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1. Initiation timing effect of levothyroxine treatment on subclinical hypothyroidism in pregnancy 

Author(s): Zhao L.; Jiang G.; Tian X.; Zhang X.; Zhu T.; Chen B.; Wang Y.; Ma Q. 

Source: Gynecological Endocrinology; Oct 2018; vol. 34 (no. 10); p. 845-848 

Publication Date: Oct 2018 

Publication Type(s): Article 

Abstract:The aim of this study is to estimate the timing impact on levothyroxine replacement among 
pregnant women with subclinical hypothyroidism (SCH). Ninety-eight pregnant women diagnosed as 
SCH in the first trimester were randomly divided into three groups: Group A, instantly initiated 
levothyroxine after diagnosis; Group B, administrated treatment in the second trimester, and Group 
C, received no prescription. Incidence of pregnancy complications and pregnancy outcomes were 
compared among three groups and subgroup analysis were performed stratified with TPO status in 
Group B. Group A exhibited lower rate of pregnancy complications (9.7%) and adverse outcome 
(3.2%) than Group B (41.9% and 32.3%) and Group C (64.5% and 38.7%). But the late initiation 
treatment group shared a comparable complication and maternal outcome with untreated women 
(p =.075 and.596, respectively). After stratified with TPOAb status in Group B, TPOAb+ women 
experienced a remarkable lower complication (14.2%) and adverse outcome rate (7.1%) compared 
with negative subjects (64.7% and 45%, respectively). Our data suggest that levothyroxine 
administrated in the first trimester was associated with decreased risk of adverse obstetric event. 
Additionally, pregnant women with TPOAb positive could also benefit from thyroid hormone therapy 
even initiated in the second trimester.Copyright © 2018, © 2018 Informa UK Limited, trading as 
Taylor & Francis Group. 

Database: EMBASE 

 

 

 

 

 

 

 

 

 



2. Effect of levothyroxine supplementation on pregnancy outcomes in women with subclinical 
hypothyroidism and thyroid autoimmuneity undergoing in vitro fertilization/intracytoplasmic 
sperm injection: An updated meta-analysis of randomized controlled trials 11 Medical and Health 
Sciences 1114 Paediatrics and Reproductive Medicine 

Author(s): Rao M.; Zhao S.; Tang L.; Zeng Z. 

Source: Reproductive Biology and Endocrinology; Sep 2018; vol. 16 (no. 1) 

Publication Date: Sep 2018 

Publication Type(s): Article 

Available  at Reproductive Biology and Endocrinology -  from ProQuest (Hospital Premium Collection) 
- NHS Version  

Available  at Reproductive Biology and Endocrinology -  from BioMed Central  

Abstract:Background: Evidence suggests that subclinical hypothyroidism (SCH) and thyroid 
autoimmunity (TAI) are associated with adverse pregnancy outcomes. This systematic review and 
meta-analysis was conducted to determine whether levothyroxine (LT4) supplementation would 
improve pregnancy outcomes among infertile women with SCH and/or TAI who underwent in vitro 
fertilization (IVF) or intracytoplastic sperm injection (ICSI). Methods: We searched databases of 
PubMed, EMBASE, Web of Science, Cochrane Controlled Trials Register databases, and 
Clinicaltrials.gov up to April 2018 to identify eligible studies. Studies that focused on the treatment 
effect of LT4 on pregnancy outcomes of women with SCH and/or TAI who underwent IVF/ICSI were 
included in the data synthesis. We only included randomized controlled trials (RCTs). Relative risks 
(RR) and 95% confidence intervals (CI) were calculated using a random-effects model to assess the 
results of pregnancy outcomes, including clinical pregnancy rate, miscarriage rate, live birth rate and 
preterm birth rate. Results: Four published RCTs including 787 infertile couples undergoing IVF/ICSI 
were included in this meta-analysis. Notably, the study observed no significant associations of LT4 
treatment with the clinical pregnancy rate (RR = 1.46, 95% CI: 0.86-2.48), live birth rate (RR = 2.05, 
95% CI: 0.96-4.36), or preterm birth rate (RR = 1.13, 95% CI: 0.65-1.96). However, patients receiving 
LT4 supplementation had a significantly decreased miscarriage rate relative to those receiving a 
placebo or no treatment (RR = 0.51, 95% CI: 0.32-0.82). A further sub-group analysis showed that 
LT4 supplementation did not improve the miscarriage rates among patients with SCH (RR = 0.67, 
95% CI: 0.39-1.15) or TAI (RR = 0.28, 95% CI: 0.07-1.06). Conclusions: Given its potential to reduce 
the miscarriage rate, LT4 supplementation is recommended for infertile women with SCH and/or TAI 
who are undergoing IVF/ICSI. However, additional population-based RCTs are needed to confirm this 
recommendation.Copyright © 2018 The Author(s). 
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3. Subclinical Hypothyroidism in Women Planning Conception and During Pregnancy: Who Should 
Be Treated and How? 

Author(s): Maraka, Spyridoula; Singh Ospina, Naykky M; Mastorakos, George; O'Keeffe, Derek T 

Source: Journal of the Endocrine Society; Jun 2018; vol. 2 (no. 6); p. 533-546 

Publication Date: Jun 2018 

Publication Type(s): Journal Article Review 

PubMedID: 29850652 

Available  at Journal of the Endocrine Society -  from PubMed Central  

Abstract:Subclinical hypothyroidism (SCH), a mild form of hypothyroidism defined as elevated TSH 
with normal free thyroxine levels, is a common diagnosis among women of reproductive age. In 
some, but not all, studies, it has been associated with infertility, an increased risk of adverse 
pregnancy and neonatal outcomes, and possibly with an increased risk of neurocognitive deficits in 
offspring. Despite well-established recommendations on treatment of overt hypothyroid pregnant 
women, a consensus has not yet been reached on whether to treat women with SCH. This review 
focuses on examining the evidence informing the clinical strategy for using levothyroxine (LT4) in 
women with SCH during pregnancy and those who are planning conception. A crucial first step is to 
accurately diagnose SCH using the appropriate population-based reference range. For pregnant 
women, if this is unavailable, the recommended TSH upper normal limit cutoff is 4.0 mIU/L. There is 
evidence supporting a decreased risk for pregnancy loss and preterm delivery for pregnant women 
with TSH > 4.0 mIU/L receiving LT4 therapy. LT4 treatment has been associated with better 
reproductive outcomes in women with SCH undergoing artificial reproductive techniques, but not in 
those who are attempting natural conception. Thyroid function tests need to be repeated 
throughout pregnancy to monitor LT4 therapy. In addition to potential harms, LT4 contributes to 
treatment burden. During a consultation, clinicians and patients should engage in a careful 
consideration of the current evidence in the context of the patients' values and preferences to 
determine whether LT4 therapy initiation is the best next step. 
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4. The association between maternal subclinical hypothyroidism and growth, development, and 
childhood intelligence: A meta-analysis 

Author(s): Liu Y.; Chen H.; Jing C.; Li F. 

Source: JCRPE Journal of Clinical Research in Pediatric Endocrinology; Jun 2018; vol. 10 (no. 2); p. 
153-161 

Publication Date: Jun 2018 

Publication Type(s): Article 

Available  at Journal of Clinical Research in Pediatric Endocrinology -  from ProQuest (Hospital 
Premium Collection) - NHS Version  

Available  at Journal of Clinical Research in Pediatric Endocrinology -  from Europe PubMed Central - 
Open Access  

Abstract:Objective: To explore the association between maternal subclinical hypothyroidism (SCH) in 
pregnancy and the somatic and intellectual development of their offspring. Methods: Using RevMan 
5.3 software, a meta-analysis of cohort studies published from inception to May 2017, focusing on 
the association between maternal SCH in pregnancy and childhood growth, development and 
intelligence, was performed. Sources included the Cochrane Library, Pub-Med, Web of Science, 
China National Knowledge Infrastructure and Wan Fang Data. Results: Analysis of a total of 15 cohort 
studies involving 1.896 pregnant women with SCH revealed that SCH in pregnancy was significantly 
associated with the intelligence (p=0.0007) and motor development (p<0.00001) of the offspring. 
SCH was also significantly associated with the child's weight in four studies involving 222 women 
(p=0.02). Maternal SCH in pregnancy was identified as a risk factor for fetal growth restriction with a 
combined relative risk (RR) value of 2.4 [95% confidence interval (CI): 1.56, 3.7]. Meta-analysis of 10 
studies that provided numbers of preterm infants revealed a significant association between 
maternal SCH in pregnancy and premature delivery, with a combined RR of 1.96 (95% CI: 1.34, 2.88). 
There was a significant effect of maternal SCH in pregnancy on fetal distress in utero (p=0.003). 
Conclusion: Maternal SCH in pregnancy is associated with increased risk of adverse neonatal 
outcomes, including delayed intellectual and motor development, low birth weight, premature 
delivery, fetal distress and fetal growth restriction.Copyright © 2018 by Turkish Pediatric 
Endocrinology and Diabetes Society. 

