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VERSION 1 - REVIEW 

REVIEWER Martin Persson, Senior Research Fellow 
Centre for Appearance Research  
UWE Bristol  
United Kingdom 

REVIEW RETURNED 03-Jun-2014 

 

GENERAL COMMENTS The authors’ addresses an important research aspect with clear 
objectives, but the papers has to be rejected for the following 
aspects:  
 
• The authors’ does not address the aspect of individuals with cleft 
that possible have associated syndromes. They do mention it briefly, 
but this section needs to be expanded (page 7, lines 46 -59) . 
Especially since research indicates that the range of associated 
syndromes can be between: CPO, 13% to 50% CL, 7% to 13%; and 
CLP, 2% to 26% (Sarkozi et al., 2005) while in their study, data from 
table 2 – CPO 13,1%, CL 3.2%, CLP 11,6%. Even though they 
address this aspect under limitations as well, it needs to be 
expanded. Especially since this could also possible have an impact 
on the statistical analysis and consequently the results.  
• The interpretation of the results also indicates that the authors are 
not familiar enough with the current research and data about 
individuals with cleft. On page 11, line 1 – “It is important to note 
that, particularly the CL group (minor disfigurement) has been often 
overlooked or mixed with the CLP group (more severe 
disfigurement)”. It is not possible to classify the different groups like 
that due to the following reason.  
From an anatomical perspective, it is very possible that an individual 
with cleft lip only can have a more prominent visible difference than 
an individual with cleft lip and palate for example. Therefore it is not 
appropriate to use terminology such as minor or more sever 
disfigurement, especially since current research clearly indicates 
that it is the individual perception of the visible difference that is 
related to psychosocial wellbeing.  
• There are several sections in the discussion sections that need to 
be addressed, rewritten and/or more information about other issues 
such as teasing and bullying in school or neuropsychological 
aspects for example that could have an potential impact on the 
psychological wellbeing that the authors does not address at all. 
Hence the interpretation of the results and the discussion is currently 
inadequate and not suitable for publication. 
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REVIEWER Mohammad Zandi 
Hamedan University of Medical Sciences, Hamedan, Iran 

REVIEW RETURNED 19-Jun-2014 

 

GENERAL COMMENTS I reviewed the manuscript. The aim of this study was to evaluate 
psychotropic drug use in adolescents suffering from orofacial clefts.  
In the "Introduction", the need for performing this research is well 
stated. Other parts of the study are also clear and well written. 
However, the "strengths and limitations of this study" (the box 
presented after abstract), needs to be revised. In this box, five 
paragraphs are presented; only the second paragraph describes the 
strength of the study. In the first paragraph, the weak points of 
previous study are stated. In the third to fifth paragraphs, the 
important findings of the study, not the strengths and limitations, are 
presented. 

 

VERSION 1 – AUTHOR RESPONSE 

Reviewer nr 2 wrote: I reviewed the manuscript. The aim of this study was to evaluate psychotropic 

drug use in adolescents suffering from orofacial clefts. In the "Introduction", the need for performing 

this research is well stated. Other parts of the study are also clear and well written. However, the 

"strengths and limitations of this study" (the box presented after abstract), needs to be revised. In this 

box, five paragraphs are presented; only the second paragraph describes the strength of the study. In 

the first paragraph, the weak points of previous study are stated. In the third to fifth paragraphs, the 

important findings of the study, not the strengths and limitations, are presented.  

 

Our response: Thank you very much for your correct observation and helpful suggestions. We have 

rewritten the Strengths and Limitations BOX to present three main strengths (two points regarding 

design and one regarding clinical significance) and two weaknesses of the study (one related to the 

use of psychotropic drug use as proxy for poor mental health and one related to risk of confounding 

as other pathologies coexisting with OFC may be associated to poor mental health. See below for 

Strengths and Limitations BOX:  

-------  

• Previous studies regarding the psychological health of adolescents born with an OFC have been 

based mainly on small samples and self-reported data and therefore heterogeneous in their findings 

and limited in their generalizability. By contrast, the present study was based on epidemiological data 

from a large Medical Birth registry and assessment of risks for poor mental health associated with 

OFC was based on data on prescribed medication, rather than self-reports.  

• While most research regards two subgroups of patients with facial clefts, Cleft Lip with or without 

Cleft Palate (CL/P) and Cleft Palate Only (CPO), the present study regards Cleft Lip (CL) and Cleft 

Lip and Palate (CLP) as two distinct subgroups. Importantly, results suggest that being born with a 

CPO, as well as with a CL, increases the risk for use of psychotropic drugs, but this risk does not 

seem to be present for children born with a CLP.  

• There is clinical significance in our findings: Children with a CL and their parents may need to 

receive more attention than in current praxis as usual, in order to assist a prevention of long term 

adverse consequences of the initial condition. In addition, if adolescents born with a CL react 

differently to their condition than those with a CLP, treating CL and CLP as one group is likely to lead 

to misconceptions concerning the needs of these patients and their families.  

• The present study regarded psychotropic drug use as proxy for poor mental health. This may have 

resulted in an underestimation of poor mental health among adolescents, as other, non-medical 

treatments were not considered.  
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• Children with OFC malformations may suffer from other pathologies that may also be associated 

with increased poor mental health. Despite statistical adjustment to avoid this confounding, it cannot 

be excluded that some confounding disorder was missed.  

