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Regarding the biochemical features of the indi-
viduals with mutation, the mean±stdev TSH was 
10.2±21.4 mUI/L (NV 0.4-4 mUI/L), with 33.3% of 
our patients having TSH above the upper normal limit. 
Regarding the fT4, the mean±stdev was 35.5±10.8 
pmol/L (or 2.75±0.84 ng/dL) (NV 10.3-25.8 pmol/L), 

with 88.8% of our patients having fT4 above the upper 
normal limit. We had information of anti-thyroidal 
autoimmunity in only 12 of 50 patients, 16.7% of 
whom were positive.

Genetic testing yielded 25 different heterozy-
gote mutations in TRβ. All of them except one 
(p.Arg383Cys) were in the three hot regions of the 
TRβ gene previously described by S. Refetoff.2 The 
most common mutation in these samples was that of 
p.Arg243Gln, harbored by three unrelated families. 
Interestingly, regarding the mutation p.Arg338Trp, 
which is the most common in the published series, 
only one of our patients presented it. Furthermore, 
we have identified four new mutations (16% of all 
the mutations), all of them single nucleotide substitu-
tions. The four new mutations were located in exon 
10 (p.Phe451Leu, p.Pro452Arg, p.Glu457Gly and 
p.Phe459Leu) (Figure 1).

DISCUSSION

This study shows that clinical and biochemical 
features of our samples of Mediterranean popula-
tions with RTH by mutations in the TRβ gene are 

Table 1. Baseline characteristics of patients referred to our institu-
tion for testing of mutations in the TRβ gene

Presence of mutation (n / %)

   In probands (n / %)

   In relatives (n / %)

50 / 30.1

29 / 21.3

21 / 70

Gender of patients with mutation

   Men (n / %)

   Women (n / %) 

18 / 36

32 / 64

Age at diagnosis among probands (years)

   0-12 years (%)

   12-20 years (%)

   20-50 years (%)

   >50 years (%)

29.6±21.3

15.5

15.5

50

19

Age at diagnosis among relatives (years) 22.8±22.4

Data expressed as a percentage or mean±SD

Figure 1. Mutations of TRβ 
gene in our series. The num-
ber of different families 
sharing the same mutation 
are shown in brackets. New 
mutations are shown in bold. 
AF1, ligand-independent ac-
tivation function.




