated down.

8 Indirectness:Serious concern thatthe population differs fromthe population of interestbecause 11% of participants who returned complete questionnaires
were on osteoporotic treatment at baseline. The comparator differs fromthatof interest (no screening), becauseitincludes ad-hoc screening. The comparator
differs fromthat of interest(no screening), becauseitincludes ad-hocscreening. Recruitment method (via letters) and educational materials for GPs not typical
but effect on the outcome may be limited.

h Indirectness: Serious concern thatthe population differs fromthe population of interest because 11% of participants who returned complete questionnaires
were on osteoporotic treatment at baseline. The comparator differs fromthatof interest (no screening), becauseitincludes ad-hoc screening. Recruitment
method (via letters) and educational materials for GPs nottypical buteffect on the outcome may be limited. There is uncertainty about whether the relative HR
canbe applied across populations with differing levels of baselinerisk, however the baselineriskissimilarenough to not rate down further.
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Evidence Set 3: Screening vs. usual care; clinical fragility fractures (All eligible for screening/Offer-to-screen)
Included studies: Barr2010 - APOSS (women 45-54 years), Rubin 2018 — ROSE (women 68-80 years)

3C. Forest Plot

Screening Usual care Hazard Ratio Hazard Ratio Risk of Bias
Study or Subgroup  log[Hazard Ratio] SE Total Total Weight IV, Random, 95% CI IV, Random, 95% Cl ABCDEFG
1.3.1 Women 45-54 years of age
Barr 2010 (AP 0SS) 0.012527 0.19961368 1433 1364 100.0%  1.01 [0.68, 1.50] 0900200
Subtotal (95% Cl) 1433 1364 100.0%  1.01[0.68, 1.50]
Heterogeneity: Mot applicable
Testfar averall effect: Z= 0.06 (P = 0.95)
1.3.2 Women 68-80 years of age years
Rubin 2018 (ROSE) -0.01106095 0.03431 17072 17157 100.0%  0.98[0.92, 1.0 ! @00 000
Subtotal (95% Cl) 17072 17157 100.0%  0.99[0.92, 1.06]

Heterogeneity: Mot applicable
Testfor overall effect Z=032 (P =0.74)

1 1 1

T T T
0.z 0a 2 a
Favours screening Favours usual care

Testfor subgroup differences: Chif= 001, df=1 {F=091), F=0%

Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bias): Fracture outcomes
(D) Blinding of outcome assessment (detection bias): Fracture outcomes

(E) Incomplete outcome data (attrition bias): Fracture outcomes

(F) Selective reporting (reporting bias)

(G) Other bias

* Therelativerisk was used for Barr 2010 because a hazard ratio was notpresented in the study. The hazardratiointhe Rubin 2018 analysis takes into account
competing risk of death and handles emigration as a censoring event.
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Evidence Set 4: Screening vs. usual care; clinical fragility fractures (Offer-to-screen in selected populations & Acceptors of screening)
Included studies: Acceptors: Barr 2010 — APOSS (women 45-54 years); Offer-to-screen in selected: Merlijn 2019 - SALT, Rubin 2018 - ROSE, Shepstone
2018 — SCOOP (women =65 years)

4A. GRADE Evidence Profile Table

a
opulatio 0 0 d O g O oQ 3 Rels o Abso

= o @
Women 45-54 years of age (Barr 2010 - APOSS)
Control eventrate |1 RCT -12 -0.5° |-1¢ -1d NC 1240 |1364 (0.73(0.46to 1.14) |9.2 fewer per 1000 VERY LOW
(3.4% or 34 per (18.4 fewer to 4.8 POOO
1000) more)
General population (1 RCT -1 -0.5b |-1e -1d NC 1240 1364 |0.73(0.46to 1.14) [18.1fewer per 1000 VERY LOW
risk (6.7% or 67 per (36.2 fewer t0 9.4 POOO
1000)™ more)
Women 265 years of age (Merlijn 2019 — SALT, Rubin 2018 — ROSE, Shepstone 2018 — SCOOP)
Control eventrate |3 RCT NCf NC -18 NC NC 21028 (20981 (0.93(0.87 to 0.99) |5.9 fewer per 1000 MODERATE
(8.4% or 84 per (10.9 fewer t0 0.8 PPPO
1000) fewer)
General population (3 RCT NCF NC -1h NC NC 21028 |20981 (0.93(0.87to 0.99) |11.8 fewer per 1000 MODERATE
risk (16.8% or 168 (21.8 fewer to 1.7 PPHPHO
per 1000)™ fewer)

Cl: confidenceinterval; HR:hazard ratio; NC: no serious concerns; RCT: randomized controlled trial

*When our assessment of the certainty of evidence fell between levels, we assigned thelevel that best represented our actual certainty in theevidence, and
based our conclusions on this thelevel of certainty.

" The effects withoutscreeningfor the general risk population are estimated from PRIOR et al.,based on 10 year follow-up [1]



Evidence Set 4: Screening vs. usual care; clinical fragility fractures (Offer-to-screen in selected populations & Acceptors of screening)
Included studies: Acceptors: Barr 2010 — APOSS (women 45-54 years); Offer-to-screen in selected: Merlijn 2019 - SALT, Rubin 2018 - ROSE, Shepstone
2018 — SCOOP (women =65 years)

Explanations:

@ Risk of bias:Serious concerns aboutattritionbias dueto a high proportion of losses to follow-up (42%), contamination of the control group (21.6% were taking
anti-osteoporosis medications, notincluding hormonereplacementtherapy, atfollow-up vs.36.6%inthe screened group), and selection bias becausethe
analysisis per protocol.

b Inconsistency: Some concern aboutlack of evidence of consistency becausethereis only one studyin the analysis.

¢ Indirectness:Serious concernthatthe population differsfromthe population of interestbecausea relatively large proportion of participants may have been
taking anti-osteoporosis drugsatbaseline. Thecomparator differs fromthat of interest (no screening), becauseitincludes ad-hoc screening. Recruitment
method (via letters) not typical but effect on the outcome may be limited.

d Imprecision: Thetotal number of events does not meet the optimal information size (<300).

¢ Indirectness Serious concern thatthe population differsfromthe population of interestbecausea relatively large proportion of participants may have been
takinganti-osteoporosisdrugsatbaseline. Thecomparator differs fromthat of interest (no screening), becauseitincludes ad-hoc screening. Recruitment
method (via letters) not typical but effect on the outcome may be limited.

fRisk of bias: Did notratedown becausea significantbenefit of screening was observed despite concerns (contamination of the control group [Rubin 2018,
Shepstone 2018, Merlijn 2019]) thatarelikely to bias thefindings toward the null.

g Indirectness: The comparator differs fromthatof interest (no screening), becauseitincludes ad-hocscreening. Dueto the ascertainment method, the
outcome mayincludean unknown number of non-clinical vertebral fractures. Recruitment methods and education of GPs not typical buteffect on the
outcomes is unclear. Merlijn 2019 enrolls a high risk population, butremoval of this study does not changethe findings.

h Indirectness: The comparator differs fromthat of interest (no screening), becauseitincludes ad-hoc screening. Recruitment methods and education of GPs not
typical buteffect on the outcomes is unclear. Dueto the ascertainment method, the outcome may includean unknown number of non-clinical vertebral
fractures. Merlijn 2019 enrolls a high risk population, butremoval of this study does not change the findings. Thereis uncertainty about whether the relative HR
canbe applied across populations with differing levels of baselinerisk, however the baselineriskissimilarenough to not rate down further.
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Evidence Set 4: Screening vs. usual care; clinical fragility fractures (Offer-to-screen in selected populations & Acceptors of screening)
Included studies: Acceptors: Barr 2010 — APOSS (women 45-54 years); Offer-to-screen in selected: Merlijn 2019 - SALT, Rubin 2018 - ROSE, Shepstone
2018 — SCOOP (women =65 years)

4B. GRADE Summary of Findings Table
Outcome Relative effects,  Anticipated absolute effects” (95% Cl) Certainty of What happens?
No. participants HR (95% Cl) Without With screening Difference evidence (GRADE)™

(studies) screening

Women 45-54 years of age, all eligible who completed screening (Barr 2010 - APOSS)

Major osteoporotic | 0.73 (0.46 to Control event rate VERY LOW The evidence aboutthe effects
fractures (hip, 1.14) 34 per 1000 | 24.8per 1000 | 9.2 fewer per POOO on clinical fragility fracturesin
clinical vertebral, (15.6to 38.8) 1000 (18.4 fewer | (control eventrate)* | women 45-54 years of age who
humerus, wrist) to 4.8 more) ddueto riskofbias, | acceptscreeningis very
inconsistency, uncertain.

Follow-up:9 years indirectness,and

imprecision
2,604 (1 RCT) General populationrisk ' VERY LOW

67 per 1000 | 48.9 per 1000 18.1 fewer per POOO
(30.8t0 76.4) 1000 (36.2 fewer (control event
to 9.4 more) rate)®Pdedue to risk
of bias,
inconsistency,
indirectness, and

imprecision
Women 265 years of age, all eligible who completed screening (Merlijn 2019 — SALT, Rubin 2018 — ROSE, Shepstone 2018 — SCOOP)
Major osteoporotic | 0.93(0.87 to Median control event rate MODERATE Offeringscreeningto selected
fractures (hip, 0.99) 84 per 1000 | 78.1 per 1000 5.9 fewer per DPPHO populations of women 265 years
clinical vertebral, (73.1to 83.2) 1000 (10.9 fewer (median control of age among which compliance
humerus, wrist) * to 0.8 fewer) event rate)¢dueto | might be higher than the

indirectness general population (filledina
Follow-up:3-5 FRAX questionnaire) probably
years reduces the risk of clinical

fragility fracturecompared to no
42,009 (3 RCT) offer of screening.




Evidence Set 4: Screening vs. usual care; clinical fragility fractures (Offer-to-screen in selected populations & Acceptors of screening)
Included studies: Acceptors: Barr 2010 — APOSS (women 45-54 years); Offer-to-screen in selected: Merlijn 2019 - SALT, Rubin 2018 - ROSE, Shepstone
2018 — SCOOP (women =65 years)

General population risk* MODERATE
168 per 1000 | 156.2(146.2to | 11.8 fewer per PPPO
166.3) 1000 (21.8 fewer (median control
to 1.7 fewer) event rate)’" due to

indirectness

Cl: confidenceinterval; HR: hazard ratio; RCT: randomized controlled trial

*The absolute effect (andits 95% Cl) withoutscreening (i.e. baselinerate) is based on the estimated riskin the comparison group; the effect with screeningis
based on applyingtherelative effect of the intervention (andits 95%Cl) to the effect without screening.

" When our assessment of the certainty of evidence fell between levels, we assigned the level that best represented our actual certaintyin theevidence, and
based our conclusionson this thelevel of certainty.

"The effects without screening for the general risk populationare estimated from PRIOR et al.,based on 10 year follow-up [1]

*Shepstone 2018 defined these as ‘osteoporosisrelated fractures’, which included all except hands, feet, nose, skull, cervical vertebrae, and vertebral fractures
documented within 6 months of randomization.

Explanations:

2 Risk of bias:Serious concernsaboutattritionbiasdueto a high proportion of losses to follow-up (42%), contamination of the control group (21.6% were taking
anti-osteoporosis medications, notincludinghormonereplacementtherapy, atfollow-up vs.36.6%in the screened group), and selection bias becausethe
analysisis per protocol.

b Inconsistency: Some concern aboutlack of evidence of consistency becausethereis only one study in the analysis.

¢ Indirectness:Serious concern thatthe population differs fromthe population of interestbecausea relatively large proportion of participants may have been
taking anti-osteoporosisdrugsatbaseline. Thecomparator differs fromthat of interest (no screening), becauseitincludes ad-hoc screening. Recruitment
method (via letters) not typical buteffect on the outcome may be limited.

d Imprecision: Thetotal number of events does not meet the optimal information size (<300).

¢ Indirectness Serious concern thatthe population differsfromthe population of interestbecausea relatively large proportion of participants may have been
taking anti-osteoporosis drugsatbaseline. Thecomparator differs fromthat of interest (no screening), becauseitincludes ad-hoc screening. Recruitment
method (via letters) not typical but effect on the outcome may be limited.

fRisk of bias: Did notratedown becausea significant benefit of screening was observed despite concerns (contamination of the control group [Rubin 2018,
Shepstone 2018, Merlijn 2019]) thatarelikely to biasthefindings toward the null.

8 Indirectness:The comparator differs fromthatof interest (no screening), becauseitincludes ad-hocscreening. Dueto the ascertainment method, the
outcome mayincludean unknown number of non-clinical vertebral fractures. Recruitment methods and education of GPs not typical buteffect on the
outcomes is unclear. Merlijn 2019 enrolls a high risk population, butremoval of this study does not changethe findings.
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Evidence Set 4: Screening vs. usual care; clinical fragility fractures (Offer-to-screen in selected populations & Acceptors of screening)
Included studies: Acceptors: Barr 2010 — APOSS (women 45-54 years); Offer-to-screen in selected: Merlijn 2019 - SALT, Rubin 2018 - ROSE, Shepstone
2018 — SCOOP (women =65 years)

h Indirectness: The comparator differs fromthatofinterest (no screening), becauseitincludesad-hoc screening. Recruitment methods and education of GPs not
typical buteffect on the outcomes is unclear. Dueto the ascertainment method, the outcome may includean unknown number of non-clinical vertebral
fractures. Merlijn 2019 enrolls a high risk population, but removal of this study does not change the findings. Thereis uncertainty about whether the relative HR
canbe applied across populations with differinglevels of baselinerisk, however the baselineriskis similarenough to not rate down further.

