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ARTICLE INFO ABSTRACT

Keywords: Objective: This meta-analysis aims to compare the efficacy of teriparatide and bisphosphonates for reducing
Teriparatide vertebral fracture risk and bone mineral density (BMD) in lumbar spine and femoral neck in postmenopausal
Bisphosphonates women with osteoporosis.

Vertebral fracture

M e Methods: We searched the literature, via PubMed, Embase, Cochrane Library, Web of Science and Google da-
eta-analysis

tabase to screen citations from inception to April 2018 for inclusion in this study. Only randomized controlled
trials that compared teriparatide and bisphosphonates for reducing vertebral fracture risk in postmenopausal
women with osteoporosis were included. Stata 12.0 was used for meta-analysis.

Results: Our meta-analysis results indicated that, compared with bisphosphonates, teriparatide was associated
with a reduction of the vertebral fracture risk (risk ratio (RR) = 0.57, 95% confidence interval (CI): 0.35, 0.93,
P = 0.024). Furthermore, teriparatide therapy increased the mean percent change in BMD in lumbar spine of 6
months, 12 months and 18 months than bisphosphonates with statistically significant (P < 0.05). And, ter-
iparatide has only beneficial in increasing the mean percent change in BMD in femoral neck of 18 months
(P < 0.05). There was no significant difference between teriparatide and bisphosphonates in terms of the ad-
verse events (AEs, RR = 1.09, 95% CI 0.89, 1.33, P = 0.424).

Conclusions: Teriparatide is an effective agent in reducing the risk of vertebral fracture in postmenopausal
women with osteoporosis. Furthermore, teriparatide can increase the BMD in lumbar spine and femoral neck in

long-terms duration.

1. Introduction

Postmenopausal osteoporosis is the most common bone disease in
elderly women [1]. It comprises a major risk factor for fracture, which
leads to considerable morbidity, mortality and economic costs [2,3]. It
was suggested that approximately 30% of women in the United States
are at risk for osteoporosis [4]. Furthermore, nearly 9 million fractures
associated with osteoporosis occur annually [5]. Currently, bispho-
sphonates are considered the first-line treatment option in patients with
osteoporosis [6]. The mechanism of bisphosphonates for treatment with
osteoporosis was main through inhibit osteoclast-mediated bone re-
sorption [7]. Recently, teriparatide has been shown that directly pro-
mote bone formation [8]. Teriparatide induces differentiation of pre-
osteoblasts into osteoblasts, stimulates preexisting osteoblasts to form
new bone and decreases osteoblast apoptosis. The effects of teriparatide
versus bisphosphonates for preventing vertebral fracture was still

controversial.

Several relevant meta-analysis has been published [9,10]. Zhang
et al. [9] used an indirection method to compare the clinical effects of
teriparatide versus bisphosphonates in reducing vertebral fracture.
Results shown that teriparatide has comparable vertebral fracture rate
when compared with bisphosphonates. Liu et al. [10] conducted a di-
rect head to head comparison between teriparatide and bispho-
sphonates in osteoporosis patients. However, glucocorticoid-induced
osteoporosis patients were also included and thus a large clinical het-
erogeneity was existed in this meta-analysis. Several more RCTs on this
subject have been published without conclusive results [11]. Con-
sidering all these issues, it is impossible to give clear advice on which
method to adopt.

Thus, we undertook a further meta-analysis to evaluate whether
teriparatide is superior to bisphosphonates with respect to: (1) vertebral
fracture; (2) non-vertebral fracture; (3) mean bone mineral density
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(BMD) change in lumbar spine in different duration; (4) mean BMD
change in femoral neck in different duration; (5) adverse events (AEs).

2. Materials and methods

The current meta-analysis was performed according to the re-
commendations of the Cochrane Handbook for Systematic Reviews of
Interventions and was reported in compliance with the Preferred
Reporting Items for Systematic Reviews and Meta-Analyses (PRISMA)
statement guidelines [12] and AMSTAR (Assessing the methodological
quality of systematic reviews) Guidelines.

