Table 3 | GRADE evidence profile of DPP-4 Inhibitors and risk of heart fallure in type 2 dlabetes
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ABSTRACT

Q8ECTIVES

To examine the association between dipeptidyt
peptidase-4 (DPP-4) inhibiters and the risk of heart
failuve or hospital admission for hearf failure in

patients with type 2 dizhetes. :
DESIGN

Systematic review and metf—anaiysis of randemised
and gbservational studies.

DATA SOURLES

Medline, Embase, Cochrane Central Register of
Controlled Trials, and ClinicalTriais.gov searched up fo
25 june 2015, and cemmunication with axperts.

ELIGIRILITY CRITERIA

Ramdomised controfled trials, non-randomised
controlied trials, cokort studies, and case-control
stizefles that compared DPF-4 Inhibitors against
placebo, lifastyle modification, or active antidlabetic
drugs in adults with type 2 disbetes, and axplicitly
reported the cufcome of heast failure or hospital
admissfon for heart faiture.

DATA COLECTION AND ANALYSIS .

Teams uf paired reviewers independently screened for
eligible studies, assessed risk of bias, and extracted
data using standardised, pilot tested forms. Data from
trials and observational studies were pocied
separately; quality of evidence was assessed bythe
GRADE approach.

RESULTS

Eligibie studies included 43 tials (n=68775) and 12
observational studies fnine cobort studies, three
nested case-control studies; n=1777358}. Poeling of
38 wials reporting heart failure provided low gquality

evidence for a possible similar risk of heart fGallure
hetwaen DPFy4 Iinhibitor use versus control (4215701 v
33/12551; odds ratio 0.97 {95% confidence inferval
5.6110 1.56); risk differsnca 2 fewer (13 fewerto 28
more) avents par 1000 patients with type 2 diabetes
over five years). The chservational studies provided
sffact astimates genarally consistant with trial
findings, but with very iow gquatity evidence. Pooling of
the five trials reparting admission for heart Rilure
provided moderate guality evidence foran increased
risk in patients beated with DPP-4 inhibitors versus
control (622118554 v352/18 474; 1.13 [1.00 0 1.26): 8
more (0 mote to 18 mors)). The pooling of adjusted
estimates from observationa! studies similarly
suggested (with very low quality evidence} a possibie
increased risk of admission for heart failure {adjusted
odds ratio 1.41, 95% confidence interval 8.95 t0 2.09)
in patiants treated with DPP-4 inhibitors {exclusively
sitagliptin) versus no use.

CONCLUSIONS

The relative effect of DPP-4 inhibitors on the rsicof
heart failure in patients with type 2 diabetesis
uncertain, given the relatively short follow-up and low
guality of evidence. Both randomised controlied triais
and ebservational studies, however, suggest that
these drugs may Increase the risk of hospital
admission for heart failure in those patients with
existing cardiovascular diseases or multiple risk
factors for vascular diseases, compared with no usa.
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Tabie 6| Risk of heart failure or hospital admission for heart failure among patients with type 2 diabetes receiving DPP-4 inhibitor treatment
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CVD=cardiovascular disease; SU=sulforeylurea; OR=cdds ratio; HR=hazard ratig; MR=not reported; GADs=otal antidiabetic drugs.

*Nested case-coniret siudy.
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