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VERSION 1 - REVIEW 

REVIEWER Marc De Hert  
medical director UPC KUL, Belgium 

REVIEW RETURNED 08-Mar-2013 

 

GENERAL COMMENTS This is a nicely conducted population study on somatic co-morbidity 
in schizophrenia. The paper is well-structured and well-written.  
The methods are adequate, but also a CC design with matching 
could be possible.  
The 0.7% prevalence is as such not problematic, they could indeed 
miss patients receiving none GP care as well as patients who do not 
have a GP.  
Viral is only in the figure but missing in table 2.  
The high rate of constipation could be highlighted, it is a „forgotten‟ 
side-effect of antipsychotic agents (see Nielsen et al. Schiz Bull; De 
Hert et al. review in Eur Psy).  
Do the authors also have prescription data, this could be an indirect 
measure for some somatic comorbidities.  
Figures for hypertension lower than expected could be hypotensive 
effect of some AP, use of BP lowering medication for side effects 
(which would likely be not coded as hypertension). In a recent MA 
Mitchell et al. Schiz Bull found increased rates of hypertension. Also 
add Mitchell et al. on poor monitoring Psychol Med. Please also add 
2 WPA statements on the somatic comorbidities in world Psychiatry 
2011, paper 2 is on barriers. Also missing is the seminal paper of 
Leucht et al. 2007 in Acta.  
Another GP study is missing, Truyens et al. on physical illness in 
BMC Fam Pract. 

 

REVIEWER Dr Matthew Large  
School of Psychiatry  
University of New South Wales  
Sydney, NSW, Australia 

REVIEW RETURNED 09-Mar-2013 

 

GENERAL COMMENTS Minor points  
1. I do not think the prevalence of 0.7% is unusual at all (see for 
example Meta-analyses of the incidence and prevalence of 
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schizophrenia: conceptual and methodological issues.  
Saha S, Chant D, McGrath J. Int J Methods Psychiatr Res. 
2008;17(1):55-61.)  
2.It should be clear that the included subjects are all those over 18 (i 
presume that this is why [1414701 plus 9677] of 1751841 were 
included. I also presume that people with schizophrenia under the 
age of 18 were excluded?  
3. While I accept the authors general thesis that there is under 
recognition of cardiac/vascular illness - as the authors point out 
several other studies have suggested this i wonder if the authors 
aught to be a little more open to other interpretations of their data. 
Why would viral hepatitis (VH) not also be under diagnosed (? 
diagnosed with a blood test) and why would AF be so uncommon in 
patients with schizophrenia when it is also so easy to diagnose? In 
the case of AF and VH and some other conditions the effect sizes 
are really quite striking. Clearly these associations aught to be 
considered further, and might not be spurious or simply due to 
under-recognition. 

 

VERSION 1 – AUTHOR RESPONSE 

Reviewer: Marc De Hert  

 

This is a nicely conducted population study on somatic co-morbidity in schizophrenia. The paper is 

well-structured and well-written.  

The methods are adequate, but also a CC design with matching could be possible.  

RESPONSE: Because of the nature and format of our dataset a case-control design with matching 

was not possible.  

 

The 0.7% prevalence is as such not problematic, they could indeed miss patients receiving none GP 

care as well as patients who do not have a GP.  

RESPONSE: This point has been addressed as follows in the revised manuscript (page 13) and with 

reference to Saha et al (2008): “The rate of a recorded diagnosis of schizophrenia or related psychotic 

disorder of 0.7% could be considered lower than expected, with most estimates of the prevalence of 

schizophrenia around 1%, although it is recognised that estimates of the incidence and prevalence of 

schizophrenia can be subject to wide variations across different locations because of differences in 

population characteristics, exposure levels and diagnostic assessment (Saha et al, 2008).”  

 

Viral is only in the figure but missing in table 2.  

RESPONSE: A new table 2 is now included listing all 32 conditions, including viral hepatitis.  

 

The high rate of constipation could be highlighted, it is a „forgotten‟ side-effect of antipsychotic agents 

(see Nielsen et al. Schiz Bull; De Hert et al. review in Eur Psy).  

RESPONSE: This important point has now been discussed in more detail on page 11-12 and with 

reference to the suggested papers: “Constipation is an important though often neglected side-effect of 

antipsychotic medication 24 25 and it is of interest that it was much more commonly recorded in the 

schizophrenia group than in controls. However, most estimates suggest that between 20-30% of all 

patients taking antipsychotic medications will have constipation. 25 The prevalence of 9% within the 

schizophrenia group in our study is therefore likely to be an under-estimate of the true figure.”  

 

Do the authors also have prescription data, this could be an indirect measure for some somatic 

comorbidities.  

RESPONSE: Prescription data was used to define some of the 32 comorbid diagnoses to the extent 

that this was possible with available data (please see Appendix 1 in the original submission for more 
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detail on this). For example, in addition to read code data, we also used recent asthma prescibing, 

epilepsy prescribing, psoriasis/eczema prescriptions, antispasmodics for IBS, laxative prescribing, 

migraine prescribing and dyspepsia prescribing, as well as as additional criteria for these 

comorbidities.  

