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S3.1. Forests of subgroup analyses on the correlation between baseline BTMs and BMD changes

Study Total Correlation COR 95%-Cl Weight
BTM = BALP :
Chen2005a 132 —'—-— 0.28 [0.11;0.43] 7.1%
Tsujimoto2011a 121 —+— 043 [0.27;0.57] 6.5%
Tsujimoto2011b 120 —E— 0.23 [0.05;0.39] 6.5%
Fixed effect model 373 ‘ 0.32 [0.22; 0.40] 20.1%
Heterogeneity: /* = 39%, t2 = 0.0053, p = 0.19 !
BTM = OC |
Kim2005a 88 —— 0.33 [0.13;0.50] 4.7%
Fixed effect model 88 ’ 0.33 [0.13; 0.50] 4.7%
Heterogeneity: not applicable |
BTM = PICP E
Chen2005b 132 —l— 0.36 [0.20;0.50] 7.1%
Fixed effect model 132 ’ 0.36 [0.20;0.50] 7.1%
Heterogeneity: not applicable \
BTM = PINP E
Chen2005c 202 — 0.41 [0.29;0.52] 11.0%
Tsujimoto2011c 121 *:—'— 0.50 [0.35;0.62] 6.5%
Tsujimoto2011d 120 —— 0.36 [0.19;0.51] 6.5%
Fixed effect model 443 0 0.42 [0.34; 0.50] 24.0%
Heterogeneity: 1= 0%, t° =0, p =040 !
BTM = SCTX :
Tsujimoto2011e 115 — 0.36 [0.19;0.51] 6.2%
Tsujimoto2011f 114 —-—'— 0.41 [0.24;0.55] 6.1%
Fixed effect model 229 D 0.39 [0.27;0.49] 12.3%
Heterogeneity: /> = 0%, t° = 0, p = 0.66
BTM = UNTX :
Chen2005e 132 —+— 040 [0.25;0.53] 7.1%
Greenspan1998a 60 —&—— 0.36 [0.12;0.56] 3.2%
Greenspan1998b 60 ——=—— 0.34 [0.09;0.55] 3.2%
Greenspan1998c 60 —'—'— 0.32 [0.07;0.53] 3.2%
Greenspan1998d 60 —a— 0.28 [0.03;0.50] 3.2%
Kim2005b 50 —'— 0.36 [0.09;0.58] 2.6%
Kim2005c¢ 88 ——— 0.45 [0.27;0.60] 4.7%
Kim2005d 88 —— 0.35 [0.15;0.52] 4.7%
Fixed effect model 598 0 0.37 [0.30; 0.44] 31.7%
Heterogeneity: /> = 0%, t° = 0, p = 0.97 |
Fixed effect model 1863 | 0| | 0.37 [0.33; 0.41] 100.0%

Heterogeneity: I? = 0%, = 0! p= 0.88 |
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Figure S3.1.1 Forests of subgroup analyses on the correlation between baseline BTMs and BMD changes

by group of BTMs.



53.2 Forests of subgroup analyses on the correlation between the changes in bone ALP and BMD

Study Total Correlation COR 95%-Cl Weight
BoneSite = FN ;

Greenspan2005a 94 —=— -0.30 [-0.47;-0.10] 4.8%
Watts2001d 180 — -0.24 [-0.37;-0.10] 9.4%
Random effects model 274 - -0.26 [-0.37; -0.14] 14.2%
Heterogeneity: 12 = 0%, v =0, p=0.63

BoneSite = LS :

Eastell2011 73 @ —s=— -0.26 [-0.46; -0.03] 3.7%
Tsujimoto2011a 121 — -0.20 [-0.37;-0.02] 6.3%
Watts2001e 180 ——— -0.36 [-0.48;-0.23] 9.4%
Watts2001f 180 — -0.21 [-0.35;-0.07] 9.4%
Random effects model 554 = -0.26 [-0.34; -0.18] 28.7%
Heterogeneity: I? = 4%, * = 0.0003, p= 0.37

BoneSite = TB :

Watts2001a 180 —_— -0.23 [-0.36; -0.09] 9.4%
Random effects model 180 —— -0.23 [-0.36; -0.09] 9.4%
Heterogeneity: not applicable :

BoneSite = TH :

Greenspan2005b 93 —&— -0.41 [-0.57;-0.23] 4.8%
Greenspan2005d 93 —— -0.25 [-0.44;-0.05] 4.8%
Tsujimoto2011b 120 — -0.23 [-0.39; -0.05] 6.2%
Random effects model 306 - -0.30 [-0.40; -0.18] 15.7%
Heterogeneity: /* = 14%, t° = 0.0017, p = 0.31

