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SUMMARY  

Context: Little is known about the relationship between TSH-receptor antibody (TSHR-Ab) 
and the severity and course of ophthalmopathy. 
 
Objective: The objective of this study was to examine whether TSH-receptor antibody [TSH binding 
inhibitory antibodies (TBII)] levels are associated with the severity of Graves’ ophthalmopathy (GO) 
over the entire course of the disease. 

Methods: Each evaluation consisted of determination of the Clinical Activity Score (CAS), a 
symptom severity score, and measurement of serum TSHR-Ab by radio-receptor assay (normal: <1.5 
IU/L). Patients with a CAS >2 at any time were offered oral or intravenous glucocorticoids. Patients 
who had impaired ocular motility or in whom a CAS increased after withdrawal of glucocorticoid 
therapy were treated with orbital irradiation.   

Patients: A total of 159 patients with GO were followed for 12-24 months. One year after the first 
symptoms of GO, all patients were classified into mild or severe GO according to their clinical 
manifestations. TBII were measured every 3 months after onset of GO. Receiver operating 
characteristics plot analysis was performed to assess the power to discriminate both patient groups by 
TBII (specificity > 90%). 

Results: TBII levels and prevalence at each time point during follow-up were significantly higher in 
patients with a severe course of GO compared with patients with a mild course of GO. Prognostic 
statements on the course of the disease were possible for about half of the GO patients at all time 
points (except for the first). If at first presentation and at consecutive time points, TBII levels were less 
than 5.7, 2.6, 1.5, 1.5, 1.5 and 1.5 IU/L, the patients had a 2.3- to 15.6-fold higher chance of a mild 
course. If 5-8 months after GO onset and at consecutive time points, TBII were above 8.8, 5.1, 4.8, 2.9 
and 2.8 IU/L, the patient had a 8.7- to 31.1-fold higher risk of a severe course. This relationship of 
TBII to the severity was independent from age and smoking. 

Conclusions: Follow-up measurements of TBII allow, in half of the patients, assessment of the 
prognosis of GO and therefore, could be of additional help for the disease management. 

 

 
COMMENT
Graves’ ophthalmopathy (GO) is clinically 
relevant in approximately 40% of patients 
with Graves’ disease (if eyelid signs are 
included). Several factors are known to 

increase the risk of GO, namely tobacco 
smoking, gender, type of treatment of 
hyperthyroidism, older age, stress and 
drugs. Present retrospective study proposes 
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that measurement of TSH receptor 
antibody (TSHR-Ab) may help predict the 
evolution of GO severity. A high TSHR-
Ab soon after the onset of GO and that 
remains persistently high, would predict 
the severity of the course of GO. Thus, 
determination of the level of TSHR-Ab 
could influence the management of the 
disease. Suprisingly, severity of GO was 
determined later, after a follow-up period 
of 11-14 months, after various antithyroid 
treatments and also after many patients had 

been treated with glucocorticoids, 
irradiation or both. Half of the patients 
were in the grey zone, probably because of 
the non-uniform classification of patients, 
heterogeneity of the group, different 
antithyroid treatments used, modification 
of the degree of GO severity and activity 
of the disease during follow-up. Other 
prospective follow-up studies are needed to 
confirm the present hypothesis.  
(Chantal Daumerie, M.D.; Ph.D.) 
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