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ARTICLE INFO ABSTRACT

Article history: This meta-analysis is conducted to assess the efficiency and safety

Received 4 February 2018 of triple antiplatelet therapy in patients with type 2 diabetes

Eel\c/lewezdoll?s revised form mellitus (T2DM) who have received coronary stents implantation.
ay

The risk of major adverse cardiac events (MACEs), target vessel
revascularization (TVR), target lesion revascularization (TLR),
myocardial infarction (MI) and bleeding events were evaluated in
this meta-analysis. Eight randomized controlled trials incorporat-
ing 1700 participants were included. During a follow-up of 12
months after stents implantation, the risk of TVR, TLR and MACEs
in Triple group were lower than that of Dual group. There was no
significant difference in the comparison of stent thrombosis and
bleeding events between the two groups. Triple antiplatelet ther-
apy is effective in reducing adverse cardiovascular outcomes in
T2DM patients after stents implantation, without increasing the
risk of bleeding events. Advanced designed and large-scale trails
are deserved in the future.
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Specifications Table

Subject area

More specific subject area
Type of data

How data was acquired
Data format

Experimental factors
Experimental features
Data source location

Data accessibility

Medicine

Cardiology

Table and figure

Systematic review with Review Manager 5.2
Analyzed

None

None

NA

Data are within this article

Value of the data

High quality data cover eight randomized clinical trials.

Provide EBM data concerning triple antiplatelet therapy in type 2 diabetes patients.

Data is helpful for the clinical therapy of patients with type 2 diabetes and coronary artery disease.
Researchers or physicians can use our data for analysis or clinical report.

1. Data

Dual antiplatelet therapy consisting of aspirin and clopidogrel is a cornerstone of management for
coronary artery disease (CAD) patients, especially for those who have received stents implantation.
Previous studies have found that addition of cilostazol was an effective and relatively safe strategy in
preventing major adverse cardiac events (MACEs) in type 2 diabetes mellitus (T2DM) patients. The
value of triple antiplatelet therapy had not been well proved. Therefore, this meta-analysis was
conducted to systematically evaluate the efficiency and safety of this strategy in the treatment of

T2DM patients.

Initial search from PubMed, EMBASE,
‘Wanfang Database, ScienceDirect and
the Cochrane Library (N=1403)

A 4

Evaluation of full-length article
(N=26)

h 4
Articles included in this stduy
(N=8)

Title/abstract screening:
+ Data duplicate (N=237)

| * Unrelated topic (N=1063)
* Reviews/meetings (N=58)

| » Case series (N=19)

Full text review :
* Improper outcome (N=7)
1+ Not DES or DM pts (N=4)
* Non-randomized(N=6)
| * Sub-study (N=1)

Fig. 1. Flow diagram of the literature search process of this meta-analysis.



Table 1

Main characteristics of all studies included in meta-analysis.

Study Country Number Mean age (yrs) Male (%) Hypertension (%) Hypercholesterolemia Current smoker Multivessel disease  Follow-up

Dual / Triple Dual | Triple Dual / Triple Dual | Triple (%) Dual [ Triple (%) Dual [ Triple (%) Dual [ Triple (m) Dual /
Triple

Gao [9] China 156/162 64.3/65.2 55.8/54.9 43.6/45.1 46.2/53.1 48.7/50.6 59.5/48.2 1

Lee [8] Korea 84/92 62.1/60.9 71.5/70.0 64.7/58.4 45.0/42.4 30.1/30.4 37.3/34.8 12

Li 2010 [6]  China 30/30 NA NA NA NA NA NA 9

Shen [7] China 80/80 69.6/67.9 75/73.8 62.5/68.8 38.8/36.2 46.2/43.8 NA 12

Han [2] China 122/141 59.6/59.5 77.0/71.6 72.1/70.9 55.7/53.9 43.4/44.7 72.1/80.1 12

Lee [5] Korea 200/200 60.7/61.0 57.0/59.0 59.5/59.5 28.5/30.5 31.5/24.8 62.5/65.5 9

Lu [4] China 79/78 61.0/61.0 NA NA NA NA NA 6

Lee [3] Korea 81/85 61.2/60.9 63.6/64.8 55.2/54.8 28.4/30.0 37.2/37.6 59.6/66.8 9

NA: not available.
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Triple group Dual group Odds Ratio Odds Ratio

Study or Subgrou Events Total Events Total Weight M-H. Random. 95% CI M-H. Random, 95% CI
Han 2009 1 141 15 122 27.4% 0.60[0.27,1.37) — T
Lee 2007 3 85 6 81 91% 0.46(0.11,1.89) —
Lee 2008 7 200 16 200 221% 0.42[0.17,1.04] |
Lee 2011 5 92 9 84 142% 0.48[0.15,1.49) N
Lu 2007 6 78 17 79 187% 0.30(0.11,082) ———
Shen 2010 3 80 5 80 85% 0.58(0.13,2.53) R
Total (95% Cl) 676 646 100.0% 0.46 [0.30,0.71]
Total events 35 68

it 2 - Chiz= - - - ; + t J
Heterogeneity: Tau®= 0.00; Chi*=1.25, df=5 (P = 0.94); F= 0% 0.01 01 10 100

Test for overall effect: Z= 3.55 (P = 0.0004) Favours Triple group Favours Dual group

Fig. 2. Forest plot of the risk of TVR. The risk of TVR in Triple group was lower than that of Dual group during a follow-up of 12
months after stents implantation.