BoneSite = TR ;

Greenspan2005e 93 —F—— -0.31 [-0.49;-0.12] 4.8%
Greenspan2005h 93 —F———— -0.32 [-0.49;-0.13] 4.8%
Majima2008 73 —s— -0.28 [-0.48;-0.05] 3.7%
Watts2001b 180 —— -0.20 [-0.34;-0.06] 9.4%
Watts2001c¢ 180 —_— -0.25 [-0.38;-0.11] 9.4%
Random effects model 619 < -0.26 [-0.33; -0.18] 32.0%

Heterogeneity: = 0%, @ = 0,p=0.83

Random effects model 1933 <> -0.26 [-0.31; -0.22] 100.0%
Heterogeneity: I? = 0%, 1? =0, p= 0.90 ' ' !

Figure S3.2.1 Forests of subgroup analyses on the correlation between the changes in bone ALP and
BMD by group of bone sites. FN femoral neck, LS lumbar spine, TB total body, TH total hip, TR
trochanter.



Study Total Correlation
Intervention = ALN10 :
Greenspan2005b 93 —#=—
Greenspan2005e 98 —F
Watts2001a 180 —
Watts2001b 180 ——
Watts2001¢c 180 —
Watts2001d 180 —
Watts2001e 180 —+—-
Watts2001f 180 ——
Fixed effect model 1266 >
Heterogeneity: /2 = 0%, 1 =0, p = 0.48
Intervention = ALN10+HRT |
Greenspan2005a 94 ———
Fixed effect model 94  ———EEE——
Heterogeneity: not applicable E
Intervention = DMAB :
Eastell2011 73—
Fixed effect model 73  ————ii—
Heterogeneity: not applicable
Intervention = HRT :
Greenspan2005d 93 —F—

Greenspan2005h 93 —F—
Fixed effect model 186 ‘
Heterogeneity: I? = 0%, v° = 0, p =0.62

Intervention = RLX

Majima2008 73 @ —F—
Fixed effect model 73  ———im—
Heterogeneity: not applicable E
Intervention = TPTD
Tsujimoto2011a 121 —
Tsujimoto2011b 120 —
Fixed effect model 241 —

Heterogeneity: /% = 0%, 1 =0, p = 0.81

Fixed effect model 1933 -

Heterogeneity: I? = 0%, v° = 0, p ='0.90 !
-04 -02 0

I I
02 04

COR

~0.41 [-0.57; -0.23]
~0.31 [-0.49; -0.12]
-0.23 [-0.36; -0.09]
~0.20 [-0.34; -0.06]
-0.25 [-0.38; -0.11]
~0.24 [-0.37;-0.10]
~0.36 [-0.48; -0.23]
-0.21 [-0.35; -0.07]
-0.27 [-0.32; -0.21]

~0.30 [-0.47; -0.10]
-0.30 [-0.47; -0.10]

~0.26 [-0.46; —0.03]
~0.26 [-0.46; —0.03]

~0.25 [-0.44; —0.05]
~0.32 [-0.49; -0.13]
-0.29 [-0.42; -0.15]

~0.28 [-0.48; -0.05]
-0.28 [-0.48; -0.05]

~0.20 [-0.37; -0.02]
~0.23 [-0.39; -0.05]
~0.21 [-0.33; -0.09]

95%-Cl Weight

4.8%
4.8%
9.4%
9.4%
9.4%
9.4%
9.4%
9.4%
65.8%

4.8%
4.8%

3.7%
3.7%

4.8%
4.8%
9.5%

3.7%
3.7%

6.3%
6.2%
12.4%

-0.26 [-0.31; -0.22] 100.0%

Figure S3.2.2 Forests of subgroup analyses on the correlation between the changes in bone ALP and
BMD by group of intervention. ALN10 10 mg/d Alendronate, ALN10+HRT combination of 10 mg/d
Alendronate and HRT, HRT Hormone replacement therapy.