4C. Forest Plot

SCTEEI'"I'IQ Usual care Hazard Ratio Hazard Ratio Risk of Bias
Study or Subgroup log[Hazard Ratio] SE Total Total Weight IV, Random, 95% CI IV, Random, 95% CI ABCDEFG
1.4.1 Women 45-54 years
Barr 2010 (APOSS) 032 023 1740 1364 1000%  0.73[0.46,1.14] i— 1902900
Subtotal (95% Cl) 1240 1364 100.0%  0.73[0.46, 1.14] -
Heteroneneity: Mot applicable
Testfor overall effect: £=1.38 (P=0.16A)
1.4.2 Women = 65 years
Merlijn 2018 (SALT) -0.08328161  0.0BB2 5516 5405 22.7%  0.02[0.81,1.05] - e 0000
Rubin 2018 (ROSE) -0.08121006 0.05136 9278 9326 3I7.6%  0.92[0.83,1.03] : 190029000
Shepstone 2018 (SCOQF) -0.0B 0.05 5233 B250 30.7%  0.04 [0.85 1.04] (11 1T 11)]
Subtotal (95% Cl) 21028 20981 100.0%  0.93 [0.87, 0.99] 4
Heterogeneity: Tau®= 0.00; ChiF= 0,12, df= 2 (P = 0.94); F= 0%
Testfar overall effect Z= 2.33 (P = 0.02)

G 2 5

) ; Favours SCFEEFI"'IQ Favours usual care
Testfor subgroup differences: Chi=1.13, df= 1 (P = 0.29), F=11.5%

Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bias)y Fracture outcomes
(D) Blinding of outcome assessment (detection bias): Fracture outcomes

(E) Incomplete outcome data (attrition bias): Fracture outcomes

(F} Selective reporting (reporting bias)

(G) Other bias

* The relativerisk was used for Barr 2010 because a hazard ratiowas notpresented in the study. The hazard ratiointhe Rubin 2018 analysis takes into account
competing risk of death and handles emigration as a censoring event. The hazardratioin the Shepstone 2018 analysis regarded death or withdrawal fromthe
study as a censoringevent, andincluded recruiting region, baseline FRAX, and self-reported fallsin the model (prognostic factorsagreed on before analysis).
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Evidence Set 5: Screening vs. no screening; all-cause mortality (All eligible for screening/Offer-to-screen; offer-to-screenin selected population)
Included studies: Barr2010 - APOSS (women <65 years), Rubin 2018 — ROSE (women 68-80 years); Kern 2005 [CCT], Merlijn 2019, Shepstone 2018
(women =65 years)

5A. GRADE Evidence Profile Table

Certainty assessment Ne of patients Certainty”

Screen- Usual Relative Risk Absolute
ing care (95% ClI) (95% ClI)

Population Ne of  Study
studies design

Risk of bias
Inconsistency
Indirectness
Imprecision
consideration

Women 45-54 years of age, offer-to-screen (Barr 2010 - APOSS)

Control eventrate |1 RCT NC® |-0.5° |Ncc |-2d NC 2400 (2400 (0.99(0.72to 1.35)|0.3 fewer per 1000 VERY LOW
(3.3% or 33 per (9.2 fewer to 11.6 POOO
1000) more)

General population (1 RCT NC? -0.5% [NCce  |-1f NC 2400 (2400 (0.99(0.72to 1.35)|No difference per 1000 LOW
risk (0.3% or 3 per (0.8 fewer to 1.1 PPOO
1000)*" more)

Women 68-80 years of age, offer-to-screen (Rubin 2018 — ROSE) — offer-to-screen

Control eventrate |1 RCT NC8 |-0.5° |NCh |-1 NC 17,072 |17,157 |0.97 (0.92 to 1.03)|3.5 fewer per 1000 LOW
(11.8% or 118 per (9.4 fewer to 3.5 POOO
1000) more)

General population (1 RCT NCs8 |-0.5° |NC -1 NC 17,072 |17,157 |0.97(0.92 to 1.03)|1.7 fewer per 1000 LOW
risk (5.7% or 57 per (4.6 fewer to 1.7 POBO
1000)™ more)

Women 265 years of age, offer-to-screenin selected population (Merlijn 2019 — SALT, Shepstone 2018 — SCOOP, Kern 2005 [CCT])

Control eventrate (3 RCT/CCT|NCk NC NC! -1 NC 13,171 |13,340|1.00(0.92 to 1.09)|No difference per 1000 MODERATE
(8.9% or 89 per (7.1 fewer to 5.3 DPOPO
1000) more)
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Evidence Set 5: Screening vs. no screening; all-cause mortality (All eligible for screening/Offer-to-screen; offer-to-screenin selected population)
Included studies: Barr2010 - APOSS (women <65 years), Rubin 2018 — ROSE (women 68-80 years); Kern 2005 [CCT], Merlijn 2019, Shepstone 2018

(women =65 years)

Certainty assessment ‘ Ne of patients Certainty”

Screen- Usual Relative Risk Absolute
ing care (95% Cl) (95% Cl)

Population Ne of  Study
studies design

Risk of bias
Inconsistency
Indirectness
Imprecision
consideration

General population (3 RCT/CCT|NCk NC NC™ |1 NC 13,171 |13,340|1.00(0.92 to 1.09)|No difference per 1000 MODERATE
risk (5.7% or 57 per (4.6 fewer to 5.1 PPOO
1000)** more)

Cl: confidenceinterval;HR:hazard ratio;NC: no serious concerns; RCT: randomized controlled trial

*When our assessment of the certainty of evidence fell between levels, we assigned thelevel that best represented our actual certainty in theevidence, and
based our conclusionson this thelevel of certainty.

" Estimated from 2017 population data available from Statistics Canadafor women 40-65 years and >65 years [2]

"There were 1379 men inthis analysis fromKern 2005 (5.4%)

Explanations:

2 Risk of bias:Some concern aboutcontamination of the control group, but itis unclear how this mightaffectthe mortality outcome.

b Inconsistency: Some concern aboutlack of evidence of consistency becausethereis only one studyin the analysis.

¢ Indirectness:Someconcern that the population differsfromthe population ofinterestbecausea relatively large proportion of participants may have been
taking anti-osteoporosis drugs atbaseline (potentially high risk), but unlikely to affect the mortality outcome. Recruitment method not typical (via letters) but
effect on the outcome may be limited.

d Imprecision: The number of events does not meet the optimal information size (<300). The confidenceinterval includes potential for both importantbenefit
andharm.

¢ Indirectness:Serious concern thatthe population differs fromthe population of interestbecausea relatively large proportion of participants may have been
taking anti-osteoporosisdrugsatbaseline, but effect on mortality outcomeis unclear. Recruitment method (via letters) and education of GPs not typical but
effect on the outcome may be limited. There is uncertainty about whether the relative HR can be applied across populations with differing levels of baseline
risk, however the baselineriskis similar enough to not rate down further.

fImprecision: The number of events does not meet the optimal informationsize (<300). Though the confidenceinterval for absolute effects includes potential
for small benefitand harm,itis relatively narrow.

8 Risk of bias:Some concern aboutcontamination of the control group. 25% of the control group had a DXA scan after the index date vs.48% in the screening
group. Use of anti-osteoporosis medications was 18%inthecontrol group vs.23% inthe screening group. Effect on mortalityis unclear.
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Evidence Set 5: Screening vs. no screening; all-cause mortality (All eligible for screening/Offer-to-screen; offer-to-screenin selected population)
Included studies: Barr2010 - APOSS (women <65 years), Rubin 2018 — ROSE (women 68-80 years); Kern 2005 [CCT], Merlijn 2019, Shepstone 2018
(women =65 years)

h Indirectness: Some concern that the population differs fromthe population of interest because 11% of participants who returned complete questionnaires
were on osteoporotic treatment at baseline, but unlikely to affectthe mortality outcome.

"Imprecision: Serious concern thatthe confidenceinterval includes the potential for both importantbenefit and harm. However, the samplesizeis large.
JIndirectness:Serious concern thatthe population differs fromthe population of interest because 11% of participants who returned complete questionnaires
were on osteoporotic treatment at baseline, but unlikely to affectthe mortality outcome. There is uncertainty about whether the relative HR can be applied
across populations with differing levels of baselinerisk, however the baselineriskissimilar enough to not rate down further.

kRisk of bias:Some concern aboutcontamination of the control groups, and selectivereportingin Kern 2005, butitis unclear howit might affectthe mortality
outcome.

'Indirectness: Merlijn 2019 enrolls a high risk population, butremoval of this study does not change the findings. Kern 2005 isa CCT, but removal of this study
does not changethe findings. Therewere a small proportion of men (5.4%) in the analysis from Kern 2005; unlikely thatthis affected the findings.

M Indirectness Merlijn 2019 enrolls a high risk population, butremoval of this study does not changethe findings.Kern 2005 is a CCT, but removal of this study
does not changethe findings. Therewere a small proportion of men (5.4%) in the analysisfrom Kern 2005; unlikely that this affected the findings.

There is uncertainty about whether the relative HR can be applied across populations with differing levels of baselinerisk, however the level of riskis similar
enough to not rate down.
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Evidence Set 5: Screening vs. no screening; all-cause mortality (All eligible for screening/Offer-to-screen; offer-to-screenin selected population)
Included studies: Barr2010 - APOSS (women <65 years), Rubin 2018 — ROSE (women 68-80 years); Kern 2005 [CCT], Merlijn 2019, Shepstone 2018

(women =65 years)

5B. GRADE Summary of Findings Table

Outcome
No. participants
(studies)

Relative effects,
RR (95% Cl)

Anticipated absolute effects” (95% Cl)

Without
screening

Women <65 years, offer-to-screen (Barr 2010 - APOSS)

With
screening

Difference

Certainty of
evidence (GRADE)"*

What happens?

All-cause mortality
Follow-up:9years

4,800 (1 RCT)

0.99(0.72 to
1.35)

Control event rate

33 per 1000

32.7 per 1000
(23.8to 44.6)

0.3 fewer per
1000 (9.2 fewer
to 11.6 more)

VERY LOW
SISISIS)

(median control
event rate)*ddue to
inconsistencyand

The evidence aboutthe effects on
all-cause mortality from offering
screeningto women 45-54 years of
ageisveryuncertain.

imprecision
General population risk’ LOW Offering screeningto women 45-54
3 per 1000 | 3.0 per 1000 | No difference DOPoO years of age may not reduce the risk
(2.2t04.1) per 1000 (0.8 (general population | of all-cause mortality compared to

fewer to 1.1 risk)*®ef dueto no offer of screening, butthe
more) inconsistencyand | evidenceis uncertain.
imprecision
Women 68-80 years, offer-to-screen (Rubin 2018 — ROSE)
All-causemortality [ 0.97 (0.92to Control event rate LOW Offering screeningto women 68-80
1.03) 118 per 114.5 per 3.5 fewer per DOOO years of age may not reduce the risk
Follow-up:5 years 1000 1000 (108.6 1000 (9.4 fewer (median control of all-cause mortality compared to
to 121.5) to 3.5 more) event rate)> & dueto | no offer of screening, butthe
34,299 (1 RCT) inconsistency and evidence is uncertain.
imprecision
General population risk’ LOW
57 per 1000 | 55.3 per 1000 | 1.7 fewer per POeBooO6

(52.4to0 58.7)

1000 (4.6 fewer
to 1.7 more)

(general population
risk)? 8l dueto
inconsistencyand
imprecision
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Evidence Set 5: Screening vs. no screening; all-cause mortality (All eligible for screening/Offer-to-screen; offer-to-screenin selected population)
Included studies: Barr2010 - APOSS (women <65 years), Rubin 2018 — ROSE (women 68-80 years); Kern 2005 [CCT], Merlijn 2019, Shepstone 2018
(women =65 years)

Outcome Relative effects, Anticipated absolute effects* (95% Cl) Certainty of What happens?
No. participants RR (95% ClI) Without With Difference evidence (GRADE)™
(studies) screening screening
Women 265 years, offer-to-screen in selected population (Merlijn 2019 — SALT, Shepstone 2018 — SCOOP, Kern 2005 [CCT]) *
All-cause mortality | 1.00(0.92 to Median control event rate MODERATE Offering screeningto women 265
1.09) 89 per 1000 | 89.0 per 1000 | No differencein Slolele) years probably does notreducethe

Follow-up:3-5 (81.9t0 94.3) | 1000 (median control risk of all-cause mortality compared
years (7.1 fewer to 5.3 | event rate)"*' dueto | to no offer of screening.

more) imprecision
26,511 (2RCT, 1 General population risk’ MODERATE
CCT) 57 per 1000 | 57.0 per 1000 | No differencein (GISIIS)

(52.4t0 62.1) | 1000 (general population
(4.6 fewer to 5.1 risk)"**mdueto
more) imprecision

Cl: confidenceinterval; HR:hazard ratio; RCT: randomized controlled trial

*The absoluteeffect (and its 95% Cl) withoutscreening (i.e. baselinerate)is based on the estimated riskin the comparison group; the effect with screeningis
based on applyingtherelative effect of the intervention (andits 95%Cl) to the effect without screening.

“When our assessment of the certainty of evidence fell between levels, we assigned thelevel that best represented our actual certaintyin theevidence, and
based our conclusionson this thelevel of certainty.

" Rates inthe control group areestimated from 2017 population data available from Statistics Canada for women 40-65 years and >65 years [2]

*There were 1379 men inthis analysis from Kern 2005 (5.4% of the total sample)

Explanations:

2 Risk of bias:Some concern aboutcontamination of the control group, butitis unclear howthis mightaffectthe mortality outcome.

b Inconsistency: Some concern aboutlack of evidence of consistency becausethereis only one studyin the analysis.

¢ Indirectness:Someconcern that the population differsfromthe population ofinterestbecausea relatively large proportion of participants may have been
taking anti-osteoporosis drugsatbaseline (potentially high risk), butunlikely to affectthe mortality outcome. Recruitment method not typical (via letters) but
effect on the outcome may be limited.

d Imprecision: The number of events does not meet the optimal information size (<300). The confidenceinterval includes potential for both importantbenefit
and harm.

¢ Indirectness:Serious concern thatthepopulation differs fromthe population of interestbecausea relatively large proportion of participants may have been
taking anti-osteoporosisdrugsatbaseline, but effect on mortality outcomeis unclear. Recruitment method (via letters) and education of GPs not typical but
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Evidence Set 5: Screening vs. no screening; all-cause mortality (All eligible for screening/Offer-to-screen; offer-to-screenin selected population)
Included studies: Barr2010 - APOSS (women <65 years), Rubin 2018 — ROSE (women 68-80 years); Kern 2005 [CCT], Merlijn 2019, Shepstone 2018
(women =65 years)

effect on the outcome may be limited. There is uncertainty about whether the relative HR can be applied across populations with differing levels of baseline
risk, however the baselineriskis similar enough to not ratedown further.

f Imprecision: Thenumber of events does not meet the optimal informationsize (<300). Though the confidenceinterval for absolute effects includes potential
for small benefitand harm,itis relatively narrow.

8 Risk of bias:Some concern aboutcontamination of the control group. 25% of the control group had a DXA scan after the index date vs.48% inthe screening
group. Use of anti-osteoporosis medicationswas 18% in the control group vs.23% in the screening group. Effect on mortality outcome is unclear.

h Indirectness: Some concern that the population differs fromthe population of interest because 11% of participants who returned complete questionnaires
were on osteoporotic treatment at baseline, but unlikely to affectthe mortality outcome.

"Imprecision: Serious concern thatthe confidenceinterval includes the potential for both importantbenefit and harm. However, the samplesizeis large.
JIndirectness:Serious concern thatthe population differs fromthe population of interest because 11% of participants who returned complete questionnaires
were on osteoporotic treatment at baseline, but unlikely to affectthe mortality outcome. There is uncertainty about whether the relative HR can be applied
across populations with differing levels of baselinerisk, however the baselineriskissimilar enough to not rate down further.

kRisk of bias:Some concern aboutcontamination of the control groups, and selectivereportingin Kern 2005, butitis unclear how it might affectthe mortality
outcome.

