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Background:

Thyroid hormone resistance (THR) is a rare genetic disorder, mainly caused by an inherited mutation in the TH receptor beta (THRB) gene. Other

causes include thyroid hormone (TH) cell transporter defects or metabolism defects.
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Patient:
A previously healthy 5 year-old boy, Methods:
normal growth, mild developmental delay Thyroid function tests were performed for all 6 family members.

Sanger sequencing of the THRB gene was performed for all 6 family
Clinical data

members.
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Sequencing was executed at the endocrinology laboratory at The University

LGRS 102/60
e / of Chicago (NIH support).

Bone age No advancement

Height SDS +1.1

Laboratory tests

TSH 1.1 mIU/L (0.64-6.27)

Repeated tests with different assays ruled out suspected Resu Its:
Biotin excess

Thyroglobulin antibodies 4.2 1U/ml (0-150) Parents and 3 siblings were all found to have normal

Anti-thyroid peroxid 1.2 IU/ml (0-75) therid functions.

Anti TSH receptor antibodies B3R (8//N(SHXY The proband was found to have a de novo mutation in

one allele of the THRB gene, c.1663G>A;p.Glu460Lys. This

Mother Father Sibling 1 Sibling 2 Proband Sibling 3 missense mutation, in a CpG dinucleotide hot spot (C
WT/WT WT/WT WT/WT WT/WT  WT/Mut WT/WT . . . .
GAGSGAG GAGSGAG GAG>GAG GAGSGAG GAGSAAG GAGSGAG GAG), results in replacement of glutamine with lysine
bbbttt L EEEEL DI - HHELLLELHHH . : : : :
SRS IR LS E RIS P AR S S 1 T A S B (E460K). This mutation, previously described in 10

families, reduces the binding affinity for T3 to 25% that of

, I
/L.A WAN N‘\ M&M WN the normal receptor.
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