2.1. Literature search

We performed a systematic electronic search in PubMed, Embase,
Cochrane Library, Web of Science and Google database from inception
through April 2018. Key word and corresponding Medical Subject
Headings (MeSH) terms were used for searching databases. Search
terms were as follows: ((((“Osteoporosis, Postmenopausal"[Mesh]) OR
Postmenopausal osteoporosis)) AND ((((zoledronic acid) OR alen-
dronate) OR risedronate) OR bisphosphonates)) AND (((((((Forteo) OR
Teriparatide Acetate) OR Parathar) OR Human Parathyroid Hormone
(1—-34)) OR hPTH (1—34)) OR “Teriparatide"[Mesh]) OR teripara-
tide). We also manually checked the bibliographies of previous meta-
analysis and included trials to identify other potentially eligible trials.

2.2. Selection criteria

Published RCTs meeting the following criteria were included:

(1) Population: Postmenopausal osteoporosis; (2) intervention: ad-
ministration with teriparatide; (3) comparison: administration with
bisphosphonates; and (4) = 1 of the following outcomes: vertebral
fracture, non-vertebral fracture, mean BMD change in lumbar spine,
femoral neck in different duration and AEs.

2.3. Data extraction

Data extraction was performed by XXX. and XXX and disagreement
was confirmed by other authors (XXX). Collected data included the
following: first author, year of publication, country, sample and mean
age of patients, dose and interval of comparison and controls, adjunct
therapy, follow-up and outcomes. Extracted data were entered into a
standardized Excel (Microsoft Corporation, Redmond, Washington,
USA) file. Discrepancies were resolved by consulted from third re-
viewer (X.-L. M). Predefined primary outcome was the incidence of
vertebral fracture. Other outcomes including incidence of non-vertebral
fracture, mean percent changes in BMD in lumbar spine and femoral
neck of 6, 12 and months duration and adverse events (AEs).

2.4. Risk of bias assessment

Two authors (XX. and XX) independently assessed risk of bias using
the Cochrane risk-of-bias tool. We reviewed each trial and scored as
high, low, or unclear risk of bias to the following criteria: random se-
quence generation; allocation concealment; blinding of participants and
personnel to the study protocol; blinding of outcome assessment; in-
complete outcome data; selective reporting; and other bias. Trials with
high risk of bias for > 1 key domains were considered to be at high risk
of bias whereas trials with low risk of bias for all key domains were
considered to be at low risk of bias; otherwise they were considered to
be at unclear risk of bias.

2.5. Grading quality of evidence

Two authors (XX. and XXX) independently evaluated the quality of
evidence for primary and secondary outcomes according to Grading of
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Recommendations Assessment, Development, and Evaluation (GRADE)
[13] methodology for risk of bias, inconsistency, indirectness, im-
precision, and publication bias, classified as very low, low, moderate, or
high. Summary tables were constructed using the GRADE Profiler
(version 3.6, GRADEpro).

2.6. Statistical analysis

We calculated risk ratios (RR) with 95% confidence intervals (CIs)
for dichotomous outcomes and weighted mean differences (WMD) with
95% ClIs for continuous outcomes. Heterogeneity across studies was
quantified using the I? statistic; I > 50% indicated significant hetero-
geneity. We pooled outcome data using a random-effects model ac-
counting for clinical heterogeneity. To check the influence of various
factors on the vertebral fracture, we further performed post hoc sub-
group analyses according to dose of teriparatide (20 pg vs 40 ug), drugs
of bisphosphonates (teriparatide vs risedronate or teriparatide vs
alendronate), risk of bias (low vs unclear/high) and follow-up duration
(=18 months vs > 18 months). Only subgroup analyses showing a
statistically significant test of interaction (P < 0.05) were considered
to provide evidence of an intervention effect.

P < 0.05 was considered statistically significant. Publication bias
was assessed by visually inspecting a funnel plot, and also evaluated
using the tests of Begg's test. All statistical analyses were performed
using Stata 12.0 (Stata Corp., College Station, TX).

3. Results
3.1. Search results

The PRISMA statement flowchart shows the process of literature
screening, study selection, and reasons for exclusion (Fig. 1). Our initial
search yielded 493 records. After removing duplicates and screening
the titles and abstracts, 26 articles were thought to be potentially eli-
gible for inclusion. After reviewing the full text, 11 randomized con-
trolled trials (RCTs) [11-14] were finally included in the meta-analysis.
Data on first-attempt failure were obtained by contacting with authors
in one trial.

