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Abstract

Summary In the present meta-analysis based on real-world data, the use of dipeptidyl peptidase-4 inhibitors (DPP-41), glucagon-
like peptide-1 receptor agonists (GLP-1ra), or sodium-glucose cotransporter-2 inhibitors (SGLT2i) was not associated with the
risk of fracture.

Introduction Cumulative evidence from randomized control trials (RCTs) with limited fracture events showed that the use of
DPP-4i, GLP-1ra, or SGLT2i may not affect the risk of fracture. However, additional insights from large population-based studies
with routinely collected data on fracture events and an adequate amount of fracture events are necessary to draw firm conclusions.
To refine and complement the results from RCTs, a systematic review and meta-analysis of observational studies were performed
to investigate the association between the use of DPP-4i, GLP-1ra, or SGLT2i and the risk of fracture in real-world settings.
Methods The PubMed and Web of Science databases were searched to identify relevant observational studies. A random-effect
model was used to estimate the summary relative risks (RRs).

Results The use of DPP-4i (RR 0.83, 95% CI [confidence interval] 0.60, 1.14; n=11), GLP-1ra (RR 0.65, 95% CI1 0.24, 1.74;
n=4), or SGLT2i (RR 1.02, 95% CI 0.91, 1.16; n=4) was not associated with the risk of fracture. In general, there was a
consistent lack of association between the use of DPP-4i or GLP-1ra and the risk of fracture across nearly all subgroups, except
for a significantly reduced risk of hip fracture with the use of GLP-1ra (RR 0.21, 95% CI 0.04, 0.98).

Conclusions Cumulative real-world evidence does not support an association between the use of DPP-4i, GLP-1ra, or SGLT2i
and the risk of fracture. Our findings, together with the cumulative evidence from RCTs, should reassure policy makers and
medical practitioners that the use of these medications is unlikely to increase the risk of fracture among type 2 diabetes mellitus
patients in general. Further studies need to investigate the long-term impact of these drugs on the fracture risk, particularly in
high-risk populations.
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lower extremity amputation [4]. Apart from these complica-
tions, T2DM has also been increasingly recognized to have a
detrimental effect on bone health [5]. Indeed, there is emerg-
ing epidemiological evidence that individuals with T2DM
may have a higher risk of fracture than those without T2DM
[6, 7]. Although the exact underlying biological mechanisms
for the skeletal effects of T2DM remain unclear, the increased
risk of fracture in T2DM patients is possibly explained by a
combination of an increased risk of falls, impaired bone qual-
ity, and direct or indirect treatment effects of certain glucose-
lowering medications [5, 8—10].

There is currently ongoing research evaluating the safety
and efficacy of newer classes of glucose-lowering medications
such as dipeptidyl peptidase-4 inhibitors (DPP-4i), glucagon-
like peptide-1 receptor agonists (GLP-1ra), and sodium-
glucose cotransporter-2 inhibitors (SGLT2i). GLP-1ra are
postulated to stimulate bone formation by promoting osteo-
blast differentiation and inhibiting osteoclast activity [11, 12].
In this context, DPP-4i have been suggested to exert beneficial
effects on bone health by prolonging the half-life of plasma
GLP-1, leading to the enhanced activity of GLP-1 on bone
[11, 12]. Conversely, there is suggestion that SGLT2i could
adversely affect bone health by activating the fibroblast
growth factor 23, 1,25-dihydroxyvitamin D, and parathyroid
hormone axis [13]. The effects of DPP-4i [14—19], GLP-1ra
[20-22], or SGLT2i [23-27] use on the risk of fracture have
been reported by a number of meta-analyses of randomized
controlled trials (RCTs) and large multicenter RCTs (Table 1),
with most suggesting that the use of DPP-4i, GLP-1ra, or
SGLT2i may not affect the risk of fracture. However, firm
conclusions could not be drawn owing to several common
limitations shared by these studies, such as a small number
of fracture events, fracture not being the primary outcome of
interest, and the data on fracture events not being routinely
collected. Given these considerable concerns, additional in-
sights from large population-based studies with routine collec-
tion fracture data and adequate fracture events are necessary to
refine and complement the results from RCTs. We aimed to
investigate the association between the use of DPP-4i, GLP-
Ira, or SGLT2i and the risk of fracture in real-world settings
by conducting a systematic review and meta-analysis of ob-
servational studies.

Methods

The Meta-analysis Of Observational Studies in Epidemiology
(MOOSE) checklist was used as the basis in preparing and
reporting the present systematic review and meta-analysis of
observational studies [28]. Two investigators (K.H. and X.D.)
independently performed the literature search, study selection,
data extraction, and quality assessment. Any discrepancies
between investigators were resolved by consensus.

@ Springer

Search strategy

We searched the PubMed and Web of Science databases to
identify relevant original studies that were published from the
database inception to February 2019. The relevant published
articles were identified using the following search terms:
(dipeptidyl peptidase-4 inhibitors or sitagliptin or vildagliptin
or saxagliptin or linagliptin or anagliptin or teneligliptin or
alogliptin or trelagliptin or gemigliptin or dutogliptin or
omarigliptin or exenatide or liraglutide or lixisenatide or
albiglutide or dulaglutide or glucagon-like peptide-1 receptor
agonists or incretin or sodium-glucose cotransporter-2 inhibi-
tors or canagliflozin or dapagliflozin or empagliflozin) and
fracture. No language restriction was imposed in our database
searches. The references cited in the relevant articles were also
screened to identify relevant articles that were not captured
through the database searches.