---------  

 

Reviewer nr 1 wrote: The authors’ does not address the aspect of individuals with cleft that possible 

have associated syndromes. They do mention it briefly, but this section needs to be expanded (page 

7, lines 46 -59) . Especially since research indicates that the range of associated syndromes can be 

between: CPO, 13% to 50% CL, 7% to 13%; and CLP, 2% to 26% (Sarkozi et al., 2005) while in their 

study, data from table 2 – CPO 13,1%, CL 3.2%, CLP 11,6%. Even though they address this aspect 

under limitations as well, it needs to be expanded. Especially since this could also possible have an 

impact on the statistical analysis and consequently the results.  

 

Our response: Thank you very much for this helpful comment. Indeed, it is known that individuals with 

OFCs may have associated syndromes that might confound the association of OFC with use of 

psychotropic drugs. Therefore, in our analysis, we operationalized the variable “Other significant 

malformations (OSM)” according to the definition provided by the Swedish National Board of Health 

and Welfare. The variable OSM is computed by this authority, following standardized criteria 

(Registration of Congenital Malformations in the Swedish Health Registers: Socialstyrelsen 2004). We 

have now explained this more clearly in Methods (page 8):  

“OFCs are often associated with other disorders (39-43). As these accompanying pathologies may 

increase the risk of impaired psychological health, we adjusted in the analyses for the presence of 

“Other significant malformation (OSM)” according to the definition provided by the Swedish National 

Board of Health and Welfare (44). The variable OSMs is computed by this authority following 

standardized criteria (44). Children that did not present any of these diagnoses in our registries were 

considered as the reference group in the comparisons.”  

 

At the same time, we are aware that this OSM definition may be less exhaustive compared to what 

has been used in more detailed follow-up studies. Most associated congenital defects can be 

detected by a physical examination at delivery, and are therefore included in our definition of OSMs, 

but some malformations, for instance congenital heart disease, might only present clinical symptoms 

later on in life and are therefore not recorded according to the Swedish National Board of Health and 

Welfare’s definition. Therefore, it cannot be excluded that some OSM may originate residual 

confounding, particularly with regard to the CLP cases. We have discussed this limitation in our 

revised Discussion (page 13), where we also comment on the levels of OSMs found in our study:  

 

“Moreover, it is known that children with OFC malformations, particularly those born with a CLP or a 

CPO, suffer from a number of other pathologies (40), which are related both to OFCs and to an 

impaired psychological health in adolescence and might thus confound the association with use of 

Psychotropic drugs. To avoid this potential confounding, we adjusted for the presence of other 

significant malformations (OSMs) as defined and recorded by the Swedish National Board of Health 

and Welfare through standardized criteria, including most syndromes known to be associated with 

OFCs (44). Still, the OSM definition may be less exhaustive than more detailed follow-up studies (64). 

While most associated congenital defects can be detected by a physical examination at delivery and 

are therefore included in our definition of OSMs, some malformations, such as congenital heart 

malformations, might only present clinical symptoms later after delivery. Therefore, we cannot exclude 

that some confounding disorder was missed; particularly since the prevalence of OSMs found in our 

databases somewhat low, although not lower than reported elsewhere (31, 43).”  

 

Reviewer nr 1 wrote: The interpretation of the results also indicates that the authors are not familiar 

enough with the current research and data about individuals with cleft. On page 11, line 1 – “It is 

important to note that, particularly the CL group (minor disfigurement) has been often overlooked or 
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mixed with the CLP group (more severe disfigurement)”. It is not possible to classify the different 

groups like that due to the following reason.  

From an anatomical perspective, it is very possible that an individual with cleft lip only can have a 

more prominent visible difference than an individual with cleft lip and palate for example. Therefore it 

is not appropriate to use terminology such as minor or more sever disfigurement, especially since 

current research clearly indicates that it is the individual perception of the visible difference that is 

related to psychosocial wellbeing.  

 

Our response: We agree with the reviewer that the formulations “more severe/less severe 

disfigurement” were unfortunate. We have rewritten relevant sections comparing the different types of 

OFCs with respect to affected parameters, e.g. in Discussion (page 11 and page 12), see below. We 

abstain from commenting the reviewer’s inference concerning our familiarity with the literature.  

 

“It may appear paradoxical that children born with a CLP do not seem to be more at risk of impaired 

psychological health during adolescence, considering that this type of OFC affects more parameters 

(i.e. both speech and facial aesthetics).”  

 

“…compared to children with a non-visible cleft (CPO)”  

 

And further on, in page 12, Discussion:  

 

“While it is clear that the origins of this apparently paradoxical resilience needs to be further 

investigated, our findings suggest that children born with different OFC types experience different 

degrees of psychosocial difficulties during their development, and therefore, treating them as one 

clinical group will likely lead to erroneous conclusions, possibly overestimating the impact of one type 

of OFC (for example, viewing CLP as a more severe condition as it involves problems in more 

parameters) and underestimating the impact of another type (for example, CL on the basis that it 

involves problems in fewer parameters).”  

 

Reviewer nr 1 wrote: There are several sections in the discussion sections that need to be addressed, 

rewritten and/or more information about other issues such as teasing and bullying in school or 

neuropsychological aspects for example that could have an potential impact on the psychological 

wellbeing that the authors does not address at all. Hence the interpretation of the results and the 

discussion is currently inadequate and not suitable for publication.  

