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To the editor

We read with great interest the study by Lin et al [1] investi
gating the potential effect of gallstone disease (GSD) on the 
long-term risk of subsequent hip fracture. Lin et al [1] provided 
valuable and innovative clinical information and noted that 
550 (2.66%) hip fractures occurred in the study group 
(N = 20,639) and after adjustment, patients with GSD were at 
higher risk of subsequent hip fracture than the controls (aHR, 
3.04; 95% CI, 2.79 − 3.32). However, we have a few concerns 
about the methodology and residual confounding factors.

First, we would like to clarify the age of the patient enrolled 
in the case. The narrative states that cases over 20 years of age 
were excluded, but in Table 1–3, it was shown that the age of 
acceptance was over 18 years.

Second, as for the factors associated with hip fracture, the 
authors had included the use of steroids and PPIs in the adjust
ment process. However, according to previous studies, tramadol, 
opioids and sedative-hypnotics drugs are very important medi
cation in association with fall down and hip fracture [2,3]. If these 
medications can be considered in their analysis, it would increase 
the accuracy of their findings.

Third, the authors have included pertinent comorbidities that 
may affect the occurrence of hip fracture. However, dementia 
and Parkinson’s disease are also well-known risks for hip fracture, 
and were not included in the study [4,5]. Besides, the authors had 
made an argument that chronic inflammatory response is corre
lated with osteoporosis, and hip fracture, but they did not 
include other relevant comorbidities in association with chronic 
inflammation and osteopenia, such as rheumatoid arthritis, psor
iasis, ankylosing spondylitis, systemic lupus erythematosus, mul
tiple sclerosis, inflammatory bowel diseases, pemphigus vulgaris 
[6] in their analysis. If these confounding factors can be involved 
in the study, the conclusion of the positive correlation between 
GSD and hip fracture will be clearer.

We look forward to their response to clarify these issues in 
the study.
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