Study selection

The observational studies with either cohort or case-control
designs were eligible for inclusion in the present study if they
reported risk estimates (relative risks (RRs), hazard ratios
(HRs), or odds ratios (ORs)) with 95% confidence intervals
(Cls) for the association between the use of DPP-4i, GLP-1ra,
or SGLT2i and the risk of fracture.

Data extraction and quality assessment

A standard form was used to extract the following information
from the included studies: the first author’s last name, publication
year, country, age of the participants, study design, data source,
time period by which the data were collected, exposure of interest
versus comparators, outcome investigated, fracture classification,
number of fracture events in patients exposed to medications,
number of overall patients exposed to medications, number of
fracture events in patients who were not exposed to medications,
number of overall patients who were not exposed to medications,
and adjustment for selected confounders. From each study, the
risk estimates with 95% Cls from the maximally adjusted model
were extracted. The quality of the included studies was assessed
using the Newcastle-Ottawa Scale (NOS) [29].

Statistical analysis

RRs were chosen as the common measurement of the associ-
ations. Therefore, the HRs and ORs reported in the included
studies were deemed equal to the RRs. A DerSimonian and
Laird random-effect model [30] was used to estimate the sum-
mary RRs for the association between the use of DPP-4i,
GLP-1ra, or SGLT2i and the risk fracture. If possible, sub-
group analyses were performed according to predefined
criteria. In addition, a sensitivity analysis that excluded one
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study in each run was performed to ensure the robustness of
the overall findings. The statistical heterogeneity across stud-
ies was assessed using Q and I statistics. For the Q statistic,
P <0.1 was considered statistically significant; for the /* sta-
tistic, the following cut-off points were used to define the
degree of heterogeneity: <25% (low heterogeneity), 25—
50% (moderate heterogeneity), > 50-75% (high heterogene-
ity), and > 75% (severe heterogeneity) [31]. Publication bias
was evaluated using Begg’s rank correlation test and Egger’s
linear regression test [32]. If publication bias was evident, the
trim and fill method was performed to correct the bias [33].
All statistical analyses were performed using STATA software
version 11.0 (STATA Corp., College Station, TX, USA). All P
values were two-sided, and the level of significance was set at
<0.05.

Results
Literature review and study characteristics

A flow chart of the study selection process is shown in Fig. S1.
Initial database searches yielded a total of 358 entries (157
from PubMed and 201 from Web of Science). Ninety-nine
articles were available for full-text review following the re-
moval of duplicates and an abstract/title review. After full-text
review, 81 articles were further excluded for the following
reasons: RCTs investigating the effects of DPP-4i, GLP-1ra,
or SGLT2i on the risk of fracture (n = 70); RCTs investigating
the effects of DPP-4i, GLP-1ra, or SGLT2i on bone mineral
density (BMD) or bone markers (n=10) [34—43]; observa-
tional study investigating the association between other dia-
betes medications and the risk of fracture (n = 1) [44]. Finally,
18 articles [45—-62] were included in the present meta-analysis.
Of these, 14 were cohort studies [45, 4755, 57, 60-62], and
four were case-control studies [46, 56, 58, 59]. The character-
istics of the included studies are presented in Table 2. The
included studies were mostly conducted in high-income
Western countries. All data regarding participant characteris-
tics, medications, and medical diagnoses were identified
through databases or registries. The 10th revision of the
International Classification of Diseases was used to classify
fracture in nearly all studies. All of the included studies were
considered good in quality (NOS >7). Age and sex were the
most frequently adjusted variables among the included
studies.

Meta-analyses

Twelve studies were included in the meta-analysis of DPP-4i
[45-56]. For GLP-1ra [51, 57-59] and SGLT2i [59-62], four
studies were included in each meta-analysis. The rates of frac-
ture in users were generally comparable to those in

comparators, with the exception of two studies [49, 51] that
reported higher rates of fractures in users than in comparators
(Table 2). Notably, both studies showed that DPP-4i [49, 51]
or GLP-1ra [51] use was associated with a lower risk of frac-
ture. Primary analyses revealed that the use of DPP-4i (RR
0.83,95% C10.60, 1.14; Fig. 1), GLP-1ra (RR 0.65, 95% CI
0.24, 1.74; Fig. 1), or SGLT2i (RR 1.02, 95% C1 0.91, 1.16;
Fig. 1) was not associated with the risk of fracture. Severe
heterogeneity was observed in the analyses of DPP-4i (P =
98%, P<0.01) and GLP-1ra (I2 =99%, P<0.01), whereas no
heterogeneity was observed in the analysis of SGLT2i (=
0%, P=0.62). The test for publication bias indicated no evi-
dence of publication bias (P Begg’s > 0.50, P Egger’s > 0.13).

