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SUMMARY  

Context: The close relationship between iodine intake and the effects of antithyroid drugs (ATD) for 
Graves’ disease (GD) has been well established. However, it remains unknown whether restriction of 
dietary iodine improves the effect of ATD. 

Objective: The present study aimed to clarify this issue in Japanese patients with GD who routinely 
ingest large amounts of dietary iodine. 

Design: The authors performed a prospective clinical study in 81 patients with newly diagnosed GD 
who were divided into an iodine-restricted group and a control group. 

Main Outcome Measurement: Urinary iodine, thyroid hormones and TSH receptor antibody were 
measured during the first 8 weeks of ATD therapy. 

Results: Urinary iodine concentrations in the iodine restricted group were significantly lower than in 
the control group (P = 0.04). However, there were no significant differences in the decrease of thyroid 
hormones and TSH receptor antibody between the two groups. 

Conclusions: Restriction of dietary iodine does not ameliorate the effect of ATD therapy for GD in an 
area of excessive iodine intake. 

   
 
COMMENT
Variation in iodine intake affects the 
efficacy of antithyroid drugs (ATD). 
Because Japan remains a country with an 
excessive iodine intake (due to a large 
consumption of seaweeds and kelp in the 
population) and a high prevalence of 
Graves’ disease, it was reasonable to carry 
out such a study with the aim to assess 
whether patients with GD given ATD 
therapy would benefit from iodine 
restriction.  
The authors succeeded in reducing the 
iodine intake in their patients. In the 
subgroup of 31 patients put on an iodine-

restricted diet, the median urinary iodine 
concentration (UIC) decreased from ~200 
to 150 µg/gr creatinine, after 8 weeks. This 
may not seem much, but it is of interest 
that in the control group during the same 
period, the median UIC increased from 200 
to 340 µg/gr creatinine. How can this be 
explained? Presumably because in the non 
iodine-restricted GD patients, the onset of 
therapy with ATD blocked the glandular 
uptake of iodine, thereby inducing a 
proportionally larger release of iodine into 
the urine. 
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Scrutinizing the changes in free T4 and 
free T3 concentrations over the first 8 
weeks of ATD therapy in both groups, the 
authors found no difference in the hormone 
decrements. Finally, they found no change 
in the TSH receptor antibody titers 
between the 2 groups; these values 
remained essentially unchanged. The latter 
observation is not surprising, since it is 
well known that TSH receptor antibody 
titers, under ATD treatment, may take up 
to 6 months before a significant decrease 
can be seen. 
There are two main weaknesses in the 
design of the present study. The first 

weakness is that despite reaching a 
significant degree of iodine restriction, this 
was clearly not enough to induce real 
iodine deficiency. The levels of UIC in the 
iodine-restricted group were still higher, on 
the average, that in patients with GD 
followed in Belgium, for instance. The 
second weakness was that the study was 
much too short. One would have liked to 
see how the thyroid function parameters, 
including the TSH receptor antibody titers, 
would change in the longer term, say after 
6 to 12 months with ATD therapy between 
the two groups.    
(Daniel Glinoer, M.D.; Ph.D.) 

 
 
See Figure below  
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