






Answering reviewers for re-review： 
December 19, 2020 Editors-in-Chiefs World Journal of Clinical Cases 7041 Koll 
Center Parkway, Suite 160 Pleasanton, CA 94566 RE: The Safety of 
Gastrointestinal Endoscopy in Patients with Acute Coronary Syndrome and 
Concomitant Gastrointestinal Hemorrhage Dear WJCC editors and reviewers: 
We would like to thank the reviewer for providing us with these insightful 
comments. We appreciate giving us the chance to revise the manuscript and 
helping the authors to present their work in a better way. As per the 
recommended revisions: 1) I understand the limitations of this study, which 
are inherent to its nature and the impossibility to provide detailed 
information and explanation for the findings. In the primary question set by 
the authors, whether performance of GI endoscopy in patients with acute 
coronary syndrome and GI hemorrhage is safe their answer is yes. I am a little 
bit concern regarding the message conveyed to the readers. In my opinion the 
limitations of the study and the influence of other factors should be stretched 
more in the discussion. In this context, in the statistics it should be clear that 
multivariate analysis included only statistically significant factors detected by 
univariate analysis. The multivariate analysis paragraph in the results section 
should be extended and include the impact and significance of other factors as 
well. A short comment on this topic should be also included in the discussion 
especially when their HR is higher than that of GIE (see presence of shock and 
mechanical ventilation). We thank the reviewer for the thorough review of the 
manuscript and for understanding the nature and the limitation of using de-
identified national databases. • The main aim of the study was to evaluate the 
safety and the impact of performing GI endoscopy in patients with ACS and 
GI bleeding, not investigating the predictors of morbidity and mortality in 
this specific population. The multivariate analysis included all the factors that 
may have a confounding effect on the outcomes of performing endoscopy in 
this group of patients. Univariate analysis was not performed as we did not 
want to eliminate any variable that can be a possible confounding factor to 
our results. In that context, we included all variables that we thought it could 
influence the outcomes of performing GIE in patients with ACS and GI 
bleeding. Of note, the practice of screening risk factors by univariate analysis 
before performing multivariate analysis is debatable, and some authors even 
consider it risky in certain situations (1-2). • Results and discussion sections 
were expanded to include comments on other independent predictors of 
mortality and prolonged length of stay as shock and mechanical ventilation. 
These variables were strong predictors of higher mortality. The fact that they 
were included in the multivariate analysis supports our conclusion that 
performing GIE is associated with less mortality. The sentence “One of the 
challenges in this study … an endoscopic procedure performed” should be 
further commented. The sentence “A temporal relationship …. not be 
evaluated in this database” in the discussion is not clear and should be 



detailed (see Table 1, proportion of patients in shock or under mechanical 
ventilation). • Both mentioned sentences were further detailed in the 
discussion section. 2) Table 1. Please correct “2 groups regarding undergoing” 
in the head and “Patients underwent endoscopy” in the heading of the second 
column. Not all variables are shown as n(%), there are also variables shown as 
mean±SD (please clarify in the footnote). • Table 1 heading and footnote have 
been changed and edited as suggested by the reviewer. 3) Tables 2 and 3. I 
wonder if these tables present uni- or multivariate analysis. It is hard to 
believe that all these variables were significant independent determinants of 
mortality or LOS. If these are the results of multivariate analysis then only 
statistically significant independent prognostic factors should be given and 
the results of univariate analysis should be mentioned in the results section of 
the manuscript. As seen in the tables, GIE has the lowest OR with mechanical 
ventilation and presence of shock being the strongest predictors for both 
mortality and LOS (see comments above). Please use uniform headings 
(predictors - factors, OR 95%CI - Beta Weight, 95% CI for LOS, Female - Sex 
(Female)) and remove “Label” from Table 3. Other points needing 
clarification; age as a continuous variable or with a cut-off set at some age 
point, female vs male, Caucasian vs not Caucasian, and all other variables as 
present vs absent. • Tables 2 and 3 represent a multivariate, not a univariate 
analysis. The reason of having many variables included in the analysis was 
explained above in the response to point 1. The huge number of patients 
included in the cohort (269483 patients) may also have contributed to some 
extent in more statistically significant results by overpowering the results. 
Some variables in the analysis were statistically insignificant predictors for the 
outcomes (for example, sex in mortality and anemia in LOS). • We used Odds 
Ratio for the multivariate analysis of the mortality as it’s a nominal value, 
while we used the Beta – Weight factor for the length of stay being a 
continuous variable. • Requested heading changes and clarifications were 
addressed. 4) Please give abbreviations in full when first mentioned (see EGD 
and GIE in the Abstract, GIB and EGD in the Introduction). • Abbreviations 
were explained in full at first mention in the abstract and in the introduction 
section. References: (1) Sun GW, Shook TL, Kay GL. Inappropriate use of 
bivariable analysis to screen risk factors for use in multivariable analysis. J 
Clin Epidemiol. 1996;49(8):907-916. doi:10.1016/0895-4356(96)00025-x (2) Lo 
SK, Li IT, Tsou TS, See L. [Non-significant in univariate but significant in 
multivariate analysis: a discussion with examples]. Changgeng Yi Xue Za Zhi. 
1995 Jun;18(2):95-101. Chinese. PMID: 7641117. Thank you in advance for 
your time and efforts as you evaluate this manuscript for publication in the 
prestigious World Journal Clinical Cases. Please contact either of us if any 
supplemental materials are needed as you evaluate this manuscript. Sincerely, 
Donald R. Campbell, MD Ahmed A. Elkafrawy, MD