Study

Total

BALPTimeDuration =6

Eastell2011
Greenspan2005a
Greenspan2005b
Greenspan2005d
Greenspan2005e
Greenspan2005h
Tsujimoto2011a
Tsujimoto2011b
Watts2001a
Watts2001b
Watts2001¢c
Watts2001d
Watts2001e
Watts2001f

73
94
93
93
93
93
121
120
180
180
180
180
180
180

Fixed effect model 1860

Heterogeneity: I? = 0%, 1 =0, p=0.86

BALPTimeDuration =3

Majima2008
Fixed effect model

Heterogeneity: not applicable

73
73

Fixed effect model 1933

Heterogeneity: I? = 0%, 1° =0, p ='0.90 !
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COR

-0.26
-0.30
-0.41
-0.25
-0.31
-0.32
-0.20
-0.23
-0.23
-0.20
-0.25
-0.24
-0.36
-0.21
-0.26

-0.28
-0.28

95%—Cl Weight

[-0.46; -0.03]
[-0.47; -0.10]
[-0.57; -0.23]
[-0.44; -0.05]
[-0.49; -0.12]
[-0.49; -0.13]
[-0.37; -0.02]
[-0.39; -0.05]
[-0.36; —0.09]
[-0.34; -0.06]
[-0.38; -0.11]
[-0.37; -0.10]
[-0.48; -0.23]
[-0.35; -0.07]
[-0.31; -0.22]

[-0.48; -0.05]
[-0.48; -0.05]

3.7%
4.8%
4.8%
4.8%
4.8%
4.8%
6.3%
6.2%
9.4%
9.4%
9.4%
9.4%
9.4%
9.4%
96.3%

3.7%
3.7%

-0.26 [-0.31; -0.22] 100.0%

Figure $3.2.3 Forests of subgroup analyses on the correlation between the changes in bone ALP and

BMD by group of the time duration of bone ALP measurements.



95%-Cl Weight

3.7%
4.8%
4.8%
4.8%
4.8%
4.8%
9.4%
9.4%
9.4%
55.7%

3.7%
6.3%
6.2%
9.4%
9.4%
34.9%

9.4%
9.4%

Study Total Correlation COR
BMDTimeDuration = 36 :

Eastell2011 73— -0.26 [-0.46; —0.03]
Greenspan2005a 94 —— -0.30 [-0.47;-0.10]
Greenspan2005b 93 —=— -0.41 [-0.57; -0.23]
Greenspan2005d 93 —— —-0.25 [-0.44; -0.05]
Greenspan2005e 983 —F— -0.31 [-0.49; -0.12]
Greenspan2005h 93 —'—— -0.32 [-0.49; -0.13]
Watts2001a 180 —— -0.23 [-0.36; —-0.09]
Watts2001c 180 —— -0.25 [-0.38; -0.11]
Watts2001f 180 —— -0.21 [-0.35; -0.07]
Fixed effect model 1079 > -0.27 [-0.33; -0.21]
Heterogeneity: = 0%, 2= 0,p= 0.8$

BMDTimeDuration = 12 |

Majima2008 73— ~0.28 [-0.48; —0.05]
Tsujimoto2011a 121 — -0.20 [-0.37; -0.02]
Tsujimoto2011b 120 —— -0.23 [-0.39; -0.05]
Watts2001d 180 — -0.24 [-0.37; -0.10]
Watts2001e 180 ——+— -0.36 [-0.48; -0.23]
Fixed effect model 674 - -0.27 [-0.34; -0.20]
Heterogeneity: I = 0%, 1° = 0, p= 0.55?

BMDTimeDuration = 24 E

Watts2001b 180 — -0.20 [-0.34; -0.06]
Fixed effect model 180 ‘ -0.20 [-0.34; -0.06]
Heterogeneity: not applicable :

Fixed effect model 1933 - | | -0.26 [-0.31; —-0.22] 100.0%

Heterogeneity: I? = 0%, 1° =0, p ='0.90 !

-04 -02 O

0.2 04

Figure $3.2.4 Forests of subgroup analyses on the correlation between the changes in bone ALP and

BMD by group of the time duration of BMD measurements.



53.3 Forests of subgroup analyses on the correlation between the changes in osteocalcin and BMD

Study Total Correlation COR 95%-Cl Weight
BoneSite = FN

Kim2005 88 — e -0.30 [-0.48;-0.10] 14.7%
Fixed effect model 88 ——— -0.30 [-0.48; -0.10] 14.7%
Heterogeneity: not applicable

BoneSite = LS I

Ravn2003a 59 —'—-— -0.38 [-0.58;-0.14] 9.7%
Lu2017 103 - -0.20 [-0.38;-0.01] 17.3%
Fixed effect model 162 - -0.27 [-0.41; -0.12] 26.9%
Heterogeneity: I? = 28%, 1% = 0.0055, p=0.24

BoneSite = TB

Ravn2003c 59 — -0.27 [-0.49;-0.01] 9.7%
Ravn2003d 59 —'—-— -0.49 [-0.66;-0.27] 9.7%
Fixed effect model 118 —~—— -0.39 [-0.53; -0.22] 19.3%
Heterogeneity: /% = 47%, v = 0.0157, p = 0.17