In general, the lack of association between the use of DPP-
41 or GLP-1ra and the risk of fracture persisted across nearly
all subgroups (Table 3), except for a significantly reduced risk
of hip fracture with GLP-1ra use (RR 0.21, 95% CI 0.04,
0.98). However, the association between the use of GLP-1ra
and a significantly lower risk of hip fracture appeared to be
driven by a strong inverse association in a study by Starup-
Linde et al. [51], as the association became statistically non-
significant after the exclusion of this study (RR 0.43, 95% CI
0.15, 1.19). A sensitivity analysis that excluded one study in
each run revealed that the observed overall findings were not
dominated by a single study (data not shown).

Discussion

It has been postulated that DPP-4i and GLP-1ra may have
beneficial effects on bone health, whereas SGLT2i may have
adverse effects on bone health [11-13]. In the present meta-
analysis based on real-world data, the use of DPP-4i or GLP-
Ira was not associated with a reduced risk of fracture.
Likewise, there was no elevated risk of fracture associated
with SGLT2i use. The lack of association between fracture
risk with DPP-4i or GLP-1ra use remained consistent when
stratified by the sex, fracture site, and age of the participants.
In brief, the principal findings from the present meta-analysis
do not support an association between the use of DPP-4i,
GLP-1ra, or SGLT2i and the risk of fracture, which is in
agreement with the results from several meta-analyses of
RCTs (Table 1). The cumulative evidence from RCTs and
observational studies confirm that the use of DPP-4i, GLP-
Ira, and SGLT2i may have overall neutral effects on the risk
of fracture among homogenous groups of patients in the strict-
ly controlled environment of RCTs and among heterogeneous
groups of patients in the real-world settings of observational
studies. The continuous long-term use of DPP-4i was not as-
sociated with the risk of any fracture (>4.0-8.5 years of use),
osteoporotic fracture (>3.0-8.5 years of use), or hip fracture
(>2.0-8.5 years of use) [50]. Furthermore, no cumulative
dose-dependent risk was observed with the use of DPP-4i or

