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SUMMARY 

Background: At least 30-60% of patients with Graves' disease (GD) treated with antithyroid drugs 
(ATD) relapse within 2 years after therapy withdrawal. At present, there are no prognostic parameters 
available early in treatment to indicate those patients who are likely to achieve long-term remission. 
 

Aim: Because thyrotropin receptor autoantibodies (TRAb) are specific for GD, the authors evaluated 
the ability of their levels and of their rate of change to predict long-term prognosis.  
 
Patients & Study Design: A group of 216 consecutive patients with newly diagnosed GD was 
treated with methimazole, and TRAb measured at 6-month intervals throughout a follow up period of 
up to 120 months. 
  
Results: At onset of hyperthyroidism, patients' age, sex, free T4 and goiter size had no prognostic 
value in predicting long-term prognosis. On the contrary, at the time of diagnosis TRAb titer was a 
good predictor of final outcome (p<0.001): a titer equal to or > 46.5 UI/L identified patients who never 
achieved long-term remission (sensitivity: 52%; specificity: 78%). Also, the fall rate of TRAb at 6 
months, and after therapy withdrawal were useful to predict final outcome (p<0.001). At 6 months of 
follow up and after therapy withdrawal, a decrease of TRAb lower than 52.3% could identify patients 
who never achieved permanent remission (sensitivity: 55%; specificity: 79.1%). No single parameter 
among TRAb results satisfactorily identified the subset of patients who achieved long remission. 
 
Conclusions: The best result in predicting long term remission is probably given by the presence of 
at least one of the two features evaluated after 6 months (TRAb titer and/or percentage of TRAb fall 
rate), with a sensitivity of 63% and specificity of 88%. TRAb evaluated at onset of hyperthyroidism, 
after 6 months of ATD, or their rate of fall at 6 months and at ATD withdrawal were all predictors of 
final outcome. However, the presence of at least one item, between TRAb titers or their rate of fall at 6 
months, were the best remission predictors. 
   
 
COMMENT
In the treatment of patients with active 
Graves’ disease (GD) using antithyroid 
drugs (ATD), one of the clinical challenges 
is to identify – as early as possible – a 
subset of patients more likely to achieve 
long-term remission at the end of the 
treatment period, which is classically of 
12-18 months. To this aim, measurements 
of TSH-receptor antibodies (TSHR-Ab) 
have provided a useful tool as predictor of 

final outcome. Unfortunately, most studies 
have shown that initial TSHR-Ab titers 
were not good predictors of long-term 
outcome, and no other clinical or 
biochemical predictor has proved to be 
useful at the diagnosis of hyperthyroidism. 
Published more than 10 years ago, a meta-
analysis of the impact of TSHR-Ab on the 
long-term remission after ATD treatment 
conclusively showed that a negative 
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TSHR-Ab at the end of ATD therapy was 
associated with a high chance (~75%) of 
maintaining remission, while a positive 
TSHR-Ab was associated with a high risk 
(~75%) of relapse (JCEM 78:98, 1994). 
This is important although, obviously, 
clinicians would like to dispose of an 
earlier reliable predictor. In the prospective 
study on GD carried out in Belgium a few 
years ago (Eur J Endocrinol 144:475, 
2001), we came to the conclusion that no 
early reliable predictor could be identified 
for long-term remission, but also that a 
positive TSHR-Ab at the end of ATD 
treatment and regular smoking habits 
represented clinically useful (albeit not 
absolute) predictors of a high risk of 
relapse, most of the latter occurring within 
the first year after ATD withdrawal. 
In present study, the authors subdivided 
216 patients into 4 groups: Gr 1 (33% of 
cases) achieved long-term euthyroidism 
after ATD withdrawal; Gr 2 (9%) also 
achieved remission, after at least one 
relapse; Gr 3 (35%) eventually benefited 
from thyroid ablation (RI131 or surgery) 
because of 3 or more transient remissions 
with subsequent relapses; and finally, Gr 4 
(23%) never achieved remission on ATD 
treatment. Comparing the “remission” 

groups (1 + 2) to the “ablation” groups (3 
+ 4), the authors showed that at diagnosis, 
there was no clinical parameter allowing to 
predict final outcome, except for initial 
TSHR-Ab titers which were significantly 
higher in the “ablation” compared with the 
“remission” group (87±102 vs 42±51 UI/L; 
p<0.001). The same was true for TSHR-Ab 
titers after 6 months of ATD treatment: 
TSHR-Ab remaining above 30.7 UI/L was 
indicative of patients who did not achieve 
remission. Finally, the authors showed 
that, in their hands, the best predictors 
were the rate of decrease in TSHR-Ab after 
6 months with ATD and at withdrawal. 
When the fall in TSHR-Ab was >52.3% of 
initial values, positive predictive values for 
long-term remission was 55-56% and 
negative predictive values 73-79%.  
In summary, the presence of at least one 
item, between titers of TSHR-Ab or their 
rate of decrease at 6 months, constituted 
the best predictor of remission (highest 
sensitivity and specificity). One of the 
main interests of the present work was the 
very long follow-up period, up to 10 years. 
Unfortunately, smoking was not included 
as a parameter to assess “remission” versus 
“ablation”.  
(Daniel Glinoer, M.D.; Ph.D.) 

 
See Table below 
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