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SUMMARY  
 
Objective: Maternal (subclinical) hypothyroidism during pregnancy is associated with increased 
morbidity and mortality. Recent guidelines do not advocate universal screening for thyroid function 
during early pregnancy, but only in well defined ‘high-risk’ pregnant women with a personal or 
family history of thyroid disorders. The authors wanted to investigate whether selecting a particular 
group of pregnant women was a good alternative for general screening.  
 
Design: Prospective single-centre cohort study. 
 
Methods: Thyroid function was assessed with measurements of serum TSH, FT4 and FT3 in 1560 
consecutive pregnant women during their first antenatal visit (median gestation time: 9 weeks). The 
presence of thyroid autoimmunity was assessed by the means of TPO-Ab in 1327 (85%) of them. The 
high risk group comprised 413 (26.5%) women and the low risk group 1147 (73.5%). 
 
Results: Forty (2.6%) of all investigated women had an increased serum TSH (> 4.2 mU/L). This 
prevalence was higher in the high-risk group (6.8%) versus that in the low-risk group (1%; 
p<0.0001). Presence of personal history of thyroid disease (R.R. = 12.2; p<0.0001), other 
autoimmune disorders (R.R. = 4.8; p=0.016), TPOAb (R.R. = 8.4; p<0.0001) and family history of 
thyroid disorders (R.R. = 3.4; p<0.0001) increased the risk of having a raised TSH. However, 12/40 
women (30%) with increased TSH were allocated to the ‘low-risk’ group. 
 
Conclusions: When screening for thyroid function was only performed in pregnant women with a high-
risk profile, about 30% of women with (subclinical) hypothyroidism were not diagnosed.  
 
   
 
COMMENT 
Maternal (subclinical) hypothyroidism 
during early pregnancy has been associated 
with impaired neuropsychological 
development of children, adverse outcomes 
such as premature birth, preeclampsia, 
breech delivery and increased fetal mortality. 
The presence of thyroid autoimmunity in 
euthyroid pregnant women is also a risk 

factor for (recurrent) first trimester 
miscarriages. Findings such as those listed 
above have lead to the proposal of 
systematically screening pregnant women 
for thyroid disorders. However before a 
screening program can be implemented, 
answers to some fundamental questions 
should be provided. Firstly, whether the 
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prevalence of thyroid disease during 
pregnancy is high enough? Secondly, what is 
the most reliable screening test? And thirdly, 
whether intervention strategies have been 
shown to be safe and effective in decreasing 
the negative consequences of thyroid 
disorders before and during pregnancy? A 
certain number of positive answers to these 
queries has been provided, but other 
questions remain unanswered. 
 
The frequency of hypothyroidism in 
pregnant women is sufficient (2-3%) to 
warrant screening by measurement of TSH 
and probably also thyroid antibodies (10-
20% during pregnancy). Similarly, an 
adverse impact of thyroid disorders on both 
the mother and fetus has clearly been 
documented. To date, only one randomized 
prospective intervention trial has been 
published, showing a significant decrease in 
the rate of spontaneous miscarriage and 
preterm delivery in euthyroid women with 
thyroid autoimmunity treated with l-
thyroxine since early gestation. However, 
universal screening cannot be recommended 
on the basis of a single trial. In 2005, an 
international committee was set up and 
proposed guidelines for “thyroid disorders 
and pregnancy” and targeted screening for 
women who are at an increased risk (for 
instance with diabetes) or having an active 
thyroid disease.  
 
The aim of present study was to investigate 
whether a group of pregnant women with 
thyroid disorders would be missed when 
screening only high-risk pregnant women. 
The answer to this question was positive, 
since the authors showed that although the 

prevalence of thyroid disorders was clearly 
higher in the high-risk group, about one-
third of women with subclinical 
hypothyroidism would be missed. In their 
article, the authors highlighted the notion 
that when trimester-specific references for 
TSH would be available (as they calculated 
them with a post-hoc analysis), the 
prevalence of increased TSH would even be 
higher in all pregnant women, even in the 
high-risk group. Applying references for 
FT4 adapted to pregnancy could also 
alleviate the dilemma on the women with a 
normal TSH and a low FT4. It should also be 
mentioned that TPO antibodies were 
measured, with an older agglutination kit. If 
a more recent test would have been used, the 
prevalence of thyroid autoimmunity would 
probably have been even higher in the high 
risk group (compared to the low risk group). 
Another remaining point of discussion 
concerns the optimal timing for screening, 
since changes in TPO occur due to 
immunological adaptations and serum TSH 
decreases in 20% of women at the end of the 
first trimester. Until properly randomized 
controlled trials, including a large number of 
pregnant women, show a beneficial impact 
of thyroxine treatment on the outcome of 
pregnancy, the discussion on the validity of 
screening will continue. 
 
In summary, when only screening for 
thyroid function in high-risk pregnant 
women, an important fraction of pregnant 
women with subclinical hypothyroidism 
would be missed. This could be only be 
resolved by screening all pregnant women. 
(Kris Poppe, M.D.; Ph.D.) 
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