 

Our response: In an effort to limit our discussion to the part of our results that constitute a unique 

contribution to the literature, and in order to limit the number of references in the paper, we had 

previously excluded a number of papers. We have now reintroduced several papers in our text and 

references. In Discussion (pages 12-13) we have added the following text:  

 

“The importance of such systematic sub-group differences as the ones demonstrated in the present 

study increases further as a result of the difficulties posed by the general subjective nature of 

experiencing and coping with a facial cleft, and the wide range of psychosocial consequences 

associated with these experiences (10). Both aesthetical concerns and speech impairments may lead 

to severe psychosocial challenges such as peer rejection, social isolation or bullying (62), but as 

treatment, training and psychosocial support during development must specifically address each of 

these two parameters separately, information that differentiates these parameters with respect to 

consequences is important. Also, the neuropsychological implications of the different OFC types may 

be different, which may also be reflected on psychological well-being (63).” 
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VERSION 2 – REVIEW 

REVIEWER Brent Collett, Ph.D. 
University of Washington  
USA 

REVIEW RETURNED 09-Sep-2014 

 

GENERAL COMMENTS RE: #11, my primary concern relates to the interpretation of 
differences as a function of cleft type and speculation about the 
reasons for these differences. In particular, the authors state "Also, 
parents to children born with a CL might need to receive more 
support in the direction of promoting secure attachments ..." This 
seems to imply that attachments are more secure among children 
with CLP, which was not addressed by the study and has rarely (if 
ever) been addressed in previous research [i.e., as the authors note, 
previous studies have typically combined children with CL and CLP]. 
This also implies that psychotropic medication use is attributable to 
poor attachment, which seems questionable. Overall, I would 
encourage the authors to be careful not to over-interpret this finding 
and to focus instead on the recommendation to avoid 'lumping' 
children with CL along with CLP in future studies.  
 
It also seems important to note that one factor that might increase 
psychotropic medication use in this population is closer follow-up by 
medical providers. In the U.S., children with clefts are typically 
followed closely by a cleft-craniofacial team. This follow-up may 
result in a higher than expected rate of detection and medication 
treatment for psychiatric concerns relative to the general population.  
 
It is not clear to me why mothers of children with CLP might 
experience more profound shock initially than those with CL ... both 
malformations are obviously quite visible. [note also the typo ... p. 
12, line 22 ... should be 'shock' instead of 'chock'] 

 

REVIEWER Stephanie Watkins 
University of North Carolina Chapel Hill 

REVIEW RETURNED 24-Sep-2014 

 

GENERAL COMMENTS Thank you for the opportunity to review this work.  
 
I think this paper makes a nice contribution to the literature. I do 
worry that there may be confounding by disease severity in this 
analysis. Perhaps the authors are seeing an increased risk in 
psychotropic medication use among children with CL/CPO because 
children with OFC are more likely to see a psychologist and 
therefore more likely to be prescribed these meds than children in 
the general population. I would recommend that the authors 
consider this and soften their conclusions a bit. Very little work has 
been done on a population level, so the results are important to 
consider. 
 
Summary:  Orofacial clefts are one of the most common birth 
defects, and the impact of facial disfigurement can have long lasting 
implications on psychosocial health.  These authors raise an 
important question.  What is the impact of having an OFC on 
psychological health in adolescence?  The majority of studies in the 
area of OFCs have been done in small clinical based studies.  
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These authors evaluated psychosocial health among adolescents 
with an OFC compared to adolescents without an OFC on a 
population level.   Furthermore the authors evaluated this 
association for all OFCs and by cleft type; cleft lip, clip and palate, 
and cleft palate only.   Frequently, researcher’s group cases as cleft 
lip with or without palate, yet health outcomes appear to vary for 
those with CL only and those with both cleft lip and palate.   
 
These authors used data from the Swedish Medical Registry, and 
additional longitudinal registries to identify a population of 
adolescents born and who still resided in Sweden and a group of 
adolescents born without an OFC.  The authors evaluated 
psychological health by using dispensing of psychotropic 
medications as a proxy for psychological status.  The authors found 
adolescents with CL and CPO were approximately 50% more likely 
to receive these medications that adolescents without an OFC. They 
did not find and effect for CLP, which supports evaluating health 
outcomes for CL and CLP as separate cleft type. 
 
Overall, I feel that this work makes a nice contribution to the 
literature. There are few population based studies examining the 
psychological implications of having an OFC.  However, the authors 
should consider that there may be substantial misclassification of 
cleft type, since they only relied on ICD9 codes.  In our work, a 
geneticist confirmed cleft types that were originally based on ICD-9 
codes.  In addition, the authors are capturing a more severe form of 
psychological health issues. They are capturing usage for a select 
population with a given severity of impairment. Milder forms of 
psychological stress that do not require medication use will not be 
captured in this work. Moreover, the number of children who access 
a psychologist and are prescribed the given treatment (medication 
use) will differ by severity of their disease.  Confounding by disease 
severity is a very important limitation in pharmacopidemiology, and 
the authors should take caution with stating such strong conclusion.  
 
However, I think these findings have important implications for 
identifying and providing additional support to children who may be 
at an increased risk for psychological problems in adolescence.   
 
General Comments: 
Overall the paper should be reviewed for grammatical errors in 
sentence structure.  There are many instances where words are 
missing or subject verb agreement is not correct.  The authors 
should submit one finalized completed manuscript, not two versions 
with track changes. As a reviewer, I am confused regarding which 
paper is their final version.   
 
 

Abstract:  What other registries were used? I would caution on using 

the word “suffering”.  This has a negative connotation to people with 

a facial deformity. What does the author mean by “not conclusive”?  

The estimate for CLP does have a 95% CI?  The results presented 

in the abstract do not appear to be reflected in Table 2?  Are these 

adjusted estimates?  What are they adjusted for? 

The author’s state: “Our findings suggest that, since the three OFC 
types are associated with different long term risks of poor 
psychological health, the three groups ought to be studied 
separately concerning long-term consequences.” This is strong 
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statement. The decision to look at these cleft types separately 
depends on the research question.  
 

Introduction: The introduction is adequate; however the text could be 

shortened substantially. 