Database: EMBASE 

 

 

 

 

 

 

 

 

 

 

 

 

 

http://gateway.proquest.com/openurl?ctx_ver=Z39.88-2004&res_id=xri:pqm&req_dat=xri:pqil:pq_clntid=31437&rft_val_fmt=ori/fmt:kev:mtx:journal&genre=article&issn=1308-5727&volume=10&issue=2&spage=153
http://europepmc.org/search?query=(DOI:10.4274/jcrpe.4931)


5. Management of Subclinical Hypothyroidism in Pregnancy: A Comment from the Italian Society 
of Endocrinology and the Italian Thyroid Association to the 2017 American Thyroid Association 
Guidelines-"The Italian Way" 

Author(s): Rotondi M.; Chiovato L.; Pacini F.; Bartalena L.; Vitti P. 

Source: Thyroid; May 2018; vol. 28 (no. 5); p. 551-555 

Publication Date: May 2018 

Publication Type(s): Review 

Abstract:The 2017 American Thyroid Association guidelines for the diagnosis and management of 
thyroid disease during pregnancy and the postpartum were published six years after the previous 
ones. They provide comprehensive clinical recommendations for the whole spectrum of thyroid 
diseases, as well as for optimal iodine intake during pregnancy, postpartum, and lactation. The 
present position statement mainly regards the recommended flow chart for therapeutic decision 
making in pregnant women being diagnosed with subclinical hypothyroidism. Here, we comment on 
the major biochemical and clinical situations and the corresponding therapeutic recommendations. 
In particular, we welcome the critical revision of the thyrotropin (TSH) reference range in pregnancy, 
and we agree that there is no need to treat thyroid peroxidase antibody-negative women with a 
serum TSH ranging from 2.5 muIU/mL to the upper limit of the reference range. This 
recommendation will hopefully reduce the huge proportion of healthy pregnant women in whom, 
according to the previous guidelines, levothyroxine therapy had to be initiated. On the other hand, 
we are concerned with the recommendation to only "consider treatment" in thyroid peroxidase 
antibody-negative pregnant women with a serum TSH ranging from the upper limit of the reference 
range to 10.0 muIU/mL. This is because thyroid antibodies may be falsely negative during gestation, 
and serum negative chronic autoimmune thyroiditis is a well-known clinical entity even outside 
pregnancy. Based on these and other arguments, we recommend treatment with levothyroxine in 
pregnant women with TSH levels ranging between the upper limit of the reference range and 10.0 
muIU/mL independently from their thyroid antibody status.Copyright © 2018, Mary Ann Liebert, Inc. 

Database: EMBASE 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 



6. Maternal thyroid hormone insufficiency during pregnancy and risk of neurodevelopmental 
disorders in offspring: A systematic review and meta-analysis 

Author(s): Thompson W.; Matthews J.; Thompson-Coon J.; Russell G.; Baragwanath G.; Vaidya B. 

Source: Clinical Endocrinology; Apr 2018; vol. 88 (no. 4); p. 575-584 

Publication Date: Apr 2018 

Publication Type(s): Article 

Available  at Clinical Endocrinology -  from Wiley Online Library Science , Technology and Medicine 
Collection 2017  

Abstract:Background: In the last 2 decades, several studies have examined the association between 
maternal thyroid hormone insufficiency during pregnancy and neurodevelopmental disorders in 
children and shown conflicting results. Aim: This systematic review aimed to assess the evidence for 
an association between maternal thyroid hormone insufficiency during pregnancy and 
neurodevelopmental disorders in children. We also sought to assess whether levothyroxine 
treatment for maternal thyroid hormone insufficiency improves child neurodevelopment outcomes. 
Methods: We performed systematic literature searches in MEDLINE, EMBASE, PSYCinfo, CINAHL, 
AMED, BNI, Cochrane, Scopus, Web of Science, GreyLit, Grey Source and Open Grey (latest search: 
March 2017). We also conducted targeted web searching and performed forwards and backwards 
citation chasing. Meta-analyses of eligible studies were carried out using the random-effects model. 
Results: We identified 39 eligible articles (37 observational studies and 2 randomized controlled 
trials [RCT]). Meta-analysis showed that maternal subclinical hypothyroidism and hypothyroxinaemia 
are associated with indicators of intellectual disability in offspring (odds ratio [OR] 2.14, 95% 
confidence interval [CI] 1.20 to 3.83, P =.01, and OR 1.63, 95% CI 1.03 to 2.56, P =.04, respectively). 
Maternal subclinical hypothyroidism and hypothyroxinaemia were not associated with attention 
deficit hyperactivity disorder, and their effect on the risk of autism in offspring was unclear. Meta-
analysis of RCTs showed no evidence that levothyroxine treatment for maternal hypothyroxinaemia 
or subclinical hypothyroidism reduces the incidence of low intelligence quotient in offspring. 
Limitations: Although studies were generally of good quality, there was evidence of heterogeneity 
between the included observational studies (I2 72%-79%). Conclusion: Maternal hypothyroxinaemia 
and subclinical hypothyroidism may be associated with intellectual disability in offspring. Currently, 
there is no evidence that levothyroxine treatment, when initiated 8- to 20-week gestation (mostly 
between 12 and 17 weeks), for mild maternal thyroid hormone insufficiency during pregnancy 
reduces intellectual disability in offspring.Copyright © 2018 The Authors. Clinical Endocrinology 
Published by John Wiley & Sons Ltd 
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7. Identifying and treating subclinical thyroid dysfunction in pregnancy: emerging controversies. 

Author(s): Velasco, Inés; Taylor, Peter 

Source: European journal of endocrinology; Jan 2018; vol. 178 (no. 1); p. D1 

Publication Date: Jan 2018 

Publication Type(s): Journal Article Review 

PubMedID: 29070512 

Available  at European Journal of Endocrinology -  from Unpaywall  

Abstract:Thyroid hormones are essential for an adequate growth and development of the fetus. In 
addition to the classical association between maternal hypothyroidism and neurological impairment 
in the progeny, other adverse reproductive events have been associated with maternal thyroid 
dysfunction including infertility, miscarriage and preterm delivery. Although all scientific societies 
endorse the treatment of overt hypothyroidism; the management and/or treatment of subclinical 
hypothyroidism, hypothyroxinemia or antithyroid antibody-positive women should be considered 
with caution. Important trials have found no clear benefit of treatment of subclinical hypothyroidism 
in terms of cognitive outcomes; however, other interventional studies appear to reduce some of the 
obstetric and perinatal complications. As a result, the dilemma between universal screening or 
selective screening of women at high risk of thyroid dysfunction during pregnancy remains 
unresolved. Despite this, levothyroxine is also now regularly prescribed by gynaecologists and 
centres for reproductive medicine. In this context, there is increasing concern regarding the risk of 
over diagnosis and subsequent potential overtreatment. Taken together, we need to reconsider how 
thyroid dysfunction should be identified in pregnant women and highlight the arguments for and 
against the use of levothyroxine in obstetric practices. Our main findings: the mismatch between the 
guidelines recommendations and the use of LT4 in clinical settings as well as the disparity of criteria 
between scientific societies from different medical specialties. In conclusion, it is essential to reach 
agreements between both endocrinologists and obstetricians. 
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8. Beneficial Effects on Pregnancy Outcomes of Thyroid Hormone Replacement for Subclinical 
Hypothyroidism. 