@ Springer



Osteoporos Int (2019) 30:1923-1940

1932

I-dd( + UIIofowW Jo sIasn

payoads jou

JUSIIND "SA 171 TDS + UIULIOJAW JO SIOSN JULIN)) {9107 10quaoo 0} 1107 JOqQUIDAON)) dSeqerep Jonu] YL, [0Xu0o-as58) s1eak 6'¢9 Kuewnon) 5] 6107 “'Te 10 Ipowyds
SHOOM ¢ UBOW *(GTOT 19010 01 £10T YOIRIN)
BI[-dTD (eOSISIRIN N PUe MBI BIR( SONEWIOfuI)
JO SIOSN MU "SA UIZOJI[SeuLd JO SIOSN MAN] wmd() Seseqeiep dIed YJ[eoy [RIOIOUI0D S OMT 100D s1eak G¢ SN [29] 6102 “Te 10 yo1eL]
sAep /¢ 01 0LT
BI-dTO UBIPOW {(9(T 10quId0d(] 0} ¢ 10T Anf) Sewua( pue et
JO SIOSN MU "SA SIOSN 17/ TOS JO SIOSN MON UOPIMS UI SINSISOI JANENSIUTWPE PUL Y)Y PIMUOTEN 11040 s1eak 19 pue uopams [19] 8107 T 1 epon
183K 1 ueaw (9 0g Arenuef 0}
IZITDS JO s1osn-uou "s sojentur urzoyrsedeq €10 Arenuef) (NTH.L) S10MjoN justdAoidu] esf dYL, Moyo) s1eak {65 31N [09] 810 “1e 32 sinog,
LANRN
I-pdd( + UTULIOHOW JO SIOSN JUILIND pay0ads jou
‘SA BI]-JTD) + UTULIOJOW JO SIOSN JUSLIND) {9107 10qua0o(J 0} 1107 JOqQUIDAON)) dseqerep Jonu] YL, [onuoo-ose)) S19A 6'€9 Kuewron) {[66] 610T “Te 39 IpowydS
SIBOA GG
SUOIEOIPAW JULIdMO]-0S0oN[T (1102 10quIada(J 0} 966 Alenuer) JonNpoIq [EUIdIPIIN Sprewuq
JO SIOSN-UOU "SA BI[-JTD) JO SIosN JualIn)) JO 1018130y oy pue IISISNY Judne [euoneN Ysiueq oy, 11040D) S189A 99 (161 L10T ‘TR 30 opury-dnreig
(s19sn una1oul Surpnjoxa) payoads jou
AN JO SIOSN JUSLIND "SA BIT-JT0) JO SIOSN JUALIN)) {(1T07—L007) 10ISI30Y 90TAISS (P[eOH [BUOTEN] USTUR( QYL [onuo-ose)) S1BAA GG sprewua( ([86] S10T T8 30 uassauq
s1BoK
(s10s0 1$-dd (@ SuIpnjoxe) INAIN (AIND 9°€ pue (e1[-d'TD) [°§ ueIpau ([0 Isnsny
JO SIOSN JUALIND "SA BI[-J D) JO SIOSN JUALIN)) 0} /00T dun() Jurele( YoIeasay] 901oeld [edtur)) oy 11070) S180K /G SIN (28] STOT “Te 10 uassouq
DA[-dTO
payoads jou {(Z102-9002) (AVIAIS)
are) Arewnd ul JuowdooAd(] YoIeasay 10J W)sAS
UTWIONOW 'SA Tp-dd(d UONeULIOJU] Y[ [o1u0o-a58) S1BAA ¢/ ureds (9G] 8107 e 10 epesO]
sIeak ¢"¢ ueau (71076007
undiSeys jo siosn-uou ‘sa undigeng 0007 oseqeje(q 2oueInsu] esy [ewpmisuoy YL, 11010) s1BoA €9 uemre], ¢[¢5] 8107 “Te 10 ury
SUOTJEOIPAW SOJOqEIP AUI| PUOIIS SIEOA G WNWIXEW (C107—6661) SN SA0qeI(]
JIOY)0 + UTUWLIOJOU “SA T-JJ (] + UTWLIONAA JO 11040)) [eUIPMISUOT 9y} JO BJEP SWIR[O [BIIPII 040D s1eak G uemre] ‘(6] 10T “Te 10 noH
seaInjAuojns SIBOA 71 ueaw (91 (g Arenuef 0} 100
JO SIOSN MOU 'SA Ti-JJ( JO SIOSN MON. Arenuer) (TOD NuIfele( YoIeasay] 90noeIJ [eoTUI])) o], 11070) S1BOA §'8G SIN [€S] 8T10T “Te 10 d[quren
s1eak €]
undiSeyis jo siosn-uou ‘sa undiSeng URW $($107—8007) MOV JOIUSS,, ANSISaI YsIpomg oy, 11040D) s1eak §°08 uopaMmSs ([zS] L10T “Te 10 Jopuefiepm
SIBAA GG uedw {(110T
SUOTEOIPAW FULIdMO]-0S00N[T I0qUIdIS(T 0} 966 ATenuer) sonsHE)S JoNpoId [BUIIPIA phidiinelg]
JO SIOSN-UOU "SA Ty-dJ(J JO SIOSN JuaLIN)) JO 1)SISY 9y pue I9)SISoY JudNE ] [BUOTIEN YSIUB(] YL 1104oD) S189A 99 (161 10T TR 30 opury-dnreig
(s10s0 BI[-4'TD SUIPN[OX3) NAIN s123K (NAIN) 9°§ PUe (-dd@) €9 Wedw (S10g Isndny
JO SIOSN JUOLIND 'SA TH-JJ(J JO SIosn Juolmn)) 0} /00T dun() Jurele( YoIeasay 901oeld [edtur))) oyl 11070) S180A T9 SIN [0s] L10Z “Te 10 uassouq
SIBOA G'] UBdW ({07 10quIadd( 0} 8007 Aueurion
T-dd(J JO SIOSN IOAJU “SA Tf-JJ(J JO SIOSN JOAT Arenuer) (HITVAH SIAI) oseqejep IozAeuy osedsi(] oYL 11070) S189A 9'19 l6t] L10T “Te 310 Dismoiquioq
undrSeys SIBOA 7 URIPaW (6007 10qUID(] 0} (7 ATenuef)
Jo s1osn-uou ‘sa undiSe)s Jo sosn moN (ySisuumdQ) eseqeje(y MEJA ee( SONRULIOJUI])) oYL, Hoyo) S189A 76 vSn [8%] 9107 “Te 10 Tepunfey
sIBdA 6’1
SUOTEOIPAW FULIIMO] 9500N[3 uedw {(11Qg dunf 0) §O0g Alenuer) edIOY YINOS
JO SIOSN-UOU "SA SIOJRNIUI If-JJ (] + UILLIONIIN JO Q0TAIOS JUSWISSASSY PUEB MOIAY 9OUBINSU] YI[BOH YL 11040 s1eak ()G < Ba10Y YINOS ‘[£4] 9107 “'Te 10 104D
(s1osn unaIour SUIPN[OX9) NAIN SIBAA 1°Z
JO SIOSN JUOLIND 'SA T-JJ(J JO SIosn Juolmn)) UBIPAW (1 10Z—L00T) 9TAIOS [I[EOH [BUOHEN YSIUe(] oY, [onuoo-ose)) S180A GG SERWUR(T (9] STOT T8 30 USSSaLI(]
INAIN SIeOA /"¢ ueIpaw ([ Isnsny
JO SI9SN JUALIND “SA Hy-JJ( JO SIOSN JudLIn)) 0} /00T dun() Julfeye(] YoIeasay] 9onde1d [edtur)) oy, 1oyo) S189A 19 N LSt #10T “Te 19 usssaug
¥-ddd
amsodxyg dn-mof[oJ {(s10A uorsnjour) 90In0s eje udisog By SOOURIRJOY

SOIPNYS POpNIOUL Y} JO SONSLINOBIRYD) T d|qel

pringer

Qs



1933

Osteoporos Int (2019) 30:1923-1940

Apms payepdn oy ur poproda Jou a10m SOYRWNSI JSLI O19ds-0)Is pue J1J109dS-Xas 9snesdq sasA[eue
dnoxSqns ur popnjour 919m Apnys SIy) WOIJ S)IS SINOBL [RI9AS PUE XIS J0J SIJBWINSI NSLI O} “IOAIMOH "SISA[eUR UTRW AU UI (L]0 ‘[B 30 USSSALI(] 90s) Apmys siyy woy s3urpuyy poyepdn oy pasn op ,,