BoneSite = TH |

Green1998a 60 —F—— -0.31 [-0.52; -0.06] 9.8%
Ravn2003e 59 —&—— -0.36 [-0.56;-0.11] 9.7%
Ravn2003f 59 ———— -0.42 [-0.61;-0.18] 9.7%
Fixed effect model 178 ‘ -0.36 [-0.49; -0.23] 29.2%
Heterogeneity: I?=0%,t* =0, p= O.8p

BoneSite = TR

Green1998b 60 —HF—— -0.32 [-0.53;-0.07] 9.8%
Fixed effect model 60 —~———— -0.32 [-0.53; -0.07] 9.8%

Heterogeneity: not applicable E
Fixed effect model 606 - ~0.33 [-0.40; —0.26] 100.0%
Heterogeneity: I?=0%, 1 =0, I,o =073 ! ' ' '

-06-04-02 0 0.2 04 06

Figure S3.3.1 Forests of subgroup analyses on the correlation between the changes in osteocalcin and
BMD by group of bone sites. FN femoral neck, LS lumbar spine, TB total body, TH total hip, TR
trochanter.



Study Total Correlation COR 95%-Cl Weight

Intervention = ALN5

Ravn2003a 59 —&— -0.38 [-0.58;-0.14] 9.7%
Ravn2003c 59 ——— -0.27 [-0.49; -0.01] 9.7%
Ravn2003d 59 —F—— -0.49 [-0.66;-0.27] 9.7%
Green1998a 60 — -0.31 [-0.52; -0.06] 9.8%
Ravn2003e 59 —%—— -0.36 [-0.56;-0.11] 9.7%
Ravn2003f 59 —#— -0.42 [-0.61;-0.18] 9.7%
Green1998b 60 —H—— -0.32 [-0.53;-0.07] 9.8%
Fixed effect model 415 - -0.37 [-0.45; -0.28] 68.0%

Heterogeneity: ?=0%,1°=0, p =0.86

Intervention = CCT
Lu2017 103 -0.20 [-0.38;-0.01] 17.3%
Fixed effect model 103 —— -0.20 [-0.38; -0.01] 17.3%
Heterogeneity: not applicable

Intervention = HRT
Kim2005 88 — -0.30 [-0.48;-0.10] 14.7%
Fixed effect model 88 " -0.30 [-0.48; -0.10] 14.7%
Heterogeneity: not applicable X
Fixed effect model 606 - -0.33 [-0.40; -0.26] 100.0%
Heterogeneity: ?=0%,1°=0, Ip =073 ! ' ' !

-0.6-04-02 0 0.2 04 0.6

Figure S3.3.2 Forests of subgroup analyses on the correlation between the changes in osteocalcin and
BMD by group of intervention. ALN5 5 mg/d Alendronate, CCT Calcitonin, HRT Hormone replacement
therapy.



Study Total Correlation COR 95%-Cl Weight

OCTimeDuration = 6.0

Ravn2003a 59 —= ~0.38 [-0.58;-0.14] 9.7%
Ravn2003c 59 @ —= -0.27 [-0.49;-0.01] 9.7%
Green1998a 60 —#— ~0.31 [-0.52;-0.06] 9.8%
Ravn2003e 59 —=—— ~0.36 [-0.56; -0.11] 9.7%
Green1998b 60 —— ~0.32 [-0.53;-0.07] 9.8%
Kim2005 g8  — ~0.30 [-0.48;-0.10] 14.7%
Fixed effect model 385 - -0.32 [-0.41; -0.23] 63.4%

Heterogeneity: I? = 0%, 1% =0, p= 0.959
OCTimeDuration = 12.0

Ravn2003d 59 —+=—— -0.49 [-0.66; -0.27] 9.7%
Ravn2003f 59 —'— -0.42 [-0.61;-0.18] 9.7%
Fixed effect model 118 -———m— -0.46 [-0.59; -0.30] 19.3%

Heterogeneity: /% = 0%, t? = 0, p = 0.64

OCTimeDuration = 4.7 i
Lu2017 103 - -0.20 [-0.38; -0.01] 17.3%
Fixed effect model 103 ‘ -0.20 [-0.38; -0.01] 17.3%
Heterogeneity: not applicable X
Fixed effect model 606 - -0.33 [-0.40; -0.26] 100.0%
Heterogeneity: I? = 0%, v° = 0, Ip =073 ! ' ' '

-06-04-02 0 0.2 04 0.6

Figure S3.3.3 Forests of subgroup analyses on the correlation between the changes in osteocalcin and
BMD by group of the time duration of osteocalcin measurements.



