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Sir,

We read with great interest a meta-analysis published in the In-
dian Heart Journal “Ticagrelor for Asian patients with acute coro-
nary syndrome in real-world practice: a systematic review and
meta-analysis of observational studies”.! We would like to congrat-
ulate the authors for their study on the effectiveness of ticagrelor vs
clopidogrel in patients with acute myocardial infarction, by consid-
ering the data from published observational studies. The study has
definitely provided us with better evidence in this field. However,

we had the following observations to make:

1. Of the six studies included by the authors in the meta-analysis,
each study had a different follow-up period. Also, there is a
variation in the follow-up period for different cohorts (ticagrelor
vs clopidogrel) within the study. An example for this discrep-
ancy is a study by Lee et al included in the meta-analysis,” in
which clopidogrel cohort was recruited and followed up from
2012 to 2014, while the ticagrelor cohort was recruited and
followed up from 2013 to 2014. This implies that the first patient
recruited in the clopidogrel cohort was followed up for three
years unless he had a event of interest, and the first recruit of the
ticagrelor cohort was followed up for a total period of two years.
By logic, incidence rate of events increases with increase in the
duration of follow-up. To avoid such discrepancies, a better
method is to use patient-year in the denominator, which is
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Fig. 2. Funnel plot (major bleeding).

calculated by multiplying the number of cohort recruits with the
year of follow-up.® The pooled odds ratio (OR) of major bleeding
for ticagrelor vs clopidogrel considering patient-year in the
denominator is 1.40 (95% confidence interval [CI]: 0.92—2.13,
I> = 51%, p = 0.11) (Fig. 1) as compared with the OR for major
bleeding reported by authors of meta-analysis (OR = 1.11 [95%
Cl: 0.62—2.00, I? = 75%, p = 0.73].

Odds Ratio
IV, Random, 95% CI

Chen 2016 10 101 14 101 15.4%
Lee 2018 76 2765 779 40919 39.0%
Sim 44 1553 22 1553 26.6%
Wang 2018 8 779 6 1558 11.5%
Xin 5 73 4 31 7.5%
Total (95% CI) 5271 44162 100.0%
Total events 143 825

Heterogeneity. Tau*=0.10; Chi*=8.12, df=4 (P=0.09); F=51%
Test for overall effect: Z=1.58 (P=0.11)
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Fig. 1. Pooled odds ratio and 95% confidence intervals (Cls) for major bleeding (total cohort population expressed as person-year) using a random-effects model by the method of

inverse variance and heterogeneity assessed with the 1> measure.

https://doi.org/10.1016/j.ihj.2019.04.004

0019-4832/© 2019 Cardiological Society of India. Published by Elsevier B.V. This is an open access article under the CC BY-NC-ND license (http://creativecommons.org/

licenses/by-nc-nd/4.0/).


http://crossmark.crossref.org/dialog/?doi=10.1016/j.ihj.2019.04.004&domain=pdf
www.sciencedirect.com/science/journal/00194832
www.elsevier.com/locate/ihj
https://doi.org/10.1016/j.ihj.2019.04.004
https://doi.org/10.1016/j.ihj.2019.04.004
https://doi.org/10.1016/j.ihj.2019.04.004
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/

Letter to the Editor / Indian Heart Journal 71 (2019) 176—177 177

2. Though as a rule of thumb, test for publication bias is to be
performed when the number of included studies is more than
ten as the power of tests otherwise is too low to distinguish
chance from real asymmetry, inclusion of funnel plot in the
meta-analysis would help the reader in assessing for any pub-
lication or other biases with respect to each outcome.” (Fig. 2)
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