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Study Site
OR

Adams 2014 Hip
Adams 2014 Hip
Adams 2014 Hip
Chiu 2010 Hip
Chiu 2010 Hip
Chiu 2010 Hip
Corley 2010 Hip
Corley 2010 Hip
Corley 2010 Hip
Corley 2010 Hip
Corley 2010 Hip
Corley 2010

Hi
Freedberg 2015 Anpy fracture
Freedberg 2015  Any fracture
Freedberg 2015  Any fracture
Freedberg 2015  Any fracture
Freedberg 2015  Any fracture
Freedberg 2015  Any fracture

Lee 2013 Hip
Lee 2013 Hip
Lee 2013 Hip
Lenihan 2016 Hip
Lenihan 2016 Hip
Moberg 2014 Hip
Pouwels 2011 Hip/femur
Pouwels 2011 Hip/femur
Pouwels 2011 Hip/femur
Pouwels 2011 Hip/femur
Pouwels 2011 Hip/femur
Pouwels 2011 Hip/femur

Reyes 2013 Hil

Targownik 2010  Hip
Targownik 2010 Hip
Targownik 2010 Hip
Targownik 2010  Spine
Targownik 2010 Spine
Targownik 2010 Spine
Vestergaard 2006 Hip
Vestergaard 2006 Hip
Vestergaard 2006 Hip
Vestergaard 2006 Spine
Vestergaard 2006 Spine
Vestergaard 2006 Spine
Vestergaard 2006 Forearm
Vestergaard 2006 Any fracture

Vestergaard 2006 Any fracture
Yang 2006 Hip
Yang 2006 Hip
Yang 2006 Hip
Yang 2006 Hip

Yang 2006 Hip

Abrahamsen 2013 Any fracture
Abrahamsen 2013 Any fracture
Lewis 20 Any fracture

Cutoff

2-99 degys

100-416 days
417-1931 days
0-28 DDD

29-70. DDD

Over 70 DDD
0.01-0.74 pills/day
0.75-1.49 pills/day
Over 1.5 pills/day
0-1 year use

4-6 years use
over 10 years use
1-179 doses
180-720 doses
Over720 doses
1-179 doses
180-720 doses
Over 720 doses
0-29 DDD

0-292 dz-éys
Over 292 days
0-3 months

4-12 months
13-36 months

Targownik 2008 Hig/spine/wrist0-1 year
Targownik 2008  Hip/spine/wrist0-4 year
Targownik 2008 Hip/spine/wrist0-7g/0e%r

- DD
751-1500 SDD
Over 1500 SDD

-750 SDD
751-1500 SDD
Over 1500 SDD
0-24 DDD
25-99 DDD
Over 99 DDD
0-24 DDD
25-99 DDD
Over 99 DDD
0-24 DDD
25-99 DDD
Over 99 DDD
0-1 year
0-2 year
0-4 year
0-1.75 ADD
Over 1.75 ADD

Py }T;”*qt’a"”*’ ‘"H**m ‘ﬂw**‘f”m i{**”

