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BMJ Open publishes all reviews undertaken for accepted manuscripts. Reviewers are asked to 

complete a checklist review form (http://bmjopen.bmj.com/site/about/resources/checklist.pdf) and 

are provided with free text boxes to elaborate on their assessment. These free text comments are 

reproduced below.   

 

 

 

ARTICLE DETAILS 

TITLE (PROVISIONAL) The spectrum of unhealthy drug use and quality of care for 
hypertension and diabetes: a longitudinal cohort study 

AUTHORS Kim, Theresa; Samet, Jeffrey; Cheng, Debbie; Bernstein, Judith; 
Wang, Na; German, Jacqueline; Saitz, Richard 

 

VERSION 1 - REVIEW 

REVIEWER Barbara Turner 
University of Texas Health Science Center San Antonio, USA 

REVIEW RETURNED 06-Jul-2015 

 

GENERAL COMMENTS The objective of this study is to examine associations of drug use 
with clinical measures of control of common clinical conditions, in 
this case hypertension and diabetes. The study takes advantage of 
a unique group of subjects in a trial that obtained detailed 
information about drug use and other clinical data at baseline and 6 
months. It is unclear whether the brief counseling intervention about 
unhealthy drug use might have affected hemoglobin A1c and blood 
pressure measures obtained at 6 months – we only are provided 
information about the baseline values. It is also unclear how many of 
the subjects have follow-up data after 6 months. In addition, HbA1c 
data are limited for patients with diabetes because they missing 20% 
of the subjects and no information provided about the 20% lacking 
these data.  
Although this project purports to examine drug use in general, only 
40% of the sample was using drugs other than marijuana. In 
addition, frequent drug users primarily used marijuana. The current 
analysis suggests that frequency drug use is protective (AOR for 
high use 0.65 but wide CIs) but that’s probably because the 
reference group with low-frequency use includes proportionately 
more people using riskier drugs and unhealthy use of alcohol.  
Overall, this study underpowered in regards to examining effects of 
more risky drugs such as: opioids, heroin, amphetamines, or 
cocaine. In support of this concern, one analysis did find an 
association between cocaine use and diabetes control although the 
very wide confidence intervals suggest that this is a very small 
subset.  
So perhaps a better way of framing this study is to report that, 
regardless of frequency of use, marijuana use is not associated with 
diabetes or hypertension control. This would be an interesting 
finding even if it is still likely to be underpowered. In regards to the 
persons using cocaine opioids or other more risky drugs, the only 
analysis that seems to be worthwhile is a comparison with marijuana 
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use. The authors should consider if self-reported frequency of use is 
too highly correlated with marijuana use to include in the model.  
Detailed comments  
The introduction is too long.  
Table 1 should present the association of all covariates with BP and 
DM outcomes (dichotomous). The full model should be reported -- 
what are the associations of depression and alcohol use with the 
outcomes and how does adjust for these covariates affect the 
association of illicit drug use with the outcomes?  
In a small study such as this one with limited power, the 
investigators might analyze of the actual values for blood pressure 
(systolic blood pressure as the most common problem) and diabetes 
control (depending on distribution of values) instead of making it 
dichotomous and thereby losing power.  
It is unclear in the GEE analysis whether all subjects had at least 
two observations for BP and A1c control.  
For the discussion, the authors might refer to studies of opioid dose 
and diabetes control that find higher dose use is negatively 
associated with better control and outcomes. Rose AJ, Hermos JA, 
Frayne SM, Pogach LM, Berlowitz DR, Miller DR. Does opioid 
therapy affect quality of care for diabetes mellitus? Am J Manag 
Care 2009;15(4):217-24. and Gauham S et al in Pain Medicine 
2015. 