'Indirectness: Merlijn 2019 enrolls a high risk population, butremoval of this study does not changethe findings.Kern 2005 isa CCT, but removal of this study
does not substantially changethefindings. There were a small proportion of men (5.4%) inthe analysisfromKern 2005; unlikely thatthis affected the findings.
M Indirectness Merlijn 2019 enrolls a high risk population, butremoval of this study does not changethe findings.Kern 2005 is a CCT, but removal of this study
does not substantially changethefindings. There were a small proportion of men (5.4%) in the analysis from Kern 2005; unlikely that this affected the findings.
There is uncertainty about whether the relative HR can be applied across populations with differinglevels of baselinerisk, however the level of riskis similar
enough to not rate down
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Evidence Set 5: Screening vs. no screening; all-cause mortality (All eligible for screening/Offer-to-screen; offer-to-screenin selected population)
Included studies: Barr2010 - APOSS (women <65 years), Rubin 2018 — ROSE (women 68-80 years); Kern 2005 [CCT], Merlijn 2019, Shepstone 2018
(women =65 years)

5C. Forest Plots

Offer-to-screen

Screening Ho screening Risk Ratio Risk Ratio Risk of Bias
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI ABCDETFAG
1.9.1 Women 45-50 years of age
Barr 2010 (ARCOSE) 7T 2400 a8 2400 100.0% 0.88[0.72, 1.39] @900 @
Subtotal (95% CI) 2400 2400 100.0% 0.99 [0.72, 1.35]
Total events T e

Heterogeneity: Mot applicable
Test for overall effect: Z=0.08 (P=0.93)

1.9.3 Women 68-80 years of age

Fuhin 2018 (ROSE) 1968 17072 2038 171487 100.0% 097 [0.92, 1.03] t .".' ? '.'.'.'.'
Subtotal (95% CI) 17072 17157 100.0% 0.97 [0.92, 1.03]
Total events 1968 2033

Heterogeneity: Mot applicable
Test for overall effect: Z=1.01 (P =0.31)

0.85 11 1.2
. ) Favours screening Favours no screening
Test for subgroup differences: Chi*=0.01, df=1 (F=082%, F= 0%

Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)

(E) Incomplete outcome data (attrition bias)

(F) Selective reporting (reporting bias)

(G) Other bias

*Data for Rose 2018 were provided by the study authors.
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Evidence Set 5: Screening vs. no screening; all-cause mortality (All eligible for screening/Offer-to-screen; offer-to-screenin selected population)
Included studies: Barr2010 - APOSS (women <65 years), Rubin 2018 — ROSE (women 68-80 years); Kern 2005 [CCT], Merlijn 2019, Shepstone 2018

(women =65 years)

Offer-to-screenin selected populations”

Screening Ho screening Risk Ratio Risk Ratio Risk of Bias
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl ABCDETFG
1.10.2 Women = 65 years of age
Kern 2005 256 14232 337 1685 26.5% 0.90[0.78, 1.04] —— 77270006
Merlijn 2018 (SALT) 409 5516 470 5405 3I5E% 1.02 [0.91,1.15] e eeee
Shepstone 2018 (SCOOF) 550 6233 525 G250 37.9% 1.05 [0.94,1.18] @0 0000
Subtotal (95% CI) 13171 13340 100.0% 1.00 [0.92, 1.09]
Total events 13045 1341
Heterogeneity, Tau®=0.00; Chi®= 282 df=2 (F=0.24); F= 29%
Test for overall effect: Z=0.04 (P =0.496)

085 1 11 1.2

Test for subgroup differences: Mot applicable

Risk of bias legend

(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)
(C) Blinding of paricipants and personnel (performance bias)
(D} Blinding of outcome assessment (detection bias)
(E} Incomplete outcome data (attrition bias)

(F) Selective reporting (reparting bias)

(G) Other bias

* There were 1379 men in this analysis fromKern 2005 (5.4% of the total sample).

Favours screening Favours no screening
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Evidence Set 6: Screening vs. no screening; serious adverse events (acceptors of screening)
Included studies: Shepstone 2018 — SCOOP (women =65 years)

6A. GRADE Evidence Profile Table

Certainty assessment Ne of patients Certainty”

Screen- Usual Relative Absolute
ing care HR (95% Cl) (95% Cl)

Population Ne of Study
studies design

Risk of bias
Inconsistency
Indirectness
Imprecision
consideration

Women 70-85 years of age (Shepstone 2018 — SCOOP)

1 RCT -12 -0.5b |NC -1¢c NC 6233 |[6250 [Not applicable|General practitioners VERY LOW

reported no serious POOO
adverseevents related

to the screening
process.

Control event rate
NR

Cl: confidenceinterval; HR: hazard ratio; RCT: randomized controlled trial
“When our assessment of the certainty of evidence fell between levels, we assigned thelevel that best represented our actual certainty in theevidence, and
based our conclusionson this thelevel of certainty.

Explanations:

aRisk of bias:Someconcern aboutreporting bias dueto unblinded and passive collection of data related to subjective outcomes. Serious concern about
selectivereporting, since only one of the fiveincluded studies reported on adverse events.

b Inconsistency: Some concern aboutlack of evidence for consistency becauseonly onestudy reported this outcome.

CImprecision: Thetotal number of events does not meet the optimal informationsize (<300).
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Evidence Set 6: Screening vs. no screening; serious adverse events (acceptors of screening)
Included studies: Shepstone 2018 — SCOOP (women 265 years)

6B. GRADE Summary of Findings Table
Outcome Relative Anticipated absolute effects” (95% Cl) Certainty of evidence What happens?
No. participants effects, (95% Without  With Difference (GRADE)™

(studies) Cl) screening  screening

Women 70-85 years of age, all eligible for screening
Serious adverse Not applicable | Control event rate VERY LOW The evidence aboutthe effects on
events related to the NR 0 Assuming no events POOO serious adverseevents from
screening process incontrols, there Due to risk of bias, offering screeningto women 70-85
was no differencein inconsistency,and years of age is very uncertain.
Follow-up:5 years the number of imprecision®¢
events inthe
12,483 (1 RCT) screened group.

CCT: clinical controlled trial; Cl: confidenceinterval; HR: hazard ratio; RCT: randomized controlled trial; ROB:risk of bias

*The absoluteeffect (andits 95%Cl) withoutscreening (i.e. baselinerate) is based on the estimated riskin the comparison group; the effect with screeningis
based on applyingtherelative effect of the intervention (and its 95% Cl) to the effect without screening.

" When our assessmentof the certainty of evidence fell between levels, we assigned the level that best represented our actual certaintyintheevidence, and
based our conclusions on this thelevel of certainty.

Explanations:

aRisk of bias:Someconcern aboutreporting bias dueto unblinded and passive collection of data related to subjective outcomes. Serious concern about
selectivereporting, sinceonly oneof the fiveincluded studies reported on adverse events.

b Inconsistency:Some concern aboutlack of evidence for consistency becauseonly onestudy reported this outcome.

CImprecision: Thetotal number of events does not meet the optimal informationsize (<300).
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Evidence Set 7: Screening vs. no screening; wellbeing outcomes (All eligible/offer-to-screen & offer-to-screen in selected populations)
Included studies: Acceptors of screening: Barr 2010 (women <65 years); offer-to-screen in selected population: Shepstone 2018 (women =65 years)

7A. GRADE Evidence Profile Table

Certainty assessment Ne of patients

Certainty”

Population Screen- Usual Findings

ing care

Ne of | Study
studies | design

Risk of bias
Inconsistency
Indirectness
Imprecision
consideration

Women 45-54 years of age (Barr 2010 - APOSS)

General health, 1 RCT -12 -0.5b |-1¢ NC NC 1433 |1364 |At follow-up (median9.1yearsinscreened VERY LOW
measuredon a 5- and 8.8 yearsincontrols), 69.2% of the POOO
point scale (very screened group and 68.0% of the control
good, good, group reported good or very good general
satisfactory, not so health.18.0% and 17.7% reported their
good, poor) health as satisfactory,11.3%and 12.2%as

not sogood, and 1.5% and 2.1% as poorin

screened and control groups, respectively.
Health-related 1 RCT -12@ -0.5b |-1¢ NC NC 611 606 |[At 2-year follow-up, mean (SD) SF-36 VERY LOW
quality of life subscalescores wereas follows for screened POOO

measured using the
SF-36 (range 0-100
with higher scores
indicating better
quality of life)

vs.control groups:
Physicalfunctioning:80.4 (23.4) vs.81.1
(22.0)

Social functioning:85.3(23.1) vs.85.0(22.5)
Role-physical:75.8 (36.9) vs.78.8 (35.1)
Role-emotional:79.3 (35.6)vs.78.1 (35.4)
Mental health: 71.7 (18.3) vs. 71.4 (18.6)
Energy and fatigue:59.0 (21.0) vs.58.9(20.8)
Pain:73.8 (25.8)vs.73.3 (24.9)

General health perception: 69.7 (21.7) vs.
69.8(20.8)
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Evidence Set 7: Screening vs. no screening; wellbeing outcomes (All eligible/offer-to-screen & offer-to-screen in selected populations)
Included studies: Acceptors of screening: Barr 2010 (women <65 years); offer-to-screen in selected population: Shepstone 2018 (women =65 years)

Certainty assessment Ne of patients
g & 5 5 ¢ :
Population Neof Study 2 2 £ 2 ® Screen- Usual Findings Certainty
studies design o 2 2 g_ é ing  care
2 &§ B E g
— (&}

Women 70-85 years of age (Shepstone 2018 — SCOOP)
Physical and mental |1 RCT -1d -0.5b |NC NC NC 5334 (5327 [Mean (SD) changefrom baselineto 5-years LOW
health measured follow-up was -7.1(15.9) in the screened PPOO
using the SF-12 groupvs. -6.8 (15.8) in controls (MD-0.30,
(range 0-100 with 95% ClI-0.86,0.26) for general mental health
higher scores and-6.7 (14.6)inthe screened group and -
indicating better 7.0 (14.5)in controls (MD0.30,95%Cl -0.21,
quality of life) 0.81) for general physical health.
Health-related 1 RCT -1d -0.5 |NC NC NC 5334 (5327 |Mean (SD) changefrom baselineto 5-years Low
quality of life follow-up was -0.11 (0.3) in the screened PPOO
measured using the groupvs.-0.11(0.29)incontrols (MDO, 95%
EuroQol-5D (range Cl-0.07,0.07).
0-1 with higher
scores indicating
better quality of
life)

Cl: confidenceinterval; NC: no serious concerns; MD: mean difference; RCT: randomized controlled trial;SD:standard deviation;SF-36 or -12:Short-Form
Health Survey

*When our assessment of the certainty of evidence fell between levels, we assigned thelevel that best represented our actual certainty in theevidence, and
based our conclusions on this thelevel of certainty.

Explanations:
2 Risk of bias:Serious concerns about contamination of the control group (21.6% were taking anti-osteoporosis medications, notincluding HRT, at follow-up vs.
36.6% inthe screened group), and aboutreporting bias (the outcome is subjectiveand self-reported).
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Evidence Set 7: Screening vs. no screening; wellbeing outcomes (All eligible/offer-to-screen & offer-to-screen in selected populations)
Included studies: Acceptors of screening: Barr 2010 (women <65 years); offer-to-screen in selected population: Shepstone 2018 (women =65 years)

b Inconsistency: Some concern aboutlack of evidence of consistency becausethereis only one studyin the analysis.

¢ Indirectness:Serious concernthata relatively large proportion of participants may have been taking anti-osteoporosis drugs atbaseline.
d Risk of bias: Serious concern about contamination of the control group (16% of controls reported use of anti-osteoporosis medications atfollow-up vs.24%in

the screened group), and aboutreporting bias (the outcome is subjectiveand self-reported).

7B. GRADE Summary of Findings Table

Outcome
No. participants
(studies)

Findings

Women 45-54 years of age (Barr 2010 — APOSS)

Certainty of evidence
(GRADE)"

What happens?

General health

Follow-up:9years

2,797 (1RCT)

One study of screening (1 step directto BMD) in women <65
years measured general health on a 5-pointscale. At follow-up
(median9.1 yearsinscreenedand 8.8 years incontrols),69.2%
of the screened group and 68.0% of the control group reported
good or very good general health.18.0% and 17.7% reported
their health as satisfactory,11.3%and 12.2%as notso good,
and 1.5 and 2.1% as poorinscreened and control groups,
respectively.

VERY LOW
SISISIS)

Dueto riskofbias,
inconsistency,and
indirectness@*

The evidence aboutthe effects on
general health from offering
screeningto women 45-54 years
of ageis veryuncertain.

Health-related
quality of life

Follow-up:2 years

1,217 (1RCT)

One study of screening (1 step directto BMD) in women <65
years measured health-related quality of lifein women using
the Short-Form Health Survey-12. At 2-year follow-up, subscale
scores were as follows for screeningvs. control groups.
Physical functioning:80.4 (23.4) vs.81.1(22.0)

Social functioning:85.3(23.1) vs.85.0(22.5)
Role-physical:75.8 (36.9) vs.78.8 (35.1)
Role-emotional:79.3 (35.6)vs.78.1 (35.4)

Mental health: 71.7 (18.3) vs. 71.4(18.6)

Energy and fatigue:59.0 (21.0) vs.58.9(20.8)

Pain:73.8 (25.8)vs.73.3(24.9)

General health perception: 69.7 (21.7) vs. 69.8 (20.8)

VERY LOW
SYISISIS)
Dueto riskof bias,
inconsistency,and
indirectness?®<

The evidence aboutthe effects on
health-related quality of lifefrom
offering screeningto women 45-
54 years of ageis very uncertain.
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Evidence Set 7: Screening vs. no screening; wellbeing outcomes (All eligible/offer-to-screen & offer-to-screen in selected populations)
Included studies: Acceptors of screening: Barr 2010 (women <65 years); offer-to-screen in selected population: Shepstone 2018 (women =65 years)

Outcome Findings Certainty of evidence What happens?
No. participants (GRADE)*

(studies)

Women 70-85 years of age, all eligible for screening who responded at follow-up (Shepstone 2018 — SCOOP)

Health-related One study of screening (2 step: FRAX, then BMD offered if 10-y LOW Offering screeningto women 70-
quality of life hip fracturerisk using FRAX along met the ‘assessment/high DPOO 85 years of age may not improve
risk’ threshold) in women 265 years measured health-related Due to riskofbias and health-related quality of life.
Follow-up:5 years quality of lifeusing the Short-Form Health Survey-12 and the inconsistencybd
EuroQol-5D.
10,661 (1 RCT) SF-12: Mean (SD) changefrom baselineto 5-years follow-up

was -7.1(15.9) inthe screened groupvs. -6.8 (15.8) in controls
(MD -0.30,95%Cl -0.86,0.26) for general mental healthand -
6.7 (14.6) inthe screened group and -7.0 (14.5) in controls (MD
0.30,95%Cl -0.21, 0.81) for general physical health.
EuroQol-5D: Mean (SD) change from baselineto 5-years follow-
up was -0.11(0.3)inthe screened groupvs.-0.11 (0.29)in
controls (MDO, 95%CI -0.07, 0.07).

BMD: bone mineral density; RCT: randomized controlled trial; MD: mean difference; SD: standard deviation

" When our assessment of the certainty of evidence fell between levels, we assigned the level that best represented our actual certaintyin theevidence, and
based our conclusionson this thelevel of certainty.

Explanations:

2 Risk of bias:Serious concerns about contaminationof the control group (21.6% were taking anti-osteoporosis medications, notincluding HRT, at follow-up vs.
36.6% inthe screened group), and aboutreporting bias (the outcome is subjectiveand self-reported).

b Inconsistency: Some concern aboutlack of evidence of consistency becausethereis only one study in the analysis.

¢ Indirectness:Serious concernthata relatively large proportion of participants may have been taking anti-osteoporosis drugs atbaseline.

d Risk of bias:Serious concern aboutcontamination of the control group (16% of controls reported use of anti-osteoporosis medications atfollow-up vs.24%in
the screened group), and aboutreporting bias (the outcome is subjectiveand self-reported).
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Calculations for overdiagnosis

Definition:

In the setting of screeningto identify risk, we defined overdiagnosis astheidentification of highriskin
individuals who, if not screened, would never have known that they were at riskand would never have

experienced a fragility fracture.

