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SUMMARY 

Context: Preterm delivery is the leading cause of perinatal morbidity and mortality in the US and its 
incidence is increasing. The article reviews the literature on the relationship between hypothyroidism 
and/or autoimmune thyroid disease with preterm delivery. 
  

Evidence Acquisition: A PUBMED search was utilized to identify all relevant articles. A reference 
search was undertaken of all retrieved articles, and all articles identified thereby were included in the 
present review. 
 

Evidence Synthesis: Uncontrolled case series were discussed in the article but not included in 
drawing conclusions from the literature. 
 
Conclusions: Hypothyroidism and autoimmune thyroid disease in euthyroid women are associated 
with preterm delivery. A single intervention trial has so far documented a dramatic decrease in the 
incidence of preterm delivery in women with thyroid autoantibodies who were treated by L-thyroxine. 
Confirmatory studies are needed before universal screening and intervention can be recommended. 
   
 
COMMENT 
Preterm delivery (PD) is a major cause of 
perinatal morbidity and mortality and 
seems to be on the increase. In the US, the 
incidence of PD has risen from 9.1% in 
1981 to 12.7% in 2005. 
Given the known impact of subclinical 
hypothyroidism (SCH) and autoimmune 
thyroid disease (AITD) on multiple aspects 
of maternal and fetal health, the author 
undertook a systematic analysis of the 
relationship between thyroid abnormalities 
and PD or low birth weight (LBW). 
A literature search identified a total of 13 
studies dealing with this topic. The first 
report goes back to almost 40 years ago 
(1969). Two older articles (by Montoro in 
1981 and Davis in 1988) lacked a control 
group for comparison. In a study by Leung 
et al. (1993), LBW was shown to be 
present in 22% of women with overt 
hypothyroidism (compared with only 6.8% 

in controls), but the study did not find a 
difference in the incidence of LBW in 
women with SCH.  
Four studies (published between 1994 & 
2006) evaluated the risk of PD in euthyroid 
women with AITD. Three out of four 
studies (originating from Belgium, 
Pakistan, & Italy) showed a negative 
impact of AITD on the risk of PD. The 
fourth study (from Japan) showed a slight 
but significant reduction in birth weight in 
antibody-positive women (but this study 
included measurements of 7 antibodies, 
among which thyroid Abs) (see Figure 
below). 
Five studies evaluated the outcome of 
pregnancy in women with hypothyroidism. 
They confirmed the existence of an 
association between hypothyroidism (even 
SCH) and adverse pregnancy outcomes, 
namely PD or very PD (i.e., before 32 wks) 
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or LBW. Finally to date, only one study 
has included an intervention trial, namely 
the administration of L-thyroxine to 
women with AITD in an Italian study by 
Roberto Negro (2006). This study showed 
a dramatic decrease in the rate of PD (from 
22% to 7%) in women with AITD who 
were treated early during gestation, 
compared with a control group of untreated 
women with AITD from the same cohort. 
In summary, and despite limitations of the 
present review due to obvious variability in 
study designs, Alex Stagnaro-Green came 
to the logical conclusion that the analysis 
of the 13 existing studies ‘creates a 

compelling argument in support’ of a 
relationship between PD/LBW and thyroid 
abnormalities. Association does not prove 
causality but, given the expanding 
literature defining the negative impact of 
hypothyroidism and AITD in euthyroid 
women, it is reasonable to assume that 
such a connection does exist. The need for 
further research is compelling and rendered 
particularly important (and urgent) because 
of the hotly debated issue of universal 
screening for thyroid abnormalities in 
pregnant women.  
(Daniel Glinoer, M.D.; Ph.D.) 

 
 
See Figure below 
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