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Dipeptidyl peptidase 4 (DPP-4) inhibitors are commonly
prescribed second-line oral glucose-lowering drugs in the
treatment of type 2 diabetes, which have good safety profiles
compared with other antidiabetic drugs, such as low risk of
hypoglycemia and having neutral effects on cardiovascular
outcomes. One recent pharmacovigilance study using World
Health Organization Vigibase found a consistent signal of
reporting of venous thromboembolism (VTE) associated
with DPP-4 inhibitors (proportional reporting ratio [PRR]:
2; 95% confidence interval [CI]: 1.7-2.3) especially at the
gastrointestinal levels (PRR: 13.4; 95% CI: 9.2—19-6).1 Our
study using Food and Drug Administration adverse-event
reporting system database found no association between
DPP-4 inhibitors and VTE risk but with a moderate signal of
VTE at gastrointestinal levels.”? However, spontaneous
reporting databases have several limitations, such as report-
ing bias, lack of denominator data, and confounding; this
association requires further investigation. Current evidence
regarding the effect of DPP-4 inhibitors on VTE risk is very
limited, we thus performed a meta-analysis of large cardio-
vascular outcomes trials (CVOTSs) to evaluate the association
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between DPP-4 inhibitors and VTE risk among the patients
with type 2 diabetes.

We systematically searched Pubmed, Embase, and Cochrane
Central Register of Controlled Trials (CENTRAL) up to May 1,
2020 to identify the large randomized, double-blind, placebo-
controlled CVOTs. Two reviewers independently selected the
trials according to the following inclusion criteria: (1) CVOTs
involving patients with type 2 diabetes; (2) DPP-4 inhibitors
versus placebo; (3) trials reported the events of VTE including
pulmonary embolism and gastrointestinal VTE. The events of
VTE, pulmonary embolism, or gastrointestinal VTE were de-
fined based on the MedDRA' and were retrieved from the
results of serious adverse events reported on Clinicaltrials.gov.
The risk of bias of included trials was judged as low, high, or
unclear according to the Cochrane risk of bias tool.> A pooled
odds ratio (OR) with 95% CI was calculated using a fixed effects
model and an P statistic was used to assess the possible
between-study heterogeneity. Furthermore, a meta-regression
was performed to test the difference between the DPP-4
inhibitor and a funnel plot as well as the Egger’s test was
performed to evaluate the publication bias. We considered p-
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value < 0.05 as statistically significant. The meta-analysis was
performed with STATA (Version 14; Stata Corp., College Station,
Texas, United States).

Finally, five CVOTs were included in this meta-analysis.*~
The basic characteristics of the included trials are summa-
rized in =Table 1. A total of 47,714 patients with type 2
diabetes and established or at high risk of cardiovascular
disease were randomly allocated to the DPP-4 inhibitor
group (23,899 patients) and the placebo group (23,815
patients). The median duration of follow-up ranged from
1.8 to 3 years. The mean age, baseline HbA1c%, and baseline
body mass index on included patients were 64.2 years, 7.8%,
and 30.5 kg/m?, respectively. The risk of bias of each trial was
judged as low (=Table 1). Results of individual trials as well
as meta-analysis are presented in =Fig. 1. For risk of VTE, 79
events in the DPP-4 inhibitor group and 70 events in the
placebo group were reported. Meta-analysis of the five trials
did not find a significant association between DPP-4 inhib-
itors and risk of VTE (OR: 1.12; 95% CI: 0.81-1.55). Further-
more, there was no significant difference between DPP-4
inhibitors (p = 0.50). Similarly, no significant difference be-
tween DPP-4 inhibitors (31 events) and placebo (27 events)
was observed regarding the risk of pulmonary embolism
(OR: 1.14; 95% CI: 0.68-1.90). For risk of gastrointestinal VTE,
only two events were reported in patients taking DPP-4
inhibitors and none were reported in the placebo group.
There was no significant association between DPP-4 inhib-
itors and placebo (OR: 2.98; 95% CI: 0.31-28.70). No statisti-
cal heterogeneity was observed in the meta-analysis with an
I ranged from 0 to 26.7%. There was no evidence of publica-
tion bias in the meta-analysis based on funnel plot (figures
not shown) and Egger’s test (p > 0.05).

To our knowledge, this is the first meta-analysis of
placebo-controlled CVOTs to assess the risk of VTE associ-
ated with DPP-4 inhibitors among patients with type 2
diabetes. Some evidence from spontaneous reporting data-
bases indicated that DPP-4 inhibitors were associated with
an increased risk of VTE."-? However, we found no signifi-
cant difference in the risk of VTE between DPP-4 inhibitors
and placebo, which was also consistent with our previous
study. It has been proposed that DPP-4 inhibitors may
have protective mechanisms against thrombosis effects by
inhibiting platelet aggregation through their inhibitory
effect on intracellular free calcium and tyrosine phosphor-
ylation'? and improving endothelium-dependent vasodila-
tation through increasing circulating levels of GLP-1."" An
increase in events of VTE at the gastrointestinal levels was
observed in previous studies,’? while in this study only
two events were reported in the DPP-4 inhibitor group,
which requires further investigation including their under-
lying mechanisms.

This study has several strengths including meta-analysis
of available strong evidence and only considering random-
ized placebo-controlled trials that balanced the background
therapy as well as other confounders. However, some limi-
tations in this study should be considered. First, the events of
VTE were not the predefined outcomes in these trials that the
numbers of VTE are likely underestimated as only serious
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Table 1 Basic characteristics of included studies
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Risk of bias of each trial was judged as low, high, or unclear according to Cochrane risk of bias tool.

