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VERSION 1 - REVIEW 

REVIEWER Dr John Lally 
Department of Psychosis Studies, Institute of Psychiatry, 
Psychology and Neuroscience (IoPPN), King's College London, 
London, United Kingdom 

REVIEW RETURNED 15-Aug-2015 

 

GENERAL COMMENTS The submitted paper describes a study designed to describe the use 
of novel psychoactive substances (NPS) in a sample of individuals 
admitted to inpatient mental health services in Scotland.  
 
This is a good, and direct paper, which is generally well written and 
of interest to readers. I would recommend that this paper be suitable 
for publication, but that the authors consider revising their 
manuscript in order to address the following:  
The authors state that their study represents a good starting point for 
NPS research, but that more work is required in assessing rates and 
impact of NPS use among psychiatric inpatients. However, a study 
from 2011 already documented rates of NPS (‘head shop drugs’) in 
a larger population of mental health patients and provided a 
prospective self-report of adverse effects on mental state (Lally J, 
Higaya E-E, Nisar Z, Bainbridge E, Hallahan B. Prevalence study of 
head shop drug usage in mental health services. The Psychiatrist. 
2013;37:44-8). This along with the author’s paper would seem to be 
leaders in the field and it would seem to be appropriate to reference 
this earlier work and frame their current findings in light of these 
previous results.  
The finding that NPS drug use was documented in such a large 
proportion of discharge summaries is of note in itself, highlighting 
that clinicians are aware of and assessing for this current problem. 
Local staff should be applauded for this level of awareness and 
documentation in assessments. The area of NPS drug use is highly 
topical and of increasing concern to practicing clinicians.  
The authors clarify that there is no current urine testing apparatus for 
NPS. Might the authors be aware of the current state of the field with 
respect to detecting NPS on urine assays? Are there any 
developments in this field which they might be able to share with 
readers? There may not be anything of note to report here, but it 
would be of added value to readers if the authors were able to 
provide an update on this in their discussion.  
The authors do clarify the impact of NPS on the use of other 
substances - this is an interesting issue. They might also comment 
on how many of their NPS users were not using other substances?  
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The issue of defining how NPS use was associated with mental 
health deterioration is particularly problematic –though the authors 
do clarify that this interpretation was based on clinician’s reports in 
the discharge letters. Might they be able to expand further on this?- 
were specific adverse effects mentioned? How did they differentiate 
between ill effects due to NPS use and those due to other drugs or 
indeed to active mental illness?  
The authors do partly address some of the above questions, by 
correctly concluding that assertions on causation cannot be made 
from this study and that longitudinal studies are required to better 
discern this.  
They provide appropriate comments on study limitations and the 
generalisability of their findings.  
 
The authors compare diagnostic rates between the NPS and non 
NPS groups. However, I recommend that the authors do not shy 
away from stating the actual numbers of patients, in each diagnostic 
category for example (these numbers are small and they should be 
explicitly documented). Also, the small numbers in samples by 
diagnostic categories limits how supportable comments are by the 
authors in relation to NPS use and diagnoses. This should be 
acknowledged.  
The authors state that “We found that NPS use was more common 
in younger males who had served a custodial sentence or had other 
forensic history”-  
I may be misunderstanding the comparison made here, but did you 
show this? You have shown in table one that in NPS users 
compared to non NPS users, that there was a higher rate of a 
history of a custodial sentence. You would need to use the total 
number of admitted patients with a history of a custodial sentence 
and compare their NPS use to those with no history of a custodial 
sentence to make the statement as it is above. You have currently 
shown that those who use NPS are more likely to have had a 
custodial sentence compared to those non NPS users.  
This also holds for some of the interpretations of associations 
between NPS use and diagnoses. The authors state that the 
prevalence rate for NPS use high in SZ was, however, we do not 
know the total number of patients with schizophrenia, and hence this 
rate is incorrectly stated. They are in fact telling us what percentage 
of NPS users had a diagnosis of schizophrenia and along with other 
diagnoses, if I am interpreting this correctly. This should be 
rephrased. 