3.2. Trials characteristics

The main characteristics of the included trials are summarized in
Table 1. These trials were published from 2002 to 2018. Population
sizes ranged from 21 to 680, with a total of 4323 patients (teripara-
tide = 2166; bisphosphonates = 2157). Among the included trials, 3 of
11 trials compared teriparatide with risedronate, six compared ter-
iparatide with alendronate, and one compared teriparatide with zole-
dronic acid. Two studies used 40 g teriparatide as intervention group.

3.3. Risk of bias assessment

Figs. 2 and 3 summarize details of risk of bias. Overall, three trials
were categorized as being at low risk of bias, four as being unclear, and
four as being at high risk of bias. An adequate randomized sequence
was generated in eight trials and appropriate allocation concealment
was reported in five. Blinding of outcome assessments was unclear or
seldom reported in five trials.

3.4. Primary outcome

3.4.1. Incidence of vertebral fracture

This analysis involved four trials [11-16] with a total of 3576 pa-
tients. The teriparatide therapy demonstrated a significant advantage
over bisphosphonates in incidence of vertebral fracture (RR = 0.57,
95% CI: 0.35, 0.93, P = 0.024, Fig. 4). Subgroup analysis can be ob-
tained in Table 2. The findings of incidence of vertebral fracture were
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Fig. 1. The flow diagram of study selection.

consistent in all subgroup analyses except for the drug of bispho-
sphonates and follow-up duration.

3.4.2. Incidence of non-vertebral fracture

This analysis involved four trials [11-16] with a total of 2419 pa-
tients. The effect of the teriparatide therapy was equal to the bispho-
sphonates therapy at the incidence of non-vertebral fracture
(RR = 0.66, 95% CI: 0.37, 1.17, P = 0.153, Fig. 5).

3.4.3. Mean percent changes in BMD in lumbar spine of 6 months duration

Six trials [15-18] with 768 patients provided the BMD data and
were included in the analysis. Compared with the bisphosphonates
therapy, teriparatide therapy improve the BMD at the lumbar spine
(WMD = 1.35, 95% CI: 0.46, 2.24, P = 0.003, Fig. 6).

3.4.4. Mean percent changes in BMD in lumbar spine of 12 months duration

Five trials [16-18] with 726 patients provided the BMD data and
were included in the analysis. Compared with the bisphosphonates
therapy, teriparatide therapy improve the BMD at the lumbar spine

(WMD = 3.51, 95% CI: 1.99, 5.03, P = 0.000, Fig. 7).

3.4.5. Mean percent changes in BMD in lumbar spine of 18 months duration

Four trials [18-20] with 1015 patients provided the BMD data and
were included in the analysis. Compared with the bisphosphonates
therapy, teriparatide therapy improve the BMD in lumbar spine of 18
months (WMD = 5.10, 95% CI: 5.07, 5.13, P = 0.000, Fig. 8).

3.4.6. Mean percent changes in BMD in femoral neck of 12 months
duration

Three studies [16-18] with 398 patients reported the mean percent
changes in BMD in femoral neck of 6 months duration. Patients treated
with teriparatide has no beneficial in improving mean percent changes
in BMD in femoral neck of 6 months duration than bisphosphonates
(WMD = 1.71, 95% CI: 0.35, 3.77, P = 0.104, Fig. 9).

3.4.7. Mean percent changes in BMD in femoral neck of 18 months
duration
Five studies with 398 patients reported the mean percent changes in



International Journal of Surgery 66 (2019) 1-11

?
?