Calculation:

W = proportion (%) of individuals deemed at high risk (based on threshold) or shared decision making

y =mean % riskinthis highriskpopulation
100-vy = % who would theoretically notfracture

Extent of overdiagnosis =W x (100-y) / 100

Overdiagnosis using trial data:

Trials SCOOP (Shepstone 2018) SALT (Merlijn 2019)
Females 70-80 years Females 65-90 years
10-year risk of hip fracture 10-year risk of MOF
Offer-to-screenin Screened as high-risk | Offer-to-screenin
select population with clinical FRAXand | select population

referred for DXA

Number offered screening 6233 3064 5575

Number above treatment 898 898 1417

threshold

% abovetreatmentthreshold (W) 14.4% 29.3% 25.4%

Mean riskinhigh risk group (y)® 17.9% 17.9% 23.9%

Calculationof overdiagnosis 14.4x(100-17.9)/100 | 29.3x(100-17.9)/100 | 25.4x(100-23.9) /100

% overdiagnosed 11.8% 24.1% 19.3%

MOF=major osteoporotic fracture

3 This study included only women with atleast onerisk factor, sothe proportionabove the treatment threshold

would be expected to be higher thanthe general population.

b Calculated using clinical FRAX (without BMD); note thatthe trials did not use clinical FRAX for treatment

thresholds.
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Evidence Set 8: 1-step vs. 2-step screening; hip fractures (All eligible/Offer-to-screen)
Included studies: LaCroix 2005 — OPRA (women 60-80 years)

8A. GRADE Evidence Profile Table

Certainty assessment Ne of patients Certainty*

Relative
2-step” 1-step’ Rate Ratio (95%
cl)

Absolute
(95% Cl)

Population Ne of Study
studies design

Risk of bias
Inconsistency

Indirectness
Imprecision
consideration

Women 60-80 years (LaCroix 2005 - OPRA)

2-step event rate 1 RCT -12 -0.5° [NCc |-1d NC 7282 1986 (0.70(0.42to 1.18)|3.6 fewer per 1000 VERY LOW
(1.2% or 12 per 1000) (7.0 fewer to 2.1 more) POBO

BMD: bone mineral density; Cl:confidenceinterval; NC: no serious concerns; RCT:randomized controlled trial

* SCORE-based tool + BMD or SOF-based tool + BMD

"BMD only

*When our assessment of the certainty of evidence fell between levels, we assigned thelevel that best represented our actual certainty in the evidence, and
based our conclusions on this thelevel of certainty.

Explanations:

2 Risk of bias:Serious concern asthesinglestudyinthe analysis is atrisk of selection, performance, and detection biases.
b Inconsistency: Some concern aboutlack of evidence of consistency becausethereis only one studyin the analysis.

¢ Indirectness: Recruitment method not typical (vialetters), but effect on the outcome may be limited.

d Imprecision: The number of events does not meet the optimal information size (<300).

39



Evidence Set 8: 1-step vs. 2-step screening; hip fractures (All eligible/Offer-to-screen)
Included studies: LaCroix 2005 — OPRA (women 60-80 years)

8B. GRADE Summary of Findings Table
Outcome Relative effects, Anticipated absolute effects” (95% Cl) Certainty of What happens?
No. participants Rate Ratio (95%  2-step 1-step Difference evidence (GRADE)™

(studies) (o)) screening'  screening*

Women 60-80 years (LaCroix 2005, OPRA)

Hip fractures 0.70(0.42to 2-step event rate VERY LOW The evidenceis very uncertain.
1.18) 12 per 1000 | 8.4 per 1000 | 3.6 fewer per DOOO
Follow-up: mean (5.0to 14.1) 1000 (7.0 fewer due to risk ofbias,
2.3 years to 2.1 more) inconsistency,and
imprecision®¢
9,268 (1 RCT)

BMD: bone mineral density; Cl:confidenceinterval; RCT: randomized controlled trial

“The absoluteeffect (and its 95% Cl) with 2-step screening(i.e.baselinerate)is based on the estimated riskin the 2-step screening group; the effect with 1-step
screeningis based on applyingtherelative effect of the intervention (andits 95% Cl) to the effect inthe 1-step group.

" SCORE-based tool + BMD or SOF-based tool + BMD

*BMD only

* When our assessment of the certainty of evidence fell between levels, we assigned thelevel that best represented our actual certaintyin theevidence, and
based our conclusions on this thelevel of certainty.

Explanations:

@ Risk of bias:Serious concern asthesinglestudyinthe analysis is atrisk of selection, performance, and detection biases.
b Inconsistency: Some concern aboutlack of evidence of consistency becausethereis only one studyin the analysis.

¢ Indirectness: Recruitment method not typical (vialetters), but effect on the outcome may be limited.

d Imprecision: The number of events does not meet the optimal information size (<300).
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Evidence Set 8: 1-step vs. 2-step screening; hip fractures (All eligible/Offer-to-screen)
Included studies: LaCroix 2005 — OPRA (women 60-80 years)

8C. Forest Plot

1-step 2-step Rate Ratio Rate Ratio Risk of Bias
Study or Subgroup log[Rate Ratio] SE Total Total Weight IV, Random, 85% Cl IV, Random, 95% Cl ABCDETFAG
LaCroix 2005 (OFRA) -0.3542 0265 1986 F282 100.0% 0.F0[0.42,1.18] — 227272006
Total (95% CI} 1986 7282 100.0% 0.70 [0.42,1.18] ~a-
Heterogeneity: Mot applicable sz Dfﬁ ﬁ é

Test for overall effect: Z=1.34 (P=0.1&)

Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bias) Fracture outcomes
(D) Blinding of outcome assessment (detection bias): Fracture outcomes

(E) Incomplete outcome data (aftrition bias)y Fracture outcomes

(F) Selective reporting (reporting bias)

(G) Other bias

*The rateratiois age-adjusted

Favours 1-step Favours 2-step
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Evidence Set 9: 1-step vs. 2-step; hip fractures (Acceptors of screening)
Included studies: LaCroix 2005 — OPRA (women 60-80 years)

9A. GRADE Evidence Profile Table

Certainty assessment Ne of patients Certainty*

Relative
2-step” 1-step’ Rate Ratio (95%
cl)

Absolute
(95% Cl)

Population Ne of Study
studies design

Risk of bias
Inconsistency

Indirectness
Imprecision
consideration

Women 60-80 years (LaCroix 2005 - OPRA)

1 RCT -1 -0.5 |NCcc [-1d NC 2752 (415 0.38(0.07 to 2.14)| 5.6 fewer per 1000 VERY LOW
2-step event rate (8.4 fewer to 10.3 BO00
(0.9% per 9 per 1000) m;ore) '

BMD: bone mineral density; Cl:confidenceinterval; NC: no serious concerns; RCT:randomized controlled trial
* SCORE-based tool + BMD or SOF-based tool + BMD

+
BMD
*When our assessment of the certainty of evidence fell between levels, we assigned thelevel that best represented our actual certaintyinthe evidence, and

based our conclusionson this thelevel of certainty.

Explanations:

2 Risk of bias:Concernaboutselection bias becausethe per protocol population may differ fromthe randomized sample. Some concern about performanceand
detection biases.

b Inconsistency: Some concern aboutlack of evidence of consistency becausethereis only one studyin the analysis.

¢ Indirectness: Recruitment method not typical (vialetters) but effect on outcomes may be limited.

d Imprecision: The number of events does not meet the optimal information size (<300).
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Evidence Set 9: 1-step vs. 2-step; hip fractures (Acceptors of screening)
Included studies: LaCroix 2005 — OPRA (women 60-80 years)

9B. GRADE Summary of Findings Table
Outcome Relative effects, Anticipated absolute effects” (95% Cl) Certainty of What happens?
No. participants Rate Ratio (95%  2-step 1-step Difference evidence (GRADE)™

(studies) (o)) screening'  screening*

Women 60-80 years (LaCroix 2005, OPRA)

Hip fractures 0.38(0.07to 2-step event rate VERY LOW The evidenceis very uncertain.
2.14) 9 per 1000 | 3.4 per 1000 | 5.6 fewer per OO
Follow-up:mean (0.6t019.3) | 1000 (8.4 fewer due to riskof bias
2.3 years to 10.3 more) inconsistency,and
imprecision®¢
3,167 (1 RCT)

BMD: bone mineral density; Cl:confidenceinterval; RCT: randomized controlled trial

“The absoluteeffect (and its 95% Cl) with 2-step screening(i.e.baselinerate)is based onthe estimated riskin the 2-step screening group; the effect with 1-step
screeningis based on applyingtherelative effect of the intervention (andits 95% Cl) to the effect inthe 1-step group.

" SCORE-based tool + BMD or SOF-based tool + BMD

*BMD

* When our assessment of the certainty of evidence fell between levels, we assigned thelevel that best represented our actual certaintyin theevidence, and
based our conclusionson this thelevel of certainty.

Explanations:

3 Risk of bias:Concernaboutselection bias becausethe per protocol population may differ fromthe randomized sample. Some concern about performanceand
detection biases.

b Inconsistency: Some concern aboutlack of evidence of consistency becausethereis only one studyin the analysis.

¢ Indirectness: Recruitment method not typical (vialetters) but effect on outcomes may be limited.

d Imprecision: The number of events does not meet the optimal information size (<300).
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Evidence Set 9: 1-step vs. 2-step; hip fractures (Acceptors of screening)
Included studies: LaCroix 2005 — OPRA (women 60-80 years)

9C. Forest Plot

1-step 2-step Rate Ratio Rate Ratio Risk of Bias
Study or Subgroup log[Rate Ratio] SE  Total Total Weight IV, Random, 95% CI IV, Random, 95% CI ABCDETFG
LaCroix 2005 (OFPRA) -0.87889 0.8881 415 2742 100.0% 0.38[0.07, 214] . 27227200000
Total (95% CI) M5 2752 100.0% 0.38 [0.07, 2.14] = ——
Heterogeneity: Mot applicable 01037 0% 3 -

Testfor overall effect: Z=110(P =0.27) Favours 1-step Favours 2-step
Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel {performance bias): Fracture outcomes

(D) Blinding of outcome assessment (detection bias): Fracture outcomes

(E) Incomplete outcome data (attrition bias): Fracture outcomes

(F) Selective reporting (reporting bias)

(G) Other bias

*The rateratiois age-adjusted



Evidence Set 10: 1-step vs. 2-step; clinical fragility fractures (All eligible/Offer-to-screen)
Included studies: LaCroix 2005 — OPRA (women 60-80 years)

10A. GRADE Evidence Profile Table

Certainty assessment Ne of patients Certainty*

Relative
2-step” 1-step’ Rate Ratio (95%
cl)

Absolute
(95% Cl)

Population Ne of Study
studies design

Risk of bias
Inconsistency

Indirectness
Imprecision
consideration

Women 60-80 years (LaCroix 2005 - OPRA)

2-step event rate 1 RCT -12@ -0.50 [-1¢ NC NC 7282 (1986 [0.79(0.66to 0.94)]|20.2 fewer (32.6 fewer VERY LOW
(9.4% or 94 per 1000) to 5.8 fewer) POOO

BMD: bone mineral density; Cl:confidenceinterval; NC: no serious concerns; RCT:randomized controlled trial

* SCORE-based tool + BMD or SOF-based tool + BMD

"BMD

*When our assessment of the certainty of evidence fell between levels, we assigned thelevel that best represented our actual certainty in the evidence, and
based our conclusions on this thelevel of certainty.

Explanations:

2 Risk of bias:Serious concern asthesinglestudyinthe analysis is atrisk of selection, performance, and detection biases.

b Inconsistency: Some concern aboutlack of evidence of consistency becausethereis only one studyin the analysis.

¢ Indirectness:Serious concern because the ‘non-pathological fractures’ outcomeis likely to include some non-clinical vertebral fractures dueto the
ascertainment method, and potentially other non-osteoporotic fractures. Recruitment method not typical (vialetters), but effect on outcomes may be limited.
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Evidence Set 10: 1-step vs. 2-step; clinical fragility fractures (All eligible/Offer-to-screen)
Included studies: LaCroix 2005 — OPRA (women 60-80 years)

10B. GRADE Summary of Findings Table
Outcome Relative effects, Anticipated absolute effects” (95% Cl) Certainty of What happens?
No. participants Rate Ratio (95%  2-step 1-step Difference evidence (GRADE)™

(studies) (o)) screening'  screening*

Women 60-80 years (LaCroix 2005, OPRA)

Clinical fragility 0.79 (0.66to 2-step event rate VERY LOW The evidenceis very uncertain.
fractures 0.94) 96 per 1000 | 75.8 per 1000 | 20.2 fewer (32.6 DOPOO

(included all (63.4t0 90.2) | fewer to 5.8 due to risk of bias

nonpathologic fewer) inconsistency,and

fractures) indirectness?*

Follow-up:mean
2.3 years

9,268 (1 RCT)
BMD: bone mineral density; Cl:confidenceinterval; RCT: randomized controlled trial
*The absolute effect (andits 95% Cl) with 2-step screening (i.e. baselinerate)is based on the estimated riskin the 2-step screening group; the effect with 1-step
screeningis based on applyingtherelative effect of the intervention (andits 95% Cl) to the effect inthe 1-step group.
" SCORE-based tool + BMD or SOF-based tool + BMD
#*BMD
* When our assessment of the certainty of evidence fell between levels, we assigned thelevel that best represented our actual certaintyin theevidence, and
based our conclusionson this thelevel of certainty.

Explanations:

3 Risk of bias:Serious concern asthesinglestudyinthe analysis is atrisk of selection, performance, and detection biases.

b Inconsistency: Some concern aboutlack of evidence of consistency becausethereis only one study in the analysis.

¢ Indirectness:Serious concern becausethe ‘non-pathological fractures’ outcomeis likely toinclude some non-clinical vertebral fractures dueto the
ascertainment method, and potentially other non-osteoporotic fractures. Recruitment method not typical (vialetters), but effect on outcomes may be limited.
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Evidence Set 10: 1-step vs. 2-step; clinical fragility fractures (All eligible/Offer-to-screen)
Included studies: LaCroix 2005 — OPRA (women 60-80 years)

10C. Forest Plot

1-step 2-step Rate Ratio

Rate Ratio Risk of Bias
Study or Subgroup log[Rate Ratio] SE  Total Total Weight IV, Random, 95% CI IV, Random, 95% CI ABCDETFSG
LaCroix 2005 (OFRA) -0.2357 00909 1986 7282 100.0% 0.79 [0.66, 0.94] 27272720060
Total (95% CI} 1986 7282 100.0% 0.79 [0.66, 0.94] &
Heterogeneity: Mot applicable sz I:I!E ﬁ é

Test for overall effect: F= 2489 (F=0.010

Risk of bias legend
(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bias) Fracture outcomes
(D) Blinding of outcome assessment (detection bias): Fracture outcomes
(E) Incomplete outcome data (aftrition bias)y Fracture outcomes

(F) Selective reporting (reporting bias)
(G) Other bias

*The rateratiois age-adjusted

Favours 1-step Favours 2-step
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Evidence Set 11: 1-step vs. 2-step; clinical fragility fractures (Acceptors of screening)
Included studies: LaCroix 2005 — OPRA (women 60-80 years)

11A. GRADE Evidence Profile Table

Certainty assessment Ne of patients Certainty*

Relative
2-step” 1-step’ Rate Ratio (95%
cl)

Absolute
(95% Cl)

Population Ne of Study
studies design

Risk of bias
Inconsistency
Indirectness
Imprecision
consideration

Women 60-80 years (LaCroix 2005 - OPRA)

1 RCT |-12  [-050 |-1¢  [-1¢ [NC  [2752 [415 |0.91(0.65to 1.29)|8.9 fewer per 1000 VERY LOW

2-step event rate
(9.8% or 98 per 1000) (34.3 fewer to 28.4 DOOO
. more)

BMD: bone mineral density; Cl:confidenceinterval; NC: no serious concerns; RCT:randomized controlled trial

* SCORE-based tool + BMD or SOF-based tool + BMD

"BMD

*When our assessment of the certainty of evidence fell between levels, we assigned thelevel that best represented our actual certainty inthe evidence, and
based our conclusionson this thelevel of certainty.