Study Total Correlation COR 95%-Cl Weight

BMDTimeDuration = 48.0

Ravn2003a 59 —— -0.38 [-0.58;-0.14] 9.7%
Ravn2003c 59 ~—=—— -0.27 [-0.49;-0.01] 9.7%
Ravn2003d 59 —&#=—— -0.49 [-0.66;-0.27] 9.7%
Ravn2003e 59 —&— -0.36 [-0.56;-0.11] 9.7%
Ravn2003f 59 —@—— -0.42 [-0.61;-0.18] 9.7%
Fixed effect model 295 - -0.39 [-0.48; -0.28] 48.4%

Heterogeneity: I? = 0%, 1° =0, p= 0.7:8

BMDTimeDuration = 30.0

Green1998a 60 —= -0.31 [-0.52; -0.06] 9.8%
Green1998b 60 —=— -0.32 [-0.53;-0.07] 9.8%
Fixed effect model 120 — —ei— -0.32 [-0.47; -0.14] 19.7%

Heterogeneity: I = 0%, t° =0, p = 0.95

BMDTimeDuration = 4.7
Lu2017 103
Fixed effect model 103
Heterogeneity: not applicable

-0.20 [-0.38;-0.01] 17.3%
-0.20 [-0.38; -0.01] 17.3%

BMDTimeDuration =12.0
Kim2005 88
Fixed effect model 88
Heterogeneity: not applicable

-0.30 [-0.48;-0.10] 14.7%
-0.30 [-0.48; -0.10] 14.7%

e

Fixed effect model 606
Heterogeneity: I? = 0%, = 0, Ip =073 | ' ' !
-0.6-04-02 0 0.2 04 0.6

-0.33 [-0.40; -0.26] 100.0%

Figure S3.3.4 Forests of subgroup analyses on the correlation between the changes in osteocalcin and
BMD by group of the time duration of BMD measurements.



53.4 Forests of subgroup analyses on the correlation between the changes in PINPand BMD

Study Total

Intervention = DMAB

Eastell2011a 76 ——+——
Eastell2011b
Random effects model 150 ——
Heterogeneity: = 0%, o 0,p=0.71

74 —+—

Intervention = TPTD
Tsujimoto2011 121
Chen2005 132
Random effects model 253
Heterogeneity: = 0%, ?= 0,p=0.38

Random effects model 403

Correlation

Heterogeneity: /% = 95%, t° = 0.1947, p £ 0.01

-06-04-02 0 02 04 06

COR

-0.42
-0.47
-0.44

0.36
0.26
0.31

-0.07

95%—-Cl Weight

[-0.59; —0.21] 24.7%
[-0.63; —0.27] 24.6%
[-0.57; -0.31] 49.3%

[0.19; 0.51] 25.3%
[0.09; 0.41] 25.4%
[0.19; 0.42] 50.7%

[-0.48; 0.36] 100.0%

Figure S3.4.1 Forests of subgroup analyses on the correlation between the changes in PINP and BMD

by group of intervention. DMAB Denosumab, TPTD Teriparatide.



§3.5 Forests of subgroup analyses on the correlation between the changes in S-CTX and BMD

Study Total Correlation COR 95%-Cl Weight
BoneSite = FN |
Tsujimoto2011a 114 —v—'— -0.20 [-0.37; -0.02] 25.3%
Fixed effect model 114 ——— -0.20 [-0.37; -0.02] 25.3%
Heterogeneity: not applicable E
BoneSite = LS :
Nenonen2005 75 —— -0.24 [-0.44;-0.01] 16.4%
Eastell2011a 76 — -0.24 [-0.44; -0.02] 16.7%
Fixed effect model 151 —— -0.24 [-0.39; —0.08] 33.1%
Heterogeneity: = 0%, = 0,p= 1.0d
BoneSite = TH
Eastell2011b 74 —+—- -0.44 [-0.61;-0.24] 16.2%
Tsujimoto2011b 114 — -0.26 [-0.42; -0.08] 25.3%
Fixed effect model 188 ’ —-0.33 [-0.46; —0.20] 41.6%

Heterogeneity: ? = 46%, = 0.0097, d =0.17
Fixed effect model 453 - -0.27 [-0.35; -0.18] 100.0%
Heterogeneity: I? = 0%, v° =0, p= b.48 | ' ' !

-06-04-02 0 02 04 06

Figure S3.5.1 Forests of subgroup analyses on the correlation between the changes in S-CTX and BMD
by group of bone sites. FN femoral neck, LS lumbar spine, TH total hip.