Author(s): Blumenthal, Norman J; Eastman, Creswell J 

Source: Journal of thyroid research; 2017; vol. 2017 ; p. 4601365 

Publication Date: 2017 

Publication Type(s): Journal Article 

PubMedID: 28286688 

Available  at Journal of Thyroid Research -  from Europe PubMed Central - Open Access  

Abstract:Background. Hypothyroidism and raised thyroid antibody levels have been associated with 
adverse obstetrical outcomes. Several studies have investigated causal associations, but results have 
been inconsistent and few studies have reported the effects of thyroxine replacement therapy on 
pregnancy outcomes in hypothyroid patients. Objective. The primary study objective was to 
determine the outcome of pregnancies in women diagnosed with overt and subclinical 
hypothyroidism (SCH) (serum TSH > 2.5 mIU/L) and those with elevated circulating thyroid 
autoantibody levels in the first trimester of pregnancy and after the institution of appropriate 
thyroxine replacement therapy to maintain the serum TSH ≤ 2.5 mIU/L. Study Design. This 
prospective observational study was undertaken between 2013 and 2016. Blood samples were taken 
from 1025 women at presentation for thyroid stimulating hormone (TSH), anti-thyroglobulin 
antibodies (TGAb), and thyroid peroxidase antibodies (TPOAb). Those with a TSH > 2.5 mIU/L were 
treated with thyroxine and managed appropriately to ensure that the TSH was maintained 
≤2.5 mIU/L. Outcomes in these patients were compared to those in euthyroid patients. Maternal 
antenatal complications and perinatal outcomes were recorded. Results. There were a total of 1025 
patients of whom 382 (37.5%) were nulliparous. 10.1% had a TSH level > 2.5 mIU/L and 18.2% had at 
least one raised thyroid antibody level. No differences in adverse outcomes of pregnancy were 
evident in women treated for SCH or overt hypothyroidism compared to the euthyroid group. There 
was also no association between raised thyroid antibodies and adverse pregnancy outcomes in 
either group. Conclusion. There were no adverse outcomes of pregnancy found in pregnant women 
who had been diagnosed and treated with thyroxine for SCH at the time of presentation when 
compared to euthyroid patients. There was also no relationship with thyroid antibodies and adverse 
pregnancy outcomes in the two groups. It is not possible to unequivocally advocate for thyroxine 
replacement in pregnant women with subclinical and overt hypothyroidism until large scale 
randomized controlled trials are performed. 
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9. Subclinical hypothyroidism in pregnancy; is there a need for pharmacological intervention? 

Author(s): Hebbar S.; Kumar S.; Amin S.; Doizode S. 

Source: International Journal of Pharmacy and Pharmaceutical Sciences; 2017; vol. 9 (no. 3); p. 186-
191 

Publication Date: 2017 

Publication Type(s): Article 

Available  at International Journal of Pharmacy and Pharmaceutical Sciences -  from Free Medical 
Journals . com  

Abstract:Objective: To find the prevalence of subclinical hypothyroidism in the first trimester of 
pregnancy and to compare the maternal and perinatal outcome in them with euthyroid mothers. 
Methods: The present study was a prospective observational case-control study done in a tertiary 
hospital over the period of one and half years. Pregnant women in the first trimester of pregnancy 
were tested for Thyroid Stimulating Hormone (TSH) levels and those who had TSH>2.5mIU/l, free T3 
and free T4 estimation was carried out on the same sample. A total of 171 women could be followed 
up till delivery and their first-trimester thyroid profile was available for analysis. They were grouped 
into two groups, Group 1: all women with TSH level>2.5 mIU/l, considered to be hypothyroid (n=79), 
Group 2: women with euthyroid status with TSH levels 0.1 to 2.5 mIU/l (n=95). All the neonates 
delivered in the first group had cord blood TSH estimation. Results: In the study period, there were 
2632 deliveries. The number of pregnant women with first trimester TSH levels>2.5 mIU/l were 79, 
giving the prevalence rate of 3 % for subclinical hypothyroidism during pregnancy. The obstetric 
complications observed were gestational hypertension 3.8%, gestational diabetes 6.3%, placenta 
praevia1.3% and preterm delivery 7.6%. The perinatal complications included Intrauterine growth 
restriction (IUGR) 1.3%, Low Birth Weight (LBW) 3.8%, perinatal asphyxia 2.5% and neonatal 
hypothyroidism 1.3%. Only preterm delivery appeared to be significantly associated with subclinical 
hypothyroidism. Conclusion: The observed complication rates were much similar, in fact, lesser with 
gestational diabetes, pregnancy hypertension, IUGR, LBW compared to global and Indian prevalence 
rates. This indicates that the cut-off for diagnosing subclinical hypothyroidism should be derived 
from TSH assays from the local geographic population and should guide the treating physician to 
establish appropriate TSH ranges where definite therapeutic intervention is required to improve the 
maternal and foetal outcome.Copyright © 2016 The Authors. 
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10. Thyroid disease in pregnancy: new insights in diagnosis and clinical management. 

Author(s): Korevaar, Tim I M; Medici, Marco; Visser, Theo J; Peeters, Robin P 

Source: Nature reviews. Endocrinology; Oct 2017; vol. 13 (no. 10); p. 610-622 

Publication Date: Oct 2017 

Publication Type(s): Comparative Study Journal Article Review 

PubMedID: 28776582 

Available  at Nature reviews. Endocrinology -  from ProQuest (Hospital Premium Collection) - NHS 
Version  

Abstract:Adequate thyroid hormone availability is important for an uncomplicated pregnancy and 
optimal fetal growth and development. Overt thyroid disease is associated with a wide range of 
adverse obstetric and child development outcomes. An increasing number of studies now indicate 
that milder forms of thyroid dysfunction are also associated with these adverse pregnancy 
outcomes. The definitions of both overt and subclinical thyroid dysfunction have changed 
considerably over the past few years, as new data indicate that the commonly used fixed upper 
limits of 2.5 mU/l or 3.0 mU/l for thyroid-stimulating hormone (TSH) are too low to define an 
abnormal thyroid function. Furthermore, some studies now show that the reference ranges are not 
necessarily the best cut-off for identifying pregnancies at high risk of adverse outcomes. In addition, 
data suggest that thyroid peroxidase autoantibody positivity and high or low concentrations of 
human chorionic gonadotropin seem to have a more prominent role in the interpretation of thyroid 
dysfunction than previously thought. Data on the effects of thyroid disease treatment are lacking, 
but some studies indicate that clinicians should be aware of the potential for overtreatment with 
levothyroxine. Here, we put studies from the past decade on reference ranges for TSH, determinants 
of thyroid dysfunction, risks of adverse outcomes and options for treatment into perspective. In 
addition, we provide an overview of the current views on thyroid physiology during pregnancy and 
discuss strategies to identify high-risk individuals who might benefit from levothyroxine treatment. 
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11. The relation of maternal hypothyroidism and hypothyroxinemia during pregnancy on preterm 
birth: An updated systematic review and meta-analysis 

Author(s): Nasirkandy M.P.; Abbasalizadeh S.; Badfar G.; Shohani M.; Rahmati S.; Azami M.; 
Yektakooshali M.H.; Soleymani A. 

Source: International Journal of Reproductive BioMedicine; Sep 2017; vol. 15 (no. 9); p. 543-552 

Publication Date: Sep 2017 

Publication Type(s): Review 

Available  at International journal of reproductive biomedicine (Yazd, Iran) -  from Europe PubMed 
Central - Open Access  

Abstract:Background: The clinical consequences of hypothyroidism and hypothyroxinemia during 
pregnancy such as preterm birth are not still clear. Objective: The aim of this meta-analysis was to 
estimate the relation of clinical and subclinical hypothyroidism and hypothyroxinemia during 
pregnancy and preterm birth. Materials and Methods: In this meta-analysis, Preferred Reporting 
Items for Systematic review and Meta-Analysis were utilized. Searching the 83Tcohort studies83T 
were done by two researchers independently without any restrictions on Scopus, PubMed, Science 
Direct, Embase, Web of Science, CINAHL, Cochrane, EBSCO and Google Scholar databases up to 
2017. The heterogeneity of the studies was checked by the Cochran's Q test and IP2P index. Both 
random and fixed-effects models were used for combining the relative risk and 95% confidence 
intervals. Data were analyzed using Comprehensive Meta-Analysis software version 2. Results: 

http://gateway.proquest.com/openurl?ctx_ver=Z39.88-2004&res_id=xri:pqm&req_dat=xri:pqil:pq_clntid=31437&rft_val_fmt=ori/fmt:kev:mtx:journal&genre=article&issn=1759-5037&volume=13&issue=10&spage=610
http://europepmc.org/search?query=(DOI:10.29252/ijrm.15.9.543)


Twenty-three studies were included in the meta-analysis. The relative risks of the clinical 
hypothyroidism, subclinical hypothyroidism and hypothyroxinemia during pregnancy on preterm 
birth was estimated 1.30 (95% CI: 1.05-1.61, p=0.013, involving 20079 cases and 2452817 controls), 
1.36 (95% CI: 1.09-1.68, p=0.005, involving 3580 cases and 64885 controls) and 1.31 (95% CI: 1.04-
1.66, p=0.020, involving 1078 cases and 44377 controls), respectively. Conclusion: The incidence of 
preterm birth was higher among mothers with clinical and subclinical hypothyroidism or 
hypothyroxinemia during pregnancy compared to euthyroid mothers, and these relations were 
significant. Therefore, 83Tgynecologists and endocrinologists83T should manage these patients to 
control the incidence of 83Tadverse pregnancy outcomes such as preterm birth.Copyright © 2017, 
Research and Clinical Center for Infertitlity. All rights reserved. 
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12. Impact of borderline-subclinical hypothyroidism on subsequent pregnancy outcome in women 
with unexplained recurrent pregnancy loss 

Author(s): Uchida S.; Maruyama T.; Kagami M.; Miki F.; Hihara H.; Katakura S.; Yoshimasa Y.; Masuda 
H.; Uchida H.; Tanaka M. 

