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INTRODUCTION

Anormal pregnancy results in a number of impor-
tant physiological and hormonal changes that mo-
dify thyroid function, resulting in greater susceptibility
to hypothyroidism in women with reduced thyroidal
reserve or iodine deficiency.

Both overt and subclinical hypothyroidism are
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ABSTRACT

Evaluate the management of hypothyroidism in fertile-aged and pregnant women and

compare these practices to the recommendations of the Brazilian Society of Endocrinology and Me-
tabolism (SBEM) and the Latin AmericanThyroid Society, published in 2013.
In the first trimester of 2014, SBEM made available to all members an electronic questionnaire based
on clinical scenarios in the management of gestational hypothyroidism. The responses of 406 phy-
sicians, most of them endocrinologists, were analyzed. Eighty-one per cent of the endocri-
nologists screen all their pregnant patients for thyroid dysfunction, mostly during the pregestational
period or after the first prenatal visit. Following screening, 82% of the respondents initiate treatment
when TSH levels are > 2.5 mIU/L while 67% monitor their pregnant patients even if TSH was normal
on first trimester screening. For hypothyroid women who are planning pregnancy, 96% of the clini-
cians are aware of the importance of adjusting the levothyroxine (LT,) dose as soon as pregnancy is
confirmed. However, opinions diverge with respect to adjusting the LT, dose before or after reasses-
sing thyroid function. The most widely used tests for monitoring pregnant women in use of LT, are
TSH and free T, (62%) or TSH alone (21%). Unanimously, the treatment goal is to achieve the target
TSH level for each trimester of gestation. The recommendations of the consensus state-
ments are incorporated into the respondents’ clinical practice. It is noteworthy that the great majority
of the clinicians favor universal screening. Arch Endocrinol Metab. 2016;60(1):16-20
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Given the preventable obstetric and neonatal risks
involved, recent publications have introduced recom-
mendations for the management of gestational hypo-
thyroidism. In order to determine the impact of those
recommendations as well as the most prevalent clinical
practices, the Brazilian Society of Endocrinology and Me-
tabolism (Sociedade Brasileira de Endocrinologia e Meta-
bologia — SBEM) made available a survey to its members.

common in pregnancy. Hypothyroid women are more
subject to infertility, have increased prevalence of mis-
carriage, anemia, gestational hypertension, placental
abruption, and postpartum bleeding (1-6). Untreated
overt maternal hypothyroidism is associated with ad-
verse events for the neonate: preterm birth, low birth
weight, acute respiratory distress syndrome, and neuro-
cognitive deficits (7). Pregnant women with subclinical
hypothyroidism seem more prone to preterm delivery
and their newborns are more frequently admitted to
intensive care (2).
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MATERIALS AND METHODS

An electronic questionnaire survey was sent by e-mail
to SBEM members, followed by two reminder e-mails.
The survey was based on clinical case scenarios and in-
quired about the clinical practices related to the mana-
gement of hypothyroidism during pregnancy.

The survey included questions pertaining to diag-
nostic evaluation, choice of therapy, and follow-up.
Most questions required a single best response to be se-
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lected from multiple choices. Respondents were asked
to indicate either a single (10 questions) or multiple (2
questions) answers. All frequencies were adjusted on a
100% basis excluding the non-respondents.

Survey responses were anonymously collected and
stored electronically by the survey service provider.

RESULTS

Respondent profile

Our survey included 406 respondents with the
following regional distribution: 57% from the southeast
region of Brazil; 18% from the south; 14% from the
northeast; 8% from the central-west; and 3% from the
north. Respondent distribution by field of practice was
as follows: 89% endocrinologists, 8% gynecologists/
obstetricians, 2.5% general practitioners, and 0.5% from
other specialties. Six respondents did not provide care
to fertile-aged or pregnant women and, for that reason,
were excluded from the study.

In both public and private Brazilian health care cen-
ters, most of the pregnant women with hypothyroidism
receive care from an endocrinologist alone (57%), an
endocrinologist with an obstetrician (39%), or an obs-
tetrician alone (4%).

Screening

Eighty-one percent out of the endocrinologists chose a
universal thyroid dysfunction screening while 13% ad-
vocate selective screening based on risk factors. Another
4% do not conduct any systematic screening.

The most frequently cited risk factors in the stratifi-
cation of pregnant women at high risk of thyroid dys-
function are presented in table 1.