 

REVIEWER Brian Kidd 
University of Dundee,  
Ninewells Hospital and Medical school  
Dundee  
DD1 9SY  
UK 

REVIEW RETURNED 24-Sep-2015 

 

GENERAL COMMENTS Qs 1,2,3,6,9 - The main concern I have regarding this manuscript 
covers a number of specific headings in the checklist provided. This 
basically reflects my view that this project appears to have been 
planned as a simple survey to determine whether NPS was recorded 
in discharge letters from a psychiatric in-patient unit. [Indeed the 
"outcome in the STROBE checklist is described as - "mention of 
NPS use or no mention".] More comprehensive data was collected 
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than was perhaps required for that - and some strong associations 
found on a battery of analyses have been felt to form the basis for a 
more substantial argument which starts to propose more causal 
relationships than can be inferred by the data collected. Though 
there is a nod to the fact that no such causal relationships can be 
inferred from this study, the authors go quite far in stating they have 
made a case.  
 
The initial objective is described reasonably clearly - to identify 
(retrospectively, using discharge letters as a proxy) the "prevalence" 
or "proportion" of NPS use in psychiatric cases, discharged from a 
psychiatric in-patient unit. Some 22% of a large continuous sample 
were found to have NPS recorded in their discharge letter. Though 
only 39 letters reported which type, 51 reported they had contributed 
to the admission. No validation of the letter content was undertaken 
and no tests were available to confirm the findings - acknowledged 
by the authors to be a weakness. The independent variable is "NPS 
reported or not". This is analysed against a number of patient 
characteristics and features of the admission reported.  
 
The basic descriptive findings (numbers) are interesting and (as the 
authors state) add to the evolving knowledge base around NPS in 
the psychiatric population - an important new clinical challenge. That 
would make an interesting Journal letter. The manuscript, however, 
goes on to develop a number of hypotheses around the positive 
associations they describe from their limited data. In my view these 
aspirations were not supported by the data presented and make a 
tidy student survey feel as if it is being over-represented as a 
hypothesis - driven study.  
 
Q5 - I could find no note in the manuscript of Caldicott Guardian or 
ethical discussions or approvals. Are these available? Even if data 
were collected anonymously my experience is that normally these 
governance processes would be completed - if REC agreed that no 
such approvals were required this would be reported and evidenced 
in the manuscript. It may be the initial project (by a student in a 
special study module) was seen as an audit or survey and some 
interesting findings have resulted in the development of this paper - 
but research governance conventions would normally expect 
permissions to be sought, even in these circumstances. They should 
be supplied.  
 
Q10 - Figure 1 has (I think) an error - of the 39 cases where the NPS 
subtype was specified in the letter the next boxes in the consort 
diagram report 52 cases between cannabinoids (11) and stimulants 
(41). Can this be clarified?  
 
Q11 - There is no obvious conclusion to the manuscript - though 
"conclusions" are peppered through the "discussion section". The 
"discussion" section I think make sit clear that the authors feel they 
have gone some way to demonstrate a causal relationship between 
NPS use (actually NPS recording) and drug-induced psychosis 
(actually recorded diagnosis in a discharge letter). As a result, they 
state that it is: "reasonable to hypothesise that the relationship with 
drug-induced psychosis may be causal" and that: "there are 
therefore reasonable grounds for concerns that NPS use may be 
precipitating and/or exacerbating the emergence of psychotic 
symptoms in particular". The obvious limitations of the study make 
these bold statements which are not justified by the study design or 
data presented.  
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Q12 - limitations - many are acknowledged briefly - but in my view 
are played down. Most importantly, the reporting of drug use in 
discharge letters is (in my experience as an addiction specialist) not 
consistent. It has been recognised that "drug induced psychosis" 
may also be over-reported by some. Normally such a diagnosis 
would require to be confirmed by substantial evidence of substance 
use (tests, collaborative history - police or relative) and a history of 
quick resolution when not using the substances. It is not clear if any 
validation of the letter content was undertaken. Patients themselves 
are often uncertain or unreliable in reporting what substances they 
may have consumed. When we are discussing small numbers (as 
here) these potential errors may have considerable influence on 
statistical "significance" in cross sectional analyses. While the 
authors appropriately recognise potential "reporting bias" and the 
need to be "cautious" interpreting their data - this does not prevent 
them drawing ambitious conclusions from their data.  
 
