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General comments 
(author response in 
bold) 

1. The medications on the list may be indicated for depression but they are not 
necessarily prescribed for depression or at least not only for depression. Some 
antidepressants help sleep quality and some improve anxiety symptoms. Therefore we 
might say SSRIs were more often prescribed in PD with depression but it is difficult to 
conclude that SSRIs were more often prescribed in PD with depression only or simply for 
depression. Thus it is hard to make a fair judgment that the type of practice is against 
the current guideline, considering multimorbidity and clinicians need to develop 
strategies to use less medicine for more symptoms. 
 
Response: We agree and have acknowledged this limitation in several places:  
 
Pg 7-8 – Key Variables: 
We worked with an advisory group of clinicians to determine the common 
medications for depression. Table 1 shows the type of medications for 
depression that are commonly used in primary care.18 We added 
benzodiazepines and related hypnosedatives since these can be prescribed for 
treating symptoms of depression, including insomnia and agitation.26 
 
Pg 10 – Advisory Group Feedback: 
Finally, participants recognized the limitations of our study since there could 
be other reasons for prescribing SSRIs and the dosage or duration of 
medications were not assessed. 
 
Pg 13 – Limitations: 
Finally, antidepressants were assumed to be prescribed for depressive 
symptoms. 
 
 
2. There was no control group when characterizing PD patients with depression. We 
would not have a good idea of how people at the same age look like regarding 
depression prevalence and drug use prevalence. 
 
Response: We did not have a control group; however, the recent study by 
Wong et al. (2014) provided a reasonable comparison on people at the same 
age regarding depression prevalence and drug use prevalence (page 12, first 
paragraph, 2nd sentence): Recent work examining the treatment for a diagnosis 
of depression in the general population also shows a high prescribing average 
(68.0%) of SSRIs in Canadian primary care practices. 
 
Also, the American Veteran Affairs studies on patients with PD and depression 
were compared to the results and similarly, the most frequently prescribed 
antidepressant were SSRIs (page 11-12): The most frequently prescribed type 
of antidepressant, SSRIs, is comparable to past American Veteran Affairs 
studies on patients with PD and depression.14,15 Recent work examining the 
treatment for a diagnosis of depression in the general population also shows a 
high prescribing average (68.0%) of SSRIs in Canadian primary care practices.18 
Possible explanations for the high frequency of SSRIs might be the current 
general prescription trends and lower side-effect profile compared to other 
antidepressants.15 
 
3. PD and depression diagnoses are ICD code based, which raises the concern of 
measurement error. The misclassification effect may be huge for diagnosis type like PD, 
where we rely on clinical exams more often rather than biomarkers.  Tremor may be 
misclassified as PD if we do not have other information such as PD-specific medication 
use. And we do know there is difference in level of certainty between diagnosis made 
by neurologists and primary care doctors. The idea also applies to depression. The 
authors may like to address or estimate the effect of measurement error in case 
definition.  
 
Response: In the CPCSSN data, PD and Depression diagnoses are created using 
validated case algorithms that includes more than ICD codes. CPCSSN uses ICD 
codes, free text within the problem list, billing and encounter diagnoses, lab 
results, and medication history (page 6): All case definitions for the chronic 



conditions were based on diagnostic code descriptions (ICD-9 codes), free text 
searches within the problem list, billing and encounter diagnoses, lab results, 
and medication history.23 The previously validated case definition for PD was 
used and included paralysis agitans and parkinsonism. Tremor, Wolf-Parkinson-
White syndrome, and “suspected” or “possible” variants of the inclusions were 
excluded.23 The diagnosis of PD in CPCSSN has 98.8% sensitivity, 99.0% 
specificity, 82.0% positive predictive values (PPV), and 99.9% negative 
predictive values (NPV). The case definition for depression included episodic 
mood disorders, depressive disorder, bipolar, manic affective disorder, manic 
episodes, mild depression (not simply clinical depression) while the exclusions 
were anxiety disorders, alcohol or drug-induced mental disorders, 
schizophrenic disorders, delusional disorders, nonorganic psychoses, pervasive 
developmental disorders, or other intellectual disabilities. The depression case 
definition has 81.1% sensitivity, 94.8% specificity, 79.6% PPV, and 95.2% 
NPV.23  
 
We have added a sentence to the limitation section regarding the variation in 
certainty of diagnosis made by neurologists and primary care physicians (5th 
sentence in limitations section). 
 