selq Jayl0

(seiq buinodal) Buiodal aAnos|as

70 0 e

%] [%] ! LI P) T [
o m.mm &0 .8 mhmnnvhnnvu
2 £ 3w 9oy ISR = =R = R
s 80 § o &~ 5988 €E°
I £ 8 o 2Ee g 52 5 x
oleefeee[ele]-[®] : IT:: 2 BLEcicy
& 55 2 g2 T EEEEE
3 c g, 2N =R
g 8 8.3 gex $—~ 89~ S8
5 £8°z &%° cY8S8EE
e . o g9 =l S g >AaN g 0@
(seq wonune) erep suoro srucn | @ | @ [ @ [@ (@ [@ @ [@ @ @@ 2, £:5° F21 Efisges
g8 R Hey QQuBaofk o
g 2 g 8 g = < s 2 Q0 o © o
Selq uoI98)ep) JUSISSaSSe awWwod)no Jo Bulpulg o~ g 2 3 ) S g, wgg s
( ) ; ooeleleclolcl@l@® :® -5 .7 filszi:t
— o — o . o= Q v A w»
] g5 52 i=lo) 253 9 [CE=
. = 3 S0 o0 2 O = 8 ISERT] I
(seiq souewiopad) jpuuosiad pue sjuedionted jo Buipulg . . + . ‘ « | ® 1SS 22 SEsS9 TE2 £°% m 888
= .5 v g @ 58 &= <A = 8 g ¥
Spn. o 8 2/ =] = [=VR3) 5 =)
< = - = o =} S
(se1q uonosjes) juswiesouoo uoneooly (@ (@ |« (@ (@ |« | @ |~ | @ |« | @ £ s ZcE . g2 ,@m m g = muol -
T\ L n [ =] o—
8 EL E g 8 §YO0d =
g 5 P 89 v .58 ¥Q §
= . - - o0 B =) Q
(seiq uooajes) uonessusb sousnbas wopuey |@ [~ @ | @ (B |~ | @ |~ [ ® | S | @ m 8 o m © o 322 g SEs ¢
¥ ot g 2+ B ) -~ 5 ]
® W N = O O N ~ ~ 199 - s 8 8o a L~ Mmmﬁnonpn
o o o - - — — o - o — = = B K = M I = 3 - W = o g
S © 6 o o o o © o o o g & RN < o 8 EZTR o v o .8
2 B > £ £ @ = > 5 O 9 & 5 g8 ax 2.8 ERg SR 2=E
< 9O B b 5 c T  © c O w < . D w 9= ISR 2 3 M ] o 2
s = o6 £ £ o ® © T 5 & 89 = %3 a S RR=a 5.5 9855587°
=2 < m & ©» @ T w c ) © 3 & e & . 5 o4 S8 = 500U 0w g
2 o Q 2 2 Q 5 O g S & O S5 < RGO =g ys
B O £ 0 E = = 83 EGEC E€e SEg,5E52EEE
o i ¥5 &8z &- w’835 JI8&,8F 8588
g Z 3 cwm g !l 28.% GaF88g4sggE
< .m = E5 5 Wno W&mPMPmS
“e QE8Q0F Y$wniEg AR ETEJEoT
»§ =22 ¥ E5 ¥ SECECEE
=] mixmc o3 g g o3 CEESER
vET syjuow g1 a BA/umpred Sw o1 9jeuoIpUSE Arep s 8l 0T 09 59 (6€ = Wu djeUOIpUD[E 44 Arear 1107 0d1ued
v'eT syjuow g1 a nA/umpred 8w QT 9jeuoIpuUSle Arep s 81 oz 9'99 €59 (10T = u) SjeuoIpUTe z0T nizeig 5002 SunDIN
4 syuow g a BA/unped 8w Gg 91RU0IPISLE Aqrep 0s 8107 914 9°TL 089 089 epeue) L10C Jo[puay
€ syyuow g1 a BA/umpred 8w o1 Syeuorpusre Arep s 8l 0T S79 S¥9 (ST = u) ayeuoIpUSlE 82 vsn £00T Auanea)
€ syjuow 9 a yA/wnple) 3w Gg 1eUOIPISLL Arep Ds 31 0z 9'1L S'0L (0SE = U) d1eUOIPaSH 09¢ Aueurron Z102 1fpeH
4 SyIuOW ¢ a NA/umpred 8w Gg 9yeuoIpIsit Aqrep 0s 810z SN SN (089 = u) 9eUOIPasK 089 SpUB[IOYIN 810T SUISNOD
11 syiuow og a BA/umped Arep 8w 1 9yeuoIpuse Arep s 8 of ¥9 59 (62 = u) deuoIpUIE 0z vsn 010 UIRIs[YuL]
I syIuow Z [ a BA/umpred 8w g pe d[uoIps[oz Arrep Ds 81 og 199 8'€9 LET = U PR d[U0IP3[0Z 8€T vsn 1102 uewso)
1 syjuow g1 a MA/wmnre) 3w ayeuoIpUd[Ee Aqrep Ds 31 of 59 99 (€4 = u) deuoIpUdR €L eIpuj 200z Apog
11 syjuowr g1 a BA/unped 8w o1 9jeuoipusre Anrep s 80T 559 609 (1 = u) deuoIpusle 1T soueIg 5002 1011V
YT syjuour g1 a yA/wnpled Apfeam 2ouo Jur gg Arep Ds 81 0z L'v9 ¥'S9 (2 = u)deuoIpas 44 929319 800T Shje[iseiseuy
sjuaunear) PYO opneredu, sjusunean} YO opnereduo, sjusunean YO opneredua],
sawodINQ dn-morjog juean(py [eAI)UT pue 3soq a8y ordures Anunop oyny

