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VERSION 1 - REVIEW 

REVIEWER Kevin Oeffinger, MD 
Memorial Sloan Kettering Cancer Center, USA 

REVIEW RETURNED 28-Aug-2014 

 

GENERAL COMMENTS The authors are submitting a protocol for publication to invite 
comment as the study is opened. This is an interesting and 
important study from a very experienced team. However, I 
encourage this outstanding team to move from adding to a large 
body of observational data to the testing of interventions.  
 
On page 5 (introduction), the statement, "However, such guidelines 
have been based largely on expert opinion, with a dearth of hard 
supporting evidence" is misleading. The authors are correct their 
observation that the existing guidelines for screening of childhood 
cancer survivors are often based upon consensus / expert opinion. 
However, the 'dearth of hard supporting evidence' is not generally 
that linking the cancer or cancer treatment exposure to the outcome 
(late effect) but rather in prospective studies evaluating different 
methods of screening (and thus informing us about the potential 
benefits and harms of different screening approaches). In fact, for 
the topic of this study, body composition and bone health in ALL 
survivors, there have been many studies. Enough so that an 
excellent meta-analysis (Zhang FF et al. Pediatrics 2014) was 
recently published. The authors noted that 47 studies fit their 
inclusion criteria (with 1742 survivors) and that the summary 
estimates showed that 'obesity is prevalent in pediatric ALL 
survivors'! The meta-analysis included studies using BMI, fat mass, 
and other measures of fat in addition to having studies that covered 
both more historical and more contemporary therapies. Thus, the 
first hypotheses regarding body composition have already, in large 
part, been answered. The area where the guidelines are lacking is 
knowing how effective treatments for improving weight loss (or 
weight management).  
 
Similarly, there has been much written about bone health and 
physical activity in ALL survivors. This area of research has, in many 
ways, moved from an observation phase to one of testing 
interventions. This would be a much more informative direction for 
the investigators. 
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REVIEWER Kirsten Ness 
St. Jude children's Research Hospital 

REVIEW RETURNED 04-Oct-2014 

 

GENERAL COMMENTS This manuscript describes the design of an observational study of 
bone health and body composition among long-term survivors of 
ALL at a single institution in North American. The manuscript is well 
written and will provide a good reference for the authors as they 
publish findings.  
Specific points:  
1. On page 8, second paragraph: the authors indicate that the 172 
eligible persons were patients in an aftercare clinic. It is not clear if 
this represents every ALL patient ever treated at the one institution. 
It would be useful if the reader had more information about the entire 
ALL survivor population at this institution and some idea of whether 
or not the distribution (age, race, sex, treatment exposures) of the 
potential sample was similar to the population of interest (all ALL 
survivors).  
2. Most of the information gained from this study is already available 
in the literature. The authors should try to indicate what their study 
will add in the discussion.  
3. There is no discussion of potential study limitations. 

 

VERSION 1 – AUTHOR RESPONSE 

B. Dr. Oeffinger  

1. He is correct that we have been overly critical of the level of evidence supporting current long-term 

follow-up guidelines. We have modified the sentence to read “…with accumulating hard supporting 

evidence”  

2. The meta-analysis provided by Zhang et al is indeed informative and goes beyond “obesity is 

prevalent in pediatric ALL survivors.”  

a. The average prevalence falls with increasing length of follow up (< 5 years, 5-9 year and ≥ 10 

years). Indeed in the largest cohort of long-term survivors studied – by Dr. Oeffinger and his 

colleagues (rep. 6), the prevalence determined by self-report was no different from that in sibling 

controls.  

b. The results and discussion focus almost exclusively on BMI, though this is known to under-estimate 

obesity in long-term survivors of cancer in childhood (Brijdorp et al. Plos One 2012; 7:e43269)  

c. Included in the review are only two studies in long-term survivors (≥ 10 years) that do not focus on 

BMI.  

i. Brennan et al (ref. 47) used DXA in 32 subject and found no difference in fat mass compared to 

controls.  

ii. Ness et all (ref. 15) used DXA in 75 subjects and found less than 5% more body fat than expected.  

d. The reviewers conclude – “Additional evidence is needed to determine whether obesity is 

persistent in long-term ALL survivors.”  

This point has been added to our revised manuscript.  

3. Indeed we must move to testing interventions for modifiable outcomes, as addressed in the 

Discussion section. The measures to be made in this study will provide yardsticks to be used for such 

future studies, especially in the inter-related areas of bone health, body composition and physical 

activity.  

 

C. Dr. Ness  

1. Between January 1, 1985 and December 31, 2004 there were 221 patients diagnosed with ALL 

who were following or enrolled on a DFCI therapeutic protocol. Of these 5 had Down syndrome, 22 

relapsed and 38 died. From the remaining 183 a total of 172 (94%) were attending the long-term 
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follow-up clinic.  

2. Among the novel components of this study are:  

a. Correlation of skeletal muscle mass with physical activity in ALL survivors.  

b. Muscle composition by pQCT in such long-term survivors.  

c. Detailed analysis of the structure of trabecular bone using a unique computerized analysis.  

d. Determination of the long-term effects of bisphosphonates administered to children.  

As recommended by Dr. Ness these are listed explicitly in the Discussion.  

3. The main limitation of this study is the size of the sample, though this is bigger than those reported 

by Brennan et al. and Ness et al. Again, the composition of the sample may not be generalizable to 

other populations. While this may be unimportant with respect to obesity, it is unknown with reference 

to other outcome measures. These points have been added to the Discussion. 
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