Source: Journal of Obstetrics and Gynaecology Research; Jun 2017; vol. 43 (no. 6); p. 1014-1020 

Publication Date: Jun 2017 

Publication Type(s): Article 

PubMedID: 28621046 

Available  at Journal of Obstetrics and Gynaecology Research -  from Wiley Online Library Science , 
Technology and Medicine Collection 2017  

Abstract:Aim: Because subclinical hypothyroidism (thyroid-stimulating hormone [TSH] > 4.5 IU/mL) 
is associated with adverse pregnancy outcome, including early pregnancy loss, TSH is recommended 
to be titrated to <=2.5 mIU/L in levothyroxine-treated women before pregnancy. The purpose of this 
study was to determine whether borderline-subclinical hypothyroidism (borderline-SCH; 2.5 < TSH 
<= 4.5 IU/mL) affects the outcome of subsequent pregnancies in women with unexplained recurrent 
pregnancy loss (uRPL). Methods: After workup for antinuclear antibody (ANA), anti-phospholipid 
syndrome, thrombophilia, uterine abnormalities, hormone disorders, and/or chromosomal 
abnormalities, 317 women with a history of uRPL were enrolled. The women were classified into two 
groups: borderline-SCH, and euthyroidism (0.3 <= TSH <= 2.5 IU/mL). All women had normal serum 
free thyroxine (T4) and did not receive levothyroxine before or during the subsequent pregnancy. 
Results: There were no significant differences in age, number of previous pregnancy losses, number 
of live births, or body mass index between the borderline-SCH (n = 56) and the euthyroid (n = 261) 
groups, but the rate of ANA positivity differed significantly (53.6% vs 33.7%, respectively; P = 0.005). 
The subsequent pregnancy rate did not differ between the two groups (55.4%, 31/56 vs 51.3%, 
134/261, respectively). The pregnancy loss rate (<22 weeks of gestation) tended to be higher in the 
borderline-SCH than the euthyroid group (29.0%, 9/31 vs 17.9%, 24/134), although not significantly 
so (P = 0.16). Conclusions: Although some subset of uRPL is though to be due to as-yet-unidentified 
cause(s), borderline-SCH is unlikely to be involved in uRPL.Copyright © 2017 Japan Society of 
Obstetrics and Gynecology 
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13. Is there an association between subclinical hypothyroidism and preterm uterine contractions? 
A prospective observational study. 

Author(s): Nassie, Daniel I; Ashwal, Eran; Raban, Oded; Ben-Haroush, Avi; Wiznitzer, Arnon; Yogev, 
Yariv; Aviram, Amir 

Source: The journal of maternal-fetal & neonatal medicine : the official journal of the European 
Association of Perinatal Medicine, the Federation of Asia and Oceania Perinatal Societies, the 
International Society of Perinatal Obstetricians; Apr 2017; vol. 30 (no. 8); p. 881-885 

Publication Date: Apr 2017 

Publication Type(s): Journal Article Observational Study 

PubMedID: 27188384 

Abstract:OBJECTIVETo investigate the association between subclinical hypothyroidism and preterm 
contractions.METHODSProspective observational study among women at 23 + 0/7 and 34 + 6/7 
weeks of gestation, with no known thyroid function abnormality, and preterm uterine contractions 
(PTC). All patients underwent laboratory evaluation of Thyroid Stimulating Hormone (TSH) and Free 
Thyroxin (FT4). Patients with and without PTC were compared.RESULTSNo association was found 
between PTC and subclinical hypothyroidism. Rate of spontaneous preterm delivery (PTD) was 
comparable between women with abnormal and normal thyroid function tests. Excluding indicated 
PTD, patients in the study group had a higher rate of spontaneous PTD (24.7% versus 9.6%, p = 0.03). 
Patients with past PTD and preterm contractions had higher rates of hypothyroxinemia compared 
with patients without past PTD (54.6% versus 19.0% and 31.2%, p = 0.001), and patients with past 
PTD (regardless of the presence or absence of PTC) had higher rate of subclinical hypothyroidism 
compared with patients with PTC and without PTD (59.1% and 66.7% versus 31.6%, 
p = 0.017).CONCLUSIONSNo association was found between PTC and subclinical hypothyroidism in 
the entire cohort, except for patients with preterm contractions and a history of past PTD. This 
specific group of patients might benefit from thyroid function evaluation. 
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14. Patients with subclinical hypothyroidism before 20 weeks of pregnancy have a higher risk of 
miscarriage: A systematic review and meta-analysis 

Author(s): Zhang Y.; Wang H.; Pan X.; Teng W.; Shan Z. 

Source: PLoS ONE; Apr 2017; vol. 12 (no. 4) 

Publication Date: Apr 2017 

Publication Type(s): Article 

PubMedID: 28414788 

Available  at PLoS ONE -  from Europe PubMed Central - Open Access  

Abstract:Objective: To evaluate the relationship between subclinical hypothyroidism (SCH) and the 
risk of miscarriage before 20 weeks of pregnancy. Methods: Literature databases were searched, 
including the PubMed, Web of Science, Embase and Cochrane databases, from January 1, 1980, to 
December 31, 2015. The following search terms were used: subclinical hypothyroidism, 
hypothyroidism, thyroid dysfunction, thyroid hypofunction, subclinical thyroid disease, thyroid 
dysfunction, pregnancy loss, abortion and miscarriage. Studies comparing the prevalence of 
miscarriage in pregnant women with SCH with those who were euthyroid were selected. From the 
studies matched, the relative risk (RR) and corresponding 95% confidence interval (95% CI) were 
calculated to yield outcomes. All the statistical analyses were performed using Review Manager 
(Revman) Version 5.3 and Stata Version 12.0 software. The publication bias of the studies was 
assessed by forest plot and Begg's test, while the stability of the results was evaluated by sensitivity 
analysis. Results: Nine articles satisfying the inclusion criteria were analysed. Compared to euthyroid 
pregnant women, patients with non-treated SCH had a higher prevalence of miscarriage (RR = 1.90, 
95% CI1.59-2.27, P<0.01). Additionally, SCH patients in the international diagnostic criteria group 
were more likely to suffer miscarriages than those in the ATA diagnostic criteria group (chi2 = 
11.493, P<0.01). Moreover, there was no difference between patients with treated SCH and 
euthyroid women (RR = 1.14, 95% CI0.82-1.58, P = 0.43). Compared to isolated SCH women, the 
miscarriage risk of SCH patients with thyroid autoimmunity (TAI) was obviously higher (RR = 2.47, 
95% CI1.77-3.45, P<0.01), and isolated SCH patients also had a higher prevalence of miscarriages 
than euthyroid women (RR = 1.45, 95% CI1.07-1.96, P = 0.02).A heterogeneity test, forest plot and 
Begg's test suggested that there was no significant heterogeneity or publication bias among the 
included articles, while the result of sensitivity analysis showed that our study exhibited high 
stability. Conclusion: SCH is a risk factor for miscarriage in women before 20 weeks of pregnancy, 
and early treatments can reduce the miscarriage rate. Regardless of the diagnostic criteria used, the 
miscarriage rate increased as long as a pregnant woman was confirmed to have SCH. The results 
show that the omission diagnostic rate may increase when the ATA diagnostic criteria are used. In 
addition, SCH patients with TAI have a higher prevalence of miscarriage, while isolated SCH patients 
also have a higher miscarriage rate than euthyroid women. Thus, we recommend early treatments 
to avoid adverse pregnancy outcomes and complications.Copyright © 2017 Zhang et al. This is an 
open access article distributed under the terms of the Creative Commons Attribution License, which 
permits unrestricted use, distribution, and reproduction in any medium, provided the original author 
and source are credited. 
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15. Treatment of Subclinical Hypothyroidism or Hypothyroxinemia in Pregnancy. 
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Available  at The New England Journal of Medicine -  from Massachusetts Medical Society Please 
select  ''Login via Athens or your institution'' and enter your OpenAthens username and password.  