 

REVIEWER Hannah Carliner, ScD MPH 
Post Doctoral Fellow in Substance Abuse Epidemiology  
Mailman School of Public Health  
Columbia University  
New York, NY, USA 

REVIEW RETURNED 07-Jul-2015 

 

GENERAL COMMENTS This is a very well-written manuscript describing the association 
between characteristics of illicit drug use and blood pressure and 
blood glucose control in a clinical sample. While there are significant 
limitations of the sample, I believe the authors do an excellent job 
acknowledging these limitations and putting the study in appropriate 
context. While these results are not ground-breaking, they are a 
relevant contribution to the sparse literature in this area, and the 
clearly-written article in general does not overstate the findings.  
 
Specific Points:  
 
1. Please be consistent in use of 2 decimal places (see Abstract).  
 
2. P. 7 – Authors could also reference any literature regarding drug 
use and physical activity or other health behaviors that may be 
associated with BP and BG control.  
 
3. P. 7 – Authors should be careful not to over-extend their 
propositions about clinician factors in quality of care for drug users, 
as many of these factors probably do not apply to casual drug 
(specifically marijuana) users. Perhaps the wording of the 
Introduction could be massaged to emphasize the spectrum of drug 
use and how this may influence a clinician’s response to patients at 
the higher end of unhealthy use.  
 
4. P. 9, Methods – Please provide additional information about the 
setting of this study. What type of clinic or hospital was this? What 
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kind of population does it serve? What is the geographical and 
socioeconomic catchment area? Essentially, from what kind of 
patient population was this sample drawn?  
 
5. P. 11, line 20 – Please provide more information about the 
specific demographic variables used as confounders. With an 88% 
non-White sample, please say more about the racial and 
socioeconomic composition of these participants.  
 
6. P. 11, line 43 – I recommend moving the explanation of 
categorization of tertiles into the section on Independent Variables, 
and stating explicitly how these tertiles fell out and where the cut-
points were set.  
 
7. P. 12, line 51 – Please be consistent with reporting % first with N 
in parentheses.  
 
8. P. 15, line 18 – The wording here is confusing. I do not 
understand the relationship between the “dose-response” 
association and the discussion of results about cocaine use. Dose-
response is not mentioned prior to this, and I’m unclear about how 
the cocaine results fit in.  
 
9. Pp. 15-16 – The Discussion should also note that everyone in the 
sample was already seeking treatment, so they likely have better 
chronic disease control than other drug users. This could very much 
limit generalizability, but it can be framed that this is a population in 
touch with health services that still deserves study.  
 
10. Discussion – It’s interesting that despite the smaller sample size, 
the only statistically significant results were found for BG. The 
authors could provide a small discussion of these results and why 
they think BG would be more affected by drug use that BP.  
 
11. Tables – For ease of comparing across strata, I would prefer to 
see results as % (n) rather than vice versa.  

 

VERSION 1 – AUTHOR RESPONSE 

Reviewer 1  

“The objective of this study is to examine associations of drug use with clinical measures of control of 

common clinical conditions, in this case hypertension and diabetes. The study takes advantage of a 

unique group of subjects in a trial that obtained detailed information about drug use and other clinical 

data at baseline and 6 months.”  

 

1) It is unclear whether the brief counseling intervention about unhealthy drug use might have affected 

hemoglobin A1c and blood pressure measures obtained at 6 months – we only are provided 

information about the baseline values.  

 

Response: We agree with the reviewer that this is an issue worth addressing in the manuscript and 

performed new analyses addressing this concern. Although brief intervention counseling was not 

associated with drug use in the randomized trial, given the possibility that the intervention had effects 

on BP or BG control, we added randomization group as a covariate to all of the multivariable 

regression models evaluating the association of drug use measures and BP and BG control. The 

parameter estimates and confidence intervals of these confirmatory regression models were very 

similar to our final models. We added a statement to the Statistical analysis (page 11) and Results 

(page 13) sections of the manuscript with this information.. (Results of these analyses are presented 
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in a table included in a supplemental document for your reference.) The proportions with inadequate 

BP control at 6 months was 45% (30/66) and inadequate BG control, 34% (10/29). This information 

was added to the tables 1 and 2.  