In addition, there are likely to be many other confounders here.  
- Drug users often take many different substances - often unaware 
what the cocktail contains. These may include OTC drugs or 
prescribed drugs for a range of key conditions - these may include 
many psychoactive substances and all may influence psychiatric 
presentation in one way or another.  
- these are admissions but the data is from their discharges. Some 
letters were unavailable - is that because they were still in-patients?. 
Do we know?  
 
The authors do not address these important issues with any rigour. If 
they could it may make interpretation of their data more robust, 
potentially permitting more ambitious conclusions.  
 
There are many areas where improvement of methods/available 
data would potentially add to the knowledge base in this area - for 
example use of standardised data-collection/histories on admission 
and access to drug testing. Some are acknowledged by the authors 
in the closing paragraph.  
 
Q15 - generally ok - but there are some failures to follow standard 
publishing conventions which I was surprised to see. Examples 
included: tenses varied from paragraph to paragraph; sentences 
started with numbers and not words; same data presented in 
tables/text.  
 
Concluding comment - I have described my concerns re this 
manuscript. It addresses an important clinical issue and as a basic 
descriptive survey could add to our understanding of the way this 
new issue is presenting in this particular setting. However, in terms 
of method and particularly because of its obvious limitations, in my 
view it is not substantial enough work to form the basis of an original 
research paper. I imagine it would be accepted in a truncated form in 
some journals as part of their published correspondence.There is no 
indication that additional data is available - so it is my view it should 
be rejected. However, if the authors had access to additional data 
which could address the major limitations described above, then it 
would be appropriate to reconsider a major reworking of the paper. 
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VERSION 1 – AUTHOR RESPONSE 

Reviewer: 1  

Reviewer Name  

 

Dr John Lally  

 

Institution and Country  

 

Department of Psychosis Studies, Institute of Psychiatry, Psychology and Neuroscience (IoPPN), 

King's College London, London, United Kingdom  

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

None decalred  

 

Please leave your comments for the authors below  

The submitted paper describes a study designed to describe the use of novel psychoactive 

substances (NPS) in a sample of individuals admitted to inpatient mental health services in Scotland.  

 

This is a good, and direct paper, which is generally well written and of interest to readers. I would 

recommend that this paper be suitable for publication, but that the authors consider revising their 

manuscript in order to address the following:  

 

The authors state that their study represents a good starting point for NPS research, but that more 

work is required in assessing rates and impact of NPS use among psychiatric inpatients. However, a 

study from 2011 already documented rates of NPS (‘head shop drugs’) in a larger population of 

mental health patients and provided a prospective self-report of adverse effects on mental state (Lally 

J, Higaya E-E, Nisar Z, Bainbridge E, Hallahan B. Prevalence study of head shop drug usage in 

mental health services. The Psychiatrist. 2013;37:44-8). This along with the author’s paper would 

seem to be leaders in the field and it would seem to be appropriate to reference this earlier work and 

frame their current findings in light of these previous results. –  

 

[We thank Dr Lally for highlighting this important paper and now cite it in the introduction and 

discussion.]  

 

The finding that NPS drug use was documented in such a large proportion of discharge summaries is 

of note in itself, highlighting that clinicians are aware of and assessing for this current problem. Local 

staff should be applauded for this level of awareness and documentation in assessments. The area of 

NPS drug use is highly topical and of increasing concern to practicing clinicians.  

 

[We agree with this point.]  

 

The authors clarify that there is no current urine testing apparatus for NPS. Might the authors be 

aware of the current state of the field with respect to detecting NPS on urine assays? Are there any 

developments in this field which they might be able to share with readers? There may not be anything 

of note to report here, but it would be of added value to readers if the authors were able to provide an 

update on this in their discussion.  

 

[As far as we are aware there is no routinely available assay of any sort for NPS and now clearly state 

this in the introduction and discussion of the paper. Indeed, as we point out, this necessitates the 

approach we have taken in this paper – relying on what patients say about their NPS exposure.]  

 

The authors do clarify the impact of NPS on the use of other substances - this is an interesting issue. 

They might also comment on how many of their NPS users were not using other substances?  
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[We have updated our results and discussion to clarify this. As we now make clear, 20/86 NPS users 

had no other substance misuse documented.]  