One minor point: neurologists often use PD rather than Parkinson's to shorthand 
Parkinson's disease. 
 
Response: We have made this correction throughout. The acronym PD was used 
rather than Parkinson’s. 
 

Reviewer 2 Karen Urbanoski 

Institution Centre for Addiction and Mental Health, Social and Epidemiological Research, Toronto, 
Ont. 

General comments 
(author response in 
bold) 

1. The article presents some interesting findings and portrays a potentially strong data 
source for health services research. However, it lacks clarity and cohesiveness (in terms 
of purpose/objectives, and their connection to the approach and interpretation). The 
introduction establishes some key points about gender differences in Parkinson’s, as 
well as in the treatment for depression more generally. It appears to set the stage for a 
study focused on gender differences, but the main purpose is presented as providing a 
description of demographic and health characteristics of people with Parkinson’s in 
Canadian primary care. It is not clear whether there is a strong need for a descriptive 
paper of this specific population. The issue of gender differences in treatment of 
comorbid depression is interesting (the second objective); a hypothesis would help to 
firmly establish the rationale and objective for the study.  
 
Response: Revisions were made regarding data on sex differences to minimize 
confusion in the introduction. A hypothesis was included on the second 
objective regarding sex differences in depression treatment. The second 
paragraph below is the revised draft. 
 
Pg 5: 
Study Objectives. The purpose of this study was to describe the demographic 
and health characteristics of those with a diagnosis of PD in Canadian primary 
care. We also examined the differences in the number and type of 
pharmacologic treatments for depression management between these men 
and women. We hypothesize that there is a higher number of medications for 
depression in women than men with concurrent diagnoses of PD and 
depression. Existing studies on depression treatments in general have shown 
that women are more likely to have higher number of prescribed medications 
for treating depression given the prevalence of depression diagnosis and 
utilization of primary care appear to be higher in women.16–18 
 
2. The CPCSSN data source is clearly unique and valuable. However, are the authors able 
to say anything about representativeness (over and above the geographic distribution 
of providers)? If the objective remains to provide a description of the characteristics of 
people with Parkinson’s in primary care settings, then establishing representativeness is 
critical.  
 
Response: Please see our response above to CMAJ-Open Comment #1 – The 
representativeness of the CPCSSN sample. The prevalence rate of patients with 
a diagnosis of PD in our sample was 0.3% compared to the 0.2% estimate of 
patients with this diagnosis in the 2010/11 CCHS (1st sentence, page 11). 
However, this is the first study of examining patients with a diagnosis of PD in 
primary care in Canada. 
 
3. The data analysis section does not clearly link to the objectives as they are currently 
stated. No descriptive analyses or gender cross tabulations are outlined. No 



interpretation is provided for the power calculation (although, presumably the point is 
to demonstrate that the analysis was sufficiently powered to show a gender difference 
if it exists; given that none was found). Why was a medium effect size assumed? Does a 
difference in treatments of that magnitude correspond to a meaningful difference in 
outcomes? More justification is also required for the analytical models: why control for 
the number of encounters? Why not also age, duration of illness, type of mood 
disorder, the number and type of other comorbidities.   
 
Response: The data analysis section was revised (page 8). A power analysis 
using a conventional medium effect size was conducted to ensure there was 
sufficient power to detect sex differences and it was determined we needed 
51 patients per group. The rationales for the analytic tests were added. 
 
We revised the text also to state that we examined correlations between 
available co-variates and the dependent variables of interest. Only number of 
encounters was significant. More work is needed to examine the duration of 
illness using the longitudinal capability of the CPCSSN repository. Finally, 
CPCSSN does not yet record the type of mood disorder. 
 