Explanations:

2 Risk of bias:Serious concern related to the potential for selection, performanceand detection biases.

b Inconsistency: Some concern aboutlack of evidence of consistency becausethereis only one studyin the analysis.

¢ Indirectness:Serious concern because the ‘non-pathological fractures’ outcomeis likely to include some non-clinical vertebral fractures dueto the
ascertainment method, and potentially other non-osteoporotic fractures. Recruitment methods (letters) not typical buteffect on the outcome may be limited.
d Imprecision: The confidenceinterval includes the potential for both importantbenefit and harm.
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Evidence Set 11: 1-step vs. 2-step; clinical fragility fractures (Acceptors of screening)
Included studies: LaCroix 2005 — OPRA (women 60-80 years)

11B. GRADE Summary of Findings Table

Outcome Relative effects, = Anticipated absolute effects” (95%Cl) Certainty of What happens?
No. participants  Rate Ratio (95% | 2-step 1-step Difference evidence (GRADE)™
(studies) (o)) screening’ screening®
Women 60-80 years (LaCroix 2005, OPRA)
Hip fractures 0.91(0.65to 2-step event rate VERY LOW The evidenceis very uncertain.
1.29) 98 per 1000 | 89.1per 1000 | 8.9 fewer per SYISISIS)
Follow-up: mean (63.7to 1000 (34.3 fewer due to risk of bias
2.3 years 126.4) to 28.4 more) inconsistency,
indirectness and
3,167 (1 RCT) imprecision®¢

BMD: bone mineral density; Cl:confidenceinterval; RCT: randomized controlled trial

*The absoluteeffect (andits 95% Cl) with 2-step screening (i.e. baselinerate)is based on the estimated riskin the 2-step screening group; the effect with 1-step
screeningis based on applyingtherelative effect of the intervention (andits 95% Cl) to the effect inthe 1-step group.

" SCORE-based tool + BMD or SOF-based tool + BMD

*BMD

* When our assessment of the certainty of evidence fell between levels, we assigned thelevel that best represented our actual certaintyin theevidence, and
based our conclusionson this thelevel of certainty.

Explanations:

3 Risk of bias:Serious concern related to the potential for selection, performanceand detection biases.

b Inconsistency: Some concern aboutlack of evidence of consistency becausethereis only one study in the analysis.

¢ Indirectness:Serious concern becausethe ‘non-pathological fractures’ outcomeis likely to include some non-clinical vertebral fractures dueto the
ascertainment method, and potentially other non-osteoporotic fractures. Recruitment methods (letters) not typical but effect on the outcome may be limited.
d Imprecision: Theconfidenceinterval includes the potential for both importantbenefit and harm.
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Evidence Set 11: 1-step vs. 2-step; clinical fragility fractures (Acceptors of screening)
Included studies: LaCroix 2005 — OPRA (women 60-80 years)

11C. Forest Plot

1-step 2-step Rate Ratio Rate Ratio Risk of Bias
Study or Subgroup log[Rate Ratio] SE Total Total Weight IV, Random, 85% Cl IV, Random, 95% Cl ABCDEFAG
LaCraix 20048 (OPRA) -0.091 01743 414 2742 100.0% 0.91 [0.65, 1.24)] 227272006
Total (95% Cl) 415 2752 100.0% 0.91 [0.65, 1.29]

Heterogeneity: Mat applicahle I:IIE IZIIE 7 b
Test for overall effect: £=0.92 (P = 0.60) | )
Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bias) Fracture outcomes
(D) Blinding of outcome assessment (detection bias): Fracture outcomes

(E) Incomplete outcome data (aftrition bias)y Fracture outcomes

(F) Selective reporting (reporting bias)

(G) Other bias

*The rateratiois age-adjusted

il

Favours 1-step Favours 2-step
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Evidence Set 12: BMD vs. SCORE + BMD; hip fractures (All eligible/Offer-to-screen)
Included studies: LaCroix 2005 — OPRA (women 60-80 years)

12A. GRADE Evidence Profile Table

Certainty assessment Ne of patients Certainty”
(%) ) o c S
. s = o 2 = Relative
Population Neof Study 2 2 £ 2 § score oo o _— Absolute
studies design O = o S T +BMD ate Ratlo 1957 (95% ClI)
» S 5 z Cl)
[ e £ E o
- (&}
Women 60-80 years (LaCroix 2005 - OPRA)
SCORE + BMD event |1 RCT -12@ -0.5b [NCc |-1d NC 1940 [1986 [0.94(0.48to 1.84)|0.5 fewer (4.7 fewer to VERY LOW
rate (0.9% or 9 per 7.6 more) GISISIS)
1000)

BMD: bone mineral density; Cl:confidenceinterval; NC: no serious concerns; RCT:randomized controlled trial; SCORE: Simple Calculated Osteoporosis Risk
Estimation

*When our assessment of the certainty of evidence fell between levels, we assigned thelevel that best represented our actual certaintyin the evidence, and
based our conclusions on this thelevel of certainty.

Explanations:

2 Risk of bias:Serious concern becausethe singlestudyintheanalysisisatrisk of selection, performance, and detection biases.
b Inconsistency: Some concern aboutlack of evidence of consistency becausethereis only one studyin the analysis.

¢ Indirectness: Recruitment method not typical (vialetters), but effect on the outcome may be limited.

d Imprecision: The number of events does not meet the optimal information size (<300).
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Evidence Set 12: BMD vs. SCORE + BMD; hip fractures (All eligible/Offer-to-screen)
Included studies: LaCroix 2005 — OPRA (women 60-80 years)

12B. GRADE Summary of Findings Table
Outcome Relative effects, Anticipated absolute effects” (95% Cl) Certainty of What happens?
No. participants Rate Ratio (95% SCORE + BMD Difference evidence (GRADE)™

(studies) Cl) BMD

Women 60-80 years (LaCroix 2005, OPRA)

Hip fractures 0.94(0.48to SCORE + BMD event rate VERY LOW The evidence is very uncertain.
1.84) 9 per 1000 | 8.5 per 1000 | 0.5 fewer (4.7 POBO
Follow-up: mean (4.3 to 16.6) fewer to 7.6 due to riskof bias
2.3 years more) inconsistency and
imprecision®¢
3,926 (1 RCT)

BMD: bone mineral density; Cl:confidenceinterval; RCT: randomized controlled trial; SCORE: Simple Calculated Osteoporosis Risk Estimation

“The absoluteeffect (and its 95% Cl) with SCORE + BMD (i.e. baselinerate)is based onthe estimated riskin the SCORE + BMD screening group; the effect with
BMD onlyscreeningis based on applyingtherelative effect of the intervention (andits 95%Cl) to the effect inthe BMD only group.

** When our assessment of the certainty of evidence fell between levels, we assigned thelevel that best represented our actual certaintyintheevidence, and
based our conclusions on this thelevel of certainty.

Explanations:

2 Risk of bias:Serious concern becausethe singlestudyintheanalysisisatrisk of selection, performance, and detection biases.
b Inconsistency: Some concern aboutlack of evidence of consistency becausethereis only one studyin the analysis.

¢ Indirectness: Recruitment method not typical (vialetters), butunlikely to have affected the outcomes.

d Imprecision: The number of events does not meet the optimal information size (<300).
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Evidence Set 12: BMD vs. SCORE + BMD; hip fractures (All eligible/Offer-to-screen)
Included studies: LaCroix 2005 — OPRA (women 60-80 years)

12C. Forest Plot

BMD SCORE +BMD Rate Ratio Rate Ratio Risk of Bias
Study or Subgroup log[Rate Ratio] SE Total Total Weight IV, Random, 95% CI IV, Random, 95% Cl ABCDETFG
LaCroix 2005 {OPRA) -0.0569 0.3406 1986 18940 100.0% 0.94 [0.48, 1.84] 227272808080
Total (95% CI) 1986 1940 100.0% 0.94 [0.48, 1.84]
Heterageneity: Nntappllcable _ e 0 ] e o0
Testfor overall effect £Z=017 (F=0.87) Favours BMD Favours SCORE + BMD

Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bias): Fracture outcomes
(D) Blinding of outcome assessment (detection bias): Fracture outcomes

(E} Incomplete outcome data (attrition bias) Fracture outcomes

(F) Selective reporting (reporting bias)

(G) Other bias

*The rateratiois age-adjusted
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Evidence Set 13: BMD vs. SCORE + BMD; hip fractures (Acceptors of screening)
Included studies: LaCroix 2005 — OPRA (women 60-80 years)

13A. GRADE Evidence Profile Table

Certainty assessment Ne of patients Certainty”
(%) ) o c S
. s = o 2 = Relative
Population Neof Study 2 2 £ 2 § score oo o _— Absolute
studies design O = o S T +BMD ate Ratlo 1957 (95% ClI)
» S 5 z Cl)
[ e £ E o
- (&}
Women 60-80 years (LaCroix 2005 - OPRA)
SCORE +BMD event |1 RCT -12 -0.5° |-0.5¢ |-1¢ NC 576 415 0.40(0.06to 2.78)| 4.8 fewer (7.5 fewer to VERY LOW
rate (0.8% or per 8 14.2 more) GISISIS)
per 1000)

BMD: bone mineral density; Cl:confidenceinterval; NC: no serious concerns; RCT:randomized controlled trial; SCORE: Simple Calculated Osteoporosis Risk
Estimation

*When our assessment of the certainty of evidence fell between levels, we assigned thelevel that best represented our actual certaintyin the evidence, and
based our conclusions on this thelevel of certainty.

Explanations:
2 Risk of bias:Concernaboutselection bias becausethe per protocol population may differ fromthe randomized sample. Some concern about performanceand

detection biases.

b Inconsistency: Some concern aboutlack of evidence of consistency becausethereis only one studyin the analysis.
¢ Indirectness: Recruitment methods (letters) not typical but effect on the outcome may be limited.

¢ Imprecision: The number of events does not meet the optimal informationsize (<300).
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Evidence Set 13: BMD vs. SCORE + BMD; hip fractures (Acceptors of screening)
Included studies: LaCroix 2005 — OPRA (women 60-80 years)

13B. GRADE Summary of Findings Table

Outcome Relative effects, Anticipated absolute effects” (95% Cl) Certainty of What happens?
No. participants Rate Ratio (95% SCORE + BMD Difference evidence (GRADE)™
(studies) Cl) BMD
Women 60-80 years (LaCroix 2005, OPRA)
Hip fractures 0.40(0.06to SCORE + BMD event rate VERY LOW The evidence is very uncertain.
2.78) 8 per 1000 | 3.2 per 1000 | 4.8 fewer (7.5 POBO
Follow-up: mean (0.5 t0 22.2) fewer to 14.2 due to risk of bias
2.3 years more) inconsistency,
indirectness,and
991 (1 RCT) imprecision®¢

BMD: bone mineral density; Cl:confidenceinterval; RCT: randomized controlled trial; SCORE: Simple Calculated Osteoporosis Risk Estimation

“The absoluteeffect (and its 95% Cl) with SCORE + BMD (i.e. baselinerate)is based on the estimated riskin the SCORE + BMD screening group; the effect with
BMD onlyscreeningis based on applyingtherelative effect of the intervention (andits 95%Cl) to the effect inthe BMD only group

** When our assessment of the certainty of evidence fell between levels, we assigned thelevel that best represented our actual certaintyintheevidence, and
based our conclusions on this thelevel of certainty.

Explanations:

2 Risk of bias:Concernaboutselection bias becausethe per protocol population may differ fromthe randomized sample. Some concern about performanceand
detection biases.

b Inconsistency: Some concern aboutlack of evidence of consistency becausethereis only one studyin the analysis.

¢ Indirectness: Recruitment methods (letters) not typical but effect on the outcome may be limited.

¢ Imprecision: The number of events does not meet the optimal informationsize (<300).
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Evidence Set 13: BMD vs. SCORE + BMD; hip fractures (Acceptors of screening)
Included studies: LaCroix 2005 — OPRA (women 60-80 years)

13C. Forest Plot

BMD SCORE +BMD Rate Ratio Rate Ratio Risk of Bias
Study or Subgroup log[Rate Ratio] SE Total Total Weight IV, Random, 95% CI IV, Random, 95% Cl ABCDETFG
LaCroix 2005 {OPRA) -0.904 098321 4158 76 100.0% 0.40[0.08, 2.78] . 227272808080
Total (95% CI) 415 576 100.0% 0.40 [0.06, 2.78] ——— I ——
Heterageneity: Nntappllcable _ 1 0= 0% ? -~
Test for overall effect: £=0.92 (P =036 Favours BMD Favours SCORE + BMD

Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bias): Fracture outcomes
(D) Blinding of outcome assessment (detection bias): Fracture outcomes

(E} Incomplete outcome data (attrition bias) Fracture outcomes

(F) Selective reporting (reporting bias)

(G) Other bias

*The rateratiois age-adjusted



Evidence Set 14: BMD vs. SCORE + BMD; clinical fragility fractures (All eligible/Offer-to-screen)
Included studies: LaCroix 2005 — OPRA (women 60-80 years)

14A. GRADE Evidence Profile Table

Certainty”

Certainty assessment Ne of patients

Relative
Rate Ratio (95%
cl)

Absolute
(95% Cl)

Population SCORE

+ BMD

Ne of Study
studies design

BMD

Risk of bias
Inconsistency
Indirectness
Imprecision
consideration

Women 60-80 years (LaCroix 2005 - OPRA)

SCORE +BMD event |1 RCT -12 -0.5b |-1¢ NC NC 1940 (1986 |0.75(0.60to 0.92)|24.7 fewer per 1000 VERY LOW
rate (9.9% or 99 per (39.6 fewer to 7.9 POOO
1000) fewer)

BMD: bone mineral density; Cl:confidenceinterval; NC: no serious concerns; RCT:randomized controlled trial; SCORE: Simple Calculated Osteoporosis Risk
Estimation

*When our assessment of the certainty of evidence fell between levels, we assigned thelevel that best represented our actual certaintyin the evidence, and
based our conclusions on this thelevel of certainty.

Explanations:

2 Risk of bias:Serious concern becausethe singleincluded studyisatrisk of selection, performance, and detection biases.

b Inconsistency: Some concern aboutlack of evidence of consistency becausethereis only one studyin the analysis.