 

The issue of defining how NPS use was associated with mental health deterioration is particularly 

problematic –though the authors do clarify that this interpretation was based on clinician’s reports in 

the discharge letters. Might they be able to expand further on this?- were specific adverse effects 

mentioned? How did they differentiate between ill effects due to NPS use and those due to other 

drugs or indeed to active mental illness?  

 

[NPS use was documented as associated with development of symptoms if clinicians had 

documented NPS use as part of the diagnosis, (eg ‘legal high induced psychosis’) or included NPS 

use in their formulation as a causative factor. We were not able to elucidate any more specific 

adverse effects and cannot rule out the potential role of other drugs and now acknowledge these 

limitations.]  

 

The authors do partly address some of the above questions, by correctly concluding that assertions 

on causation cannot be made from this study and that longitudinal studies are required to better 

discern this. They provide appropriate comments on study limitations and the generalisability of their 

findings.  

 

[Thank you.]  

 

The authors compare diagnostic rates between the NPS and non NPS groups. However, I 

recommend that the authors do not shy away from stating the actual numbers of patients, in each 

diagnostic category for example (these numbers are small and they should be explicitly documented). 

Also, the small numbers in samples by diagnostic categories limits how supportable comments are by 

the authors in relation to NPS use and diagnoses. This should be acknowledged.  

 

[We have updated the results to include the numbers and highlight the small diagnostic categories 

group sizes as a limitation.]  

 

The authors state that “We found that NPS use was more common in younger males who had served 

a custodial sentence or had other forensic history” I may be misunderstanding the comparison made 

here, but did you show this? You have shown in table one that in NPS users compared to non NPS 

users, that there was a higher rate of a history of a custodial sentence. You would need to use the 

total number of admitted patients with a history of a custodial sentence and compare their NPS use to 

those with no history of a custodial sentence to make the statement as it is above. You have currently 

shown that those who use NPS are more likely to have had a custodial sentence compared to those 

non NPS users.  

 

[We thank Dr Lally for pointing this out and have amended this sentence.]  

 

This also holds for some of the interpretations of associations between NPS use and diagnoses. The 

authors state that the prevalence rate for NPS use high in SZ was, however, we do not know the total 

number of patients with schizophrenia, and hence this rate is incorrectly stated. They are in fact telling 

us what percentage of NPS users had a diagnosis of schizophrenia and along with other diagnoses, if 

I am interpreting this correctly. This should be rephrased.  

 

[The relevant section in the results section has been rephrased.]  
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Reviewer: 2  

Reviewer Name  

 

Brian Kidd  

 

Institution and Country  

 

University of Dundee,  

Ninewells Hospital and Medical school  

Dundee  

DD1 9SY  

UK  

 

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

None declared  

 

Please leave your comments for the authors below  

1. Qs 1,2,3,6,9 - The main concern I have regarding this manuscript covers a  

number of specific headings in the checklist provided. This basically reflects my view that this project 

appears to have been planned as a simple survey to determine whether NPS was recorded in 

discharge letters from a psychiatric in-patient unit.  

 

(Indeed the "outcome in the STROBE checklist is described as - "mention of NPS use or no 

mention".) More comprehensive data was collected than was perhaps required for that - and some 

strong associations found on a battery of analyses have been felt to form the basis for a more 

substantial argument which starts to propose more causal relationships than can be inferred by the 

data collected. Though there is a nod to the fact that no such causal relationships can be inferred 

from this study, the authors go quite far in stating they have made a case.  

 

The initial objective is described reasonably clearly - to identify (retrospectively, using discharge 

letters as a proxy) the "prevalence" or "proportion" of NPS use in psychiatric cases, discharged from a 

psychiatric in-patient unit. Some 22% of a large continuous sample were found to have NPS recorded 

in their discharge letter. Though only 39 letters reported which type, 51 reported they had contributed 

to the admission. No validation of the letter content was undertaken and no tests were available to 

confirm the findings - acknowledged by the authors to be a weakness. The independent variable is 

"NPS reported or not". This is analysed against a number of patient characteristics and features of the 

admission reported.  

 

[Amendments have been made to further acknowledge difficulties with the method and the fact that 

our data set does not allow causal relationships to be inferred.]  