Available  at The New England Journal of Medicine -  from ProQuest (Hospital Premium Collection) - 
NHS Version  

Available  at The New England Journal of Medicine -  from PubMed Central  

Abstract:BACKGROUNDSubclinical thyroid disease during pregnancy may be associated with adverse 
outcomes, including a lower-than-normal IQ in offspring. It is unknown whether levothyroxine 
treatment of women who are identified as having subclinical hypothyroidism or hypothyroxinemia 
during pregnancy improves cognitive function in their children.METHODSWe screened women with 
a singleton pregnancy before 20 weeks of gestation for subclinical hypothyroidism, defined as a 
thyrotropin level of 4.00 mU or more per liter and a normal free thyroxine (T4) level (0.86 to 1.90 ng 
per deciliter [11 to 24 pmol per liter]), and for hypothyroxinemia, defined as a normal thyrotropin 
level (0.08 to 3.99 mU per liter) and a low free T4 level (<0.86 ng per deciliter). In separate trials for 
the two conditions, women were randomly assigned to receive levothyroxine or placebo. Thyroid 
function was assessed monthly, and the levothyroxine dose was adjusted to attain a normal 
thyrotropin or free T4 level (depending on the trial), with sham adjustments for placebo. Children 
underwent annual developmental and behavioral testing for 5 years. The primary outcome was the 
IQ score at 5 years of age (or at 3 years of age if the 5-year examination was missing) or death at an 
age of less than 3 years.RESULTSA total of 677 women with subclinical hypothyroidism underwent 
randomization at a mean of 16.7 weeks of gestation, and 526 with hypothyroxinemia at a mean of 
17.8 weeks of gestation. In the subclinical hypothyroidism trial, the median IQ score of the children 
was 97 (95% confidence interval [CI], 94 to 99) in the levothyroxine group and 94 (95% CI, 92 to 96) 
in the placebo group (P=0.71). In the hypothyroxinemia trial, the median IQ score was 94 (95% CI, 91 
to 95) in the levothyroxine group and 91 (95% CI, 89 to 93) in the placebo group (P=0.30). In each 
trial, IQ scores were missing for 4% of the children. There were no significant between-group 
differences in either trial in any other neurocognitive or pregnancy outcomes or in the incidence of 
adverse events, which was low in both groups.CONCLUSIONSTreatment for subclinical 
hypothyroidism or hypothyroxinemia beginning between 8 and 20 weeks of gestation did not result 
in significantly better cognitive outcomes in children through 5 years of age than no treatment for 
those conditions. (Funded by the Eunice Kennedy Shriver National Institute of Child Health and 
Human Development and the National Institute of Neurological Disorders and Stroke; 
ClinicalTrials.gov number, NCT00388297 .). 
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Abstract:Background: Thyroid disease in pregnancy is a common clinical problem. Since the 
guidelines for the management of these disorders by the American Thyroid Association (ATA) were 
first published in 2011, significant clinical and scientific advances have occurred in the field. The aim 
of these guidelines is to inform clinicians, patients, researchers, and health policy makers on 
published evidence relating to the diagnosis and management of thyroid disease in women during 
pregnancy, preconception, and the postpartum period. Methods: The specific clinical questions 
addressed in these guidelines were based on prior versions of the guidelines, stakeholder input, and 
input of task force members. Task force panel members were educated on knowledge synthesis 
methods, including electronic database searching, review and selection of relevant citations, and 
critical appraisal of selected studies. Published English language articles were eligible for inclusion. 
The American College of Physicians Guideline Grading System was used for critical appraisal of 
evidence and grading strength of recommendations. The guideline task force had complete editorial 
independence from the ATA. Competing interests of guideline task force members were regularly 
updated, managed, and communicated to the ATA and task force members. Results: The revised 
guidelines for the management of thyroid disease in pregnancy include recommendations regarding 
the interpretation of thyroid function tests in pregnancy, iodine nutrition, thyroid autoantibodies 
and pregnancy complications, thyroid considerations in infertile women, hypothyroidism in 
pregnancy, thyrotoxicosis in pregnancy, thyroid nodules and cancer in pregnant women, fetal and 
neonatal considerations, thyroid disease and lactation, screening for thyroid dysfunction in 
pregnancy, and directions for future research. Conclusions: We have developed evidence-based 
recommendations to inform clinical decision-making in the management of thyroid disease in 
pregnant and postpartum women. While all care must be individualized, such recommendations 
provide, in our opinion, optimal care paradigms for patients with these disorders.© Copyright 2017, 
American Thyroid Association Mary Ann Liebert, Inc. 
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Gutierrez, Rene; Coddington, Charles C; Stan, Marius N; Brito, Juan P; Montori, Victor M 
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Abstract:OBJECTIVE To estimate the effectiveness and safety of thyroid hormone treatment among 
pregnant women with subclinical hypothyroidism.DESIGN Retrospective cohort study.SETTING Large 
US administrative database between 1 January 2010 and 31 December 2014.PARTICIPANTS 5405 
pregnant women with subclinical hypothyroidism, defined as untreated thyroid stimulating hormone 
(TSH) concentration 2.5-10 mIU/L.EXPOSURE Thyroid hormone therapy.MAIN OUTCOME 
MEASURE Pregnancy loss and other pre-specified maternal and fetal pregnancy related adverse 
outcomes.RESULTS Among 5405 pregnant women with subclinical hypothyroidism, 843 with a mean 
pre-treatment TSH concentration of 4.8 (SD 1.7) mIU/L were treated with thyroid hormone and 4562 
with a mean baseline TSH concentration of 3.3 (SD 0.9) mIU/L were not treated (P<0.01). Pregnancy 
loss was significantly less common among treated women (n=89; 10.6%) than among untreated 
women (n=614; 13.5%) (P<0.01). Compared with the untreated group, treated women had lower 
adjusted odds of pregnancy loss (odds ratio 0.62, 95% confidence interval 0.48 to 0.82) but higher 
odds of preterm delivery (1.60, 1.14 to 2.24), gestational diabetes (1.37, 1.05 to 1.79), and pre-
eclampsia (1.61, 1.10 to 2.37); other pregnancy related adverse outcomes were similar between the 
two groups. The adjusted odds of pregnancy loss were lower in treated women than in untreated 
women if their pre-treatment TSH concentration was 4.1-10 mIU/L (odds ratio 0.45, 0.30 to 0.65) but 
not if it was 2.5-4.0 mIU/L (0.91, 0.65 to 1.23) (P<0.01).CONCLUSION Thyroid hormone treatment 
was associated with decreased risk of pregnancy loss among women with subclinical 
hypothyroidism, especially those with pre-treatment TSH concentrations of 4.1-10 mIU/L. However, 
the increased risk of other pregnancy related adverse outcomes calls for additional studies 
evaluating the safety of thyroid hormone treatment in this patient population. 
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18. The effects of screening and intervention of subclinical hypothyroidism on pregnancy 
outcomes: a prospective multicenter single-blind, randomized, controlled study of thyroid 
function screening test during pregnancy. 