 

Methods:   

 The authors defined the cleft population as all cases of OFC 

using ICD-9 codes.  Other congenital anomalies are 

associated with behavioral problem, and the authors 

controlled for this in their model. However, there is a lot of 

heterogeneity in this population, and this is difficult to control 

for in a logistic model.   There is most likely residual 

confounding.  It would be helpful to include only isolated 

cases in your study population excluding children with other 

congenital abnormalities and syndromes.  This is what other 

researchers have done in other population level studies of 

children with OFCs.  

 

 The authors included a group of children with “Unspecified 

OFCs”.  I am not sure how this group adds to this work.  

This population is very heterogeneous and most likely has 

other complications (syndromes).  It appears this group can’t 

be well defined clinically and may introduce confounding by 

disease severity (if these children are more likely to be 

syndromic) into the results.   

 

 The unexposed population wasn’t restricted to children 

without known birth defects.  Although the percentage of 

children with birth defects is small at a population level,  

there may be residual confounding 

 

 Why did the authors draw the unexposed group from 1993 

only?  Why not take a random sample of children without 

OFCs born during the same time period as children with 

OFCs?   Was there a change in prescribing patterns over 

time? There appears to be a difference in the odds of 

prescribing meds by birth year with greater odds of 

dispensing in the earlier years. 

 

 There is potential for misclassification of cleft type with use 

of only IDC-9 codes. In our work we had a geneticist confirm 

our cases based on medical chart reviews.   The authors 

should note this in their limitations. 

 

 How is medication usage captured in the Swedish data 

base? Is this information captured systematically?  Are 

children with OFC more likely to be seen for treatment and 

therefore more likely to be prescribed these medications? 
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There is the potential for confounding by disease severity 

due to the nature of their birth defect.   This should be 

recognized by the authors and should be reflected in the 

strength of their conclusion.  

 

 Is one dispensing of the medication enough to indicate a 

psychological impairment?  Typically one looks at repeated 

dispensing in a given time window; ie two or more fills within 

a 90 day time window. 

 

 Please add N to Table 1. 

 

 Table 2 needs labels. It isn’t clear what outcome these ORs 

are referring to; childhood and adolescence?  This is the first 

mention of looking at medication use in childhood. Are these 

estimates adjusted or unadjusted?    What are they adjusted 

for? 

 

 The authors handle missing data by creating a separate 
category, indicator, for missingness.  This method is known 
to produce biased estimates especially if the missing 
category is heterogeneous where dissimilar classes are 
lumped together. Did the authors compare these results with 
a complete cases analysis? 

1
 

 

 What do the authors mean by “bare association”? Is this the 

crude unadjusted model? 

 

 Please check your Table numbers. There are several places 

where the text does not refer to the correct Table. 

Results:   

 Please clarify: “The distribution of children born with different 
types of  
OFCs was roughly the same as the distribution of children 
without OFC for all years (1988 – 1993)” The distribution of 
what?? 

 

 The authors state “In the initial analysis it appeared that 
being  
born with a CPO increased the risk of using psychotropic 
drugs in adolescence, compared with individuals without an 
OFC.”  The authors need to clarify what they mean by “initial 
analysis”. Is this the crude unadjusted analysis? 

 

 “Individuals with a CLP or with an unspecified OFC 
presented  
a similar use of psychotropic medication as individuals 
without an OFC, but there were  
significantly more adolescents with psychotropic drug 
prescriptions among those with a CL or a CPO, compared to 
unaffected controls”.   Please clarify: Is the author referring 
to the prevalence of psychotropic prescriptions in 
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adolescence by cleft status?   Do you mean the adjusted 
odds of use was similar to adolescents without an OFC? 

 

 “Nevertheless, CL was associated with higher risk for need 
of psychotropic drugs as indicated by recorded 
prescriptions, and this result persisted after adjusting for 
confounders.” The authors appear to be switching between 
absolute and relative measures.  Adjusted absolute 
measures of the prevalence of prescriptions are not 
provided in Table 2. Risk is a relative measure. Please 
clarify what the author is referring to. 

 
Discussion/Conclusion: 
 

 I am not sure what the authors mean by the following 
statement: 
 “These results support the hypothesis that the OFC in the 
unspecified group was minor” The authors conducted a 
sensitivity analysis by including the “Unspecified group” in 
each of the sub categories.  This essentially created a more 
heterogeneous class in each sub group and therefore 
attenuated the effect that the authors were attempting to 
estimate by cleft type.   You can see that there is a 
difference by cleft type, by looking at the estimate for all 
OFC and then broken down by cleft type.  Please clarify the 
information gained by this analysis. 
 

 “Suffering from an OFC malformation can increase the risk 
of impaired psychological health in adolescence, expressed 
by a higher use of psychotropic medication than the rest of 
the population.” The authors seem to moving from relative to 
absolute measures.   Risk is a relative measure, not only 
use, but proportion of use in one population relative to 
another. 

 

 “However, this association seems to be present only in 
adolescents suffering from a  
CL or a CPO and appears to be of less importance, if any, in 
adolescents who were born with a CLP.” I would caution the 
authors on using such strong conclusion.  There are many 
limitations to large healthcare databases. 
 

 The authors make a strong statement that use of these 
medications means impaired mental health?  Are there any 
off label uses for these medications to manage other 
conditions? 
 

