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Subclinical hypothyroidism in pregnancy: to treat or not to treat
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The published study [1] aimed to observe the pattern of
thyroid function in pregnant women with subclinical
hypothyroidism treated with levothyroxine (LT4)
throughout pregnancy and to obtain the optimal dosages of
LT4 for pregnant women with subclinical hypothyroidism.
The authors screened 4,102 pregnant women from 10
hospitals of the Shenyang region, northeast China, and
enrolled 89 women among 938 with subclinical hypothy-
roidism defined by serum thyrotropin >2.5 mU/L and
“normal” free thyroxine (T4), but ended by including 56
compliant women. They were divided in three groups
based on different serum TSH concentrations, given three
different dosages of LT4 and followed with 4-week inter-
vals by measuring thyroid function tests until week 36 of
gestation. Ten of the patients had to be dose adjusted to
remain within target, the others stayed on the same dose.

The authors conclude that different L'T4 doses can be
chosen according to the baseline TSH levels of pregnant
women, and maintain serum TSH levels of 79.3-90 %
patients in the ideal range. 20 % need adjustment of ther-
apy during second and third trimester. Careful monitoring
of serum TSH and free T4 each month is, therefore,
advocated.

The study is thus a small descriptive contribution to
demonstrating the biochemical pattern during different
LT4 dosages during pregnancy of women with subclinical
hypothyroidism. However, the study leaves a lot of caveats
and unanswered questions.
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In 2011, the ATA guidelines [2] mentioned that sub-
clinical hypothyroidism has been associated with adverse
maternal and fetal outcomes, and recommended that women
with positive antibodies against thyroid peroxidase or thy-
roglobulin and subclinical hypothyroidism should be treated
with LT4. The same guidelines also recommended LT4
replacement in women with antibody negative subclinical
hypothyroidism, although the evidence levels were very low
both for obstetrical and neonatal neurological outcome. The
current study [1] does not mention any measurement of
thyroid antibodies, and the etiology of subclinical hypothy-
roidism is, therefore, quite unclear; the study does not
include an untreated control group, which would have been
advantageous for comparison of the biochemical evolution
of the thyroid function tests, considering in particular that
serum TSH is very often lowered in early pregnancy due to
an effect from human chorionic gonadotropin [3]; the study
does mention the use of trimester-specific reference con-
centrations for serum TSH and free T4, but do not take into
account the high degree of intraindividual variation of the
concentrations, even in pregnancy [4]; the strict cut-off
concentrations necessary for conducting the study are very
dependent on method and laboratory [5], which should have
been discussed in the paper. Even though the study mentions
cut-off concentrations for TSH and free T4, the authors do
not mention, how many were outside target in each method,
which would have been useful information for the clinician.

One of the important points for discussion within this
topic has been whether to screen all pregnant women for
thyroid dysfunction and autoimmunity, but up to now
guidelines have advocated for case-finding although more
groups of women with predisposition for hypothyroidism
are included in the new guidelines [2]. The presented study
does not add to this discussion, since the data are not
suitable for answering this question. The study can only
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answer what to expect concerning development of thyroid
function tests if you choose to treat women with different
concentrations of serum TSH. That does not, however,
indicate whether or not the treatment was beneficial since
no control group was included and no outcome variables of
pregnancy or neurocognitive development of the baby were
included [6, 7].

The study, therefore, does not aid in answering the question
whether or not women with subclinical hypothyroidism and
no autoantibodies should be treated at all. However, if the
clinician chooses to replace with LT4 in pregnant women with
subclinical hypothyroidism by virtue of the potential benefits
outweighing the potential risks as recommended by the
international task force, the treatment should be monitored
closely by monthly measurements of thyroid function, and
treatment adjusted accordingly in order to maintain normal
biochemical variables. Serum TSH-related fixed doses pro-
vided a pragmatic way of commencing therapy rather than a
single fixed dose [8]. With these limitations in mind the study
has added a small piece to the continuous puzzle of how to
manage subclinical hypothyroidism in pregnancy.
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