UONEOIPOW UBULISD) J7D) ‘UOTEIIPOUT [BITUI[O J{7) ‘SOSBasI(]

JO UONEOIISSE[)) [EUONBUISU] Y} JO UOISIAI IO | Y} (/-] ‘SOSLdSIJ JO UONEDIISSE])) [BUONBUISIU] AU} JO UOISIAI UG U} 6-7D] ‘SIONqIYUI Z-10110dSuenoo 9soonyS-wnipos 17,7798 ‘Imoel) snoiadrd
Ad ‘siaunean s1so10dodso/siso10dod)so 7 ()/J O ‘SUOneIIpauW SAJGRIP UINSUI-uou jy 7N ‘Sistuoge 103dooar -opndod oyij-uo3eon|3 v.4/-g 7o ‘sp1oonioooan3 H ‘sionquyul 4-asepndod [Apndedip 1-g4q

M- = Moo= = (T'0) 691°6£/598 (@O 11L1/8¢ $9p0d D 01-ADI squuy 1omo[ 10 1oddn jo ompery  AueweD [66] 6107 “Ie 19 IpoWYOS
Moo= N [ S (©) ¥96'6L/¥TT (€) ¥96'6L/L¥T §9p0d 6-ADI aInoey [Ty SN [29] 610 “Ie 10 orfer]
Srewua g
- - - - M M (S'D €1T°L1/£9T (€D €1T°L1/8TT $9p0d OT-ADI aIPER IV pue Uspamg [19] 810T “T& 10 epan
- - - - MM (T'1) 0L0'81/1€T (@) 8¥SH/8S $9p0d 01-ADI aimoey AjiSey pue oxmory [y 310 [09] 810 “e 10 sinog,
12198
M= = Moo= = (D) 691°6€/598 (©) 98TT/LY $9p0d AD OT-ADT squuf 19M0] 10 Joddn Jo armoery  Auewudn :[66] 610T e 19 PO
amyoely o13010dod)so Jofew pue ‘Q1njoery Srewudq
i - MM (€9 PLO'SST/ILIS (50°0) O¥¥6/S §9p02 (1-Q0I WLIBOIOJ ‘0INJORY [BIGOMOA DIMOLL] [[V ‘[16] L10T “[e 10 opury-dnieig
AIMOe.
913010d09}50 J0fet pUE ‘QIMoRI} Eﬁotum
S Moo= = () 20T ¥1/£669 (€79) 151/08 §9p00 ([-QDI ‘dmoely Bun/sniper dimoey diy ‘ormpey [y Spewud [8S] $10T “Ie 10 udssAL(
UONBIIJISSL[O aInmoely
uoneziuesIi0 YedsH 911010d09}50 Jofew pue ‘OInoeI} [RIGOIOA
M= = [ () T9v'80T/611S (D v5€8/081 PHOA\ PUE S9p00 Peay]  “aImoey eujn/snipes ‘armoeyy diy ‘a1moey [[v 3N *[L§] s10T T8 10 vossoLq
DA[-dTD
- - M rMooNMON (S1) 6L0¥/ST9 8D LL¥1 $9p02 01-ADI SIMjoRy [V ureds <[96] 810T “Ie 10 epeso]
M= = S S D €9¥1/51T (SD g9r1/1TC S9p0d ND-6-ADI ooy [[v uemie] {[G6] 810T “[e 10 ury
QINJoRIy AJWUAIXS JOMO] PUR ‘QInjoel)
MM M A S 01) 966€/61% (5'8) 966£/07€ Sp0d G-I Ayrwenxa xoddn ‘ampoey diy aéﬁsmw v uemre] {[$6] 8107 “Te 30 noy
S9p0d aurds
M= = - MM (9°0) 9£997/291 (€°0) €66L/LT 01-0DI pue sopoo peay  pue ‘dry “Arwenxe 1oddn) sermoery Anider] 3N <[es] 810T “Te 19 dquuen
r~oM — — S M payodar jJoN payodar JoN S9p0d O [-ADI ammoey di uapams <[zs] L10T T 10 Jopue[[ep
amoely o13010do)so Jofew pue ‘@Injoely Srewudq
- M M - MM (€°9) PLO'SST/ILIS (#'0) 655°51/89 5002 (1-(0I WLIBDIOJ ‘QINJORY [BIGOLOA DIMOLL] [[V ‘[16] L10T “1e 10 opury-dnieig
UONBIIJISSe[O
uoneziuesiO) yiesH
MM [ S ('t) 668 18T/SLSTI (L°9) SSE9Y/00LT PHOM pue sopod peay]  dxmpeyy diy pue amioely o1010dod)so Jofejy 3N *[os] L1oz “1e MO UOSSOLI(]
UBULION)
- - - - - = (€°8) 091¥/S¥€ (€°9) 091#/99T $9p02 01-dDIL amoey diy pue 1ol [V ‘[6¥] L10T I8 10 DismoIquioq
M= = [ S (I'D) 7£8°€9/889 (9°0) 7688/€S $9p0d 6-(ADI aimoeyy 011010dodyso Jofejy VSN :[87] 910T “Te 10 Tepunfey
AInjdelj [eIqajdA-uou
- - = [ S (S'D $0T€8/69C1 (LD L1LY/9¥1 $9p00 0[-QDI  Pue ‘dammoely [IGOMOA ‘axmoey asodwio)  va10y ynos (L] 910T 18 10 10y)
QIN)oe.
on010dog)so Jofew pue ‘ormoely Egn_otum
S rNo= = (S) 0T 1/£669 (9) 1s¥/61C $9pod O[-(DI ‘Imjoeyy eu[n/sniper ‘armoery diy ‘armpey [y pewue( {[9p] 10T “[e 10 ussseu
UONBOIJISSL[O aImoely
uonezruesi) PedH 913010d09}S0 I0feUl PUB ‘OIMORI} [RIGIIA
- - - rNo= = (¥) 918°917/9888 (@) oIS TUPSY PIOA\ PUE $9POd peay  “Injoeyy eujn/snipes ‘axmoey diy ‘moey [[v 3N 5 [St] #10T “Te 10 uassouq
I-ddd
D Ad Sled 10/d0 XdS 98V
(9) dnoi3 pasodxa-uou oy (9,) dnoid pasodxa oy ur
uﬁoﬂbmﬁ.—.waﬂ Ul J[eISAO "ON/SIUSAS "ON [[e12A0 "ON/SIUIAQ "ON| UOEBIIJISSE]O aImoel woﬁmmwmo\ﬁd SWoNNQ) SAJUAIY