 “Moreover, it is known that children with OFC malformations, 
particularly those born  
with a CLP or a CPO, suffer from a number of other 
pathologies (40) which are related both to OFCs and to an 
impaired psychological health in adolescence and might 
thus confound the Association with use of Psychotropic 
drugs.” Since children with OFCs are such a heterogenous 
group, it is helpful to create a homogenous study population.  
In the published literature, other researchers restrict the 
population to children with an “isolated OFC” excluding 
children with other known congenital anomalies and 
syndromes from the study population.  In addition, other 
studies have used a geneticist to confirm the case definition, 
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to avoid misclassification. 
2
 

 

 

 

1. Nur U, Shack LG, Rachet B, Carpenter JR, Coleman MP. 
Modelling relative survival in the presence of incomplete data: a 
tutorial. International journal of epidemiology 2010;39:118-28. 
2. Wehby GL, Collet B, Barron S, Romitti PA, Ansley TN, 
Speltz M. Academic Achievement of Children and Adolescents With 
Oral Clefts. Pediatrics 2014. 

 

 

 

VERSION 2 – AUTHOR RESPONSE 

In response to Reviewer 1, Brent Collett, Ph.D., University of Washington, USA  

• My primary concern relates to the interpretation of differences as a function of cleft type and 

speculation about the reasons for these differences. In particular, the authors state "Also, parents to 

children born with a CL might need to receive more support in the direction of promoting secure 

attachments ..." This seems to imply that attachments are more secure among children with CLP, 

which was not addressed by the study and has rarely (if ever) been addressed in previous research 

[i.e., as the authors note, previous studies have typically combined children with CL and CLP]. This 

also implies that psychotropic medication use is attributable to poor attachment, which seems 

questionable. Overall, I would encourage the authors to be careful not to over-interpret this finding 

and to focus instead on the recommendation to avoid 'lumping' children with CL along with CLP in 

future studies.  

 

Our response:  

We agree with the reviewer and have edited out text accordingly. It is now stated: “Also, parents to 

children born with a CL might need to receive more support and their concerns about their children’s 

wellbeing may need to be addressed with equal gravity as parents’ concerns when a child suffers 

other types of OFC.”  

 

• It also seems important to note that one factor that might increase psychotropic medication use in 

this population is closer follow-up by medical providers. In the U.S., children with clefts are typically 

followed closely by a cleft-craniofacial team. This follow-up may result in a higher than expected rate 

of detection and medication treatment for psychiatric concerns relative to the general population.  

 

Our response:  

We agree with the reviewer. This matter has in fact already been addressed in the Discussion of 

limitations: “If, in addition, more OFC children have ongoing contacts with psychologists to whom they 

can turn when experiencing psychosocial problems, there is a risk that our analysis suffers differential 

information bias towards the 1, particularly for the CLP group”. We have now added even earlier in 

our discussion a statement related to this possible interpretation of our findings: “However, the closer 

follow-up of those children by medical providers may result in a higher rate of detection and 

medication treatment for psychiatric concerns, compared to detection rates in the general population”.  

 

• It is not clear to me why mothers of children with CLP might experience more profound shock initially 

than those with CL ... both malformations are obviously quite visible. [note also the typo ... p. 12, line 
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22 ... should be 'shock' instead of 'chock']  

 

Our response:  

Indeed, we have no empirical evidence to expect a stronger shock in parents of children born with 

CLP, compared to CPO. We have rephrased as follows: “so it is possible that mothers who gave birth 

to children with a CLP perhaps suffered a profound shock initially, but also developed strong bonds to 

their children later on”.  

 

 

In response to Reviewer 2, Stephanie Watkins, Ph.D., University of North Carolina Chapel Hill, USA  

 

• I think this paper makes a nice contribution to the literature. I do worry that there may be 

confounding by disease severity in this analysis. Perhaps the authors are seeing an increased risk in 

psychotropic medication use among children with CL/CPO because children with OFC are more likely 

to see a psychologist and therefore more likely to be prescribed these meds than children in the 

general population. I would recommend that the authors consider this and soften their conclusions a 

bit. Very little work has been done on a population level, so the results are important to consider.  

 

Our response:  

We agree with the reviewer and have added, in our discussion, a statement pointing to this possible 

interpretation of the findings. It is now stated: “However, the closer follow-up of those children by 

medical providers may result in a higher rate of detection and medication treatment for psychiatric 

concerns, compared to detection rates in the general population.”  

 

• Overall, I feel that this work makes a nice contribution to the literature. There are few population 

based studies examining the psychological implications of having an OFC. However, the authors 

should consider that there may be substantial misclassification of cleft type, since they only relied on 

ICD9 codes. In our work, a geneticist confirmed cleft types that were originally based on ICD-9 codes.  

 

Our response:  

We agree with the reviewer. We have thus added, in limitations, “Also, as all information used in this 

study was collected from registries using only the ICD-9 and the ICD-10 codes, and thus not 

confirmed by a geneticist in order to check the origin of the malformation as was done in other studies 

(65), it cannot be excluded that some cases were misclassified”.  

 

• In addition, the authors are capturing a more severe form of psychological health issues. They are 

capturing usage for a select population with a given severity of impairment. Milder forms of 

psychological stress that do not require medication use will not be captured in this work. Moreover, 

the number of children who access a psychologist and are prescribed the given treatment (medication 

use) will differ by severity of their disease. Confounding by disease severity is a very important 

limitation in pharmacopidemiology, and the authors should take caution with stating such strong 

conclusion.  

 

Our response:  

We agree with the reviewer. This was, indeed, the first issue raised in our limitations: “To begin with, 

while use of psychotropic medication is a clear indicator of poor psychological health, other possible 

treatments of poor mental health commonly used with children and adolescents, such as 

psychotherapeutic intervention, were not considered here as no information on such treatments was 

available in the databases. This may have resulted in an underestimation of poor mental health in all 

populations considered here. If, in addition, more OFC children have ongoing contacts with 

psychologists to whom they can turn when experiencing psychosocial problems, there is a risk that 

our analysis suffers differential information bias towards the 1, particularly for the CLP group.”  
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• Overall the paper should be reviewed for grammatical errors in sentence structure. There are many 

instances where words are missing or subject verb agreement is not correct. The authors should 

submit one finalized completed manuscript, not two versions with track changes. As a reviewer, I am 

confused regarding which paper is their final version.  