 

The basic descriptive findings (numbers) are interesting and (as the authors state) add to the evolving 

knowledge base around NPS in the psychiatric population - an important new clinical challenge. That 

would make an interesting Journal letter. The manuscript, however, goes on to develop a number of 

hypotheses around the positive associations they describe from their limited data. In my view these 

aspirations were not supported by the data presented and make a tidy student survey feel as if it is 

being over-represented as a hypothesis - driven study.  

 

[We think that this is an important new clinical area on which there is very limited evidence available 

and that the paper is therefore worthy of publication as such. We have been careful to note that are 

findings are descriptive but do highlight associations that prompt hypotheses that can be tested in 
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future studies.]  

 

Q5 - I could find no note in the manuscript of Caldicott Guardian or ethical discussions or approvals. 

Are these available? Even if data were collected anonymously my experience is that normally these 

governance processes would be completed - if REC agreed that no such approvals were required this 

would be reported and evidenced in the manuscript. It may be the initial project (by a student in a 

special study module) was seen as an audit or survey and some interesting findings have resulted in 

the development of this paper - but research governance conventions would normally expect 

permissions to be sought, even in these circumstances. They should be supplied.  

 

[This project received ethical approval from The University of Edinburgh as an SSC project.]  

 

Q10 - Figure 1 has (I think) an error - of the 39 cases where the NPS subtype was specified in the 

letter the next boxes in the consort diagram report 52 cases between cannabinoids (11) and 

stimulants (41). Can this be clarified?  

 

[The figure detailed the number of NPSs that users were recorded as having used (as detailed in 

more depth in supplementary figure 2). We have now clarified Figure 1 to represent stimulant and/or 

cannabinoid use by each patient. Supplementary figure 2 remains to demonstrate the number of 

NPSs used.]  

 

 

Q11 - There is no obvious conclusion to the manuscript - though "conclusions" are peppered through 

the "discussion section". The "discussion" section I think make sit clear that the authors feel they have 

gone some way to demonstrate a causal relationship between NPS use (actually NPS recording) and 

drug-induced psychosis (actually recorded diagnosis in a discharge letter). As a result, they state that 

it is: "reasonable to hypothesise that the relationship with drug-induced psychosis may be causal" and 

that: "there are therefore reasonable grounds for concerns that NPS use may be precipitating and/or 

exacerbating the emergence of psychotic symptoms in particular". The obvious limitations of the study 

make these bold statements which are not justified by the study design or data presented.  

 

[We accept Dr Kidd’s points and have made amendments to our discussion section to reflect this. We 

have maintained throughout that we cannot infer causality.]  

 

Q12 - limitations - many are acknowledged briefly - but in my view are played down. Most importantly, 

the reporting of drug use in discharge letters is (in my experience as an addiction specialist) not 

consistent. It has been recognised that "drug induced psychosis" may also be over-reported by some. 

Normally such a diagnosis would require to be confirmed by substantial evidence of substance use 

(tests, collaborative history - police or relative) and a history of quick resolution when not using the 

substances. It is not clear if any validation of the letter content was undertaken. Patients themselves 

are often uncertain or unreliable in reporting what substances they may have consumed. When we 

are discussing small numbers (as here) these potential errors may have considerable influence on 

statistical "significance" in cross sectional analyses. While the authors appropriately recognise 

potential "reporting bias" and the need to be "cautious" interpreting their data - this does not prevent 

them drawing ambitious conclusions from their data.  

 

[As highlighted by reviewer 1, and our response to them, there is as yet no assay of NPSs and 

therefore to estimate the prevalence of misuse one is obliged to use patient accounts of exposure and 

clinician accounts of their potential relevance. We have however amended our limitations to 

acknowledge the sample size and further acknowledge the difficulties encountered using discharge 

letters.]  

 

 on M
ay 16, 2023 by guest. P

rotected by copyright.
http://bm

jopen.bm
j.com

/
B

M
J O

pen: first published as 10.1136/bm
jopen-2015-009430 on 10 M

ay 2016. D
ow

nloaded from
 

http://bmjopen.bmj.com/


In addition, there are likely to be many other confounders here.  