Study Total Correlation COR 95%-Cl Weight
Intervention = ALN5

Nenonen2005 75 —'— -0.24 [-0.44;-0.01] 16.4%
Fixed effect model 75 ——— -0.24 [-0.44; -0.01] 16.4%

Heterogeneity: not applicable

Intervention = DMAB

Eastell2011a 76 @ — = ~0.24 [-0.44;-0.02] 16.7%
Eastell2011b 74 —E= ~0.44 [-0.61;-0.24] 16.2%
Fixed effect model 150  —eamm— -0.34 [-0.48; -0.19] 32.9%

Heterogeneity: = 46%, v =0.01 20, p: =0.17

Intervention = TPTD

Tsujimoto2011a 114 — -0.20 [-0.37; -0.02] 25.3%
Tsujimoto2011b 114 — -0.26 [-0.42; -0.08] 25.3%
Fixed effect model 228 - -0.23 [-0.35; -0.10] 50.7%

Heterogeneity: I? = 0%, v° = 0, p =0.64
Fixed effect model 453 - -0.27 [-0.35; -0.18] 100.0%
Heterogeneity: I? = 0%, 7° =0, p= b.as | ' ' !

-06-04-02 0 02 04 0.6




Figure S3.5.2 Forests of subgroup analyses on the correlation between the changes in S-CTX and BMD
by group of intervention. ALN5 5 mg/d Alendronate, DMAB Denosumab, TPTD Teriparatide.

Study Total Correlation COR 95%—-Cl Weight
SCTXTimeDuration = 3 5

Nenonen2005 75 —— -0.24 [-0.44;-0.01] 16.4%
Tsujimoto2011a 114 —-—'— -0.20 [-0.37;-0.02] 25.3%
Tsujimoto2011b 114 — -0.26 [-0.42;-0.08] 25.3%
Fixed effect model 303 - -0.23 [-0.34; -0.12] 67.1%

Heterogeneity: I? = 0%, 1° = 0, p= 0.89:
SCTXTimeDuration =6

Eastell2011a 76 — -0.24 [-0.44;-0.02] 16.7%
Eastell2011b 74 —'— -0.44 [-0.61;-0.24] 16.2%
Fixed effect model 150 —— -0.34 [-0.48; -0.19] 32.9%

Heterogeneity: /% = 46%, ©° = 0.0120, g = 0.17
Fixed effect model 453 - -0.27 [-0.35; -0.18] 100.0%
Heterogeneity: I? = 0%, 1° =0, p= b.ag | ' ' !

-06-04-02 0 02 04 06

Figure $3.5.3 Forests of subgroup analyses on the correlation between the changes in S-CTX and BMD

by group of the time duration of PINP measurements.

Study Total Correlation COR 95%-Cl Weight
BMDTimeDuration = 12 5

Nenonen2005 75 —=— -0.24 [-0.44;-0.01] 16.4%
Tsujimoto2011a 114 —i—'— -0.20 [-0.37; -0.02] 25.3%
Tsujimoto2011b 114 —— -0.26 [-0.42; -0.08] 25.3%
Fixed effect model 303 - -0.23 [-0.34; -0.12] 67.1%

Heterogeneity: ?= 0%, = 0,p=0.8

- -_-_-O_

BMDTimeDuration = 36

Eastell2011a 76 — -0.24 [-0.44;-0.02] 16.7%
Eastell2011b 74 —'— -0.44 [-0.61;-0.24] 16.2%
Fixed effect model 150 —— -0.34 [-0.48; -0.19] 32.9%

Heterogeneity: /% = 46%, t° = 0.0120, d = 0.17
Fixed effect model 453 - -0.27 [-0.35; -0.18] 100.0%
Heterogeneity: 12 =0%,1?=0, p= b.4as ! ! ! !

-06-04-02 0 02 04 0.6

Figure S3.5.4 Forests of subgroup analyses on the correlation between the changes in S-CTX and BMD
by group of the time duration of BMD measurements.