 

2) It is also unclear how many of the subjects have follow-up data after 6 months. In addition, HbA1c 

data are limited for patients with diabetes because they are missing 20% of the subjects and no 

information is provided about the 20% lacking these data.  

 

Response: No subjects have follow-up data after 6 months. Descriptions of the independent variables 

and outcomes in the manuscript specify that record review for BG and BP included dates up to but not 

after 6 months, and in person assessments occurred at a 6-month interview. We appreciate the 

reviewer’s inquiry about the 20% of ASPIRE participants with diabetes who did not have HbA1c data. 

We performed a new analysis in response to this reviewer’s comment and compared participants with 

and without an HbA1c measurement. We found no significant differences in terms of age, sex, 

race/ethnicity, main drug, and days of use of the main drug. (A table presenting this analysis is 

provided for the Editor’s reference). A statement (but not the table) with this information was added to 

the Results section (page 12, first paragraph).  

 

 

3) Although this project purports to examine drug use in general, only 40% of the sample was using 

drugs other than marijuana. In addition, frequent drug users primarily used marijuana. The current 

analysis suggests that frequency drug use is protective (AOR for high use 0.65 but wide CIs) but 

that’s probably because the reference group with low-frequency use includes proportionately more 

people using riskier drugs and unhealthy use of alcohol.  

Overall, this study underpowered in regards to examining effects of more risky  

drugs such as opioids, heroin, amphetamines, or cocaine. In support of this concern, one analysis did 

find an association between cocaine use and diabetes control although the very wide confidence 

intervals suggest that this is a very small subset.  

So perhaps a better way of framing this study is to report that, regardless of  

frequency of use, marijuana use is not associated with diabetes or hypertension control. This would 

be an interesting finding even if it is still likely to be underpowered.  

 

Response: The study objective as the reviewer notes is to examine drug use in general—the drug use 

of the type identified by screening a broad sample of primary care patients. As such, marijuana is the 

most common main drug, though fully 40% had other drugs such as cocaine and opioids as their main 

drugs. The advantage of such a sample is its broader generalizability than a sample that might have 

been focused narrowly on, say, injection heroin use. It does, however, as the reviewer points out, 

mean that other studies may need to address more focused questions in larger samples of cocaine 

and people who use other drugs comparing them to people who do not use drugs. We added a 

statement acknowledging this in the Limitations section:  

“… marijuana was the predominant drug of choice for a large proportion of the sample so examination 

of these issues in other samples with more stimulant or opioid use would be of interest. It is also 

possible that the effects of specific drugs might emerge more clearly with a comparison group using 

no drugs (our analyses were among people reporting drug use). However, drug type was not a 

significant predictor of BP control and there were no significant interactions between days of drug use 

and drug type. Further, marijuana is likely the predominant drug used by other primary care 

populations.” (page 16).  

 

Although the parameter estimate indicated a lower likelihood of inadequate BP control with more days 

of use was independent of the drug used, as noted by the reviewer, this was not statistically 

significant with a p-value of 0.31. We agree with the reviewer about the constraints of the limited 

sample size particularly for the diabetes sample, although it is notable that the one significant 
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association was in the diabetes sample. Because of the greater sample size in the BP control 

analysis, this finding was based upon analyses that adjusted for drug type and drug use severity (a 

measure of frequency and severity of use across drug types). (Frequency had a relatively low 

correlation with drug type as noted in the response to the next reviewer comment). We also did not 

find a significant interaction with drug type. Given that we did not do an equivalence study, we would 

not draw a firm conclusion of no association beyond saying that we did not detect an effect for 

marijuana. We added the following sentence to the Discussion and hope it addresses the Reviewer’s 

concern. “In models adjusted for frequency of use and other potential confounders, we did not detect 

a significant effect of marijuana use on hypertension control.” (page 15) One caveat is that, as stated 

above, the study sample was comprised of individuals with recent drug use and comparisons made in 

this study were with other drug users, not individuals without any drug use. Therefore another 

interpretation of these findings is that marijuana use is not significantly different from cocaine or opioid 

in terms of BP control.  