¢ Indirectness:Serious concern because the ‘non-pathological fractures’ outcomeis likely to include some non-clinical vertebral fractures dueto the
ascertainment method, and potentially other non-osteoporotic fractures. Recruitment method not typical (vialetters), but effect on the outcomes may be
limited.
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Evidence Set 14: BMD vs. SCORE + BMD; clinical fragility fractures (All eligible/Offer-to-screen)
Included studies: LaCroix 2005 — OPRA (women 60-80 years)

14B. GRADE Summary of Findings Table
Outcome Relative effects, Anticipated absolute effects” (95% Cl) Certainty of What happens?
No. participants Rate Ratio (95% SCORE + BMD Difference evidence (GRADE)™

(studies) Cl) BMD

Women 60-80 years (LaCroix 2005, OPRA)

Hip fractures 0.75(0.60to SCORE + BMD event rate VERY LOW The evidenceis very uncertain.
0.92) 99 per 1000 | 74.3 per 1000 | 24.7 fewer per DOOO
Follow-up: mean (59.4t0 91.1) | 1000 (39.6 fewer due to risk of bias
2.3 years to 7.9 fewer) inconsistency,and
indirectness @€
3,926 (1 RCT)

BMD: bone mineral density; Cl:confidenceinterval; RCT: randomized controlled trial; SCORE: Simple Calculated Osteoporosis Risk Estimation
“The absoluteeffect (and its 95% Cl) with SCORE + BMD (i.e. baselinerate) is based onthe estimated riskin the SCORE + BMD screening group; the effect with
BMD onlyscreeningis based on applyingtherelative effect of the intervention (andits 95%Cl) to the effect inthe BMD only group

* When our assessment of the certainty of evidence fell between levels, we assigned thelevel that best represented our actual certaintyin theevidence, and
based our conclusions on this thelevel of certainty.

Explanations:

2 Risk of bias:Serious concern becausethe singleincluded studyisatrisk of selection, performance, and detection biases.

b Inconsistency: Some concern aboutlack of evidence of consistency becausethereis only one study in the analysis.

¢ Indirectness:Serious concern because the ‘non-pathological fractures’ outcomeis likely to include some non-clinical vertebral fractures dueto the

ascertainment method, and potentially other non-osteoporotic fractures. Recruitment method not typical (vialetters), but effect on the outcomes may be
limited.
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Evidence Set 14: BMD vs. SCORE + BMD; clinical fragility fractures (All eligible/Offer-to-screen)
Included studies: LaCroix 2005 — OPRA (women 60-80 years)

14C. Forest Plot

BMD SCORE +BMD Rate Ratio Rate Ratio Risk of Bias
Study or Subgroup log[Rate Ratio] SE Total Total Weight IV, Random, 95% CI IV, Random, 95% Cl ABCDETFG
LaCroix 2005 {OPRA) -0.294 01094 1986 18940 100.0% 0.74[0.60, 0.92] -.- 227272808080
Total (95% CI) 1986 1940 100.0% 0.75 [0.60, 0.92] <4
Heterogeneity: Mot applicable IZII.E IZI?E é é
Test for overall effect: £=2.69 (F=0.007) Favours BMD Favours SCORE + BMD

Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bias): Fracture outcomes
(D) Blinding of outcome assessment (detection bias): Fracture outcomes

(E} Incomplete outcome data (attrition bias) Fracture outcomes

(F) Selective reporting (reporting bias)

(G) Other bias

*The rateratiois age-adjusted
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Evidence Set 15: BMD vs. SCORE + BMD; clinical fragility fractures (Acceptors of screening)
Included studies: LaCroix 2005 — OPRA (women 60-80 years)

15A. GRADE Evidence Profile Table

Certainty assessment Ne of patients Certainty”
(%) ) o c S
. s = o 2 = Relative
Population Neof Study 2 2 £ 2 § ScoRE o _— Absolute
studies design O @ o %’_ T +BMD : ° (95% C1)
» S 5 z Cl)
[ e £ E o
- (&}
Women 60-80 years (LaCroix 2005 - OPRA)
SCORE +BMD event |1 RCT -12 -0.5b |-1¢ -1d NC 576 415 0.77(0.51to 1.15)|26.7 fewer (56.8 fewer VERY LOW
rate (11.6% or 116 to 17.4 more) POOO
per 1000)

BMD: bone mineral density; Cl:confidenceinterval; NC: no serious concerns; RCT:randomized controlled trial; SCORE: Simple Calculated Osteoporosis Risk
Estimation

*When our assessment of the certainty of evidence fell between levels, we assigned thelevel that best represented our actual certaintyin the evidence, and
based our conclusions on this thelevel of certainty.

Explanations:
2 Risk of bias:Concernaboutselection bias becausethe per protocol population may differ fromthe randomized sample. Some concern about performanceand

detection biases.

b Inconsistency: Some concern aboutlack of evidence of consistency becausethereis only one studyin the analysis.

¢ Indirectness: Serious concern becausethe ‘non-pathological fractures’ outcomeis likely toinclude some non-clinical vertebral fractures dueto the
ascertainment method, and potentially other non-osteoporotic fractures. Recruitment method not typical (vialetters), effect on the outcome may be limited.

d Imprecision: The confidenceinterval includes the potential for important benefit and harm.
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Evidence Set 15: BMD vs. SCORE + BMD; clinical fragility fractures (Acceptors of screening)
Included studies: LaCroix 2005 — OPRA (women 60-80 years)

15B. GRADE Summary of Findings Table

Outcome Relative effects, = Anticipated absolute effects” (95%Cl) Certainty of What happens?
No. participants  Rate Ratio (95% | SOF + BMD BMD Difference evidence (GRADE)™
(studies) Cl)
Women 60-80 years (LaCroix 2005, OPRA)
Hip fractures 0.77(0.51to SCORE + BMD event rate VERY LOW The evidenceis very uncertain.
1.15) 116 per 1000 | 89.3 per 1000 | 26.7 fewer (56.8 oo
Follow-up:mean (59.2to fewer to 17.4 due to risk of bias
2.3 years 133.4) more) inconsistency,
indirectness and
991 (1 RCT) imprecision®¢

BMD: bone mineral density; Cl:confidenceinterval; RCT: randomized controlled trial; SCORE: Simple Calculated Osteoporosis Risk Estimation

“The absoluteeffect (and its 95% Cl) with SCORE + BMD (i.e. baselinerate)is based onthe estimated riskin the SCORE + BMD screening group; the effect with
BMD onlyscreeningis based on applyingtherelative effect of the intervention (andits 95%Cl) to the effect inthe BMD only group

* When our assessment of the certainty of evidence fell between levels, we assigned thelevel that best represented our actual certaintyin theevidence, and
based our conclusions on this thelevel of certainty.

Explanations:

2 Risk of bias:Concernaboutselection bias becausethe per protocol population may differ fromthe randomized sample. Some concern about performanceand
detection biases.

b Inconsistency: Some concern aboutlack of evidence of consistency becausethereis only one study in the analysis.

¢ Indirectness:Serious concern becausethe ‘non-pathological fractures’ outcomeis likely to include some non-clinical vertebral fractures dueto the
ascertainment method, and potentially other non-osteoporotic fractures. Recruitment method not typical (vialetters), effect on the outcome may be limited.

d Imprecision: Theconfidenceinterval includes the potential for importantbenefit and harm.
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Evidence Set 15: BMD vs. SCORE + BMD; clinical fragility fractures (Acceptors of screening)
Included studies: LaCroix 2005 — OPRA (women 60-80 years)

15C. Forest Plot

BMD SCORE +BMD Rate Ratio Rate Ratio Risk of Bias
Study or Subgroup log[Rate Ratio] SE Total Total Weight IV, Random, 95% CI IV, Random, 95% Cl ABCDETFG
LaCroix 2005 {OPRA) -0.265 02047 415 76 100.0% 077 [0.581,1.19)] — 227272808080
Total (95% CI) 415 576 100.0% 0.77 [0.51,1.15] -
Heterageneity: Mat applicahle 0= o' ? :

Testfor overall effect £=1.29(F =020

Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bias): Fracture outcomes
(D) Blinding of outcome assessment (detection bias): Fracture outcomes

(E} Incomplete outcome data (attrition bias) Fracture outcomes

(F) Selective reporting (reporting bias)

(G) Other bias

*The rateratiois age-adjusted

Favours BMD Favours SCORE + BMD
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Evidence Set 16: BMD vs. SOF + BMD; hip fractures (All eligible/Offer-to-screen)
Included studies: LaCroix 2005 — OPRA (women 60-80 years)

16A. GRADE Evidence Profile Table

Certainty assessment Ne of patients Certainty”

Relative
SOF + BMD  Rate Ratio (95% Absolute
BMD ate ac:)o ° (95% Cl)

Population Ne of Study
studies design

Risk of bias
Inconsistency
Indirectness
Imprecision
consideration

Women 60-80 years (LaCroix 2005 - OPRA)

SOF + BMD event 1 RCT |-12  |-0.5° |NCcc |-1¢ |NC  [5342 |1986 [0.64(0.38to 1.09)(4.7 fewer per 1000 VERY LOW
rate (1.3% or 13 per (8.1 fewer to 1.2 more) POOO
1000)

BMD: bone mineral density; Cl:confidenceinterval; NC: no serious concerns; RCT:randomized controlled trial; SOF: Study of Osteoporotic Fractures
*When our assessment of the certainty of evidence fell between levels, we assigned thelevel that best represented our actual certaintyin the evidence, and
based our conclusions on this thelevel of certainty.

Explanations:

2 Risk of bias:Serious concern becausethe singleincluded studyisatrisk of selection, performance, and detection biases.
b Inconsistency: Some concern aboutlack of evidence of consistency becausethereis only one studyin the analysis.

¢ Indirectness: Recruitment method not typical (vialetters), but effect on the outcomes may be limited.

d Imprecision: The number of events does not meet the optimal information size (<300).
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Evidence Set 16: BMD vs. SOF + BMD; hip fractures (All eligible/Offer-to-screen)
Included studies: LaCroix 2005 — OPRA (women 60-80 years)

16B. GRADE Summary of Findings Table
Outcome Relative effects, Anticipated absolute effects” (95% Cl) Certainty of What happens?
No. participants Rate Ratio (95% SOF+BMD BMD Difference evidence (GRADE)™

(studies) Cl)

Women 60-80 years (LaCroix 2005, OPRA)

Hip fractures 0.64 (0.38to SOF + BMD event rate VERY LOW The evidence is very uncertain.
1.09) 13 per 1000 | 8.3 per 1000 4.7 fewer per POOO
Follow-up: mean (4.9 to 14.2) 1000 (8.1 fewer due to riskof bias
2.3 years to 1.2 more) inconsistencyand
imprecision®¢
7,328 (1RCT)

BMD: bone mineral density; Cl:confidenceinterval; RCT: randomized controlled trial; SOF: Study of Osteoporotic Fractures

“The absoluteeffect (and its 95% Cl) with SOF + BMD (i.e. baselinerate)is based on the estimated riskin the SOF + BMD screening group; the effect with BMD
onlyscreeningis based on applyingtherelative effect of the intervention (andits 95% Cl) to the effect in the BMD only group.

** When our assessment of the certainty of evidence fell between levels, we assigned thelevel that best represented our actual certaintyintheevidence, and
based our conclusions on this thelevel of certainty.

Explanations:

2 Risk of bias:Serious concern becausethe singleincluded studyisatrisk of selection, performance, and detection biases.
b Inconsistency: Some concern aboutlack of evidence of consistency becausethereis only one studyin the analysis.

¢ Indirectness: Recruitment method not typical (vialetters), buteffect on the outcomes may be limited.

d Imprecision: The number of events does not meet the optimal information size (<300).

64



Evidence Set 16: BMD vs. SOF + BMD; hip fractures (All eligible/Offer-to-screen)
Included studies: LaCroix 2005 — OPRA (women 60-80 years)

16C. Forest Plot

BMD SO0F + BMD Rate Ratio Rate Ratio Risk of Bias
Study or Subgroup log[Rate Ratio] SE Total Total Weight IV, Random, 95% Cl IV, Random, 95% Cl ABCDETFAG
LaCraix 20048 (OPRA) -0.4438 02702 1986 5342 100.0% 0.64 [0.38, 1.049] —.—- 2222000
Total (95% Cl) 1986 5342 100.0% 0.64 [0.38, 1.09] et
Heterogeneity: Mat applicahle n’.z IZI?E é é
Test for overall effect: Z=1.64 (P=0.10) Favours BMO  Favours SOF + BMD

Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bias) Fracture outcomes
(D) Blinding of outcome assessment (detection bias): Fracture outcomes

(E) Incomplete outcome data (aftrition bias)y Fracture outcomes

(F) Selective reporting (reporting bias)

(G) Other bias

*The rateratiois age-adjusted
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Evidence Set 17: BMD vs. SOF + BMD; hip fractures (Acceptors of screening)
Included studies: LaCroix 2005 — OPRA (women 60-80 years)

17A. GRADE Evidence Profile Table

Certainty assessment Ne of patients Certainty”

Relative
SOF + BMD  Rate Ratio (95% Absolute
BMD ate ac:)o ° (95% Cl)

Population Ne of Study
studies design

Risk of bias
Inconsistency
Indirectness
Imprecision
consideration

Women 60-80 years (LaCroix 2005 - OPRA)

SOF + BMD event 1 RCT  |-12  [-05° [Nce [-1¢  |NC  [2176 |415 |0.37(0.06to 2.12)|5.7 fewer per 1000 VERY LOW
rate (0.9% or 9 per (8.5 fewer to 10.1 POOO
1000) more)

BMD: bone mineral density; Cl:confidenceinterval; NC: no serious concerns; RCT:randomized controlled trial; SOF: Study of Osteoporotic Fractures
*When our assessment of the certainty of evidence fell between levels, we assigned thelevel that best represented our actual certaintyin the evidence, and
based our conclusions on this thelevel of certainty.

Explanations:

@ Risk of bias:Concernaboutselection bias becausethe per protocol population may differ fromthe randomized sample. Some concern about performanceand
detection biases.

b Inconsistency: Some concern aboutlack of evidence of consistency becausethereis only one studyin the analysis.

¢ Indirectness: Recruitment method not typical (vialetters), but effect on the outcomes may be limited.

d Imprecision: The number of events does not meet the optimal information size (<300). The confidenceinterval includes potential for both importantbenefit
and harm.
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Evidence Set 17: BMD vs. SOF + BMD; hip fractures (Acceptors of screening)
Included studies: LaCroix 2005 — OPRA (women 60-80 years)

17B. GRADE Summary of Findings Table
Outcome Relative effects, Anticipated absolute effects” (95% Cl) Certainty of What happens?
No. participants Rate Ratio (95% SOF+BMD BMD Difference evidence (GRADE)™

(studies) Cl)

Women 60-80 years (LaCroix 2005, OPRA)

Hip fractures 0.37(0.06to SOF + BMD event rate VERY LOW The evidence is very uncertain.
2.12) 9 per 1000 | 3.3 per 1000 | 5.7 fewer per DOOO
Follow-up: mean (0.5t019.1) 1000 (8.5 fewer due to risk of bias,
2.3 years to 10.1 more) inconsistency,and
imprecision®¢
2,591 (1 RCT)

BMD: bone mineral density; Cl:confidenceinterval; RCT: randomized controlled trial; SOF: Study of Osteoporotic Fractures

“The absoluteeffect (and its 95% Cl) with SOF + BMD (i.e. baselinerate)is based onthe estimated riskin the SOF + BMD screening group; the effect with BMD
onlyscreeningis based on applyingtherelative effect of the intervention (andits 95% Cl) to the effect in the BMD only group.

** When our assessment of the certainty of evidence fell between levels, we assigned thelevel that best represented our actual certaintyintheevidence, and
based our conclusions on this thelevel of certainty.