 

Figures for hypertension lower than expected could be hypotensive effect of some AP, use of BP 

lowering medication for side effects (which would likely be not coded as hypertension). In a recent MA 

Mitchell et al. Schiz Bull found increased rates of hypertension. Also add Mitchell et al. on poor 

monitoring Psychol Med. Please also add 2 WPA statements on the somatic comorbidities in world 

Psychiatry 2011, paper 2 is on barriers. Also missing is the seminal paper of Leucht et al. 2007 in 

Acta.  

RESPONSE: This point is well taken and a new paragraph discussing this issue has been added at 

the top of page 11 (as below). We are grateful for the additional suggested references. All of these 

have now been incorporated into the revised manuscript. “Hypertension was the most common 

comorbidity recorded within the schizophrenia group but was significantly less common than in the 

control group (OR 0.71, 95% CI 0.67-0.76). It is possible that this could be due to the use of 

antihypertensive agents for symptoms such as anxiety or akathisia in the schizophrenia group or the 

hypotensive effect of some antipsychotic medications, but the most likely explanation in our view 

would be less frequent monitoring of blood pressure in primary care for patients with schizophrenia 

relative to controls. Having said this, a recent systematic review of features of metabolic syndrome in 

schizophrenia and related disorders found increased rates of hypertension, so this is an area in need 

of more research.”  

Another GP study is missing, Truyens et al. on physical illness in BMC Fam Pract.  

RESPONSE: This paper has now been referenced on page 14.  

   

Reviewer: Dr Matthew Large  

School of Psychiatry  

University of New South Wales  

Sydney, NSW, Australia  

 

Minor points  

1. I do not think the prevalence of 0.7% is unusual at all (see for example Meta-analyses of the 

incidence and prevalence of schizophrenia: conceptual and methodological issues.  

RESPONSE: Reviewer 1 made a similar point – this has been addressed as follows in the revised 

manuscript (page 13) and with reference to Saha et al (2008): “The rate of a recorded diagnosis of 

schizophrenia or related psychotic disorder of 0.7% could be considered lower than expected, with 

most estimates of the prevalence of schizophrenia around 1%, although it is recognised that 

estimates of the incidence and prevalence of schizophrenia can be subject to wide variations across 

different locations because of differences in population characteristics, exposure levels and diagnostic 

assessment (Saha et al, 2008).”  

 

2. It should be clear that the included subjects are all those over 18 (i presume that this is why 

[1414701 plus 9677] of 1751841 were included. I also presume that people with schizophrenia under 

the age of 18 were excluded?  

RESPONSE: Yes – this has now been clarified on page 5: “We restricted our analyses of this dataset 

to individuals aged 18 and over and the sample was divided into the following age groups for analysis: 

18 to 24; 25 to 34; 35 to 44; 45 to 54; 55 to 64; 65 to 75; and 75 and over. Eight individuals with 

schizophrenia who were under age 18 were excluded.”  

 

3. While I accept the authors general thesis that there is under recognition of cardiac/vascular illness - 

as the authors point out several other studies have suggested this i wonder if the authors aught to be 

a little more open to other interpretations of their data.  
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RESPONSE: We agree on this point and have extended our discussion to address it. On page 12, the 

discussion of constipation has been extended: “Constipation is an important though often neglected 

side-effect of antipsychotic medication 24 25 and it is of interest that it was much more commonly 

recorded in the schizophrenia group than in controls. However, most estimates suggest that between 

20-30% of all patients taking antipsychotic medications will have constipation. 25 The prevalence of 

9% within the schizophrenia group in our study is therefore likely to be an under-estimate of the true 

figure.” Also on page 12, we have modified our discussion of Parkinson‟s disease comorbidity: 

“Although relatively rarely recorded, Parkinson‟s disease was significantly more common in the 

schizophrenia group than in controls (0.8% versus 0.2%, OR 3.07, 95% CI 2.42-3.88) and could also 

represent a common extra-pyramidal side-effect of antipsychotic medication.”  

Why would viral hepatitis (VH) not also be under diagnosed (? diagnosed with a blood test) and why 

would AF be so uncommon in patients with schizophrenia when it is also so easy to diagnose?  

In the case of AF and VH and some other conditions the effect sizes are really quite striking. Clearly 

these associations aught to be considered further, and might not be spurious or simply due to under-

recognition.  

RESPONSE: These are fair points which have been addressed as follows. On page 11, we have 

added “.... this sample (which comprised „schizophrenia and related psychoses‟) is likely to include a 

proportion of people with a history of drug misuse who will be at higher risk of viral hepatitis and it is 

possible that such individuals are more likely to have regular physical assessment and blood testing 

than individuals without schizophrenia, making detection of viral hepatitis more likely in the 

schizophrenia and related psychoses group.”  

The point about AF is well taken but it was also relatively uncommon within the control group 

(recorded for 1.7% of controls and 1.4% of the schizophrenia group). We have therefore not 

addressed AF specifically but have included a revised and broader discussion of cardiovascular 

disorders on pages 10-11. We have also added a point on recognition and monitoring on page 10: 

“People with schizophrenia may be less likely to consult their GP with symptoms of cardiac or 

vascular disease because of low awareness of cardiovascular risk and associated symptoms or they 

may be more likely to not have these areas investigated, diagnosed and monitored.” 
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