 

Our response: We have revised the manuscript for linguistic clarity.  

 

• Abstract: What other registries were used? I would caution on using the word “suffering”. This has a 

negative connotation to people with a facial deformity. What does the author mean by “not 

conclusive”? The estimate for CLP does have a 95% CI? The results presented in the abstract do not 

appear to be reflected in Table 2? Are these adjusted estimates? What are they adjusted for? The 

author’s state: “Our findings suggest that, since the three OFC types are associated with different long 

term risks of poor psychological health, the three groups ought to be studied separately concerning 

long-term consequences.” This is strong statement. The decision to look at these cleft types 

separately depends on the research question.  

 

Our response:  

We have rephrased, in the Abstract, removing the word “suffering”, specifying the registries used: 

“Using the Swedish Medical Birth Registry, and linking to it the Swedish Drug Prescription Register, 

the National Mortality Register, the Emigration Register and the National Inpatient Register” and 

clarifying that we are referring to adjusted estimates. We have also specified in our concluding 

statement: “Our findings suggest that, since the three OFC types are associated with different long 

term risks of poor psychological health, the three groups should be studied separately concerning 

long-term psychosocial consequences”. The word “suffering” has also been removed from any other 

place in the manuscript it appeared in this context.  

 

• The authors defined the cleft population as all cases of OFC using ICD-9 codes. Other congenital 

anomalies are associated with behavioral problem, and the authors controlled for this in their model. 

However, there is a lot of heterogeneity in this population, and this is difficult to control for in a logistic 

model. There is most likely residual confounding. It would be helpful to include only isolated cases in 

your study population excluding children with other congenital abnormalities and syndromes. This is 

what other researchers have done in other population level studies of children with OFCs.  

 

Our response:  

It has now been added in Results: “When the analysis was repeated using the variables 

“malformations” and “other significant malformations” to exclude cases with other congenital 

abnormalities and syndromes, results persisted and were only slightly altered regarding the odds 

ratios: after adjusting for potential confounders, having a CL (OR = 1.60, 95%CI: 1.05–2.45) or a CPO 

(OR = 1.38, 95%CI: 1.02–1.87) still increased the risk of psychotropic drug use, while results were still 

not conclusive regarding adolescents with a CLP (OR = 1.13, 95%CI: 0.72–1.76).” We critically 

discuss potential confounding from this in Limitations.  

 

• The authors included a group of children with “Unspecified OFCs”. I am not sure how this group 

adds to this work. This population is very heterogeneous and most likely has other complications 

(syndromes). It appears this group can’t be well defined clinically and may introduce confounding by 

disease severity (if these children are more likely to be syndromic) into the results.  

 

Our response:  

Indeed, there might be potential confounders that are hard to identify in the Unspecified OFC group 

and we are aware that it may be a very heterogeneous group. This is why we decided to keep track of 
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these cases, throughout the statistical analysis, and defined a specific group accordingly, in order to 

reduce the risk for confounding the results in the other groups. Note that, according to our analysis, 

these children did not appear to suffer from other congenital malformation to a larger extent than 

children born with a CLP or a CPO, so the risk for confounding by disease severity is low after 

adjusting for this factor. Note also that our results are unchanged by excluding cases with other 

congenital malformations.  

 

• The unexposed population wasn’t restricted to children without known birth defects. Although the 

percentage of children with birth defects is small at a population level, there may be residual 

confounding.  

 

Our response:  

It has now been added in Discussion (of limitations): “At the same time, although the percentage of 

children with birth defects is small at a population level, the fact that the population of children not 

born with an OFC wasn’t restricted to children without other known birth defects may have resulted in 

residual confounding.”  

 

• Why did the authors draw the unexposed group from 1993 only? Why not take a random sample of 

children without OFCs born during the same time period as children with OFCs? Was there a change 

in prescribing patterns over time? There appears to be a difference in the odds of prescribing meds by 

birth year with greater odds of dispensing in the earlier years.  

 

Our response:  

There appears to be a misunderstanding here. The unexposed group contains all the unexposed 

children born between 1987 and 1993. However, we used children born in 1993 as reference group 

when adjusting for birth year, a procedure followed for both unexposed children and children born with 

different cleft types. The reason for this adjustment was also noted by the reviewer: the older the 

children get, the higher is the risk for drug prescription. In methods, we have reformulated for clarity: 

“Children born in 1993 were set as reference group for comparisons”.  

 

• There is potential for misclassification of cleft type with use of only IDC-9 codes. In our work we had 

a geneticist confirm our cases based on medical chart reviews. The authors should note this in their 

limitations.  

 

Our response:  

We used both ICD-9 and ICD-10 codes, although indeed, during this time period it was mainly ICD-9 

codes that were in use. Unfortunately, we could not ask a geneticist to confirm the cases as we did 

not have contact with the patients themselves. A comment regarding this appears now in Limitations 

“Also, as all information used in this study was collected from registries using only the ICD-9 and the 

ICD-10 codes, and thus not confirmed by a geneticist in order to check the origin of the malformation 

as other studies have done (65), it is not impossible that some cases were misclassified”.  

 

• How is medication usage captured in the Swedish data base? Is this information captured 

systematically?  

 

Our response:  

Information concerning medication use is systematically obtained from all the Swedish pharmacies in 

a computerized, standardized way. All dispensations are recorded – so the information is not based 

on prescriptions but on actually obtaining the medication at the Pharmacy. Prescribed and received 

medication within hospitals and nurse homes for the elderly is not included in the database. We have 

now included a summary clarification in Methods.  