(ponunuoo) g JqeL,

pringer

Qs



1934

Osteoporos Int (2019) 30:1923-1940

Study %

RR (95% CI) Weight
DPP-4i
Driessen (Denmark) (2015) —_— 0.97 (0.79, 1.18) 9.36
Choi (2016) — 0.92 (0.78, 1.09) 947
Majumdar (2016) —_—t— 1.10 (0.80, 1.40) 9.06
Dombrowski (2017) —_— 0.67 (0.54, 0.84) 9.29
Driessen (UK) (2017) - 0.99 (0.93, 1.06) 9.67
Starup-Linde (2017) —— 0.29 (0.26, 0.32) 9.61
Wallander (2017) —_— 0.85 (0.64, 1.12) 9.06
Gamble (2018) _— 0.80 (0.51, 1.24) 8.22
Hou (2018) —— 0.86 (0.74, 0.99) 9.52
Lin (2018) — 1.01 (0.83, 1.22) 9.39
Losada (2018) —_— 1.21 (0.67, 2.20) 7.33
Overall (I-squared = 97.7%, p = 0.000) C> 0.83 (0.60, 1.14) 100.00
GLP-1ra
Driessen (UK) (2015) —_—— 0.99 (0.82, 1.19) 25.20
Driessen (Denmark) (2015) —_— 1.16 (0.83, 1.63) 24.69
Starup-Linde (2017) & 0.19 (0.16, 0.22) 25.26
Schmedt (2019) —_— 0.84 (0.63, 1.14) 24.85
Overall (I-squared =98.7%, p=0.000) ——=——— T 0.65 (0.24, 1.74) 100.00
SGLT2i
Toulis (2018) — 0.89 (0.66, 1.20) 16.81
Ueda (2018) —— 1.11 (0.93, 1.33) 46.95
Fralick (2018) —— 0.98 (0.75, 1.26) 22.33
Schmedt (2019) —_— 0.99 (0.71, 1.37) 13.91
Overall (I-squared = 0.0%, p = 0.620) <> 1.02 (0.91, 1.16) 100.00
NOTE: Weights are from random effects analysis

| | |
-5 i 2 3

Fig. 1 Forest plot for the association between the use of dipeptidyl peptidase-4 inhibitors, glucagon-like peptide-1 receptor agonists, or sodium-glucose

cotransporter-2 inhibitors and the risk of fracture in real-world settings

GLP-1ra [45, 46, 57, 58]. The lack of association between the
use of DPP-41, GLP-1ra, or SGLT?21i and the risk of fracture in
RCTs and observational studies was further strengthened by
the evidence that these glucose-lowering medications have a
minimal impact on BMD or bone metabolism markers in
humans (Table 4) [34-43]. Since the use of DPP-4i, GLP-
Ira, or SGLT2i did not significantly affect the risk of fracture,
these findings may have significant clinical implications be-
cause some commonly prescribed second- and third-line glu-
cose-lowering medications (i.e., sulfonylureas,
thiazolidinediones, and insulin) have been directly or indirect-
ly linked with a higher risk of fracture [8, 9, 18, 19, 44, 48].
Therefore, DPP-4i, GLP-1ra, or SGLT2i could be considered
as an alternative to those medications.