 

With regard to cocaine use and BG control, we agree with the reviewer that the sample size is limited 

and the confidence intervals were wide (AOR=8.82; 95%CI=1.86, 41.90) suggesting high variability. 

Nevertheless, the adjusted odds ratio is significantly different from the null value. Thus although there 

is uncertainty in the estimate of the odds ratio, there is evidence that this effect is different from 1 and 

therefore we believe it is appropriate to report the observed association as statistically significant. 

However, we agree with the reviewer that these study’s findings should be viewed as hypothesis 

generating and can inform the design of larger studies. This was noted previously in the Limitations 

section (page 15 2nd paragraph).  

 

4) With regards to the persons using cocaine opioids or other more risky drugs, the only analysis that 

seems to be worthwhile is a comparison with marijuana use. The authors should consider if self-

reported frequency of use is too highly correlated with marijuana use to include in the model.  

 

Response: We agree with the reviewer that comparisons of the riskier drugs with marijuana is of 

particular interest. For this reason, regression results are presented with marijuana as the reference 

group. We appreciate the reviewer suggestion that frequency of use may be too highly correlated with 

marijuana use to include in the same model. We assessed the correlations of all independent 

variables and covariates prior to regression analyses and did not include any pair of variables with a 

Spearman correlation coefficient above 0.4. The correlation coefficient for drug type and frequency of 

use in the hypertension sample was 0.26 and in the diabetes sample, 0.17.  

 

Detailed comments  

5) The introduction is too long  

Response: We shortened the introduction from 3 pages to 2.  

 

6) Table 1 should present the association of all covariates with BP and DM outcomes (dichotomous). 

The full model should be reported -- what are the associations of depression and alcohol use with the 

outcomes and how does adjusting for these covariates affect the association of illicit drug use with the 

outcomes?  

 

Response: We appreciate the importance of this comment. Because the manuscript already contains 

4 tables including one (Table 3) with results of 7 separate regression models and another table (Table 

4) with results of 6 models, we opted to not to add these results directly into the tables for space 

considerations. Presenting the unadjusted analyses and the covariates for each model would likely 

require a table for each adjusted regression model. Instead we report adjusted odds ratio and 95% 

confidence intervals for the statistically significant covariates in the adjusted models. Age was the only 

statistically significant covariate in any of the models. We put this information in the footnotes of 

Tables 3 and 4. We are happy to present the extra tables if the Editor would like to include them in the 
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manuscript.  

 

7) In a small study such as this one with limited power, the investigators might analyze the actual 

values for blood pressure (systolic blood pressure as the most common problem) and diabetes control 

(depending on distribution of values) instead of making it dichotomous and thereby losing power.  

 

Response: As suggested, we performed new analyses of the primary independent predictor, 

frequency of drug use, predicting both outcomes as continuous measures (i.e. systolic BP and 

HgbA1c) using separate mixed effects linear regression models (see Supplemental tabless). We did 

not find significant associations between days of drug use and systolic BP or HgbA1c. (page 13)  

 

8) It is unclear in the GEE analysis whether all subjects had at least two observations for BP and A1c 

control.  

 

Response: Participants could contribute to the GEE analysis with only one observation. As long as 

the participant had BP or HgbA1c data that fit the inclusion criteria (i.e. measured within 30 days 

before the study interview for the BP analysis or 90 days for the diabetes analysis), the participant’s 

data was added to the GEE analysis. We clarified our analytic strategy in the Methods section on 

Outcomes and Statistical analysis.  

 

“BP data were analyzed if obtained during a medical visit no more than 30 days before the interview 

at study entry (when drug use was assessed). Study participants also contributed data for analysis if 

s/he had a medical visit (during which BP was measured) no more than 30 days before the 6-month 

study interview” (page 9).  