Wettermark B, Hammar N, Fored CM, Leimanis A, Otterblad Olausson P, Bergman U, et al. The new 
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Swedish Prescribed Drug Register--opportunities for pharmacoepidemiological research and 

experience from the first six months. Pharmacoepidemiology and drug safety. 2007;16(7):726-35.  

 

• Are children with OFC more likely to be seen for treatment and therefore more likely to be prescribed 

these medications? There is the potential for confounding by disease severity due to the nature of 

their birth defect. This should be recognized by the authors and should be reflected in the strength of 

their conclusion.  

 

Our response:  

This matter has already been addressed in the Discussion of limitations: “If, in addition, more OFC 

children have ongoing contacts with psychologists to whom they can turn when experiencing 

psychosocial problems, there is a risk that our analysis suffers differential information bias towards 

the 1, particularly for the CLP group”.  

We have now added a comment also earlier in the Discussion: “However, the closer follow-up of 

those children by medical providers may result in a higher rate of detection and medication treatment 

for psychiatric concerns, compared to detection rates in the general population”.  

 

• Is one dispensing of the medication enough to indicate a psychological impairment? Typically one 

looks at repeated dispensing in a given time window; i.e. two or more fills within a 90 day time 

window.  

 

Our response:  

Indeed, two or more prescriptions/dispensations would be a stronger indicator of psychological 

impairment. However, the risk for misclassification would also be higher since there would be cases 

classified as “no use of psychotropic medication” where in fact psychotropic drugs would have been 

prescribed and dispensed/used. Our procedure has been used in previous studies.  

In fact, in a previous study we performed sensitivity analyses regarding this matter and found that the 

two alternative definitions did not alter results significantly. Thus, we believe that one dispensation is a 

strong enough indicator of a worsened psychological health.  

Van Leeuwen W, Nilsson S, Merlo J. Mother's country of birth and prescription of psychotropic 

medication in Swedish adolescents: a life course approach. BMJ Open. 2012;2(5).  

 

• Please add N to Table 1.  

 

Our response:  

Table 1 has been completed with population and group N.  

 

• Table 2 needs labels. It isn’t clear what outcome these ORs are referring to; childhood and 

adolescence? This is the first mention of looking at medication use in childhood. Are these estimates 

adjusted or unadjusted? What are they adjusted for?  

 

Our response:  

We used the word “child’s characteristics” in order to separate them from mother’s characteristics (in 

Table 1), and tried to be consistent in terminology. But it is indeed adolescents, so we have changed 

the label and have also added the labels “unadjusted model” and “adjusted model”.  

 

• The authors handle missing data by creating a separate category, indicator, for missingness. This 

method is known to produce biased estimates especially if the missing category is heterogeneous 

where dissimilar classes are lumped together. Did the authors compare these results with a complete 

cases analysis?  

 

Our response:  
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Categories of missing values were created for every specific variable; not for overall missing cases. 

Hence, missing cases were not lumped together. We are aware that there have been discussions 

whether this procedure is correct but we prefer to show how the groups of missing cases behave. 

When excluding all missing cases, having a CPO (OR = 1.59, 95%CI: 1.20–2.10) increased the risk of 

psychotropic drug use. Results were not conclusive regarding adolescents who had a CLP (OR = 

1.21, 95%CI: 0.79–1.84).Regarding the CL group, the results were no longer conclusive (OR = 1.48, 

95%CI: 0.95–2.30) although the actual figures did not alter much. Since 40 000 individuals (6% of the 

population) would be excluded from the analysis if all cases with missing data were to be excluded, 

we chose to maintain the population intact and keep track of missing values in separate variables.  

 

• What do the authors mean by “bare association”? Is this the crude unadjusted model?  

 

Our response: Indeed we refer to the crude unadjusted model, and have now rephrased for clarity.  

 

Results:  

• Please clarify: “The distribution of children born with different types of OFCs was roughly the same 

as the distribution of children without OFC for all years (1988 – 1993)” The distribution of what??  

 

Our response:  

We have reformulated for clarity: “The proportion of children born with some type of OFCs, compared 

to children born without an OFC, was roughly the same for all years (1987 – 1993).”  

 

• The authors state “In the initial analysis it appeared that being born with a CPO increased the risk of 

using psychotropic drugs in adolescence, compared with individuals without an OFC.” The authors 

need to clarify what they mean by “initial analysis”. Is this the crude unadjusted analysis?  

 

Our response:  

We have reformulated for clarity and refer now to “unadjusted model”.  

 

• “Individuals with a CLP or with an unspecified OFC presented a similar use of psychotropic 

medication as individuals without an OFC, but there were significantly more adolescents with 

psychotropic drug prescriptions among those with a CL or a CPO, compared to unaffected controls”. 

Please clarify: Is the author referring to the prevalence of psychotropic prescriptions in adolescence 

by cleft status? Do you mean the adjusted odds of use was similar to adolescents without an OFC?  

 

Our response:  

Indeed we mean that the different subtypes of OFC are at different risk for being prescribed 

psychotropic medication in adolescence when compared to adolescents who were not born with an 

OFC.  

We have reformulated for clarity: “Individuals with a CLP or with an unspecified OFC did not seem at 

a greater risk of being prescribed psychotropic medication, compared to individuals without an OFC, 

but the risk of being prescribed psychotropic medication was higher among adolescents who were 

born with a CL or a CPO. These results persisted after adjusting for confounders”  

 

• “Nevertheless, CL was associated with higher risk for need of psychotropic drugs as indicated by 

recorded prescriptions, and this result persisted after adjusting for confounders.” The authors appear 

to be switching between absolute and relative measures. Adjusted absolute measures of the 

prevalence of prescriptions are not provided in Table 2. Risk is a relative measure. Please clarify what 

the author is referring to.  