F. Yuan, et al.

*S3IPNIS PAPN[OUT 3} JO DNSLIDIIBIRYD [BISUD
1 9IqelL



F. Yuan, et al.

International Journal of Surgery 66 (2019) 1-11

Random sequence generation (selection bias)
Allocation concealment (selection bias)
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Incomplete outcome data (attrition bias)
Selective reporting (reporting bias)

Other bias
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|. Low risk of bias

|:| Unclear risk of bias

Bl High risk of bias

Fig. 3. Risk of bias summary for included studies. +, no bias; —, bias; ?, bias unknown.

For the meta-analysis of the effects of teriparatide versus bispho-
sphonates on the incidence of vertebral fracture, there was no evidence
of publication bias according to inspection of the funnel plot (Fig. 12)

Table 2
Subgroup analysis for teriparatide compared with bisphosphonates for vertebral
fracture.

and formal statistical tests (Egger test, P = 0.085; Begg test, Subgroup Risk ratio (95% CI) P value 1%(%) Test ofinteraction, P
P = 0.104). We performed a sensitivity analysis to assess the stability of
the pooled results. Among the most studies, the heterogeneity results Total
was not obviously altered after sequentially omitting each study, in- Dose of teriparatide
dicating th ) isticallv reliable (Fia. 13 20 ug 0.45(0.35,0.58) 0.000 157  0.104
icating that our results were statistically reliable (Fig. 13). 40ug 0.57(0.42,0.93) 0.000 68.5
Drug of bisphosphonates
T vs ALE 3.33(0.96,11.62) 0.059 125  0.008
4. Discussion T vs RIS 0.45(0.35,0.58) 0.000 25.9
Risk of bias
C . . Low 0.52(0.39,0.83) 0.015 39.4  0.063
Current n.leta-aflalysw mdlc:ated tl.lat, compa.red with bispho- Unclear/high  0.59(0.45,0.73) 0.027 21
sphonates, teriparatide was associated with a reduction of the vertebral Follow-up
fracture. Furthermore, tereparatide was shown to increase the BMD in <18 months 0.71(0.43,1.15) 0.163 87.2 0.000
lumbar spine at short duration (6 months) and long terms duration (12 > 18 months  0.45(0.39, 0.63) 0.000 0.0

months and 18 months). And tereparatide only has a beneficial role in
improving the BMD in femoral neck in long term duration (18 months).
There was no significant difference in the occurrence of AEs between
tereparatide and bisphosphonates.

Several previous systematic reviews comparing tereparatide and

other treatments have been published [10-24]. However, difference
between with previous meta-analyses should be noted. A meta-analysis
of tereparatide versus alendronate in patients with osteoporosis showed

Study %

ID RR (95% Cl) Weight
|
1

Body 2002 i —DH 3.33(0.96, 11.62) 11.24
1
|
1

Geusens 2018 —- 0.45 (0.31,0.66) 3245
1
|

Hadji 2012 —_— 0.47 (0.26, 0.84) 25.76
1
|
1

Kendler 2017 —= 0.44 (0.28, 0.67) 30.56
|

Overall (I-squared = 68.5%, p = 0.023) <> 0.57(0.35,0.93) 100.00
|

P=0.024 |

|
1

NOTE: Weights are from random effects analysis i
1
' T

T
.0861

1

-6

Fig. 4. Forest plot for comparing teriparatide versus bisphosphonates in terms of incidence of vertebral fracture.
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0.30(0.09, 1.05)
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0.66 (0.37,1.17)
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13.97

34.71

31.17

20.14

100.00

I
.0861

I
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Fig. 5. Forest plot for comparing teriparatide versus bisphosphonates in terms of incidence of non-vertebral fracture.

no significant difference in the occurrence of vertebral fracture [24].
Liu et al. [10] conducted a meta-analysis comparing tereparatide and
bisphosphonates in osteoporosis patients. However, glucocorticoid-in-
duced osteoporosis patients were also included in meta-analysis. Clin-
ical heterogeneity was obvious in that meta-analysis.