Author(s): Ma, Liangkun; Qi, Hong; Chai, Xiaofeng; Jiang, Fang; Mao, Su; Liu, Juntao; Zhang, Shaoqin; 
Lian, Xiaolan; Sun, Xiujing; Wang, Danhua; Ren, Jie; Yan, Qi 

Source: The journal of maternal-fetal & neonatal medicine : the official journal of the European 
Association of Perinatal Medicine, the Federation of Asia and Oceania Perinatal Societies, the 
International Society of Perinatal Obstetricians; 2016; vol. 29 (no. 9); p. 1391-1394 

Publication Date: 2016 

Publication Type(s): Research Support, Non-u.s. Gov't Randomized Controlled Trial Multicenter 
Study Journal Article 

PubMedID: 26181769 

Abstract:PURPOSETo evaluate the effect of subclinical hypothyroidism (SCH) screening and 
intervention on pregnancy outcomes and explore the significance of thyroid function during early 
pregnancy.METHODSPregnant women were recruited from Peking Union Medical College Hospital 
(screening group for measuring thyroid function and thyroid antibody in early pregnancy) and 
Haidian Maternal & Child Health Hospital (control group whose serum was stored and measured 
shortly after delivery) from July 2011 to December 2012. Thyrotropin levels 2.5-10 mIU/L and free T4 
levels in normal range were considered SCH. Some of the screening group were treated with 
levothyroxine and adjusted. The others did not take medicine but kept a regular follow-up visit to 
doctors after antenatal clinic. The pregnancy outcomes and complications were 
compared.RESULTS1671 women (675 in screening group and 996 in control group) were recruited. 
419 (167 from screening group) women was diagnosed as SCH. In screening group, 105 SCH and 4 
hypothyroid women received thyroid hormone replacement therapy. The miscarriage and fetal 
macrosomia risks were lower, and cesarean was higher in screening group than 
control.CONCLUSIONScreening and intervention of SCH can significantly reduce the incidence rate of 
miscarriage. 
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19. Subclinical hypothyroidism with preeclampsia 

Author(s): Sadiq A.M.; Yousif M.G.; Mohammed F.A.; Aladly S.H.; Hameed H.H. 

Source: Research Journal of Pharmaceutical, Biological and Chemical Sciences; 2016; vol. 7 (no. 3); p. 
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Publication Date: 2016 

Publication Type(s): Article 

Abstract:Preeclampsia is a multi-systemic disorder, unique to pregnancy, that may complicate 5-10% 
of all pregnancies. It has a multi factorial theories regarding its etiology that is why it can affect many 
organs in the body including thyroid gland. Hypothyroidism Complicates 1% of pregnancies, most 
commonly due to iodine deficiency so it is more likely to occur in women in areas of endemic iodine 
deficiency or Hashimoto's thyroiditis in developed world. Subclinical hypothyroidism is an entity 
when thyroid function is only mildly affected, indicated by normal level of thyroxin and elevation of 
TSH. This cross-sectional study was carried out in AL-Zahra maternity and pediatric teaching hospital 
in AL-NAJAF city during the period between 1st of May, to 10th of October 2015. The patients were 
recruited from Labor room as a total of 128 patients (30 with no history of hypertension, 45severe 
preeclampsia, 53 mild preeclampsia). For each patient proper history was taken regarding age, 
gestational age, parity, previous history of thyroid disorder, current history of hypertension and past 
medical history. The participants were divided into 3 groups with (no, mild, and severe) PE. There 



was no statistically significant difference among groups regarding age, gestational age (P > 
0.001)while the difference was significant difference among them in relation to Systolic BP, Diastolic 
BP, BMI, Platelet, SGOT, SGPT, B. urea, S. uric acid and S. Creatinine (P < 0.001). Highly significant 
difference in weight of neonate and APGAR score was observed among women with high TSH than 
women with normal TSH (P value < 0.001). The level of TSH is increasing significantly with increasing 
maternal age and with increasing severity of PE (P < 0.001). The 3 groups showed no statistically 
significant difference in the level of free T4. It was observed that there was strong association 
between high TSH level and development of PE (100% association). Cases with severe PE were found 
to be associated with subclinical hypothyroidism(elevated TSH level) rather than mild 
cases.Copyright © 2010 RJPBCS. 
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experienced unexplained recurrent miscarriage? 
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Source: Reproductive biomedicine online; Dec 2016; vol. 33 (no. 6); p. 745-751 

Publication Date: Dec 2016 

Publication Type(s): Journal Article 

PubMedID: 27720162 

Abstract:Thyroid disorders have been associated with recurrent miscarriage. Little evidence is 
available on the influence of subclinical hypothyroidism on live birth rates. In this cohort study, 
women who had experienced miscarriage and subclinical hypothyroidism (defined as thyroid-
stimulating hormone >97.5th percentile mU/l with a normal thyroxine level) were investigated; the 
control group included women who had experienced recurrent miscarriage and normal thyroid 
function. Multivariable logistic regression was used to investigate the association of subclinical 
hypothyroidism. Data were available for 848 women; 20 (2.4%) had subclinical hypothyroidism; 818 
women (96%) had euthyroidism; and 10 (1.2%) had overt hypothyroidism. The live birth rate was 
45% in women with subclinical hypothyroidism and 52% in euthyroid women (OR 0.69, 95% CI 0.28 
to 1.71). The ongoing pregnancy rate was 65% versus 69% (OR 0.82, 95% CI 0.32 to 2.10) and the 
miscarriage rate was 35% versus 28% (OR 1.43, 95% CI 0.56 to 3.68), respectively. No differences 
were found when thyroid stimulating hormone 2.5 mU/l was used as cut-off level to define 
subclinical hypothyroidism. In women with unexplained miscarriage, no differences were found in 
live birth, ongoing pregnancy and miscarriage rates between women with subclinical hypothyroidism 
and euthyroid women. 
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21. Benign thyroid disease in pregnancy: A state of the art review 
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Abstract:Thyroid dysfunction is the commonest endocrine disorder in pregnancy apart from 
diabetes. Thyroid hormones are essential for fetal brain development in the embryonic phase. 
Maternal thyroid dysfunction during pregnancy may have significant adverse maternal and fetal 
outcomes such as preterm delivery, preeclampsia, miscarriage and low birth weight. In this review 
we discuss the effect of thyroid disease on pregnancy and the current evidence on the management 
of different thyroid conditions in pregnancy and postpartum to improve fetal and neonatal 
outcomes, with special reference to existing guidelines on the topic which we dissect, critique and 
compare with each other. Overt hypothyroidism and hyperthyroidism should be treated 
appropriately in pregnancy, aiming to maintain euthyroidism. Subclinical hypothyroidism is often 
pragmatically treated with levothyroxine, although it has not been definitively proven whether this 
alters maternal or fetal outcomes. Subclinical hyperthyroidism does not usually require treatment 
and the possibility of non-thyroidal illness or gestational thyrotoxicosis should be considered. 
Autoimmune thyroid diseases tend to improve during pregnancy but commonly flare-up or emerge 
in the post-partum period. Accordingly, thyroid auto-antibodies tend to decrease with pregnancy 
progression. Postpartum thyroiditis should be managed based on the clinical symptoms rather than 
abnormal biochemical results.Copyright © 2016 The Authors 
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Source: Seminars in Reproductive Medicine; Nov 2016; vol. 34 (no. 6); p. 337-342 
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Abstract:The incidence of subclinical hypothyroidism (SCH) in pregnancy was classically thought to 
be low; however, with new definition of normal TSH range in pregnancy, there has been an increase 
in the percentage of women who meet classification for SCH. The diagnosis of SCH is important not 
only for monitoring for maternal conversion to overt hypothyroidism, but also for identifying 
obstetric and neonatal outcomes related to SCH. Although there have been proven associations 
between maternal overt hypothyroidism and adverse obstetric and neonatal outcomes, there has 
been conflicting data on the correlation between SCH and these outcomes. Recent data from a 
meta-analysis found an increased risk of pregnancy loss, placental abruption, premature rupture of 
membranes, and neonatal death for women with SCH compared to euthyroidism in pregnancy. 
Research studies have not demonstrated a distinct benefit from treatment of SCH, and the 
professional societies are divided on their recommendations for treating SCH. Additionally, universal 
screening of SCH is controversial at present.Copyright © Thieme Medical Publishers333 Seventh 
Avenue, New York, NY 10001, USA. 
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23. The Impact and Management of Subclinical Hypothyroidism for Improving Reproductive 
Outcomes such as Fertility and Miscarriage 

Author(s): Seungdamrong A. 