53.6 Forests of subgroup analyses on the correlation between the changes in U-NTX and BMD

Study Total Correlation COR 95%-Cl Weight
BoneSite = FN |

Kim2005a 50 ——— -0.38 [-0.59; -0.11] 1.3%
Greenspan1998c 60 —_— -0.28 [-0.50;-0.03] 1.5%
Fixed effect model 110 ‘ -0.32 [-0.48; -0.14] 2.8%
Heterogeneity: /% = 0%, t° = 0, p = 0.58

BoneSite = LS

Iwamoto2005a 105 ] -0.20 [-0.38; -0.01] 2.7%
lwamoto2005b 105 —— -0.34 [-0.50;-0.16] 2.7%
Iwamoto2005c¢ 105 — -0.34 [-0.50;-0.16] 2.7%
Kim2005b 88 ; -0.29 [-0.47;-0.08] 2.3%
likuni2012 2784 == -0.35 [-0.38; -0.31] 74.4%
Fixed effect model 3187 * -0.34 [-0.37; -0.31] 84.8%
Heterogeneity: I =0%, 1 =0, p= 0.5:9

BoneSite =TB :

Greenspan1998d 60 —'— -0.34 [-0.55;-0.09] 1.5%
Ravn2003c 59 ——— -0.54 [-0.70; -0.33] 1.5%
Fixed effect model 119 -~ -0.44 [-0.58; -0.29] 3.0%
Heterogeneity: /% = 43%, t°> = 0.0136, p = 0.18

BoneSite = TH

Greenspan2005a 93 — -0.34 [-0.51;-0.15] 2.4%
Greenspan1998e 60 —'— -0.35 [-0.55; -0.11] 1.5%
Ravn2003d 59 ———— -0.49 [-0.66;-0.27] 1.5%
Fixed effect model 212 - -0.39 [-0.50; -0.26] 5.4%
Heterogeneity: I =0%,1? =0, p= 0.5:8

BoneSite = TR

Greenspan2005b 93 — -0.34 [-0.51;-0.15] 2.4%
Greenspan1998f 60 ———— -0.36 [-0.56;-0.12] 1.5%
Fixed effect model 153 ‘ -0.35 [-0.48; -0.20] 3.9%
Heterogeneity: I?=0%,1* =0, p= 0.951

Fixed effect model 3781 . -0.35 [-0.37; -0.32] 100.0%

Heterogeneity: ?=0%,1°=0, /5 =0lg2 | ' ' '
-0.6-0.4-0.2 0 0.2 04 0.6

Figure S3.6.1 Forests of subgroup analyses on the correlation between the changes in U-NTX and BMD
by group of bone sites. FN femoral neck, LS lumbar spine, TB total body, TH total hip, TR trochanter.



Study Total Correlation COR 95%-Cl Weight

Intervention = ALN10

Kim2005a 50 —+—— -0.38 [-0.59; -0.11] 1.3%
Greenspan2005a 93 —— -0.34 [-0.51;-0.15] 2.4%
Greenspan2005b 93 — -0.34 [-0.51;-0.15] 2.4%
Fixed effect model 236 - -0.35 [-0.46; -0.23] 6.1%

Heterogeneity: I? = 0%, v° =0, p= 0.957

Intervention = ALN5 -

Greenspan1998c 60 —_— -0.28 [-0.50;-0.03] 1.5%
lwamoto2005a 105 —— -0.20 [-0.38;-0.01] 2.7%
Iwamoto2005b 105 — -0.34 [-0.50; -0.16] 2.7%
lwamoto2005¢ 105 — -0.34 [-0.50; -0.16] 2.7%
Greenspan1998d 60 —'— -0.34 [-0.55;-0.09] 1.5%
Ravn2003c 59 ——— -0.54 [-0.70; -0.33] 1.5%
Greenspan1998e 60 —‘— -0.35 [-0.55; -0.11] 1.5%
Ravn2003d 59 ———— -0.49 [-0.66;-0.27] 1.5%
Greenspan1998f 60 ———— -0.36 [-0.56;-0.12] 1.5%
Fixed effect model 673 0 -0.35 [-0.42; -0.28] 17.3%

Heterogeneity: I? = 0%, 1 =0, p=0.44

Intervention = HRT
Kim2005b 88 -0.29 [-0.47;-0.08] 2.3%
Fixed effect model 88 —— -0.29 [-0.47; -0.08] 2.3%
Heterogeneity: not applicable

Intervention = RLX

______‘_.|. R,

likuni2012 2784 -0.35 [-0.38; -0.31] 74.4%
Fixed effect model 2784 -0.35 [-0.38; -0.31] 74.4%
Heterogeneity: not applicable

Fixed effect model 3781 * -0.35 [-0.37; -0.32] 100.0%

Heterogeneity: I? = 0%, 1% =0, ;5 =082 | ' ' '
-0.6-0.4-0.2 0 0.2 04 0.6
Figure 53.6.2 Forests of subgroup analyses on the correlation between the changes in U-NTX and BMD
by group of intervention. ALN10 10 mg/d Alendronate, ALN5 5 mg/d Alendronate, HRT Hormone
replacement, RLX Raloxifene.