 

“Participants contributed either 1 or 2 observations to the analysis depending upon the availability of 

BP or HgbA1c data at baseline and/or the 6 month study interview that fit the inclusion criteria (i.e. 

measured within 30 days before the study interview for the BP analysis or 90 days for the diabetes 

analysis).” (page 10)  

 

9) For the discussion, the authors might refer to studies of opioid dose and diabetes control that find 

higher dose use is negatively associated with better control and outcomes. Rose AJ, Hermos JA, 

Frayne SM, Pogach LM, Berlowitz DR, Miller DR. Does opioid therapy affect quality of care for 

diabetes mellitus? Am J Manag Care 2009;15(4):217-24. and Gauham S et al in Pain Medicine 2015.  

 

Response: We appreciate the reviewer’s suggestion. We added a statement that “Higher doses of 

prescribed opioids are linked to worse glycemic control.” (Page 7, middle paragraph)  

 

Reviewer 2  

Reviewer Name Hannah Carliner, ScD MPH  

Institution and Country Post Doctoral Fellow in Substance Abuse Epidemiology  

Mailman School of Public Health  

Columbia University  

New York, NY, USA  

Please state any competing interests or state ‘None declared’: None declared  

 

This is a very well-written manuscript describing the association between characteristics of illicit drug 

use and blood pressure and blood glucose control in a clinical sample. While there are significant 

limitations of the sample, I believe the authors do an excellent job acknowledging these limitations 

and putting the study in appropriate context. While these results are not ground-breaking, they are a 

relevant contribution to the sparse literature in this area, and the clearly-written article in general does 

not overstate the findings.  
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Specific Points:  

1. Please be consistent in use of 2 decimal places (see Abstract).  

 

Response: We corrected this.  

 

2. P. 7 – Authors could also reference any literature regarding drug use and physical activity or other 

health behaviors that may be associated with BP and BG control.  

 

Response: We appreciate this reviewer’s suggestion. We added the underlined phrase to the 

statement in the Background: “Frequency of drug use may correlate with worse disease control 

because time spent on drug-related activities like looking for drugs may come at the expense of time 

for picking up medication refills, adequate nutrition, or attending medical visits, and it reflects greater 

exposure to the drug itself…(page 7). For adequate nutrition, we reference literature on food 

insecurity and drug use.  

 

3. P. 7 – Authors should be careful not to over-extend their propositions about clinician factors in 

quality of care for drug users, as many of these factors probably do not apply to casual drug 

(specifically marijuana) users. Perhaps the wording of the Introduction could be massaged to 

emphasize the spectrum of drug use and how this may influence a clinician’s response to patients at 

the higher end of unhealthy use.  

 

Response: We appreciate the reviewer’s comments acknowledging the impact of clinician’s views of 

drug use on patient care, however, we are not aware of data suggesting that clinician views of a 

patient’s drug use differs by type of drug i.e. marijuana vs. cocaine or opioid use) or frequency of use. 

We agree, however, that primary care providers may be more aware of cocaine or opioid use 

disorders than non-dependent marijuana use because of the potential health conditions caused by 

cocaine or opioid use (overdose, cardiac emergency, stroke, etc.). We added the underlined text to 

the Introduction.  

“…health care delivery-related factors such as clinician views of patients with drug use - best 

described for those with more severe or obvious use or disorders- may affect the quality of care of 

chronic diseases as has been demonstrated for preventive care. (page 7, 1st paragraph)  

 

4. P. 9, Methods – Please provide additional information about the setting of this study. What type of 

clinic or hospital was this? What kind of population does it serve? What is the geographical and 

socioeconomic catchment area? Essentially, from what kind of patient population was this sample 

drawn?  

 

Response: The study took place at an urban safety-net hospital, Boston Medical Center. The hospital-

based primary care practices predominantly serve a minority and multicultural low-income population 

in the Boston area. This information was added to page 8, the first paragraph of the Methods section.  