Although the association between the use of DPP-4i or
GLP-1ra and the risk of fracture in real-world settings has
been previously reported in a meta-analysis of observational
studies [63], which also showed no association between both
medications and the risk of fracture (DPP-4i: RR 1.02, 95% CI
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0.91, 1.13; GLP-1ra: RR 1.03, 95% CI10.87, 1.22), the present
meta-analysis is superior to the prior meta-analysis in several
aspects. First, more studies were included in the present meta-
analysis, particularly in the analysis of DPP-4i, granting more
power to perform meaningful subgroup analyses by potential
effect modifiers, such as the fracture site and the sex of the
participants. Moreover, we also reported an association be-
tween SGLT2i use and fracture risk. Altogether, the present
meta-analysis is the first to report the association between the
risk of fracture and the use of DPP-41, GLP-1ra, or SGLT2i in
the real world.

A clear tendency towards a lower risk of fracture with the
use of DPP-4i or GLP-1ra was observed, although the associ-
ation did not reach statistical significance. A nonsignificant
association between the use of DPP-4i or GLP-1ra and the
risk of fracture was observed in all but two studies [49, 51].
In T2DM patients treated in German primary care practices,
the use of DPP-4i was associated with a 33% and 57% re-
duced risk of developing any fractures and hip fractures,
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Table3  Subgroup analyses of the association between dipeptidyl peptidase-4 inhibitors or glucagon-like peptide-1 receptor agonists use and the risk of
fracture
DPP-4i GLP-1ra
Studies (n) RR (95% CI) P (%) P heterogeneity Studies (n) RR (95% CI) P (%) P heterogeneity

Overall 11 0.83 (0.60, 1.14) 98 <0.01 4 0.65 (0.24, 1.74) 99 <0.01
Design

Cohort 0.78 (0.54, 1.14) 98 <0.01 0.43 (0.09, 2.18) 99 <0.01

Case-control 0.99 (0.82,1.20) 0 0.49 0.98 (0.71, 1.34) 50 0.16
Mean age

>60 6° 0.75(0.43,1.32) 99 <0.01 3 0.54 (0.17,1.74) 99 <0.01

<60 4 0.92 (0.82,1.02) 1 0.55 1 1.16 (0.83,1.63) NA NA
Sex

Men 6 0.77 (0.49, 1.21) 96 <0.01 3 0.58 (0.17,1.91) 98 <0.01

Women 7 0.76 (0.47,1.25) 97 <0.01 3 0.61 (0.17,2.24) 98 <0.01
Fracture site

Vertebral 5 0.79 (0.41, 1.53) 85 <0.01 3 0.82(0.17,3.92) 84 <0.01

Hip 7 0.65 (0.38,1.09) 93 <0.01 3 0.21 (0.04,0.98) 79 <0.01

Upper extremity 5 0.78 (0.40, 1.55) 94 <0.01 4 0.55(0.24,1.29) 92 <0.01
Lower extremity (including hip) 6 0.69 (041, 1.16) 94 <0.01 4 0.31 (0.07,1.44) 92 <0.01

Major osteoporotic site 4 0.71 (0.33, 1.51) 99 <0.01 3 0.46 (0,11, 1.93) 98 <0.01

CI confidence interval, DPP-4i dipeptidyl peptidase-4 inhibitors, GLP-1ra glucagon-like peptide-1 receptor agonists, RR relative risk, NA not available
#The study by Choi et al. was not included because mean age of the participant was not reported. Bold numbers indicate a statistically significant

association (P < 0.05)

respectively [49]. A Danish registry-based study by Starup-
Linde et al. [51] found that the current use of DPP-4i or GLP-
Ira was associated with a significantly lower risk of all frac-
tures, hip fractures, vertebral fractures, and forearm fractures.
Despite encouraging findings from both studies, there was
concern that the observed association between the use of
DPP-4i or GLP-1ra and a significantly lower fracture risk in
both studies could have been affected by immortal time bias
[64, 65]. Immortal time bias typically results in an artificial
overestimation of the outcome rate in the nonexposed group
and, at the same time, an underestimation of the outcome rate
in the group exposed to the medication, creating the miscon-
ception that the medication is highly safe and effective in
preventing the outcome of interest [66]. Notably, we did ob-
serve a significant inverse association between GLP-1ra use
and hip fracture risk that was largely driven by the strong
inverse association observed in the study by Starup-Linde
et al. [51], as the association became statistically nonsignifi-
cant after exclusion of this study.

The effects of GLP-1ra, but not DPP-4i, appeared to be
influenced by the specific type of medication used (Table 1).
The first meta-analysis of RCTs to report the association be-
tween the use of GLP-1ra and fracture risk according to the
type of GLP-1ra used showed that exenatide was associated
with a higher fracture risk, whereas liraglutide was associated
with a lower fracture risk [21]. Conversely, the latest meta-

analysis of the same topic found that exenatide was associated
with a reduced risk of fracture, whereas semaglutide,
liraglutide, lixisenatide, albiglutide, and dulaglutide were not
associated with a risk of fracture [20]. In a population-based
cohort study using the data from the Clinical Practice
Research Datalink database, exenatide and liraglutide did
not significantly affect the fracture risk [57]. Concordantly,
evidence from RCTs indicated that exenatide and liraglutide
did not significantly affect BMD (Table 4) [36-38].