%
ES(95% Cl)  Weight

.21(0.98, 1.50)1.36
.11(0.92, 1.34)1.48
1.47 (1.20, 1.79)1.28
.14 (0.80, 1.62)1.01
1.89 (1.25, 2.77)0.49
2.74 (1.95, 3.85)0.35
2.07 (1.30, 3.28)0.33
.64 (1.07, 2.52)0.53
.39 (0.61, 3.16)0.21
.25(1.19,1.31)1.75
1.21(1.10, 1.33)1.68
.85(1.41, 2.43)0.82
.30(1.15, 1.45)1.62
.07 (0.78, 1.42)1.22
.30(0.94, 1.77)1.00
.30(1.24, 1.37)1.75
.46 (1.29, 1.66)1.54
.40 (1.20, 1.64)1.46
.48 (1.35, 1.63)1.64
.69 (1.52, 1.88)1.55
.67 (1.41, 1.98)1.30
45 (1.04, 2.02)0.85
1.65(1.20, 2.27)0.77
2.53 (1.28,4.99)0.11
.63 (1.24,2.15)0.92
.79 (1.36, 2.38)0.82
1.65(1.22, 1.97)1.09
.21(0.93, 1.57)1.22
.12(0.88, 1.42)1.34
.35(1.02,1.77)1.09
44 (1.09, 1.89)1.03
1.12(1.01, .67
.20 (1.00, 1.45)1.45
2.53 (1.60, .23
0.96 (0.84, .66
0.89 (0.68, 41
0.57 (0.42, .54
0.82 (0.75, 73
0 .64
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Subtotal (I-squared =92.4%, p = 0.000) § 68.33
Ding 2014 Any fracture  0-0.39 PD 0.95 (0.68, 1.43)1.09
Ding 2014 Any fracture  0.4-0.79 PDC 1.30(1.05, 1.61)1.31
Ding 2014 Any fracture  Over 0.8 ADD 1.46 (1.22, 1.76)1.34
Fraser 2013 Any fracture 1.40 (1.11, 1.76)1.20
Gray 2010 Any fracture 0-1 year 1.27 (1.13, 1.44)1.61
Gray 2010 Any fracture 1-3 years 1.19(1.05, 1.35)1.62
Gray 2010 Any fracture  Over 1 year 1.30(1.03, 1.64)1.25
Gray 2010 ip 0-1 year 1.00 (0.60, 1.67)0.77
Gray 2010 Hip 1-3 years 0.98 (0.59, 1.61)0.82
Gray 2010 Hip Over 1 year 1.01(0.42, 2.43)0.32
Gray 2010 Spine 0-1 year 1.67 (1.22, 2.27)0.79
Gray 2010 Spine 1-3 years 1.40 (1.02, 1.92)0.93
Gray 2010 Spine Over 1 year 1.11 (0.59, 2.07)0.51
Khalili 2012 Hip 1.35(1.13, 1.62)1.40
Lin 2018 Any fracture 1.31(1.19, 1.43)1.67
Lin 2018 Hip 1.20 (1.02, 1.41)1.52
Lin 2018 Spine 1.34 (1.16, 1.56)1.51
van der Hoorn 2018Any fracture  0-400 PPI 1.28 (1.04, 1.59)1.33
van der Hoorn 2015Any fracture  Over 400 PPI 1.42(1.12,1.81)1.16
Zirk-Sadowski 2017Any fracture 1.27 (1.16, 1.34)1.72
Abrahamsen 2011 Hip 0-359 DDD 1.02 (0.94, 1.11)1.73
Abrahamsen 2011 Hip 360-719 DDD 1.39 (1.09, 1.84)1.09
Abrahamsen 2011 Hip Over 720 DDD 1.63 (1.10, 2.57)0.52
Subtotal (I-squared =49.0%, p = 0.005) 1.26 (1.19, 1.33)27.19
RR )
Kaye 2008 Hip 1.00 (0.70, 1.30)1.26
Kaye 2008 Hip 0.90 (0.60, 1.40)1.03
Kaye 2008 Hip 0.50 (0.30, 0.90)1.26
Kumar 2017 Hip 0.87 (0.12, 6.39)0.04
Kumar 2017 Hip 0.49 (0.21, 1.16)0.88
Subtotal (I-squared =43.1%, p = 0.134) 0.74 (0.48, 0.99)4.48
Overall (I-squared = 89.7%, p = 0.000) | 1.28 (1.22, 1.35)100.00
| | |
-6.39 0 6.39

Supplementary Fig. 1. Forest graph showing the outcomes of an overall pooling of all odds ratios, hazard ratios, and relative risks for point esti-
mation depicting relationship between the proton-pump inhibitor (PPI) use and the incidence of fracture. DDD, defined daily dose; SDD, standard

daily dose; PDC, proportion of days covered; ES, effect sizes; Cl, confidence interval.
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