Explanations:

3 Risk of bias:Concernaboutselection bias becausethe per protocol population may differ fromthe randomized sample. Some concern about performanceand
detection biases.

b Inconsistency: Some concern aboutlack of evidence of consistency becausethereis only one studyin the analysis.

¢ Indirectness: Recruitment method not typical (vialetters), but effect on the outcomes may be limited.

d Imprecision: The number of events does not meet the optimal information size (<300). The confidenceinterval includes potential for both importantbenefit
and harm.
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Evidence Set 17: BMD vs. SOF + BMD; hip fractures (Acceptors of screening)
Included studies: LaCroix 2005 — OPRA (women 60-80 years)

17C. Forest Plot

BMD SO0F + BMD Rate Ratio Rate Ratio Risk of Bias
Study or Subgroup log[Rate Ratio] SE Total Total Weight IV, Random, 95% Cl IV, Random, 95% Cl ABCDETFAG
LaCraix 20048 (OPRA) -0.9985 08938 414 276 100.0% 037 [0.06, 2.12] 2222000
Total (95% Cl) 415 2176 100.0% 0.37 [0.06, 2.12] —— I ———

Heterogeneity: Mot applicable
Test for overall effect: £=1.12 (P =0.26)

Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bias) Fracture outcomes
(D) Blinding of outcome assessment (detection bias): Fracture outcomes

(E) Incomplete outcome data (aftrition bias)y Fracture outcomes

(F) Selective reporting (reporting bias)

(G) Other bias

*The rateratiois age-adjusted

01 0.2 05 2 5 10
Favours BMD Favours SOF + BMD
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Evidence Set 18: BMD vs. SOF + BMD; clinical fragility fractures (All eligible/offer-to-screen)
Included studies: LaCroix 2005 — OPRA (women 60-80 years)

18A. GRADE Evidence Profile Table

Certainty assessment Ne of patients Certainty”

Relative
SCORE BMD = Rate Ratio (95% Absolute
+ BMD ate ac:)o ° (95% Cl)

Population Ne of Study
studies design

Risk of bias
Inconsistency
Indirectness
Imprecision
consideration

Women 60-80 years (LaCroix 2005 - OPRA)

SOF + BMD event 1 RCT -12 -0.5b |-1¢ NC NC 5342 (1986 |0.81(0.67to 0.97)[17.5fewer in 1000 VERY LOW
rate (9.2% or 92 per (30.4 fewer to 2.8 DPOO
1000) fewer)

BMD: bone mineral density; Cl:confidenceinterval; NC: no serious concerns; RCT:randomized controlled trial; SCORE: Simple Calculated Osteoporosis Risk
Estimation

*When our assessment of the certainty of evidence fell between levels, we assigned thelevel that best represented our actual certaintyin the evidence, and
based our conclusions on this thelevel of certainty.

Explanations:

2 Risk of bias:Serious concernasthesingleincluded studyis atrisk of selection, performance, and detection biases.

b Inconsistency: Some concern aboutlack of evidence of consistency becausethereis only one studyin the analysis.

¢ Indirectness:Serious concern because the ‘non-pathological fractures’ outcomeis likely to include some non-clinical vertebral fractures dueto the
ascertainment method, and potentially other non-osteoporotic fractures. Recruitment method not typical (vialetters), effect on the outcome may be limited.
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Evidence Set 18: BMD vs. SOF + BMD; clinical fragility fractures (All eligible/offer-to-screen)
Included studies: LaCroix 2005 — OPRA (women 60-80 years)

18B. GRADE Summary of Findings Table
Outcome Relative effects, Anticipated absolute effects” (95% Cl) Certainty of What happens?
No. participants Rate Ratio (95% SOF+BMD BMD Difference evidence (GRADE)™

(studies) Cl)

Women 60-80 years (LaCroix 2005, OPRA)

All clinical fragility | 0.81(0.67 to SOF + BMD event rate VERY LOW The evidenceis very uncertain.
fractures 0.97) 92 per 1000 | 74.5 per 1000 | 17.5fewer in DOOO
(61.6to 89.2) | 1000 (30.4 fewer dueto risk of bias
Follow-up:mean to 2.8 fewer) inconsistency,and
2.3 years indirectness®*
7,328 (1 RCT)

BMD: bone mineral density; Cl:confidenceinterval; RCT: randomized controlled trial; SOF: Study of Osteoporotic Fractures

*The absolute effect (and its 95% Cl) with SOF + BMD (i.e. baselinerate)is based on the estimated riskin the SOF + BMD screening group;the effect with BMD
onlyscreeningis based on applyingtherelative effect of the intervention (andits 95% Cl) to the effect in the BMD only group

* When our assessment of the certainty of evidence fell between levels, we assigned the level that best represented our actual certaintyin theevidence, and
based our conclusionson this thelevel of certainty.

Explanations:

3 Risk of bias:Serious concernasthesingleincluded studyis atrisk of selection, performance, and detection biases.

b Inconsistency: Some concern aboutlack of evidence of consistency becausethereis only one study in the analysis.

¢ Indirectness:Serious concern becausethe ‘non-pathological fractures’ outcomeis likely toinclude some non-clinical vertebral fractures dueto the
ascertainment method, and potentially other non-osteoporotic fractures. Recruitment method not typical (vialetters), effect on the outcome may be limited.
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Evidence Set 18: BMD vs. SOF + BMD; clinical fragility fractures (All eligible/offer-to-screen)
Included studies: LaCroix 2005 — OPRA (women 60-80 years)

18C. Forest Plot

BMD SO0F + BMD Rate Ratio Rate Ratio Risk of Bias
Study or Subgroup log[Rate Ratio] SE Total Total Weight IV, Random, 95% Cl IV, Random, 95% Cl ABCDEFAG
LaCraix 20048 (OPRA) -0.2137 0094 1986 5342 100.0% 0.81[0.67, 0.97] 222720060
Total (95% Cl) 1986 5342 100.0% 0.81 [0.67, 0.97] <&
Heterogeneity: Mat applicahle IIZI_E IZI?E é 55
Test for overall effect: £= 227 (P=0.02) Favours BMO Favours SOF + BMD

Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bias) Fracture outcomes
(D) Blinding of outcome assessment (detection bias): Fracture outcomes

(E) Incomplete outcome data (aftrition bias)y Fracture outcomes

(F) Selective reporting (reporting bias)

(G) Other bias

*The rateratiois age-adjusted
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Evidence Set 19: BMD vs. SOF + BMD; all clinical fractures (Acceptors of screening)
Included studies: LaCroix 2005 — OPRA (women 60-80 years)

19A. GRADE Evidence Profile Table

Certainty assessment Ne of patients Certainty”

Relative
SOF + BMD  Rate Ratio (95% Absolute
BMD ate ac:)o ° (95% Cl)

Population Ne of Study
studies design

Risk of bias
Inconsistency
Indirectness
Imprecision
consideration

Women 60-80 years (LaCroix 2005 - OPRA)

SOF + BMD event 1 RCT |-12  [-05° [-1¢  [-21¢ |NC |576 415 |0.96(0.68to 1.37)|3.8 fewer per 1000 VERY LOW
rate (9.3% or 93 per (29.8 fewer to 34.4 POOO
1000) more)

BMD: bone mineral density; Cl:confidenceinterval; NC: no serious concerns; RCT:randomized controlled trial; SOF: Study of Osteoporotic Fractures
*When our assessment of the certainty of evidence fell between levels, we assigned thelevel that best represented our actual certaintyin the evidence, and
based our conclusions on this thelevel of certainty.

Explanations:

2 Risk of bias:Serious concernaboutselection bias becausethe per protocol populationmay differ fromthe randomized sample. Some concern about
performanceand detection biases.

b Inconsistency: Some concern aboutlack of evidence of consistency becausethereis only one studyin the analysis.

¢ Indirectness:Serious concern because the ‘non-pathological fractures’ outcomeis likely to include some non-clinical vertebral fractures dueto the
ascertainment method, and potentially other non-osteoporotic fractures. Recruitment method not typical (vialetters), effect on the outcome may be limited.
d Imprecision: Theconfidenceinterval includes potential for both importantbenefitand harm.

72



Evidence Set 19: BMD vs. SOF + BMD; all clinical fractures (Acceptors of screening)
Included studies: LaCroix 2005 — OPRA (women 60-80 years)

19B. GRADE Summary of Findings Table
Outcome Relative effects, = Anticipated absolute effects” (95%Cl) Certainty of What happens?
No. participants  Rate Ratio (95% | SOF + BMD BMD Difference evidence (GRADE)™

(studies) Cl)

Women 60-80 years (LaCroix 2005, OPRA)

All clinical 0.96 (0.68to SOF + BMD event rate VERY LOW The evidenceis very uncertain.
fragility fractures | 1.37) 93 per 1000 | 89.2 per 1000 | 3.8 fewer per GICISIS)
(63.2to 1000 (29.8 fewer due to risk of bias
Follow-up: mean 127.4) to 34.4 more) inconsistency,
2.3 years indirectness and
imprecision®¢
2,591 (1RCT)

BMD: bone mineral density; Cl:confidenceinterval; RCT: randomized controlled trial; SOF: Study of Osteoporotic Fractures

*The absolute effect (andits 95% Cl) with SOF + BMD (i.e. baselinerate) is based on the estimated riskin the SOF + BMD screening group; the effect with BMD
onlyscreeningis based on applyingtherelative effect of the intervention (andits 95% Cl) to the effect in the BMD only group

* When our assessment of the certainty of evidence fell between levels, we assigned thelevel that best represented our actual certaintyin theevidence, and
based our conclusionson this thelevel of certainty.

Explanations:

2 Risk of bias:Serious concern aboutselection bias becausetheper protocol populationmay differ fromthe randomized sample. Some concern about
performanceand detection biases.

b Inconsistency: Some concern aboutlack of evidence of consistency becausethereis only one study in the analysis.

¢ Indirectness:Serious concern becausethe ‘non-pathological fractures’ outcomeis likely to include some non-clinical vertebral fractures dueto the
ascertainment method, and potentially other non-osteoporotic fractures. Recruitment method not typical (vialetters), effect on the outcome may be limited.
d Imprecision: Theconfidenceinterval includes potential for both importantbenefitand harm.
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Evidence Set 19: BMD vs. SOF + BMD; all clinical fractures (Acceptors of screening)
Included studies: LaCroix 2005 — OPRA (women 60-80 years)

19C. Forest Plot

BMD SO0F + BMD Rate Ratio Rate Ratio Risk of Bias
Study or Subgroup log[Rate Ratio] SE Total Total Weight IV, Random, 95% Cl IV, Random, 95% Cl ABCDETFAG
LaCroix 2005 (OFRA) -0.0385 01788 414 2176 100.0% 0.96 [0.68, 1.37] 2222000
Total (95% CI} 415 2176 100.0% 0.96 [0.68,1.37]
Heterogeneity: Nntappllcahle |:i_2 IZI!E 1. ﬁ é
Test for overall effect: =022 (P=0.83) Favours BMO  Favours SOF + BMD

Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bias) Fracture outcomes
(D) Blinding of outcome assessment (detection bias): Fracture outcomes

(E) Incomplete outcome data (aftrition bias)y Fracture outcomes

(F) Selective reporting (reporting bias)

(G) Other bias

*The rateratiois age-adjusted
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Evidence Set 20: SOF + BMD vs. SCORE + BMD; hip fractures (All eligible/Offer-to-screen)
Included studies: LaCroix 2005 — OPRA (women 60-80 years)

20A. GRADE Evidence Profile Table

Certainty assessment Ne of patients Certainty*

Relative
SOF + | SCORE Absolute

H 0,
BMD +BMD ot€ Ractl')° (B2 (95% Cl)

Population Ne of Study
studies design

Risk of bias
Inconsistency

Indirectness
Imprecision
consideration

Women 60-80 years (LaCroix 2005 - OPRA)

SOF + BMD event 1 RCT [-12  |-0.5° |NCc |-1¢ |NC  [5342 |1940 [0.68(0.40to 1.15)(4.2 fewer per 1000 VERY LOW
rate (1.3% or 13 per (7.8 fewer to 2.0 more) POOO
1000)

BMD: bone mineral density; Cl:confidenceinterval; NC: no serious concerns; RCT:randomized controlled trial; SCORE: Simple Calculated Osteoporosis Risk
Estimation

*When our assessment of the certainty of evidence fell between levels, we assigned thelevel that best represented our actual certaintyin the evidence, and
based our conclusions on this thelevel of certainty.

Explanations:

2 Risk of bias:Serious concernasthesingleincluded studyis atrisk of selection, performance, and detection biases.
b Inconsistency: Some concern aboutlack of evidence of consistency becausethereis only one studyin the analysis.
¢ Indirectness: Recruitment method not typical (vialetters), but effect on the outcome may be limited.

¢ Imprecision: The number of events does not meet the optimal informationsize (<300).
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Evidence Set 20: SOF + BMD vs. SCORE + BMD; hip fractures (All eligible/Offer-to-screen)
Included studies: LaCroix 2005 — OPRA (women 60-80 years)

20B. GRADE Summary of Findings Table

Outcome Relative effects, Anticipated absolute effects” (95% Cl) Certainty of What happens?
No. participants Rate Ratio (95% SOF+BMD SCORE +BMD Difference evidence (GRADE)™
(studies) Cl)
Women 60-80 years (LaCroix 2005, OPRA)
Hip fractures 0.68(0.40to SOF + BMD event rate VERY LOW The evidence is very uncertain.
1.15) 13 per 1000 | 8.8 per 1000 | 4.2 fewer per POOO
Follow-up: mean (5.2 per 1000 | 1000 (7.8 fewer dueto riskofbias
2.3 years to 15.0 per to 2.0 more) inconsistencyand
1000) imprecision®¢
7,282 (1 RCT)

BMD: bone mineral density; Cl:confidenceinterval; RCT: randomized controlled trial; SCORE: Simple Calculated Osteoporosis Risk Estimation; SOF: Study of
Osteoporotic Fractures

*The absoluteeffect (and its 95% Cl) with SOF + BMD (i.e. baselinerate)is based on the estimated riskin the SOF + BMD screening group; the effect with SCORE
+ BMD screeningis based on applying therelative effect of the intervention (andits 95% Cl) to the effect in the SCORE + BMD group.

* When our assessment of the certainty of evidence fell between levels, we assigned the level that best represented our actual certaintyin theevidence, and
based our conclusions on this thelevel of certainty.