Study Total Correlation COR 95%—-Cl Weight

UNTXTimeDuration = 6

Kim2005a 50 : -0.38 [-0.59; -0.11] 1.3%
Greenspan2005a 93 —_— -0.34 [-0.51;-0.15] 2.4%
Greenspan2005b 93 —_— -0.34 [-0.51;-0.15] 2.4%
Greenspan1998c 60 —_— -0.28 [-0.50; -0.03] 1.5%
Iwamoto2005b 105 — -0.34 [-0.50; -0.16] 2.7%
Greenspan1998d 60 B a— -0.34 [-0.55;-0.09] 1.5%
Greenspan1998e 60 —_— -0.35 [-0.55;-0.11] 1.5%
Ravn2003d 59 ———— -0.49 [-0.66;-0.27] 1.5%
Greenspan1998f 60 — -0.36 [-0.56;-0.12] 1.5%
Random effects model 640 < -0.36 [-0.42; -0.28] 16.4%

Heterogeneity: I =0%, 1 =0, p =0.98

UNTXTimeDuration = 3
lwamoto2005a 105 —] -0.20 [-0.38;-0.01] 2.7%

Kim2005b 88 — -0.29 [-0.47;-0.08] 2.3%
likuni2012 2784 = -0.35 [-0.38; -0.31] 74.4%
Random effects model 2977 < -0.32 [-0.39; -0.24] 79.4%

Heterogeneity: = 28%, @ = 0.0022, p = (i.25

UNTXTimeDuration = 12 g
Iwamoto2005¢ 105 — -0.34 [-0.50;-0.16] 2.7%

Ravn2003c 59 ——— -0.54 [-0.70; -0.33] 1.5%
Random effects model 164 ——— -0.43 [-0.61; -0.21] 4.2%

Heterogeneity: I? = 57%, v* = 0.0180, p= d.13

Random effects model 3781 o -0.35 [-0.37; -0.32] 100.0%
Heterogeneity: I?=0%,t° =0, p= olg2 ! ! ! ! '
-0.6-0.4-0.2 0 0.2 04 0.6

Figure S3.6.3 Forests of subgroup analyses on the correlation between the changes in U-NTX and BMD
by group of the time duration of U-NTX measurements.



Study Total Correlation COR 95%-Cl Weight

BMDTimeDuration = 12

Kim2005a 50 —e—r -0.38 [-0.59; -0.11] 1.3%
lwamoto2005a 105 — -0.20 [-0.38;-0.01] 2.7%
lwamoto2005b 105 ~ —+— ~0.34 [-0.50; -0.16] 2.7%
lwamoto2005c¢ 105 ~ —— ~0.34 [-0.50; -0.16] 2.7%
Kim2005b 88 — ~0.29 [-0.47;-0.08] 2.3%
likuni2012 2784 -~ ~0.35 [-0.38; -0.31] 74.4%
Fixed effect model 3237 . -0.34 [-0.37; -0.31] 86.1%

Heterogeneity: I? = 0%, 2= 0,p=0.7

BMDTimeDuration = 36

- N -

Greenspan2005a 93 — -0.34 [-0.51;-0.15] 2.4%
Greenspan2005b 93 — -0.34 [-0.51;-0.15] 2.4%
Fixed effect model 186 - -0.34 [-0.46; -0.21] 4.8%

Heterogeneity: I? = 0%, 1° =0, p= 0.9:9
BMDTimeDuration = 30 |

Greenspan1998c 60 — -0.28 [-0.50; -0.03] 1.5%
Greenspan1998d 60 —_— -0.34 [-0.55;-0.09] 1.5%
Greenspani998e 60 ———— -0.35 [-0.55;-0.11] 1.5%
Greenspan1998f 60 —_—— -0.36 [-0.56; -0.12] 1.5%
Fixed effect model 240 - -0.33 [-0.44; -0.21] 6.1%

Heterogeneity: I? = 0%, 1% = 0, p= 0.9:6

BMDTimeDuration = 48

Ravn2003c 59 —+—— -0.54 [-0.70; -0.33] 1.5%
Ravn2003d 59 —'— -0.49 [-0.66;-0.27] 1.5%
Fixed effect model 118 - -0.52 [-0.64; -0.37] 3.0%

Heterogeneity: I? = 0%, 1% =0, p=0.72
Fixed effect model 3781 . -0.35 [-0.37; —0.32] 100.0%
Heterogeneity: I? = 0%, 7° =0, ,5 =082 ! ! ' '

-0.6-04-0.2 0 0.2 04 0.6

Figure S3.6.4 Forests of subgroup analyses on the correlation between the changes in U-NTX and BMD
by group of the time duration of BMD measurements.