Table 1. Risk factors considered by the respondents in the stratification of
pregnant women at high risk for thyroid dysfunction

Risk factor E

Respondents
Personal history of thyroid surgery 100
Personal history of thyroid disease 97
Personal history of goiter 97
Family history of thyroid disease in first-degree relatives 94
History of cervical radiation therapy 94
History of miscarriage 94
History of infertility 88
Family history of autoimmune diseases 80
Obesity 38
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Different laboratory tests were indicated by the
respondents for hypothyroidism screening in pregnant
women, as shown in figure 1.
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Figure 1. Most frequent gestational hypothyroidism screening tests
chosen by respondents.

The best time point for screening was pointed out
as the pregestational visit (73%), followed by the first
prenatal visit (24%). By contrast, 3% of the respondents
reported no specific time.

Most of the physicians (67%) stated that they follow
up their pregnant patients even the ones who had nor-
mal TSH levels on the first trimester screening tests.
Twenty-six percent out of these physicians remeasure
thyroid function for all their pregnant patients in the
second and third trimesters of pregnancy; 25% reassess
the thyroid function only in pregnant patients with risk
factors; and 16% measure thyroid antibodies. The re-
maining 33% of the surveyed clinicians do not monitor
their patients in this setting.

Diagnosis and treatment

Eighty-two per cent of the respondents consider a TSH
level of > 2.5 mIU /L to initiate treatment of gestational
hypothyroidism. For 9% of those surveyed, the cut-off
point is a TSH of > 5 mIU/L, and 7% adopt the labora-
tory reference range to guide their management strategy.

The most widely used laboratory tests for monito-
ring the treatment of pregnant women are reported in
figure 2.

The goal of treatment in gestational hypothyroidism
is to maintain TSH concentrations < 2.5 mIU /L in the
first trimester and < 3.0 mIU /L in the second and third
trimesters, according to 94% of the surveyed physicians.

Considering women with a history of hypothyroi-
dism due to chronic autoimmune thyroiditis, TSH

levels of < 2.5 mIU/L (receiving LT,), and planning :

pregnancy, 96% of the respondents are aware of the im-

portance of adjusting the dose of LT, as soon as preg-
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nancy is confirmed. Among these, 48% increase the LT,
dose before reassessing thyroid function whereas 47%
reassess thyroid function first. For the remaining 4%, it
is only necessary to reevaluate thyroid function in the
second trimester of gestation.

Most of the physicians monitor their pregnant pa-
tients with hypothyroxinemia by measuring TSH and
FT, levels (35%) or thyroid antibodies (28%) each
trimester; 22% chose LT, treatment, and 15% do not
follow or treat these patients.

Some clinical scenarios were presented in our sur-
vey. The approaches followed by the respondents are
described in figure 3.
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Figure 2. Tests chosen by respondents for thyroid function monitoring of
pregnant women treated with LT4.
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12T: first trimester; TPOAb: anti-thyroid peroxidase antibody.

Figure 3. Respondents' clinical approaches to the survey scenarios.

DISCUSSION

We observed a high degree of agreement between the
consensus guidelines and the daily practice of most Bra-
zilian respondents of our electronic survey. However,
some aspects are contradictory. In particular, the choice
of the majority of endocrinologists for universal scree-
ning for thyroid dysfunction. The guidelines recom-
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mend an active search for high-risk pregnant women,
although the evidence to support this recommendation
is limited, which justifies the disparity in practices. The
leading argument in favor of selective screening based
on risk factors is the scarcity of evidence regarding the
benefits of using LT, to treat subclinical gestational
hypothyroidism (8). Nevertheless, Dosiou and cols. de-
monstrated that even when those benefits are lacking,
universal screening remains a cost-effective practice (9).
In a recent review on this topic, Vila and cols. conclu-
ded in favor of universal screening based on the high
prevalence of thyroid dysfunction during pregnancy,
simple diagnosis, available effective and safe treatment,
and the possibility of early intervention, thus reducing
the burden of disease (8). It is possible that our endo-
crinologists were influenced by this literature.

The presence of goiter, or obesity, a personal history
of thyroid disease or surgery, cervical radiation therapy,
miscarriage, infertility, and a family history of autoim-
mune or thyroid diseases in first-degree relatives are the
risk factors indicated in our survey as well as in the gui-
delines.

Regarding the laboratory test for screening, there
was a slight preference for TSH and thyroid antibodies
compared to TSH alone. Thyroid autoimmunity can
be found in up to 10% of pregnant women (10,11) and
has a positive association with miscarriage and prema-
turity (10,12,13). However, this may not be a causal
relationship. Furthermore, to date, no studies have
been developed evaluating the efficacy of screening
by measuring anti-TPO antibodies (TPOAb) (8). The
preferred screening test should be sensitive, specific,
simple, inexpensive, and widely available (14). These
characteristics are consistent with the recommendation
of TSH as the screening test of choice provided that
trimester-specific reference ranges be applied.

