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This is a well written but fatally flawed manuscrip t that has 
several issues that do not appear to be fixable. 

1. The study uses serum ALP, cortisol and estrogen to 
identify osteoporosis in pre- and post-menopausal 
women. Imaging would be needed (e.g., DXA) to 
diagnose this disease, as ALP, estrogen and cortiso l 
derangements are not adequate to make such a 
determination. Please refer to 2003-Morote and 200-
Chaki papers for more information on this point. 

2. The investigators used serum ALP, not the bone 
isoform, as a biomarker. We know that over 50% of 
serum ALP is made by the liver; other infections su ch 
as hepatitis B or C, which are frequently found in 
conjunction with HIV, would have effects on liver a nd 
liver isoform of ALP, as well as HIV therapies, so this 
is not an acceptable marker for bone. 

3. While increased cortisol can increase risk of 
osteoporosis, it is usually very high levels of cor tisol, 
such as with Cushings that would be associated with  
osteoporosis risk, not modestly elevated levels suc h 
as what are reported in this study. 

4. Finally, the standard errors depicted on the gra phs 
clearly indicate that there were no statistically 
significant differences between groups with respect  to 
ALP, cortisol or estrogen, which nullifies the stat ed 
results of the paper. 
 

This is a well written paper with some significant issues that 
must be considered: 

1. The study measures serum ALP, cortisol and estro gen 
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in pre - and post -menopausal women. Imaging (e.g., 
DXA) was not performed. Please refer to 2003-Morote  
and 200-Chaki papers for more information about 
biomarkers for osteoporosis. 

2. The investigators used serum ALP, not the bone 
isoform, as a biomarker. We know that over 50% of 
serum ALP is made by the liver; other infections su ch 
as hepatitis B or C, which are frequently found in 
conjunction with HIV, would have effects on liver a nd 
liver isoform of ALP, as well as HIV therapies. 

3. While increased cortisol can increase risk of 
osteoporosis, it is usually very high levels of cor tisol, 
such as with Cushing’s that would be associated wit h 
osteoporosis risk, not modestly elevated levels suc h 
as what are reported in this study. 

4. Finally, the standard errors depicted on the gra phs 
clearly indicate that there were no statistically 
significant differences between groups with respect  to 
ALP, cortisol or estrogen. Please check the statist ics. 
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