Triple group Dual group 0Odds Ratio 0dds Ratio
Study or Subgroup _ Events  Total Events Total Weight M-H. Random, 95% Cl _Year M-H, Random, 95% CI
Lee 2007 2 85 6 81 16.1% 0.30 (0.06, 1.54) 2007 T
Lee 2008 5 200 14 200 39.6% 0.34(0.12,0.96) 2008 — ]
Li 2010 2 30 3 30 12.3% 0.64(0.10,4.15] 2010 G
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Fig. 3. Forest plot of the risk of TLR. Compared to Dual group, the risk of TLR in Triple group was reduced significantly.

Triple group Dual group Odds Ratio 0Odds Ratio
Study or Subgrou Events Total Events Total Weight M-H, Random, 95% CI M-H. Random, 95% CI
Han 2009 14 141 23 122 346% 0.47[0.23,0.97) —
Lee 2007 2 85 6 81 6.7% 0.30[0.08, 1.54] =
Lee 2008 6 200 14 200 185% 0.41[0.15,1.09) — =
Lee 2011 7 92 10 84 17.2% 0.61[0.22,1.68) —_—1
Li2010 3 30 6 30 8.0% 0.44[0.10,1.97) - = I
Shen 2010 5 80 13 80 151% 0.34(0.12,1.01) —
Total (95% Cl) 628 597 100.0% 0.44[0.29, 0.68] @
Total events 37 72
Heterogeneity: Tau®= 0.00; Chi*= 0.87, df = 5 (P = 0.97); F= 0% *0 005 041 140 2004

Test for overall effect: Z= 3.79 (P = 0.0002) Favours Triple group Favours Dual group

Fig. 4. Forest plot of the risk of MACEs. Compared to Dual group, the risk of MACEs was reduced significantly in Triple group
after stents implantation.

Triple group Dual group 0Odds Ratio Odds Ratio
Study or Subgrou Events Total Events Total Weight M-H, Random, 95% CI M-H. Random, 95% CI
Gao 2014 15 162 11 156 405% 1.35(0.60, 3.03]
Han 2009 4 141 3122 116% 1.16(0.25,5.28) —r
Lee 2007 1 85 1 81 34% 0.95(0.06, 15.49]
Lee 2008 3 200 3 200 10.3% 1.00(0.20,5.02) T
Lee 2011 7 92 6 84 208% 1.07[0.34,3.32) -
Lu 2007 3 78 3 79 10.0% 1.01(0.20,5.18] I
Shen 2010 1 80 1 80  34% 1.00(0.06, 16.27)
Total (95% Cl) 838 802 100.0% 1.16 [0.69, 1.95]
Total events 34 28
Heterogeneity: Tau*= 0.00; Chi*= 0.24, df=6 (P =1.00); F= 0% ’0 001 0*1 1' 10 1000’
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Fig. 5. Forest plot of the risk of bleeding events. The risk of bleeding events were similar in Dual and Triple group during a
follow-up of 12 months after stents implantation.
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2. Experimental design, materials and methods
2.1. Design, materials and methods

Relevant studies were identified from PubMed, Cochrane Library, Wanfang Database, Science
Direct and Embase. The key words included cilostazol, stent, percutaneous coronary intervention and
diabetes. A total of 1403 relevant publications were found in the initial internet retrieval. One of the
articles [1] was excluded because it was a sub-study of another one [2] and was conducted by the
same research group. Finally, eight randomized controlled trials (RCTs) [2-9] met the inclusion cri-
teria and were enrolled (Fig. 1). The dosage of cilostazol was 200 mg per day for 6 months. Data
including the first author's surname, publication year, region, case number, gender, age, demographic
data, target population, treatment protocol, follow-up period, efficacy outcomes and safety outcomes
were extracted (Table 1).The primary efficacy outcome was MACEs which was defined as a composite
of cardiac death, myocardial infarction (MI), stroke, target vessel revascularization (TVR), target lesion
revascularization (TLR), or stent thrombosis.

2.2. Meta-analysis

All statistical tests were performed with Review Manager 5.2 from the Cochrane Collaboration.
Odds ratio (OR) with 95% confidence interval (CI) was used. The pooled OR was performed for
dominant model. P value <0.10 was considered to be significant for statistical heterogeneity.
Random-effect model was chosen in this study to reduce the potential bias. According to the funnel
plot (Suppl. 1) and risk of bias graph (Suppl. 2), the reporting biases of this study was acceptable.

The data here showed that the risk of TVR (5.2% vs. 10.5%, OR 0.46 [0.30, 0.71], P = 0.0004, [Fig. 2]),
TLR (3.4% vs. 7.8%, OR 0.42 [0.22, 0.81], P = 0.009, [Fig. 3]) and MACEs (5.9% vs. 12.1%, OR 0.44 [0.29,
0.68], P = 0.0002, [Fig. 4]) in Triple group were lower than that of Dual group. There was no sig-
nificant difference in the comparison of stent thrombosis and bleeding events between the two
groups (4.1% vs. 3.5%, OR 1.16 [0.69, 1.95], P = 0.57, [Fig. 5]).
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