 

5. P. 11, line 20 – Please provide more information about the specific demographic variables used as 

confounders. With an 88% non-White sample, please say more about the racial and socioeconomic 

composition of these participants.  

 

Response: In this study sample recruited from the primary care practice of an urban hospital-based 

practice, the demographic characteristics included the following: 4% of participants self-identified as 

Hispanic, 12% white, and 83% as black (not Hispanic). About one-third did not graduate from high 

school. A similar proportion had significant depressive symptoms. Although the sample had some 

type of drug use, the majority was not at the severity of a drug use disorder. This information appears 

in Table 1.  
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6. P. 11, line 43 – I recommend moving the explanation of categorization of tertiles into the section on 

Independent Variables, and stating explicitly how these tertiles fell out and where the cut-points were 

set.  

 

Response: We moved the relevant text to the section on Independent Variables, and we now state 

explicitly how these tertiles fell out and where the cut-points were set.  

 

7. P. 12, line 51 – Please be consistent with reporting % first with N in parentheses.  

Response: We made these corrections.  

 

8. P. 15, line 18 – The wording here is confusing. I do not understand the relationship between the 

“dose-response” association and the discussion of results about cocaine use. Dose-response is not 

mentioned prior to this, and I’m unclear about how the cocaine results fit in.  

 

Response: We agree with the reviewer that these sentences are confusing. We moved the statement 

about the cocaine results to a more appropriate place in the Discussion (Page 14, 2nd paragraph).  

 

9. Pp. 15-16 – The Discussion should also note that everyone in the sample was already seeking 

treatment, so they likely have better chronic disease control than other drug users. This could very 

much limit generalizability, but it can be framed that this is a population in touch with health services 

that still deserves study.  

 

Response: As noted in the Methods, HbA1c data was collected as part of routine care. Those without 

HbA1c data were not included in the study. Therefore, this study’s findings may not generalize to all 

primary care patients with diabetes, rather to those presenting for a primary care visit with HbA1c 

testing - a group that may be more engaged with medical care – but a group that is available to 

receive and one might argue, poised to benefit from a primary care delivered intervention to improve 

glycemic control. We also note in the Discussion that a substantial proportion (42%) of the sample did 

not have adequate BG control.  

“The study samples were comprised of patients presenting for a primary care visit with available data 

on BP, or in the case of the diabetes, HbA1c. This may have biased the study sample toward 

participants who were more adherent to medical care. Even so, a substantial proportion of the sample 

did not have adequate BP or BG control; these are patients who might benefit from a primary care 

delivered intervention to improve diabetes outcomes.” (Please see page 15, last paragraph)  

 

10. Discussion – It’s interesting that despite the smaller sample size, the only statistically significant 

results were found for BG. The authors could provide a small discussion of these results and why they 

think BG would be more affected by drug use that BP.  

 

Response: BP is a one-time measure that may reflect drug use largely more proximal to the clinic 

visit. Drug use several weeks before the clinic visit may not be reflected in BP. Serum HbA1c, 

however, is a summary measure of BG control over the past 3 months; the effects of drug use on BG 

control may not be dependent upon the timing of drug use immediately before the clinic visit in which 

HbA1c is checked.. We added the text: “It is possible that we detected an effect of drug use on BG 

control rather than BP control despite the smaller sample size because drug use several weeks 

before the clinic visit may not be reflected by BP as opposed to HgbA1c, a summary measure for the 

past few months. Time since last use may be an important drug use measure to consider for BP 

control. ” (page 14)  

 

11. Tables – For ease of comparing across strata, I would prefer to see results as % (n) rather than 
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vice versa.  

Response. Thank you for the suggestion. The changes were made. 