Source: Seminars in Reproductive Medicine; Nov 2016; vol. 34 (no. 6); p. 331-336 

Publication Date: Nov 2016 

Publication Type(s): Article 

PubMedID: 27741550 

Abstract:Subclinical hypothyroidism has been found to be associated with adverse reproductive 
outcomes, such as infertility, miscarriage, preterm birth, and complications of pregnancy. Multiple 
studies have investigated the relationships between thyroid function, thyroid antibodies, fertility, 
and pregnancy. Thyroid autoimmunity is the most common cause of hypothyroidism in iodine-
sufficient locations. Thyroid antibodies have been associated with adverse reproductive outcomes 
such as miscarriage and infertility. Debate exists regarding the method of identification of thyroid 
dysfunction in pregnancy, which can be conducted by targeted screening or by universal screening. 
Multiple professional societies have issued recommendations for the evaluation and treatment of 
thyroid dysfunction and pregnancy.Copyright © Thieme Medical Publishers333 Seventh Avenue, 
New York, NY 10001, USA. 
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Abstract:This study explored the effects of levothyroxine (L-T4) replacement therapy on pregnancy 
outcomes in patients with subclinical hypothyroidism (SCH). We analyzed the effects on pregnancy 
outcomes with respect to gestational week when the desired thyroid-stimulating hormone (TSH) 
level was reached as well as the length of time required to reach the target level during L-T4 
treatment. This study enrolled 457 patients diagnosed with SCH upon initial thyroid function 
screening. Subjects were assigned to the treatment group (N = 184), and the control group (N = 273). 
Two variables were analyzed in the treatment group: the gestational week when the target TSH level 
was achieved and the length of time required to reach the target level during treatment. Based on 
these criteria, the treatment group was further divided into subgroups, including three subgroups 
based on the time required to reach target levels (<4 weeks, 4-8 weeks, and >8 weeks) and 
gestational week when the target TSH level was achieved (before the 12th, between the 12th-28th, 
and after the 28th gestational week). The overall risk of complications in the control group was 
significantly higher than in the treatment group (P < 0.05). After L-T4 treatment, the incidences of 
premature rupture of fetal membranes (PROM), gestational diabetes mellitus, fetal macrosomia, and 
postpartum hemorrhage in the group with treatment duration <4 weeks were significantly lower 
than those in the groups with 4-8 and >8 weeks treatment duration (P < 0.05). L-T4 treatment can 
significantly reduce the risks of adverse pregnancy outcomes in pregnant women with SCH. The 
shorter the treatment duration required to reach the target TSH level and the earlier the gestational 
week when the target TSH level is achieved through treatment, the lower the incidence of 
complications.Copyright © 2016 The Authors. 
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Source: Journal of the American Society of Hypertension; Sep 2016; vol. 10 (no. 9); p. 691-693 

Publication Date: Sep 2016 

Publication Type(s): Article 
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Abstract:This is a case of a 25-year-old primigravida who was referred to the hypertension specialist 
for elevated blood pressures. The patient had an elevated thyroid-stimulating hormone with normal 
free thyroxine (T4) levels and was positive for thyroid peroxidase antibodies resulting in a diagnosis 
of subclinical hypothyroidism. The patient was successfully treated with levothyroxine which 
normalized the blood pressure without the need for antihypertensive treatment. This case illustrates 
a cause of secondary hypertension that is not always considered in the differential diagnosis of a 
patient with hypertension in pregnancy.Copyright © 2016 American Society of Hypertension 
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Abstract:Background: Subclinical hypothyroidism (SCH) has been associated with increased risk of 
adverse pregnancy outcomes in some, but not all, studies. Uncertainty remains regarding the impact 
of levothyroxine (LT4) therapy on improving health outcomes in pregnant women with SCH. The 
objective of this study was to assess the potential benefits of LT4 therapy in pregnant women with 
SCH. Methods: The medical records were reviewed of pregnant women with SCH, defined as an 
elevated serum thyrotropin (TSH) of >2.5 mIU/L for the 1st trimester or >3 mIU/L for the 2nd and 
3rd trimesters, but <=10 mIU/L. Pregnant women were divided into two groups depending on 
whether they received LT4 (group A) or not (group B). Pregnancy loss and other pre-specified 
adverse outcomes were evaluated during follow-up. Results: There were 82 women in group A and 
284 in group B. Group A had a higher body mass index (p = 0.04) and a higher serum TSH level (p < 
0.0001) compared with group B. Group A had fewer pregnancies lost (n = 5 [6.1%] vs. n = 25 [8.8%]; 
p = 0.12), low birth weight (LBW) offspring (1.3% vs. 10%; p < 0.001), and no neonates with a five-
minute Apgar score <=7 (0% vs. 7%; p < 0.001) compared with group B. Other pregnancy-related 
adverse outcomes were similar between the two groups. Inferences remained unchanged after 
considering different models to adjust for potential predictors of outcome. Conclusions: LT4 therapy 
is associated with a decreased risk of LBW and a low Apgar score among women with SCH. This 
association awaits confirmation in randomized trials before the widespread use of LT4 therapy in 
pregnant women with SCH.© Copyright 2016, Mary Ann Liebert, Inc. 
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27. Subclinical hypothyroidism and thyroid autoimmunity are not associated with fecundity, 
pregnancy loss, or live birth 
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Decherney A.H.; Silver R.; Galai N. 

Source: Journal of Clinical Endocrinology and Metabolism; Jun 2016; vol. 101 (no. 6); p. 2358-2365 

Publication Date: Jun 2016 

Publication Type(s): Article 

PubMedID: 27023447 

Available  at The Journal of Clinical Endocrinology & Metabolism -  from PubMed Central  

Abstract:Context: Prior studies examining associations between subclinical hypothyroidism and 
antithyroid antibodies with early pregnancy loss and live birth suggest mixed results and time to 
pregnancy (TTP) has not been studied in this patient population. Objective: This study sought to 
examine associations of prepregnancy TSH concentrations and thyroid autoimmunity with TTP, 
pregnancy loss, and live birth among women with proven fecundity and a history of pregnancy loss. 
Design and Setting: This was a prospective cohort study from a large, randomized controlled trial 
that took place at four medical centers in the United States. Patients or Other Participants: Healthy 
women, ages 18-40 y, who were actively attempting to conceive and had one or two prior pregnancy 
losses and no history of infertility were eligible for the study. Intervention: There were no 
interventions. Main Outcome Measure: TTP, pregnancy loss, and live birth. Results: Women with 
TSH >= 2.5 mIU/L did not have an increased risk of pregnancy loss (risk ratio, 1.07; 95% confidence 
interval [CI], 0.81-1.41) or a decrease in live birth rate (risk ratio, 0.97; 95% CI, 0.88-1.07) or TTP 
(fecundability odds ratio, 1.09;95%CI, 0.90-1.31) compared withwomenwith TSH <=2.5 mIU/L after 
adjustment for age and body mass index. Similar findings were observed for women with thyroid 
autoimmunity and after additional adjustment for treatment assignment. Conclusions: Among 
healthy fecund women with a history pregnancy loss, TSH levels >=2.5 mIU/L or the presence of 
antithyroid antibodies were not associated with fecundity, pregnancy loss, or live birth. Thus, 
women with subclinical hypothyroidism or thyroid autoimmunity can be reassured that their 
chances of conceiving and achieving a live birth are likely unaffected by marginal thyroid 
dysfunction.Copyright © 2016 by the Endocrine Society. 

Database: EMBASE 
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28. The Effect of Subclinical Maternal Thyroid Dysfunction and Autoimmunity on Intrauterine 
Growth Restriction: A Systematic Review and Meta-Analysis. 

Author(s): Tong, Zhao; Xiaowen, Zhang; Baomin, Chen; Aihua, Liu; Yingying, Zhou; Weiping, Teng; 
Zhongyan, Shan 

Source: Medicine; May 2016; vol. 95 (no. 19); p. e3677 

Publication Date: May 2016 

Publication Type(s): Meta-analysis Journal Article Review 

PubMedID: 27175703 

Available  at Medicine -  from Europe PubMed Central - Open Access  

Available  at Medicine -  from Ovid (Journals @ Ovid) - Remote Access  

Abstract:The objective of this study was to evaluate the association between maternal subclinical 
thyroid dysfunction and autoimmunity with the risk for intrauterine growth restriction (IUGR).Design 
is a systematic review and meta-analysis.A literature search was conducted using PubMed, Embase, 
and Cochrane database. A combination of 2 key words was used to search for the eligible studies: 
one indexed thyroid dysfunction or antithyroid antibodies; and the other one indexed the adverse 
neonatal outcomes of pregnancy, such as IUGR, small for gestational age, fetal growth restriction, or 
low birth weight.Two reviewers selected the studies, and eligible studies met the following criteria: 
prospective cohort studies or case control studies, studies of maternal thyroid dysfunction and 
positive antithyroid antibodies as the exposure of interest, and studies of IUGR or small for 
gestational age as the outcome of interest.Data were recorded, including data from maternal thyroid 
disorders and IUGR, and compared with a reference group.There were 22 individual data from the 
13 cohort articles. Among these, 7 were focused on subclinical hypothyroidism (SCH), 4 on 
subclinical hyperthyroidism, 7 on positivity for thyroid peroxidase antibody (TPOAb), and 4 on 
isolated hypothyroxinemia. Meta-analysis showed that there was no effect of subclinical 
hyperthyroidism (odds ratio (OR) = 0.98; 95% confidence interval (CI), 0.40-2.41), TPOAb positivity 
(OR = 1.57; 95% CI, 0.77-3.18), or isolated hypothyroxinemia (OR = 1.05, 95% CI: 0.37-2.92) on IUGR. 
However, SCH is associated with IUGR (OR = 1.54; 95% CI, 1.06-2.25).SCH is associated with IUGR; 
however, subclinical hyperthyroidism, TPOAb positivity, or isolated hypothyroxinemia do not affect 
the risk of IUGR. 
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Author(s): Maraka S.; Ospina N.M.S.; O'Keeffe D.T.; Espinosa De Ycaza A.E.; Stan M.N.; Montori V.M.; 
Gionfriddo M.R.; Murad M.H.; Erwin P.J.; Coddington C.C. 

