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SUMMARY 

Context: The authors have shown earlier an increased prevalence of previously diagnosed 
hypothyroidism in common bile duct (CBD) stone patients and a delayed emptying of the biliary tract 
in hypothyroidism, explained partly by the missing pro-relaxing effect of T4 on the sphincter of Oddi 
contractility. 
 
Objective: In present study, the prevalence of previously undiagnosed subclinical hypothyroidism 
(SCH) in CBD stone patients was compared with nongallstone controls. 
 
Patients: All patients were clinically euthyroid and without a history of thyroid function 
abnormalities. CBD stones were diagnosed at endoscopic retrograde cholangio-pancreatography 
(group I; N = 303) or ruled out by previous medical history, liver tests, and ultrasonography (control 
group II; N = 142). 
 
Main Outcome Measures: Serum free T4 and TSH were analyzed; TSH above the normal range (> 
6 mU/L) was considered as subclinical and TSH 5-6 mU/L as borderline-subclinical hypothyroidism. 
 
Results: A total of 5.3 and 5.0% (total 10.2%; 31/303) of the CBD stone patients were diagnosed to 
have subclinical and borderline-subclinical hypothyroidism, compared with 1.4% (P = 0.05) and 1.4% 
(total 2.8%, 4/142; P = 0.026) in the control group, respectively. In women older than 60 years, the 
prevalence of SCH was 11.4% in CBD stone and 1.8% in control patients (P = 0.032) and subclinical 
plus borderline-subclinical hypothyroidism 23.8% in CBD stone and 1.8% in control patients (P = 
0.012). 
 
Conclusions: Subclinical hypothyroidism is more common in CBD stone patients compared with 
nongallstone control patients, supporting the hypothesis that hypothyroidism might play a role in the 
formation of CBD stones. At minimum, women older than 60 years with CBD stones should be 
screened for subclinical hypothyroidism.  
   
 
COMMENT
Gallstone disease is one of the most 
common of all digestive diseases. In 
Europe for instance, an Italian ultrasound- 
based study has examined nearly 33.000 
subjects (30 to 69 years) and found an 
overall rate of gallstone disease in 19% of 
women and 10% of men. Classical risk 
factors include age, gender, pregnancy as 

well as oral contraceptives & estrogen 
administration, family history & genetic 
factors, obesity as well as rapid weight 
loss, diabetes mellitus and serum lipids, 
and more specifically hepato-biliary 
diseases, cirrhosis and gallbladder stasis. 
Age is a major risk factor for gallstones. 
The age of 40 years appears to represent 

 1

http://www.ncbi.nlm.nih.gov/sites/entrez?Db=pubmed&Cmd=Search&Term=%22Laukkarinen%20J%22%5BAuthor%5D&itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_RVAbstractPlus
http://www.ncbi.nlm.nih.gov/sites/entrez?Db=pubmed&Cmd=Search&Term=%22Kiudelis%20G%22%5BAuthor%5D&itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_RVAbstractPlus
http://www.ncbi.nlm.nih.gov/sites/entrez?Db=pubmed&Cmd=Search&Term=%22Lempinen%20M%22%5BAuthor%5D&itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_RVAbstractPlus
http://www.ncbi.nlm.nih.gov/sites/entrez?Db=pubmed&Cmd=Search&Term=%22R%C3%A4ty%20S%22%5BAuthor%5D&itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_RVAbstractPlus


the cut-off between relatively low and high 
rates of cholecystectomies. Between the 
ages of 40 and 69 years, the incidence is 4 
times higher than in younger subjects. It is 
noteworthy that, in Endocrinology text-
books, gallstones are listed in association 
with hyperparathyroidism (not proved 
though) and, surprisingly, not with hypo-
thyroidism. Previous studies have however 
shown that CBD stones were more 
prevalent in patients with hypothyroidism, 
compared with controls. 
One main interest of the present study 
stems from the fact that the prevalence of 
previously undiagnosed abnormalities of 
thyroid function had never been 
investigated systematically in patients with 
CBD stones. The authors found that 
subclinical and borderline-subclinical 
hypothyroidism were significantly more 
common in patients with CBD stones, 
compared with nongallstone controls 
(10.2% versus 2.8%). This difference was 
even more pronounced in women older 
than 60 years, with a prevalence of 23.8% 
versus 1.8% in controls.   
Concerning the pathogenesis of the 
association between SCH and CBD stones, 

the authors mentioned the possible roles of 
gallbladder hypomotility, biliary stasis, and 
SCH effects on metabolism of cholesterol. 
They also mentioned the possible role of 
serum T4 concentrations as a pro-relaxing 
factor on the contractility of the Oddi 
sphincter, which may be lacking – or be 
impaired – in patients with SCH.  
One item missing in the present study 
would have been to assess the effects of L-
thyroxine administration in hypothyroid 
patients. It would have been of interest to 
have a control group of women aged > 60 
years, with a previous diagnosis of hypo-
thyroidism and who are under T4 
treatment, to see whether these women 
behaved as the controls (with less than 3% 
CBD stones) or as the undiagnosed – and 
hence untreated – older women with CBD 
stones (with a frequency > 20%). 
The authors concluded (and we agree with 
them) that thyroid function abnormalities 
(even mild & preclinical) should be 
screened in patients with gallstones, 
especially in women above 60 years.  
(Daniel Glinoer, M.D.; Ph.D.) 
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