 

VERSION 2 – REVIEW 

REVIEWER Barbara J Turner 
University of Texas Health Science Center San Antonio 

REVIEW RETURNED 29-Aug-2015 

 

GENERAL COMMENTS Major comments: 

The authors have done a nice job of responding to the reviews.  This 

is an interesting but inconclusive study, as they acknowledge, 

because the sample size is too small to say that this is truly negative 

and they can’t that these drugs present no increased risk – with the 

exception of cocaine use and poor diabetes control.  However the 

discussion does not address the counterintuitive finding  that the 

highest frequency drug use was associated over a 70% reduction in 

the odds of poor diabetes control (P=0.07)   

Minor comments:  

page 8. This is not really a cohort (observational) study rather it is a 

secondary analysis of a randomized trial -- and these are subjects 

who meet defined criteria for eligibility for a randomized trial. 

page 9 One of the limitations to acknowledge that the blood 

pressure comes from a medical visit where the methods for 

obtaining the blood pressure are unlikely to be standardized.  

Table 4 - In a study with so few significant findings it would be 

advisable to point out results that are very close to statistically 

significant. The highest tertile of drug use frequency is associated 

with nearly significantly lower adjusted odds of inadequate blood 

pressure control ( 0.27 (0.07, 1.10) p=0.07).   

The authors justifiably mention depression is one of the major 
factors that may be affecting control of these clinical outcomes but 
depression is not listed among covariates adjusted for in table 4.  It 
is not clear what this sentence means – ”There were no significant 
covariates in the drug use severity model.”  So in other words 
surprisingly this study finds no significant effect of depression on 
these outcomes? 
 
One of the areas where this study population is skewed, is the 
predominant use of marijuana.  The authors should acknowledge 
lack of data to support that it independently affects blood pressure 
after adjusting for alcohol consumption (e.g., Rodondi N, Pletcher 
MJ, Liu K, Hulley SB, Sidney S; Coronary Artery Risk Development 
in Young Adults (CARDIA) Study. Marijuana use, diet, body mass 
index, and cardiovascular risk factors (from the CARDIA study). Am 
J Cardiol. 2006 Aug 15;98(4):478-84).  This should be at least 
addressed on page 7 lines 33-3 
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REVIEWER Hannah Carliner, ScD MPH 
Mailman School of Public Health  
Columbia University  
New York, NY, USA 

REVIEW RETURNED 01-Sep-2015 

 

GENERAL COMMENTS The reviewer completed the checklist but made no further 
comments. 

 

 

VERSION 2 – AUTHOR RESPONSE 

MAJOR COMMENT  

1. The authors have done a nice job of responding to the reviews. This is an interesting but 

inconclusive study, as they acknowledge, because the sample size is too small to say that this is truly 

negative and they can’t that these drugs present no increased risk – with the exception of cocaine use 

and poor diabetes control. However the discussion does not address the counterintuitive finding that 

the highest frequency drug use was associated over a 70% reduction in the odds of poor diabetes 

control (P=0.07).  

RESPONSE:  

Contrary to our hypothesis, the point estimate for the analysis of inadequate BG control suggests that 

a greater frequency of drug use is associated with a lower likelihood of inadequate BG control, 

although the result did not quite achieve statistical significance (an odds ratio of 0.27 and p-value of 

0.07). The reason for this is unclear. Given that marijuana was the main drug for most of the 

participants with the highest frequency of drug use, one might interpret this finding as supportive of a 

protective role of greater frequency of marijuana use for blood glucose control. However, we would 

not draw that conclusion given the non-significant p-value and wide confidence intervals (0.07, 1.10). 

Additionally, the odds ratio for the middle group of frequency of drug use was in the opposite direction 

with an OR of 1.01 and 95% CI of 0.38 and 2.69 indicating a slightly higher likelihood of poor BG 

control. Again, this finding was not statistically significant. It is noteworthy that a higher frequency of 

drug use was not associated with BP control in analyses that adjusted for drug type. We included a 

brief statement about these findings: “Contrary to the hypothesis, greater frequency of drug use 

appeared to be associated with lower likehood of inadequate BG control, although the result did not 

achieve statistical significance (p = 0.07). Since the drug for most of the participants with the highest 

frequency of drug use was marijuana, whether this indicates a lower risk of inadequate BG control 

with frequent marijuana is of interest, but not supported by our data.” (page 15)  

 

MINOR COMMENTS  

2. page 8. This is not really a cohort (observational) study rather it is a secondary analysis of a 

randomized trial -- and these are subjects who meet defined criteria for eligibility for a randomized 

trial.  

