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VERSION 1 - REVIEW 

REVIEWER Ana Lucia Goulart 
Professor, MD, PhD, Department of Pediatrics, Neonatal Division of 
Medicine - Federal University of São Paulo, São Paulo, Brazil 

REVIEW RETURNED 15-Feb-2016 

 

GENERAL COMMENTS This is a protocol to identify early clinical biomarkers for use in very 

preterm and very low birth weight infants and differentiate between 

typical development  and mild developmental delay at 24 months 

corrected age. 

The subject of this manuscript  is very interesting, methodology is 

very well planned, and it would bring great contributions for 

neonatologists, general pediatricians and other health professionals. 

The results could bring information in early life about  which preterm 

children would benefit from interventions to improve their 

development. 

It could be especially important in countries with low resources. 

As it is a study protocol, results are not showed and some items of 

the review are not applicable.  

 

REVIEWER Michael E, Msall 
University of Chicago Medicine:Comer Children's Hospital and 
JPKennedy Research Center on Intellectual and 
Neurodevelopmental Disabilities, Chicago Illinois USA 

REVIEW RETURNED 22-Feb-2016 

 

GENERAL COMMENTS You have a well described assessment protocol for a range of 
motor, sensory, neurological, and developmental functioning, 
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however a key early predictor is feeding and growth trajectories Are 
growth trajectories part of the variables you will study with respect to 
z scores for weight, height, and OFC. Second is there any way to 
know if children are demonstrating progress in oral motor skills. 
Please consider.  
 
There is a new ABAS-3. Please consider using this.  
 
You have done a superb job in your choice of assessments, use of 
videos, and outcome measures of critical public health importance. 
 

 

REVIEWER Rachel Vassar 
Stanford University School of Medicine, United States 

REVIEW RETURNED 18-Mar-2016 

 

GENERAL COMMENTS Overall this manuscript is very strong and requires only minimal 
changes to be ready for publication. It offers a very detailed 
approach to assessing VLBW preterm infants over the perinatal 
period through age 24 months corrected age. The study protocol is 
very detailed and the use of each assessment tool is justified with 
supporting data. The methods proposed in this manuscript may offer 
a feasible and useful approach to differentiating between infants with 
typical development vs. mild developmental delay.  
 
Here are just a few of my minor questions/concerns:  
-Based on the extensive follow-up required in the proposed 
methods, perhaps more than 90 infants should be included at 
baseline as it is likely that not all infants will be able to complete 
100% of the assessments.  
-How will any interventions provided to kids showing developmental 
delay be factored into the analysis? What types of interventions will 
children with major motor delays be receiving?  
-It may be valuable to also factor in number of siblings, as this could 
be an additional factor in the environmental effects experienced by 
the infant.  
 
Page 6, Line 24: “Diffentiation”?  
 
Page 14, Line 48 : did you mean “greater than 1SD above the 
mean”?  
 
I look forward to seeing the results from the study proposed in this 
manuscript, and hope that a similar methodology could be used to 
test additional larger populations at other locations. 

 

VERSION 1 – AUTHOR RESPONSE 

I would like to thank the reviewers for their time and consideration of the article, the useful feedback 

they have provided and their pertinent suggestions for manuscript revision and changes to 

methodology. Thank you to Professor Ana Goulart for her encouraging feedback. I was especially 

pleased to see her comment that the results of the study may have particular benefit for countries with 

low resources.  

 

Professor Msall has made some important observations about some additional key predictors of 

developmental outcome, specifically growth and oral feeding progression. The infants in our study 

 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-2015-010726 on 4 July 2016. D

ow
nloaded from

 

http://bmjopen.bmj.com/


attend a multidisciplinary clinic at each research visit. Height and weight trajectories are tracked from 

discharge from the Special Care Nursery until 16 weeks post term. This data could be included as an 

additional variable in the analysis. The limitation will be that some infants already recruited to the 

study have missing data at some time points.  

 

Oral feeding and nutritional needs are assessed by a speech pathologist and dietician when infants 

attend the clinic. Clinical assessment and parent report determine the extent to which feeding and 

nutritional intervention is offered. It may be possible to do a separate retrospective analysis of feeding 

difficulties post discharge from hospital and link this to developmental outcome at 2 years but a 

specific definition of feeding difficulty or standardised assessment criteria may need to be 

implemented to reduce subjectivity of observations.  

 

We will definitely revise the protocol and adopt the ABAS-3 at 2 years corrected age as suggested.  

 

Thank you also to Rachel Vasser for her useful suggestions. The sample size required to test the 

hypothesis for our primary outcome is 80 infants. We had hoped that by recruiting 90 infants (an extra 

12.5%) that we would be able to compensate for any potential missing data. It may be that we will 

need to recruit additional infants into the study to ensure we have an adequate cohort where all 

assessments are completed. This is something that we can monitor during the recruitment phase and 

increase recruitment if required.  

 

Infants that have ongoing developmental, nutritional, feeding or social support needs at 16 weeks 

post term and/or have been identified by their general movement assessment trajectory as at 

moderate to severe risk for neurodevelopmental outcome will be eligible to receive ongoing 

intervention or monitoring in the Allied Health Premature Infant Follow up Clinic, Nambour Hospital. 

Parents are provided with a study diary in which they can record all medical, allied health or 

alternative health practitioner appointments they attend while enrolled in the study. At 2 years 

corrected age the diaries will be reviewed to assess any impact of intervention programs on 

developmental outcome. Infants with major developmental delay at 16 weeks post term or 2 years 

corrected age will be referred by their Paediatrician to the appropriate hospital or community therapy 

provider dependent on severity of presentation and diagnosis.  

 

Perinatal data collection will be expanded to capture the number of siblings in each family (see 

changes to Appendix 1) as per Rachel's suggestion.  

 

Page 6, Line 24 "Diffentiation" has been changed to differentiation  

Page 14, Line 48? has been changed to "scores above -1SD"  

To clarify:  

Typical development on the Bayley III is defined as scores on motor and cognitive scales that are 

above 1SD below the mean. Typically developing infants will have scores ranging from 85 (low 

average) to 160 (very superior), where 100 is the standardised mean and each standard deviation is 

15 points on the scale.  

Mild delay is defined as scores between 1SD and 2SD below the mean, scores ranging from 70 

(borderline) to 84.  

Moderate delay is defined as scores between 2SD and 3SD below the mean, scores ranging from 55 

to 69 (extremely low).  

Severe delay is defined as scores more than 3SD below the mean, scores ranging from 40 to 54 

(extremely low). 
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