 

Our response:  

Thank you for noticing that we were not clear regarding the difference between absolute and relative 
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measures. We think that the new formulation (see above) concerns risk – a relative measure.  

 

Discussion/Conclusion:  

• I am not sure what the authors mean by the following statement: “These results support the 

hypothesis that the OFC in the unspecified group was minor”. The authors conducted a sensitivity 

analysis by including the “Unspecified group” in each of the sub categories. This essentially created a 

more heterogeneous class in each sub group and therefore attenuated the effect that the authors 

were attempting to estimate by cleft type. You can see that there is a difference by cleft type, by 

looking at the estimate for all OFC and then broken down by cleft type. Please clarify the information 

gained by this analysis.  

 

Our response:  

As is stated in our manuscript, the unspecified OFC group consists of children for whom it was 

unclear what type of OFC they were born with. It is possible that the OFC in those cases was of minor 

importance and thus difficult to diagnose, but it may also be the case that some of these children were 

actually born with both a cleft lip and a cleft palate, really belonging to the CLP group. In fact, we 

performed sensitivity analysis aimed to make explicit the consequences of a possible 

misclassification, and the OR for psychotropic drug use in the CLP group was lower (OR=1.12, 

95%CI: 0.82 – 1.53) than in the original analysis (OR=1.19, 95%CI: 0.80 – 1.77), which is in support 

of the finding of a lower risk of using psychotropic drugs in the CLP group. However, we agree with 

the referee that this analysis is very rough, and a possible misclassification is not properly adjusted for 

by our sensitivity analysis.  

 

• “Suffering from an OFC malformation can increase the risk of impaired psychological health in 

adolescence, expressed by a higher use of psychotropic medication than the rest of the population.” 

The authors seem to moving from relative to absolute measures. Risk is a relative measure, not only 

use, but proportion of use in one population relative to another. “However, this association seems to 

be present only in adolescents suffering from a CL or a CPO and appears to be of less importance, if 

any, in adolescents who were born with a CLP.” I would caution the authors on using such strong 

conclusion. There are many limitations to large healthcare databases.  

 

Our response:  

We have reformulated our conclusion in order to address the reviewer’s comments: “Suffering from an 

OFC malformation can increase the risk of impaired psychological health in adolescence. However, 

this increased risk seems to be present only in adolescents suffering from a CL or a CPO and 

appears to be non-significant in adolescents born with a CLP. Hence, children with a CL and their 

parents may need to receive more attention than in current praxis, in order to assist a prevention of 

long term adverse consequences of the initial condition. Our findings have a clear theoretical impact 

for further research; if adolescents born with a CL react differently to their condition, in terms of 

psychosocial adjustment, than those with a CLP, treating them as one group is likely to lead to 

misunderstandings concerning the needs of these patients and their families”.  

 

• The authors make a strong statement that use of these medications means impaired mental health? 

Are there any off label uses for these medications to manage other conditions?  

 

Our response:  

Although these medications are prescribed for a variety of different problems, it is safe to assume 

that, when prescribed to non-hospitalized adolescents (thereby excluding postoperative sedation 

etc.), they are indicative of impaired mental health.  

 

• “Moreover, it is known that children with OFC malformations, particularly those born with a CLP or a 

CPO, suffer from a number of other pathologies (40) which are related both to OFCs and to an 
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impaired psychological health in adolescence and might thus confound the Association with use of 

Psychotropic drugs.” Since children with OFCs are such a heterogenous group, it is helpful to create a 

homogenous study population. In the published literature, other researchers restrict the population to 

children with an “isolated OFC” excluding children with other known congenital anomalies and 

syndromes from the study population. In addition, other studies have used a geneticist to confirm the 

case definition, to avoid misclassification.  

 

Our response: This issue has been addressed as a result of an earlier comment. 

 

VERSION 3 - REVIEW 

REVIEWER Stephanie Watkins 
UNC Chapel Hill  
Department of Health Promotion and Disease Prevention  
USA 

REVIEW RETURNED 06-Jan-2015 

 

GENERAL COMMENTS The authors have completed a population based study looking at 
poor psychological health among adolescents with different types of 
orofacial clefts. They have adequately addressed in their discussion 
limitations regarding confounding by disease severity as well as the 
potential for misclassification of cases.  
 
• I am still unsure what the authors mean by “Results were not 
conclusive regarding adolescents who had a CLP (OR = 1.21, 
95%CI: 0.81–1.80).” The results were not statistically significant but 
they are conclusive.  
 
Please add to table 2 which variables that you adjusted for so the 
reader does not have to search through the text.  
 
Thank you for this nice contribution to the field!  

 

 

VERSION 3 – AUTHOR RESPONSE 

Thank you for constructive feedback and suggestion!  

We have revised our manuscript according to the two Points raised by the reviewer:  

 

(1) Instead of "Results were not conclusive regarding adolescents who had a CLP (OR = 1.21, 

95%CI: 0.81–1.80)" it is now stated "Results were not significant regarding adolescents who had a 

CLP (OR = 1.21, 95%CI: 0.81–1.80).  

 

(2) In the heading of Table 2 it is stated that the adjusted model includes all variables (presented in 

the table). To clarify, we have now added a footnote to the table stating the variables by name: "In the 

adjusted model we adjusted for Sex, Birth year, Other significant malformations, SGA, Maternal 

smoking, Mother’s age at delivery and Mother congenital malformation."  

 

Once again, many thanks for constructive critique and helpful suggestions! 
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