In this meta-analysis, we identified the vertebral fracture as the
primary outcome. Result shown that tereparatide was superior than

bisphosphonates in reducing the vertebral fracture rate. Compared with
bisphosphonates, teriparatide was associated with a reduction of the
rate of vertebral fracture by nearly 5.13% (5.08% vs 10.21%). Nevitt
et al. [25] revealed that tereparatide was associated with a reduction of
the back pain following teriparatide treatment in osteoporotic vertebral
fracture. Murad et al. [26] conducted a network meta-analysis and
found that teriparatide had the highest risk reduction of fractures.

Study %
ID WMD (95% Cl) Weight
[

Arlot 2005 . 1.60 (1.18, 2.02) 36.81
Body 2002 i—‘— 5.39(1.62,9.16) 4.89
Cosman 2011 . 0.60 (0.49,0.71) 39.93
Finkelstein 2010 * i -1.30(-17.24, 14.64) 0.31
Keaveny 2007 —-:*— 1.40 (-1.63,4.43) 7.09
McClung 2005 —I'— 1.51(-0.78, 3.80) 10.98
Overall (I-squared = 81.4%, p = 0.000) @ 1.35(0.46, 2.24) 100.00

P=0.003 5
NOTE: Weights are from random effects analysis i

-1 I7.2 0 | 1 7|.2

Fig. 6. Forest plot for comparing teriparatide versus bisphosphonates in terms of mean percent changes in BMD in lumbar spine of 6 months duration.
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Study %
ID WMD (95% Cl) Weight
Body 2002 4;—*— 8.23(2.55,13.91) 6.36
Cosman 2011 OI 2.60(2.49,2.71) 56.57
Finkelstein 2010 ;v 4.64 (-15.62, 24.90) 0.56
Keaveny 2007 —IO— 5.10(1.66, 8.54) 14.51
McClung 2005 —OI— 3.41(0.87,5.95) 22.00
Overall (I-squared = 35.7%, p = 0.183) ® 3.51(1.99, 5.03) 100.00

P=0.000
NOTE: Weights are from random effects analysis i

—2I4.9 0 | 24{.9

Fig. 7. Forest plot for comparing teriparatide versus bisphosphonates in terms of mean percent changes in BMD in lumbar spine of 12 months duration.

Zhang et al. [9] performed an indirect comparison between four dif-
ferent drugs for preventing vertebral fracture in osteoporosis patients.
And teriparatide, denosumab, alendronate, and risedronate are effec-
tive in reducing the risk of vertebral and non-vertebral fracture in os-
teoporosis patients. Shi et al. [27] found that administration of ter-
iparatide following fracture lacked the effectiveness for fracture
healing. Our study adds to the body of literature regarding the influence

of teriparatide versus bisphosphonates on vertebral fracture. We further
collected relevant data about the non-vertebral fracture. However, no
significant difference was found between teriparatide and bispho-
sphonates. Balani et al. [28] revealed that teriparatide increases the
numbers of early cells of the osteoblast lineage, hastens their differ-
entiation into osteoblasts, and suppresses their differentiation into
adipocytes in vivo.