Sixty-seven per cent of the surveyed physicians
follow up their pregnant patients with normal TSH
on the screening tests by reassessing thyroid function
(most of the respondents) or measuring thyroid anti-
bodies. This is an important issue, as demonstrated by
Vermiglio and cols. (15), in mildly iodine-deficient re-
gions, were screening performed only during the first
trimester of gestation could entail more than 40% mis-
sed diagnoses of hypothyroidism.

The TSH cut-oft point of > 2.5 mIU/L for treat-
ment of gestational hypothyroidism is widely accepted
among those surveyed. However, 9% of them use the
reference ranges provided by the laboratories to guide
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their therapeutic management - a fact to be regarded
with caution because those ranges may not be adjusted
to the population of pregnant women.

Regarding the tests for monitoring treatment, the
leading choices were 1) TSH and FT,, 2) TSH alone,
and 3) TSH and total T, (TT,). Determination of TSH
levels is the most sensitive method for diagnosis and
monitoring of hypothyroidism. Measuring FT, can also
be helpful, but the most common determination me-
thods are influenced by the low serum albumin levels
and high TBG levels typical of pregnancy. Alternatively,
TT, could be determined and adjusted by multiplying
its range by 1.5-fold (14).

Thyroxine requirements increase at the initial stages
of pregnancy, and this need is progressive up until 16
to 20 weeks of gestation (7). Therefore, hypothyroid
pregnant women who are already on LT, replacement
will typically require an increase in the preconception
LT, dose. According to the guidelines, pregestational
TSH levels should ideally be maintained < 2.5 mIU/L
(7,14,16-18). However, newly pregnant hypothyroid
women without a previous TSH determination or im-
mediate access to their physician should increase their
daily dose of LT, by 30% or include 2 additional LT,
tablets in their weekly dosage (14,18). If TSH is first
measured after pregnancy is confirmed, LT, dosage
can be increased on the basis of the variation in TSH
levels (7). In our survey, 47% of the respondents in-
dicated that they reassess thyroid function as soon as
pregnancy is confirmed while 48% augment the dose
of LT, after pregnancy confirmation but before remea-
suring thyroid function. It is likely that access to health
care services have an influence on the chosen course of
action.

Maternal hypothyroxinemia is defined as normal
TSH concentrations with FT, levels below the 5™ per-
centile for the reference range. The current consensus
recommends that hypothyroxinemia should not be tre-
ated (18), since FT, measurements can be inconsistent
during pregnancy and the evidence of the impact of
this condition on the neuropsychological development
of the offspring is scarce (19). Nevertheless, approxi-
mately 22% of those surveyed would treat this clinical
condition.

A number of clinical scenarios were proposed in our
survey. In the case of pregnant women with subclinical
hypothyroidism diagnosed in the first trimester, nega-
tive for TPOAb, with no previous history of LT, repla-
cement, 55% of the clinicians choose treatment while
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37% would monitor these women by TSH and FT,
measurements in each trimester of gestation. The con-
sensus statements admit the treatment of this condi-
tion, considering its potential benefits and low risk, but
the data are insufficient to support a recommendation
(14,17). Thus, the choice of more than one-third of
those surveyed is also justified. In the setting of subcli-
nical gestational hypothyroidism (without previous LT,
treatment) and positive TPOAb, the vast majority of
the practitioners initiate replacement with LT,, which
is in agreement with the guidelines (14,18). For preg-
nant women with no previous use of LT, euthyroid on
the screening test, yet TPOADb-positive, 82% of the sur-
veyed physicians maintain follow-up with TSH and FT,
determinations. The consensus statements corroborate
this approach, to be conducted every 4 weeks up to
mid-pregnancy and at least one more time between 26
and 32 weeks of gestation (18).

Some clinical issues addressed in our survey were
largely consistent with the current recommendations:
the choice of pregestational or first prenatal visit for
screening (7) , the cut point of TSH > 2.5 mIU/L
for diagnosis and treatment of hypothyroidism during
pregnancy, and the goal of maintaining TSH levels wi-
thin the target range for each trimester of gestation
when in use of LT, (14,17,18).

CONCLUSION

Consensus statements are important tools in modern
medicine and have been incorporated into the daily
practice of the respondents. However a few controver-
sial aspects persist, such as universal screening versus
aggressive case finding.

Disclosure: no potential conflict of interest relevant to this article
was reported.
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