4. The broad description at the beginning of the Results section is helpful in terms of 
providing a sample description, but it is difficult to interpret meaning without any 
additional context or basis of comparison (e.g., how do these characteristics and health 
measures compare to the general population?). Further, without a better sense of 
representativeness, we do not know whether this description presents a biased or 
accurate picture of the population of Canadian’s with Parkinson’s. In the absence of 
more information on the base population and representativeness, this sample 
description could just be outlined briefly in the Methods section.  
 
Response: We have now addressed the comments pertaining to representativeness of 
the CPCSSN data to the Canadian population. We discuss how these results compare to 
other data in the discussion section.  
 
5. It would be helpful to know whether the difference in the mean number of 
encounters between those with and without comorbid depression is statistically 
significant (vs. simply representing a difference that could have arisen by chance). It is 
more typical that median, rather than mean, numbers of service encounters are 
compared, as the distribution tends to be skewed. Was there any skew or outlying 
values in this dataset? Was there any gender difference in the number of encounters?  
 
Response: In the Wong, et al (2014) paper on those with a diagnosis of 
depression, they state there was a statistically significant difference in the 
number of encounters to their primary care provider. “Even after controlling 
for age, sex, rural or urban residence, and all other chronic conditions, those 
with a diagnosis of depression had a 1.5 times more visits…….” (Wong, et al, 
2014, p 340). Thus, we expect that those with depression in our sample would 
also have more visits. There was no statistically significant sex difference in 
the number of encounters.  We accounted for outliers in the number of 
encounters by using a log-2 scale in the regression models and this was stated 
in the manuscript. 
 
This reviewer’s point provides fodder for a manuscript that examines the 
variation in service encounters in primary care. Thank-you. 
 
6. The phrasing of the sentence describing the number of medications prescribed for 
those with comorbid depression is a bit misleading (p. 10). “One out of every three 
patients… was prescribed one or two medications” sounds as though 2/3 of patients are 
not prescribed medications, although this is clearly not the case (from Table 3).  
 
Response: Revisions were made. The sentence now reads “The average number 
of medications for depression in patients with both diagnoses was 1.8 
(SD=1.2).” 
 
7. The finding of a high prevalence of antidepressant prescriptions in this population is 
not indicative of continued increases in the use of these medications (p. 12), because 
this is a cross-sectional study and no comparator data are provided (e.g., data on prior 
rates of antidepressant medications in this population). If the prevalence of depression 
is high, wouldn't the authors expect to see a high rate of antidepressant prescription?  
 
Response: Revisions were made. The following sentence was removed “The 
high prevalence of prescribed antidepressant medications extends previous 
evidence that the use of medications for treatment of depressive symptoms in 
primary care continues to increase in Canada.” Yes, it makes sense to expect a 
high number of antidepressant prescriptions if the prevalence of depression is 



high.  We compared the results with previous data. 
 
Pg 11-12 – Interpretations: 
The most frequently prescribed type of antidepressant, SSRIs, is comparable to 
past American Veteran Affairs studies on patients with PD and depression.14,15 
Recent work examining the treatment for a diagnosis of depression in the 
general population also shows a high prescribing average (68.0%) of SSRIs in 
Canadian primary care practices.18 Possible explanations for the high frequency 
of SSRIs might be the current general prescription trends and lower side-effect 
profile compared to other antidepressants.15 
 
8. The Discussion and Implications do not clearly link to the objectives. No reference is 
made to the lack of gender differences in the types and number of antidepressants 
prescribed. It is not fully clear from the Introduction or concluding sections whether 
gender differences were expected in the type/number of medications. If so, then some 
interpretation is required as to why these were not found in the present study. Instead, 
the main finding appears to be the discrepancy between type of medications prescribed 
vs. recommended in the guidelines—which is interesting, but examining types of 
medications prescribed (testing concordance with clinical guidelines) was not explicitly 
identified as a study purpose. The paragraph on hypertension (p.13) seems out of place. 
 
Response: Revisions were made. The second objective and hypothesis 
regarding sex differences in the number and type of medications was followed 
up in the Interpretation section. The underlying reason for the lack of sex 
difference could be an area of research in this population. The paragraph on 
hypertension was placed before the Limitations as the last but important 
interpretation point in the findings.  

 




