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SUMMARY 

Objective: Thyroid dysfunction and the presence of thyroid antibodies increase the risk of infertility 
and miscarriage. The aim of the present study was to assess if patients with autoimmune thyroid 
disease (and normal thyroid function) undergoing assisted reproduction technologies (ART) are 
afflicted by poor pregnancy and/or delivery rate and if the outcome is conditioned by pre-ART thyroid 
status.  

Design: Retrospective study (January 2000 - January 2005). 
 
Methods: Women who underwent ART were tested for TSH, free T4 (FT4), thyroid peroxidase 
antibodies (TPO-Ab) before and during pregnancy. A total of 416 euthyroid women were selected; 42 
(10.1%) were TPO-Ab (+). Women >35 yr were excluded. The endpoints were pregnancy and 
delivery rates. 

Results: No differences in pregnancy and delivery rates were observed between women with and 
without antibodies. In TPO-Ab (+), women who failed to become pregnant or miscarried displayed 
higher TSH values before ART (2.8 mU/L) compared to the ones who delivered (1.6 mU/L; P = 
0.032) and compared to TPO-Ab (-) (1.1 mU/L; P = 0.018). 

Conclusions: In euthyroid women undergoing ART, the pregnancy and delivery rates are not 
affected by the presence of TPO-Ab. In TPO-Ab (+), high-normal TSH values are associated 
with an increased risk of unsuccessful pregnancy or a subsequent miscarriage. Further studies 
are required to ascertain possible benefits of L-T4 administration in such patients. 

   
 
COMMENT 
In this article, the authors point to the fact 
that the miscarriage rate was similar in 
infertile women with/without thyroid 
autoimmunity, but that an inadequate 
(high) serum TSH level - not only during - 
but already in the preconception phase was 
the main reason for an unsuccessful 
pregnancy and increased miscarriage rate. 
It was however in the group of women 
with TPO-Ab that the highest TSH and 

lowest FT4 levels were found subsequently 
during the pregnancy. The miscarriage rate 
was 24% in the TPO-Ab (+) group versus 
only 12% in the TPO-Ab (–) group, but the 
difference was not statistically significant. 
The reason was probably related due to the 
small number (only 5) of women in the 
TPO-Ab (–) group. 
Other studies have highlighted the 
association between thyroid autoimmunity 
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and miscarriage, and confirmed (by meta-
analysis) that the serum TSH level was 
significantly higher before pregnancy in 
women with TPO-Ab, compared with 
normal controls. Also, the age was often 
higher in women with TPO-Ab, compared 
with the controls. In the present study, only 
women below 35 years were included, and 
there was still an age difference between 
the women with TPO-Ab and controls: 
32.2 ± 1.4 versus 30.1 ± 1.9 years (P=NS). 
This article adds an argument in favour of 
using a lower serum TSH cut-off level (≤ 
2.5 mU/L). If such lower cut-off point was 
applied systematically, a woman with a 

serum TSH of 3 mU/L would be 
considered to be subclinically hypothyroid, 
and perhaps then also treated with l-T4 
independently of the presence of thyroid 
autoimmunity. By doing this, a “euthyroid 
antibody positive” entity would become a 
woman with a serum TSH of 1 mU/L (as 
an example) and the impact of such entity 
on the outcome of pregnancy would need 
to be completely reconsidered. 
To date the association between thyroid 
autoimmunity and miscarriage remains 
probably multi-factorial, as is miscarriage 
itself. 
(Kris Poppe, M.D.; Ph.D.) 
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