Explanations:

3 Risk of bias:Serious concernasthesingleincluded studyis atrisk of selection, performance, and detection biases.
b Inconsistency: Some concern aboutlack of evidence of consistency becausethereis only one studyin the analysis.
¢ Indirectness: Recruitment method not typical (vialetters), but effect on the outcome may be limited.

d Imprecision: The number of events does not meet the optimal information size (<300).
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Evidence Set 20: SOF + BMD vs. SCORE + BMD; hip fractures (All eligible/Offer-to-screen)
Included studies: LaCroix 2005 — OPRA (women 60-80 years)

20C. Forest Plot

SCORE + BMD SOF + BMD Rate Ratio Rate Ratio Risk of Bias
Study or Subgroup log[Rate Ratio] SE Total Total Weight IV, Random, 95% Cl IV, Random, 85% Cl ABCDETFAG
LaCroix 2005 (OPRA) -0.3869 0.2666 1840 5342 100.0% 068 [0.40,1.15] — 77770080
Total (95% CI) 1940 5342 100.0% 0.68 [0.40,1.15] —eli -
Heterogeneity: Mot applicatle 03 05 ! :

Test for overall effect: F=145F =019

Risk of bias legend
(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of paricipants and personnel (performance bias): Fracture outcomes
(D} Blinding of outcome assessment (detection bias): Fracture outcomes

(E) Incomplete outcome data (attrition bias): Fracture outcomes

(F) Selective reporing (reporting bias)

(G) Other bias

*The rateratiois age-adjusted

Favours SCORE + BMD Favours S0F + BMD
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Evidence Set 21: SOF + BMD vs. SCORE + BMD; hip fractures (Acceptors of screening)
Included studies: LaCroix 2005 — OPRA (women 60-80 years)

21A. GRADE Evidence Profile Table

Certainty assessment Ne of patients Certainty”

Relative
SOF + | SCORE Absolute

H 0,
BMD +BMD ot€ Ractl')° (B2 (95% Cl)

Population Ne of Study
studies design

Risk of bias
Inconsistency
Indirectness
Imprecision
consideration

Women 60-80 years (LaCroix 2005 - OPRA)

SOF + BMD event 1 RCT |-12  [-05° [Nce [-1¢  |NC  [2176 |576  |0.91(0.33to 2.52)|0.8 fewer per 1000 VERY LOW
rate (0.9% or 9 per (6.0 fewer to 13.7 POOO
1000) more)

BMD: bone mineral density; Cl:confidenceinterval; NC: no serious concerns; RCT:randomized controlled trial; SCORE: Simple Calculated Osteoporosis Risk
Estimation; SOF: Study of Osteoporotic Fractures

*When our assessment of the certainty of evidence fell between levels, we assigned thelevel that best represented our actual certaintyin the evidence, and
based our conclusions on this thelevel of certainty.

Explanations:

2 Risk of bias:Serious concern aboutselection bias becausetheper protocol populationmay differ fromthe randomized sample. Some concern about
performanceand detection biases.

b Inconsistency: Some concern aboutlack of evidence of consistency becausethereis only one studyin the analysis.

¢ Indirectness: Recruitment method not typical (vialetters), but effect on the outcome may be limited.

d Imprecision: The number of events does not meet the optimal information size (<300).
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Evidence Set 21: SOF + BMD vs. SCORE + BMD; hip fractures (Acceptors of screening)
Included studies: LaCroix 2005 — OPRA (women 60-80 years)

21B. GRADE Summary of Findings Table
Outcome Relative effects, Anticipated absolute effects” (95% Cl) Certainty of What happens?
No. participants Rate Ratio (95% SOF+BMD SCORE +BMD Difference evidence (GRADE)™

(studies) Cl)

Women 60-80 years (LaCroix 2005, OPRA)

Hip fractures 0.91(0.33to SOF + BMD event rate VERY LOW The evidenceis very uncertain.
2.52) 9 per 1000 | 8.2 per 1000 | 0.8 fewer per DOOO
Follow-up: mean (3.0t022.7) 1000 (6.0 fewer due to risk of bias,
2.3 years to 13.7 more) inconsistency,and
imprecision®¢
2,752 (1RCT)

BMD: bone mineral density; Cl:confidenceinterval; RCT: randomized controlled trial; SCORE: Simple Calculated Osteoporosis Risk Estimation; SOF: Study of
Osteoporotic Fractures

*The absolute effect (and its 95% Cl) with SOF + BMD (i.e. baselinerate)is based on the estimated riskin the SOF + BMD screening group; the effect with SCORE
+ BMD screeningis based on applying therelative effect of the intervention (andits 95% Cl) to the effect in the SCORE + BMD group.

* When our assessment of the certainty of evidence fell between levels, we assigned the level that best represented our actual certaintyin theevidence, and
based our conclusionson this thelevel of certainty.

Explanations:

2 Risk of bias:Serious concern aboutselection bias becausetheper protocol populationmay differ fromthe randomized sample. Some concern about
performanceand detection biases.

b Inconsistency: Some concern aboutlack of evidence of consistency becausethereis only one study in the analysis.

¢ Indirectness: Recruitment method not typical (vialetters), but effect on the outcome may be limited.

d Imprecision: The number of events does not meet the optimal information size (<300).
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Evidence Set 21: SOF + BMD vs. SCORE + BMD; hip fractures (Acceptors of screening)
Included studies: LaCroix 2005 — OPRA (women 60-80 years)

21C. Forest Plot

SCORE + BMD SOF +BMD Rate Ratio Rate Ratio Risk of Bias
Study or Subagroup log[Rate Ratio] SE Total Total Weight IV, Random, 95% Cl IV, Random, 95% CI ABCDETFG
LacCroix 2008 (OFPRA) -0.0947 05204 576 2176 100.0% 0.91[0.33, 2.52] 7777008
Total (95% CI) 576 2176 100.0% 0.91 [0.33, 2.52]

Heterogeneity: Mot applicahle
Testfor overall effect: Z= 018 (P = 0.86)

Risk of bias legend
(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of paricipants and personnel (performance bias): Fracture outcomes
(D Blinding of outcome assessment (detection bias): Fracture outcomes

(E) Incomplete outcome data (attrition bias): Fracture outcomes

(F) Selective reporting (reporting bias)

(G) Other bias

*The rateratiois age-adjusted

05 1 2

=

02

Favours SCORE +BMD  Favours S0OF + BMD
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Evidence Set 22: SOF + BMD vs. SCORE + BMD; all clinical fractures (All eligible/Offer-to-screen)
Included studies: LaCroix 2005 — OPRA (women 60-80 years)

22A. GRADE Evidence Profile Table

Certainty assessment Ne of patients Certainty”

Relative
SOF + | SCORE Absolute

H 0,
BMD +BMD ot€ Ractl')° (B2 (95% Cl)

Population Ne of Study
studies design

Risk of bias
Inconsistency

Indirectness
Imprecision
consideration

Women 60-80 years (LaCroix 2005 - OPRA)

SOF + BMD event 1 RCT  [-0.5 |-0.5° |-1¢ |-1¢ |NC  [5342 |1940 [1.08(0.92to 1.28)|7.4 more per 1000 (7.4 VERY LOW
rate (9.2% or 92 per fewer to 25.8 more) POOO
1000)

BMD: bone mineral density; Cl:confidenceinterval; NC: no serious concerns; RCT:randomized controlled trial; SCORE: Simple Calculated Osteoporosis Risk
Estimation; SOF: Study of Osteoporotic Fractures

*When our assessment of the certainty of evidence fell between levels, we assigned thelevel that best represented our actual certaintyin the evidence, and
based our conclusions on this thelevel of certainty.

Explanations:

2 Risk of bias:Some concern about potential for selection, performance, and detection biases.

b Inconsistency: Some concern aboutlack of evidence of consistency becausethereis only one studyin the analysis.

¢ Indirectness:Serious concern because the ‘non-pathological fractures’ outcomeis likely to include some non-clinical vertebral fractures dueto the
ascertainment method, and potentially other non-osteoporotic fractures. Recruitment method not typical (vialetters), effect on the outcome may be limited.
d Imprecision: The confidenceinterval includes potential for both importantbenefitand harm.
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Evidence Set 22: SOF + BMD vs. SCORE + BMD; all clinical fractures (All eligible/Offer-to-screen)
Included studies: LaCroix 2005 — OPRA (women 60-80 years)

22B. GRADE Summary of Findings Table
Outcome Relative effects, Anticipated absolute effects” (95% Cl) Certainty of What happens?
No. participants Rate Ratio (95% SOF+BMD SCORE + BMD Difference evidence (GRADE)™

(studies) Cl)

Women 60-80 years (LaCroix 2005, OPRA)

Clinical fragility 1.08(0.92to SOF + BMD event rate VERY LOW The evidenceis very uncertain.
fractures 1.28) 92 per 1000 | 99.4 per 1000 | 7.4 more per GICISIS)
(84.6t0 1000 (7.4 fewer due to risk of bias
Follow-up: mean 117.8) to 25.8 more) inconsistency,
2.3 years indirectness and
imprecision®¢
7,282 (1RCT)

BMD: bone mineral density; Cl:confidenceinterval; RCT: randomized controlled trial; SCORE: Simple Calculated Osteoporosis Risk Estimation; SOF: Study of
Osteoporotic Fractures

*The absoluteeffect (and its 95% Cl) with SOF + BMD (i.e. baselinerate)is based on the estimated riskin the SOF + BMD screening group; the effect with SCORE
+ BMD screeningis based on applying therelative effect of the intervention (and its 95% Cl) to the effect in the SCORE + BMD group.

* When our assessment of the certainty of evidence fell between levels, we assigned thelevel that best represented our actual certaintyin theevidence, and
based our conclusionson this thelevel of certainty.

Explanations:

2 Risk of bias:Some concern about potential for selection, performance, and detection biases.

b Inconsistency: Some concern aboutlack of evidence of consistency becausethereis only one study in the analysis.

¢ Indirectness:Serious concern because the ‘non-pathological fractures’ outcomeis likely to include some non-clinical vertebral fractures dueto the
ascertainment method, and potentially other non-osteoporotic fractures. Recruitment method not typical (vialetters), effect on the outcome may be limited.
d Imprecision: Theconfidenceinterval includes potential for both importantbenefitand harm.
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Evidence Set 22: SOF + BMD vs. SCORE + BMD; all clinical fractures (All eligible/Offer-to-screen)
Included studies: LaCroix 2005 — OPRA (women 60-80 years)

22C. Forest Plot

SCORE + BMD SOF + BMD Rate Ratio Rate Ratio
Study or Subgroup log[Rate Ratiol SE Total Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
LaCroix 20048 (OPRA) 0.0803 0.085 1940 6342 100.0% 1.08[0492 1.29]
Total {95% CI} 1940 5342 100.0% 1.08 [0.92,1.28]
Heterageneity: Baot applicable DI 2 IZIIE 1. é é
Testforoverall effect 7= 0.84 (F = 0.34) Favours SCORE + BMD Favours SOF + BMD

Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (perfarmance bias). Fracture outcomes
(D) Blinding of outcome assessment (detection bias): Fracture outcomes

(E} Incomplete outcome data (attrition bias): Fracture outcomes

(F) Selective reporting (reporting bias)

(G) Other bias

*The rateratiois age-adjusted



Evidence Set 23: SOF + BMD vs. SCORE + BMD; clinical fragility fractures (Acceptors of screening)
Included studies: LaCroix 2005 — OPRA (women 60-80 years)

23A. GRADE Evidence Profile Table

Certainty assessment Ne of patients Certainty”

Relative
SOF + | SCORE Absolute

H 0,
BMD +BMD ot€ Ractl')° (B2 (95% Cl)

Population Ne of Study
studies design

Risk of bias
Inconsistency

Indirectness
Imprecision
consideration

Women 60-80 years (LaCroix 2005 - OPRA)

SOF + BMD event 1 RCT -12 -0.5b |-1¢ -0.59 |NC 2176 |576 1.25(0.95to 1.65)(23.3 more per 1000 VERY LOW
rate (9.3% or 93 per (4.6 fewer to 60.5 POOO
1000) more)

BMD: bone mineral density; Cl:confidenceinterval; NC: no serious concerns; RCT:randomized controlled trial; SCORE: Simple Calculated Osteoporosis Risk
Estimation; SOF: Study of Osteoporotic Fractures

*When our assessment of the certainty of evidence fell between levels, we assigned thelevel that best represented our actual certaintyin the evidence, and
based our conclusions on this thelevel of certainty.

Explanations:

2 Risk of bias:Serious concern aboutselection bias becausetheper protocol populationmay differ fromthe randomized sample. Some concern about
performanceand detection biases.

b Inconsistency: Some concern aboutlack of evidence of consistency becausethereis only one studyin the analysis.

¢ Indirectness:Serious concern becausethe ‘non-pathological fractures’ outcomeis likely toinclude some non-clinical vertebral fractures dueto the
ascertainment method, and potentially other non-osteoporotic fractures. Recruitment method not typical (vialetters), effect on the outcome may be limited.
d Imprecision: Theentire confidenceinterval does notcross thethreshold of harm.
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Evidence Set 23: SOF + BMD vs. SCORE + BMD; clinical fragility fractures (Acceptors of screening)
Included studies: LaCroix 2005 — OPRA (women 60-80 years)

23B. GRADE Summary of Findings Table
Outcome Relative effects, = Anticipated absolute effects” (95%Cl) Certainty of What happens?
No. participants  Rate Ratio (95% SOF + BMD | SCORE + BMD  Difference evidence (GRADE)™

(studies) Cl)

Women 60-80 years (LaCroix 2005, OPRA)

Clinical fragility 1.25(0.95to SOF + BMD event rate VERY LOW The evidenceis very uncertain.
fractures 1.65) 93 per 1000 | 116.3 per 23.3 more per GICISIS)
1000 (88.4 to 1000 (4.6 fewer dueto risk of bias
Follow-up: mean 153.5) to 60.5 more) inconsistency,
2.3 years indirectness and
imprecision®¢
2,591 (1RCT)

BMD: bone mineral density; Cl:confidenceinterval; RCT: randomized controlled trial; SCORE: Simple Calculated Osteoporosis Risk Estimation; SOF: Study of
Osteoporotic Fractures

*The absoluteeffect (and its 95% Cl) with SOF + BMD (i.e. baselinerate)is based on the estimated riskin the SOF + BMD screening group; the effect with SCORE
+ BMD screeningis based on applying therelative effect of the intervention (andits 95% Cl) to the effect in the SCORE + BMD group.

* When our assessment of the certainty of evidence fell between levels, we assigned thelevel that best represented our actual certaintyin theevidence, and
based our conclusionson this thelevel of certainty.

Explanations:

3 Risk of bias:Serious concern aboutselection bias becausethe per protocol populationmay differ fromthe randomized sample. Some concern about
performanceand detection biases.

b Inconsistency: Some concern aboutlack of evidence of consistency becausethereis only one study in the analysis.

¢ Indirectness:Serious concern because the ‘non-pathological fractures’ outcomeis likely to include some non-clinical vertebral fractures dueto the
ascertainment method, and potentially other non-osteoporotic fractures. Recruitment method not typical (vialetters), effect on the outcome may be limited.
d Imprecision: Theentire confidenceinterval does notcross thethreshold of harm.
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Evidence Set 23: SOF + BMD vs. SCORE + BMD; clinical fragility fractures (Acceptors of screening)

Included studies: LaCroix 2005 — OPRA (women 60-80 years)

23C. Forest Plot

SCORE + BMD SOF + BMD Rate Ratio Rate Ratio Risk of Bias
Study or Subgroup log[Rate Ratio]  SE Total Total Weight IV, Random, 95% Cl IV, Random, 95% Cl ABCDEFG
LaCroix 2005 (OPRA) 0.2265 0.141 576 2176 100.0% 1.25 [0.95, 1.65] . 717727000
Total (95% CI) 576 2176 100.0%  1.25[0.95, 1.65] -
Heterogeneity: Mot applicable 12 o= ) :

Testfor overall effect Z=1.61 (P =0.11)

Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bias). Fracture outcomes
(D) Blinding of outcome assessment (detection bias): Fracture outcomes

(E) Incomplete outcome data (attrition bias): Fracture outcomes

(F) Selective reporting (reparting bias)

(G) Other bias

*The rateratiois age-adjusted

Favours SCORE + BMD  Favours S0OF + BMD
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