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Should all nephrotics with thyroid dysfunction be
treated with levothyroxine?
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Sirs,
We read with interest the recently published study in Pediatric
Nephrology titled “Steroids combined with levothyroxine to
treat children with idiopathic nephrotic syndrome (NS): a ret-
rospective single-centre study,” by Guo et al. [1]. In their
retrospective study, 73 of 164 nephrotic children had thyroid
dysfunction, of who 40 were treated with steroids and
levothyroxine. First, the authors observed that time to protein-
uria remission was significantly shorter in the levothyroxine
plussteroid group than in the group treated with steroids alone
(21.05±11.00 vs 26.67±11.82, p<0.05). However, the mean
time to remission in either group was much longer than that
observed in most studies. This was probably due to the inclu-
sion of both steroid-sensitive NS (SSNS) and steroid-resistant
NS (SRNS) patients in a single group in the present study.
Second, subclinical hypothyroidism is defined as a state of
increased serum thyroid-stimulating hormone (TSH) concen-
tration, with circulating thyroxine and triiodothyronine (TT3)
within the population reference range [2]. Forty-four percent of
patients were reported to have subclinical hypothyroidism. In
groups A and B, there were 25 cases of low T3 syndrome (low
TT3 and normal TSH), 11 cases of low T4 syndrome [low total
thyroxine (TT4) and normal TSH], 27 cases of
hypothyroxinemia (low TT3 and TT4 but normal TSH), and
ten cases of hypothyroidism [low free thyroxine/free triiodo-
thyronine (FT3/FT4) and high TSH]. None of the categories of
thyroid dysfunction had increased TSH and normal T3/T4.
Third, subclinical hypothyroidism is known to be due to re-
duced glomerular filtration rate (GFR), and as GFR decreases,

there is further decrease of thyroid hormones levels. Guo et al.
did not mention estimated GFR (eGFR) of the patients in their
study, whichmay confound their results [1]. Finally, decrease in
thyroid hormones and increase in TSH is transient in patients
with SSNS, and they return to normal on remission; however,
this may be persistent in patients with congenital NS and those
with SRNS due to massive prolonged proteinuria [3]. We
studied thyroid functions in 20 children with SRNS (14 in
complete remission and six in partial remission) and found
six of them to have nonautoimmune subclinical hypothyroid-
ism [3]. Four of six children with grade 2–3 subclinical hypo-
thyroidism received thyroid hormone replacement therapy, and
levels of TSH normalized in all patients on therapy.

In conclusion, thyroxine replacement therapy in children
with SSNS who have proteinuria for a short duration (i.e., 2–
3 weeks) may not prove beneficial in terms of the transient
nature of thyroid dysfunction. The final answer would come
from a double-blind placebo-controlled trial on carefully se-
lected patient groups.
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