Among the three currently available SGLT2i
(canagliflozin, dapagliflozin, and empagliflozin) in the mar-
ket, canagliflozin is the only SGLT2i that has been linked with
an increased risk of fracture (Table 1). Combined data from
the CANagliflozin cardioVascular Assessment Study
(CANVAS) and the CANVAS-Renal (CANVAS-R) involving
a total of 10,142 patients with T2DM and a high cardiovascu-
lar risk showed that canagliflozin was associated with an in-
creased risk of all fractures. When the results from the two
trials were assessed separately, the positive association be-
tween canagliflozin and fracture risk was only evident in
CANVAS but not in CANVAS-R [26]. These contradictory
findings are perplexing because CANVAS and CANVAS-R
have identical inclusion and exclusion criteria. A similar phe-
nomenon was also observed in the pooled analysis of nine
studies (CANVAS and eight non-CANVAS studies) showing
that canagliflozin was associated with a significantly

@ Springer
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increased risk of fracture among the participants of CANVAS
but not among the participants of the non-CANVAS studies
[27]. One possible explanation for the elevated fracture risk in
CANVAS might be due to a higher proportion of Asian pa-
tients in CANVAS (18%) than in CANVAS-R (8%) or in the
eight non-CANVAS studies (16%). It has been shown that the
risk of fracture is two-fold higher in diabetes patients of Asian
origin than in those of non-Asian origin, although it did not
reach statistical significance (Table 1: Tang et al. [25]). A
double-blind, placebo-controlled trial of patients aged 55—
80 years (mean age was 63.6 years) with inadequately con-
trolled T2DM showed that canagliflozin was indeed associat-
ed with a small reduction in the total BMD at the hip but not at
other skeletal sites. However, the authors noted that the re-
duced BMD with canagliflozin treatment was unlikely due
to its direct effect on bone via the inhibition of SGLT2 but
rather due to an increased bone turnover as a consequence of
weight loss among the participants (Table 4) [42].
Furthermore, several meta-analyses of RCTs showed that
canagliflozin was not significantly associated with the risk
of fracture [23-25]. Concordantly, a recent large population-
based cohort study involving 79,964 T2DM patients who
were newly prescribed canagliflozin users and 79,964
T2DM patients who were newly prescribed GLP-1ra users
indicated that canagliflozin was not associated with an in-
creased risk of fracture compared with GLP-1ra [62].
Considering that the controversial findings from CANVAS
have not yet been replicated by other studies, the pooled re-
sults from the present meta-analysis add further evidence that
SGLT2i use may not increase the risk of fracture. Altogether,
the evidence from existing literature suggests that
canagliflozin has minimal, if any, impact on the risk of fracture
among T2DM patients in general. Further studies should in-
vestigate whether canagliflozin is associated with an increased
risk of fracture among T2DM patients who have a high frac-
ture risk (i.e., patients with old age, a low BMD, a history of
fracture or osteoporosis, and those who are frail).

The present study was subject to several limitations that
should be considered accordingly. First, considering the nature
of observational studies, the findings from the present meta-
analysis could have been affected by immortal time bias, lag time
bias, or residual and unmeasured confounders. Notably, nearly all
of the included studies lacked information on potentially impor-
tant covariates, such as the severity and duration of DM, date of
first use, type of DPP-4i, GLP-1ra, or SGLT2i used, dose regi-
men prescribed, history of falls, frailty, osteoporosis, and fracture,
modifiable lifestyle factors (e.g., smoking, alcohol, body mass
index), and biochemical parameters or markers (e.g., BMD, bone
turnover markers, bone formation markers, bone resorption
markers). Second, it was not feasible for us to perform more
meaningful subgroup analyses to identify the potential effect
modifiers and the potential source of heterogeneity owing to
the limited number of the included studies, particularly in the
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analyses of GLP-1ra and SGLT2i. For example, we were unable
to investigate the association between DPP-4i, GLP-1ra,
or SGLT2i and the risk of fracture according to several
potential effect modifiers, such as the type of medica-
tions used, mode of therapy (combination or monothera-
py), or comparators. Third, the present meta-analysis was
based only on a comparison between exposed and unex-
posed medications rather than more informative objective
measures (e.g., adherence to the medications, cumulative
dose exposure, average daily dose, and continuous dura-
tion of use). Given that the majority of the studies uti-
lized prescription data as a proxy for the exposure to
medications, the results could have been biased towards
a null association due to primary or secondary non-ad-
herence. Fourth, fracture events were rarely confirmed by
radiographic imaging. Therefore, the potential underesti-
mation or overestimation of the fracture incidence should
also be acknowledged. Fifth, a high degree of heteroge-
neity was observed across the studies investigating DPP-
4i and GLP-1ra, suggesting that the results of these anal-
yses should be interpreted with great caution. Finally,
most of the included studies used data from high-
income Western countries, which may limit the general-
ization of our findings to other populations.

Conclusions

In summary, cumulative real-world evidence does not
support an association between the use of DPP-4i,
GLP-1ra, or SGLT2i and the risk of fracture. Our find-
ings, together with the cumulative evidence from RCTs,
should reassure policy makers and medical practitioners
that the use of these medications is unlikely to increase
the risk of fracture among T2DM patients in general.
However, caution is still advised when prescribing
SGLT2i to T2DM patients who are at risk of fracture.
Further studies need to investigate the long-term impact
of these drugs on the fracture risk, particularly in high-
risk populations.
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