RESPONSE: The following sentence was edited as suggested: “This was a secondary analysis of the 

Assessing Screening Plus brief Intervention’s Resulting Efficacy to stop drug use (ASPIRE) study, a 

randomized trial that tested the efficacy of brief intervention counseling in primary care 

patients…(page 8)  

 

3. page 9 One of the limitations to acknowledge that the blood pressure comes from a medical visit 

where the methods for obtaining the blood pressure are unlikely to be standardized.  

RESPONSE: This sentence was added to the Limitations section  
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“… BP data was obtained during a medical visit in which methods for measuring BP were not 

“standardized” as might be the case in a research setting  

 

4. Table 4 - In a study with so few significant findings it would be advisable to point out results that are 

very close to statistically significant. The highest tertile of drug use frequency is associated with nearly 

significantly lower adjusted odds of inadequate blood pressure control (0.27 (0.07, 1.10) p=0.07).  

RESPONSE: Please see response to the major comment above.  

 

5. The authors justifiably mention depression is one of the major factors that may be affecting control 

of these clinical outcomes but depression is not listed among covariates adjusted for in table 4. It is 

not clear what this sentence means – ”There were no significant covariates in the drug use severity 

model.” So in other words surprisingly this study finds no significant effect of depression on these 

outcomes?  

RESPONSE: The reviewer is correct that depression was not included in the multivariable regression 

analyses of drug use and blood glucose control. These regression models adjusted for age, gender, 

and race/ethnicity but not depression because of the small sample size and limited number of events. 

We edited the sentence about the absence of significant covariates in the drug use severity model to 

make it clearer (page 27).  

 

6. One of the areas where this study population is skewed, is the predominant use of marijuana. The 

authors should acknowledge lack of data to support that it independently affects blood pressure after 

adjusting for alcohol consumption (e.g., Rodondi N, Pletcher MJ, Liu K, Hulley SB, Sidney S; 

Coronary Artery Risk Development in Young Adults (CARDIA) Study. Marijuana use, diet, body mass 

index, and cardiovascular risk factors (from the CARDIA study). Am J Cardiol. 2006 Aug 

15;98(4):478-84). This should be at least addressed on page 7 lines 33-3  

RESPONSE:  

We agree with the statement made by the reviewer on the data on the effect of marijuana on blood 

pressure and blood glucose control. This is aligned with the study hypothesis which was that a higher 

number of days used, type of drug (heroin/cocaine use), and more severe drug use are factors are 

associated with inadequate blood pressure and blood glucose control. In fact, marijuana was the 

referent group in our analysis of drug type. Also, we differ with this reviewer that the study population 

is skewed- it reflects the most common drug identified by screening for any drug use (not any drug 

use disorder) by the primary care patients in this practice (and nationally). The following sentences 

are found on page 7.  

“….More severe substance use (i.e. substance use disorder) is associated with inadequate receipt of 

diabetes care.9,18 These studies did not specify the type of drug despite the fact that marijuana, 

cocaine, and opioids may each have no effect or a wide range of effects on metabolism and patient 

behaviors such as medication adherence.”  

We also addressed the issue of marijuana use in the Limitations section of the manuscript: 

“…marijuana was the predominant drug of choice for a large proportion of the sample so examination 

of these issues in other samples with more stimulant or opioid use would be of interest. However, 

drug type was not a significant predictor of BP control and there were no significant interactions 

between days of drug use and drug type. Further, marijuana is likely the predominant drug used by 

other primary care populations. Additionally, drug use severity did not emerge as a significant 

predictor of outcomes, and there was a low correlation between drug type and frequency of use 

(0.26)." Page 16 
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