Study %
ID WMD (95% Cl) Weight
:
1
Finkelstein 2010 1+ 6.57 (-17.10, 30.24) 0.00
1
Hadji 2012 . 5.10(5.07,5.13) 99.98
1
1
Keaveny 2007 + 5.10 (1.66, 8.54) 0.01
i
McClung 2005 —+ 4.80(1.92,7.68) 0.01
Overall (I-squared = 0.0%, p = 0.996) 5.10(5.07,5.13) 100.00
1
P=0.000 i
1
NOTE: Weights are from random effects analysis H
T : T
-30.2 0 30.2

Fig. 8. Forest plot for comparing teriparatide versus bisphosphonates in terms of mean percent changes in BMD in lumbar spine of 18 months duration.
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Study %
ID WMD (95% Cl) Weight
i
1
1
Body 2002 ¢ * ) 6.14 (-2.20, 14.48) 6.09
i
1
1
Finkelstein 2010 —_— 2.52(-1.29,6.33) 29.30
1
i
1
McClung 2005 —_— 0.92 (-1.64,3.48) 64.60
1
1
0
Overall (I-squared = 0.0%, p = 0.444) '@ 1.71(-0.35,3.77) 100.00
1
1
1
P=0.104 ;
1
NOTE: Weights are from random effects analysis E
¥
T ; T
-14.5 0 14.5

Fig. 9. Forest plot for comparing teriparatide versus bisphosphonates in terms of mean percent changes in BMD in femoral neck of 12 months duration.
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Fig. 10. Forest plot for comparing teriparatide versus bisphosphonates in terms of mean percent changes in BMD in femoral neck of 18 months duration.

We then measured the BMD in lumbar spine and femoral neck at
short duration (6 months) and long terms duration (12 months and 18
months). Teriparatide was superior to bisphosphonates in improving
BMD in lumbar spine at short duration and long terms duration. Han
et al. found that teriparatide significantly increased spine and hip BMD,
clinical heterogeneity and potential bias could not be eliminated [29].
In accordance with our findings, previous studies have also shown that
teriparatide could increase BMD and femoral neck of postmenopausal

women with osteoporosis by nearly 9.7% [30,31].

Tereparatide has a beneficial role in improving the BMD in femoral
neck in long term duration (18 months). In contrast with our meta-
analysis, Shen et al. revealed that teriparatide could increase the fe-
moral neck BMD in a dose-dependent manner [31].

Finally, we compared total AEs between teriparatide and bispho-
sphonates at final follow-up. Results shown that there was no sig-
nificant difference between the teriparatide and bisphosphonates in
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Fig. 11. Forest plot for comparing teriparatide versus bisphosphonates in terms of adverse events.
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Fig. 12. Funnel plot of the incidence of vertebral fracture.

terms of the AEs (P > 0.05). AEs were balanced in the two groups and
both teriparatide and bisphosphonates were well tolerated. The most
common AEs in teriparatide group were back pain, nausea and dizzi-
ness in the first month of treatment. Furthermore, hypercalcaemia,
hyperuricaemia, and hypomagnesaemia were more common in ter-
iparatide group than in bisphosphonates group. While the most
common AEs in bisphosphonates group were abdominal pain, ar-
thralgia and dyspepsia.

The strength of this meta-analysis lies in the preplanned parallel
comparison of vertebral fracture as the primary outcome in

homogeneous set of participants (patients were diagnosed with post-
menopausal osteoporosis) receiving teriparatide versus bispho-
sphonates. Moreover, this meta-analysis assesses the dose of teripara-
tide and different bisphosphonates in different subgroups for further
analysis. Additionally, all of the included trials reported long-term
follow-up data (at least 6 months).

Several limitations in this meta-analysis should be noted. First, only
two studies included 40 pg teriparatide as comparison and other studies
were all administration with 20 pg teriparatide. Though we performed a
subgroup analysis, the real effects of different dose of teriparatide for
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Fig. 13. Sensitivity analysis of the incidence of vertebral fracture.

osteoporosis was undefined. Second, duration of these two drugs were
different and may affect final outcomes. Third, vertebral fracture rates
were assessed in different follow-up and thus need for more studies to
identify teriparatide versus bisphosphonates for vertebral fracture rates
in a same duration of follow-up. Fourth, the adjuvant therapy (Calcium
or Vit D supplement) was different and thus may cause heterogeneity
for final clinical outcomes. At last, direct comparison between ter-
iparatide and alendronate, risedronate and zoledronic acid need for
more studies to identify.

5. Conclusion

In patients with postmenopausal osteoporosis, when compared with
bisphosphonates, teriparatide decreases the risk of vertebral fracture
and increase the BMD change in lumbar spine and femoral neck. The

complications rates in teriparatide and bisphosphonates was compar-
able.
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