- Drug users often take many different substances - often unaware what the cocktail contains. These 

may include OTC drugs or prescribed drugs for a range of key conditions - these may include many 

psychoactive substances and all may influence psychiatric presentation in one way or another.  

 

[This point was also highlighted by reviewer I and we have acknowledged this limitation in the revised 

manuscript.]  

 

- these are admissions but the data is from their discharges. Some letters were unavailable - is that 

because they were still in-patients?. Do we know  

 

[We do not know why some letters were missing, and acknowledge the drawbacks of the missing data 

in our limitations section.]  

 

The authors do not address these important issues with any rigour. If they could it may make 

interpretation of their data more robust, potentially permitting more ambitious conclusions.  

 

There are many areas where improvement of methods/available data would potentially add to the 

knowledge base in this area - for example use of standardised data-collection/histories on admission 

and access to drug testing. Some are acknowledged by the authors in the closing paragraph.  

 

[We acknowledge these but note that such studies would add to busy clinician workloads, and be 

difficult to conduct. This may be why none that we are aware of have as yet been published. Further, 

they would themselves be subject to their own biases and limitations. As in many clinical research 

areas, one needs evidence from a variety of sources and hence the value of our paper.]  

 

Q15 - generally ok - but there are some failures to follow standard publishing conventions which I was 

surprised to see. Examples included: tenses varied from paragraph to paragraph; sentences started 

with numbers and not words; same data presented in tables/text.  

 

[We have carefully gone through the paper to ensure consistency of tense use, and that sentences 

start with words. Where we judge data to be particularly important it appears in both tables and text.]  

 

Concluding comment - I have described my concerns re this manuscript. It addresses an important 

clinical issue and as a basic descriptive survey could add to our understanding of the way this new 

issue is presenting in this particular setting. However, in terms of method and particularly because of 

its obvious limitations, in my view it is not substantial enough work to form the basis of an original 

research paper. I imagine it would be accepted in a truncated form in some journals as part of their 

published correspondence. There is no indication that additional data is available - so it is my view it 

should be rejected. However, if the authors had access to additional data which could address the 

major limitations described above, then it would be appropriate to reconsider a major reworking of the 

paper.  

 

[We are grateful to Dr Kidd for agreeing that this paper addresses an important clinical issue. We 

have acknowledged the limitations that he and reviewer 1 identified. Given the fundamental limitation 

of the lack of NPS assays, surveys such as this are required to highlight this issue. We therefore 

think, as does reviewer 1, that this paper merits publication.] 
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VERSION 2 – REVIEW 

REVIEWER Dr John Lally 
Department of Psychosis Studies  
Institute of Psychiatry, Psychology and Neuroscience,  
King’s College London and National Psychosis Service,  
South London and Maudsley NHS Foundation Trust,  
London, UK 

REVIEW RETURNED 26-Nov-2015  

 

GENERAL COMMENTS The authors have addressed my comments on the first draft. They 
have, in responding to my, and reviewer two's comments, expanded 
the study limitations section, and in doing so have highlighted a 
large number of points which limit the impact of the work. It is 
primarily a descriptive paper (and should be geared as such), which 
was focused entirely on case records in order to arrive at outcomes. 
As reviewer two commented, the paper when moving beyond a 
more descriptive orientation to one which is more hypotheses driven, 
begins to lose focus, and moves onto very data thin ground.  
However, the study in essence does fill a gap in the literature in 
providing a overview of the use of NPS in psychiatric services, and 
raising awareness of the use of NPS. It is a more coherent work now 
, which now acknowledges its limitations more thoroughly.  
Note to editor: I recommend this article for publication, but it is a 
guarded recommendation given the study limitations, and would ask 
that the editor make the final decision on suitability for publication in 
their journal.   

 

REVIEWER Brian Kidd 
University of Dundee  
Scotland 

REVIEW RETURNED 23-Nov-2015 

 

GENERAL COMMENTS This is much tighter and has stopped overstating their findings. The 
survey is still very limited and they could perhaps acknowledge that 
more - but I think its fine for publication somewhere. Its for editors to 
determine if it is of sufficient stature to be published as original 
research in the BMJ.  
Writing is poor at times - and a number of conventions (starting 
sentences with words not numbers for example) should be adhered 
to  
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