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1. Overall, a well written and interesting article. Few points that concern me regarding the whole overarching way that CAD was evaluated in this population, namely using coronary CT. if you read any guideline outlining evaluation of chest pain in the ED, it does NOT usually jump straight to coronary CT (ex: https://www.uptodate.com/contents/evaluation-of-emergency-department-patients-with-chest-pain-at-low-or-intermediate-risk-for-acute-coronary-syndrome#H24 ). Which makes me wonder - were these CTs ordered on appropriate people in the first place? They are meant to be used as a rule-out in those of low to intermediate risk for the most part
· CCTA was not the initial diagnostic test performed for patients presenting to the ED with chest pain in this study. It was performed where deemed appropriate by the ED physician or the cardiologist consulted. The joint guidelines by American College of Radiology Appropriateness Criteria Committee and the American College of Cardiology Appropriate Use Criteria Task Force list CCTA as an appropriate diagnostic modality for both patients with equivocal initial diagnosis of NSTEMI/ACS and those with low/intermediate likelihood initial diagnosis of NSTEMI/ACS.
https://www.jacr.org/article/S1546-1440(15)00680-8/pdf
2. If that is the case - that they were ordered on people of low risk of having CAD - isn't it expected that you would find no difference in CAD between the two groups (since they both in theory should not have much, if any?)
· A major strength of cCTA is its high sensitivity and negative predictive value. As such, we believe it would be an appropriate modality to detect CAD if present in low or intermediate risk patients.
3. Use of coronary CT to evaluate CAD without using FFR may not yield as specific of results. Traditional CAD RADS does not assess for FFR https://cdn.ymaws.com/scct.org/resource/resmgr/cad-rads/scct_jcct_cad-rads.pdf .You should just outline the pitfalls of all of this in the article
· This has been addressed in the section on study limitations.
Questions
4. Power calculations for group sizes? IE are there enough marijuana users for you to say these conclusions?
· We initially expected to see a difference in incidence of CAD between marijuana users and non-users.
· The following parameters were used to calculate our sample size: percentage of patient population who use marijuana (10%); incidence of CAD in marijuana users (10 %); incidence of CAD in non-users (20%); alpha (0.05); power (0.8).
· The estimated sample size for non-users: 1171; users: 117. The population size of our study was non-users: 1274; users: 146. This leads us to believe that our study was appropriately powered to detect statistically significant difference between the groups, if such difference exists.
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5. Why were no troponins compared between groups?
· The main goal of this study was to detect frequency of CAD on CCTA among users and non-users of marijuana presenting with chest pain. As we were not assessing frequency of ischemia and MI in our population, troponin levels were not compared between the groups.
6. Were these patients seen and evaluated by a cardiologist before the CT was ordered, or was this done by the ED?
· The guidelines for appropriate utilization of cardiovascular imaging, published jointly by ACR and ACC, do not necessitate assessment by a cardiologist before the CCTA is ordered for a patient in the ED. Yet at our university hospital, a cardiologist is often consulted in the ED before CCTA is ordered.
Comments
7. Line 61: this sentence outlines two very opposite effects, so maybe this should be expanded on (ie: increased BP and hypotension)
· Marijuana causes an increase in both systolic and diastolic blood pressures in supine patients. However it may also induce orthostatic hypotension and orthostatic presyncope. This has been reported in a 2016 review article by Franz et al. titled “Marijuana Use and Cardiovascular Disease” and published in Cardiology in Review. This line has been rephrased in the article to better illustrate this finding.
8. Line 63: this sentence could be more clear. I also don't have access to the article in reference #2 - did they really say stroke index? Or was this supposed to be stroke volume index, or just plain stroke volume?
· The following is quoted directly from the referenced article:
“Sonographic evaluations demonstrate that cannabis use does not change end systolic volume or cardiac index, but does decrease end diastolic volume, stroke index, and ejection fraction. These findings suggest that the cardiac effect of marijuana is mainly chronotropic; in addition, the cardiac index does not change because the increased heart rate is coupled with a decreased stroke index.”
· Stroke index, as used in the referenced review, refers to stroke volume index which is also reflective of the stroke volume. The term used has been changed to stroke volume in order to avoid any confusion. 
 
9. Line 93: not sure that I agree with using a one time marijuana detection on urine screening to say whether or not a person used marijuana around the time of their chest pain presentation. I think this should be commented on in the limitations section
· The purpose of this study is to determine the frequency of CAD among young adults presenting with chest pain who currently use marijuana as compared to nonusers. We aimed to capture a patient population which uses marijuana habitually. The criteria used were either self-reported marijuana use or positive urine toxicology screening for marijuana during this encounter or a previous encounter within 1 year of the ED visit. Our aim was not to only capture patients who used marijuana around their chest pain presentation.
10. Line 96: definition of hypertension is not correct, because we would never say someone has hypertension after seeing them in the ED with a SBP >140 while they were in hospital presenting with chest pain. Maybe if their SBP was much greater. This should be a limitation in study. Or potentially you could reanalyze after removing all those with those HTN definitions.
· The blood pressure measurements that were used were taken from a patient’s last clinic visit or inpatient stay and not during the current ED visit. This has been clarified in the manuscript.
11. Line 132: interesting that there was 50% females.... which is not traditionally the same percentage of all comers with MIs
· It is worthy to point out that the inclusion age range was wider for women than for men. Line 88: “The search was limited to patients between the ages of 18 and 40 for men, and 18 and 50 for women.” This may have led to an almost 50% female patient population in our study as opposed to the male predominant chest pain patient population
12. Line 147: requires clarification. Maybe "A total of 36/191 of the nonusers with scores >1..."
· This sentence has been rephrased to clarify its meaning
13. Line 148: I think your phrasing in this part shows bias. "Only 2/10" implies that this is a small number, though percentage wise it is (nonstastically) more than the other group.
· This sentence has been rephrased to clarify its meaning




image1.jpeg
2
M= {zl ot fprar e pags a2 }/N

2
Ny= {1_96 * \/0.19 #081%(1+—)+0.84% \/0.2 *0.8+ (0'10*10‘9 )} /0.12

N =17
No=K =N, =117