Abbreviations: BMI, body mass index; CV, cardiovascular; T2D, type 2 diabetes.

n
[%]
A0
2. |2 |3 ERE
x O — — — — —
o
c?
o3
© 0o
S 2N - M — ~N
o =
S}
cwn
Ly
=]
T o ™M © 0
J.0 =) ~N - ~N <
0o — ~ — — —
o~
E
vz
Ex
==
U — ~N ~ ~N %) M
w . . .
o = - 0 =} — —
-l m ~N M M ™M
—_
I
v
c v
9%
) ~N )]
m T %] o ~ (%) ~
v - L ©o @
[~ Ry L L m N
<= ©o © © ©0 ©
5 =
— c )
2 = = £ |2 |£&
E = =
g = (2 s |2 |2
=) = = = o)
g ® > g | = 2
= 5 |2 bE £ =
= V) < n o =
Lo
O n Cc v
5. |8ES % %
O wn T 25 -]
~E2|cgc® =
165 mggo >
Z2a|l8580 e
£<5|s2a0| gl ¢S
=2 ca- 2 A =)
U YO oy ] v | <
cslegEZlesl|cs2|c
EL|EC2 ol|(ET|ET|E
Exm Eug.gi Ea Ea 2
£ 2
" sE|sEE55|2l|2l| s
c Cwo|lSESw® oo cTO |l cT| c
o IR|lol2gllaQ|al| o
=] E=RN =T c Rl = = =
© T8 g o |22 ®
= Qo D-U.E'_ as|ar7| &
o o3|logoS|(aE|a®|o
o N — | N cCST|N K |N®Kn|N
o —o|lFERZ|[—Jd|—d|F
]
~ —
S5 o) o ~ o~ <
= < 0 ©o o)) ~
o m © ™M < — a
P =% — [To} — <t o
m
LN
= <
= |, Z
[= = =
o =z o o
7] = v w
£ S |2 S |z |2
] < > ] E <C
2 n [} — (@] (@]
o 0 LN ) o~
0 S o o m
%) ~ ~N ~N LN
~ 00 o M ™~
o G) <) o o)
= o ~ = %o
— = o — —
o S S o o
— = = = = =
9 | )] (] | )]
=2 =2 e =2 =2 =2
— _ _ o=
] = o = 3
+ +— [e]
Uy | Do Vo | T |G ]
]
> Sm|lygm cin NN E—
5 |Sc|zs  |Es|ss|gm
2 O ~N S5SN8+
bt A= So|lold|aed
Thrombosis and Haemostasis ~ Vol. 121 No. 1/2021

© 2021. Thieme.

107

This document was downloaded for personal use only. Unauthorized distribution is strictly prohibited.



Letter to the Editor

Events, DPP-4 Events,

Study NCT Name Intervention OR (95% CI) inhibitors Placebo
Venaous thromboembalism
Scirica 2013 NCTO1107886 SAVOR-TIMI 53 Saxagliptin - 1.07 (D.62, 1.85) 278280 258212
White 2013 NCTOOSE8T08 EXAMINE Alogliptin -+ 1.74 (0.73, 415) 142701 Bf2679
Green 2015 NCT00780205 TECOS Sitagliptin + 3 501 (0.24, 104.29) 2/7332 07339
Gantz 2017 NCTO1703208 OMMNEON Omarigliptin —_— 0.57 (017, 1.06)  4/2082 72100
Rosenstock 2019 NCTO01887532 CARMELINA  Linagliptin — 1.06 (065, 1.76) 323494 303485
Subtotal (I-squared = 0.0%, p = 0.537) <> 112 (0.81,155) 723890 70123815
Pulmonary embolism
Scirica 2013 NCTO1107886 SAVOR-TIMI 53 Saxagliptin —_— 1.09 (046, 2.57)  11/8280 108212
White 2013 NCTO0S687T08 EXAMINE Alogliptin —— 4 47 (097, 20.73) 92701 212679
Green 2015 NCTO0790205 TECOS Sitagliptin 3.00 {012, 73.73) 1/7332 07339
Gantz 2017 NCTQO1703208 OMMEON Omarigliptin —_— 0.33(0.03,3.22) 1/2082 3/2100
Rosenstock 2019 NCTO1897532 CARMELINA Linagliptin ——— 0.75(0.31,1.78) 9/3484 12/3485
Subtotal (l-squared = 26.7%, p = 0.243) (1) 1.14 (0.68, 1.80)  31/23888 27123815
T I T
1 1 10

Favors DPP-4 inhibitors

Favors Placebo

Fig. 1 Meta-analysis of the association between DPP-4 inhibitors and risk of venous thromboembolism and pulmonary embolism.

adverse events of VTE were reported on the Clinicaltrials.gov.
Second, given the low incidence of VTE in this study, the
study might be underpowered to detect that difference as
significant. For example, only two events of VTE were
identified at the gastrointestinal levels. Therefore, we cannot
fully exclude the increased risk of VTE associated with DPP-4
inhibitors among the patients with type 2 diabetes. Third,
due to lack of information regarding the co-medication in
individual patients from trials, we cannot evaluate the
potential drug-drug interaction in this study.

In conclusion, based on current available evidence from
CVQOTs, we did not find a significant difference between DPP-
4 inhibitors and risk of VTE. However, further meta-analyses
of individual data from all randomized controlled trials as
well as well-designed large prospective observational stud-
ies are warranted to confirm our findings.
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