Source: Thyroid; Apr 2016; vol. 26 (no. 4); p. 580-590 

Publication Date: Apr 2016 

Publication Type(s): Article 

Available  at Thyroid -  from PubMed Central  

Abstract:Background: The impact of subclinical hypothyroidism (SCH) and of levothyroxine 
replacement in pregnant women with SCH is unclear. The aims of this study were to assess (i) the 
impact of SCH during pregnancy on maternal and neonatal outcomes, and (ii) the effect of 
levothyroxine replacement therapy in these patients. Methods: Ovid MEDLINE In-Process & Other 
Non-Indexed Citations, Ovid MEDLINE, the Cochrane Controlled Trials Register, Ovid EMBASE, Web 
of Science, and Scopus were searched from inception to January 2015. Randomized trials and cohort 
studies of pregnant women with SCH that examined adverse pregnancy and neonatal outcomes 
were included. Reviewers extracted data and assessed methodological quality in duplicate. Eighteen 
cohort studies at low-to-moderate risk of bias were included. Compared with euthyroid pregnant 
women, pregnant women with SCH were at higher risk for pregnancy loss (relative risk [RR] 2.01 
[confidence interval (CI) 1.66-2.44]), placental abruption (RR 2.14 [CI 1.23-3.70]), premature rupture 
of membranes (RR 1.43 [CI 1.04-1.95]), and neonatal death (RR 2.58 [CI 1.41-4.73]). One study at 
high risk of bias compared pregnant women with SCH who received levothyroxine to those who did 
not and found no significant decrease in the rate of pregnancy loss, preterm delivery, gestational 
hypertension, low birth weight, or low Apgar score. Conclusions: SCH during pregnancy is associated 
with multiple adverse maternal and neonatal outcomes. The value of levothyroxine therapy in 
preventing these adverse outcomes remains uncertain.© Copyright 2016, Mary Ann Liebert, Inc. 
2016. 
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30. Maternal Thyroid Disease and Preterm Birth: Systematic Review and Meta-Analysis. 
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Source: The Journal of clinical endocrinology and metabolism; Nov 2015; vol. 100 (no. 11); p. 4325-
4331 

Publication Date: Nov 2015 

Publication Type(s): Meta-analysis Journal Article Review 

PubMedID: 26383905 

Available  at The Journal of clinical endocrinology and metabolism -  from Free Medical Journals . 
com  

Abstract:CONTEXTThyroid disease in pregnancy is increasing with rising average maternal ages in 
developed countries. The evidence for an association between preterm birth and thyroid disease has 
been confounded by small studies with varying outcomes and methodology.OBJECTIVEThe aim of 
this meta-analysis is to review the literature regarding thyroid disease including subclinical and overt 
hypothyroidism, hyperthyroidism, and isolated hypothyroxinemia and the specific outcome of 
preterm birth.DATA SOURCESA search of PubMed and Embase databases was performed in May 
2015. A fixed-effects model was used to calculate the overall combined odds ratio (OR) with its 
corresponding 95% confidence interval (95% CI) to evaluate the relationship between thyroid 
disease and preterm delivery.STUDY SELECTIONStudies were considered eligible if they met the 
following criteria: prospective cohort study or a case control study; the exposure of interest was 
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maternal thyroid disease, including subclinical hypothyroidism, overt hypothyroidism, 
hyperthyroidism, or isolated hypothyroxinemia; the outcome of interest was preterm delivery; and 
data regarding numbers of preterm births in each cohort were reported.DATA EXTRACTIONData 
were recorded in a database evidence table including any incidence data for maternal thyroid 
disease and preterm birth compared to a reference group.DATA SYNTHESISFourteen cohort studies 
and one case control study involving 2 532 704 participants were included. The combined OR of 
preterm delivery for pregnant women with overt hypothyroidism compared with the reference 
group was 1.19 (95% CI, 1.12-1.26; P < .00001). There was also a significant risk of preterm birth in 
women with hyperthyroidism (OR, 1.24 [95%, CI 1.17-1.31]; P < .00001). Subclinical hypothyroidism 
and isolated hypothyroxinemia showed no significant increase in OR. Sensitivity analysis made no 
change to these results.CONCLUSIONBoth overt hypothyroidism and hyperthyroidism are associated 
with a small but statistically significant increase in OR for preterm birth not seen in subclinical 
hypothyroidism or isolated hypothyroxinemia. 
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31. Maternal subclinical hypothyroidism, thyroid autoimmunity, and the risk of miscarriage: a 
prospective cohort study. 

Author(s): Liu, Haixia; Shan, Zhongyan; Li, Chenyan; Mao, Jinyuan; Xie, Xiaochen; Wang, Weiwei; 
Fan, Chenling; Wang, Hong; Zhang, Hongmei; Han, Cheng; Wang, Xinyi; Liu, Xin; Fan, Yuxin; Bao, 
Suqing; Teng, Weiping 

Source: Thyroid : official journal of the American Thyroid Association; Nov 2014; vol. 24 (no. 11); p. 
1642-1649 

Publication Date: Nov 2014 

Publication Type(s): Research Support, Non-u.s. Gov't Journal Article 

PubMedID: 25087688 

Available  at Thyroid -  from PubMed Central  

Abstract:BACKGROUNDIncreasing data suggest that subclinical hypothyroidism (SCH) and thyroid 
autoimmunity (TAI) are associated with adverse pregnancy outcomes, but there are limited data on 
the association of these conditions in early pregnancy with subsequent miscarriage.METHODSIn this 
prospective cohort study, we screened 3315 women at low risk for thyroid dysfunction at four to 
eight weeks' gestation from iodine-sufficient areas of China between January 2012 and September 
2012. Thyrotropin (TSH), free thyroxine (fT4), and the autoantibodies thyroid-peroxidase antibody 
(TPOAb) and thyroglobulin antibody (TgAb) were measured. Based on these results, women were 
divided into four groups for comparison: euthyroidism (ET), isolated SCH, isolated TAI (positive 
TPOAb or/and TgAb), and SCH with TAI (SCH+TAI). The SCH group was stratified into two subgroups 
(SCH 1 and SCH 2) on the basis of the level of TSH (2.5 ≤ TSH < 5.22 or 5.22 ≤ TSH < 10 respectively). 
Accordingly, the SCH+TAI group was also stratified into two subgroups (SCH+TAI 1 and SCH+TAI 2). 
The outcome of interest was miscarriage, defined as spontaneous pregnancy loss prior to 20 
weeks.RESULTSCompared to women with ET, the risk of miscarriage was significantly higher among 
women with SCH 2 (7.1% vs. 2.2%, aOR 3.40 [CI 1.62-7.15]; p = 0.002), isolated TAI (5.7% vs. 2.2%, 
aOR 2.71 [CI 1.43-5.12]; p = 0.003), SCH+TAI 1 (10.0% vs. 2.2%, aOR 4.96 [CI 2.76-8.90]; p = 0.000), 
and SCH+TAI 2 (15.2% vs. 2.2%, aOR 9.56 [CI 3.76-24.28]; p = 0.000). The gestational ages of 110 
women at miscarriage were lower among women with subclinical thyroid abnormalities compared 
to ET (11.13 ± 3.21 weeks with subclinical thyroid abnormalities vs. 9.33 ± 1.71 weeks with ET; p = 
0.024). In parallel with the higher TSH levels, there were earlier gestation ages at miscarriage 
between subgroups of SCH and SCH+TAI (SCH 1 vs. SCH 2: 10.79 ± 1.77 vs. 9.70 ± 1.47 weeks, p = 
0.039; SCH+TAI 1 vs. SCH+TAI 2: 9.59 ± 1.97 vs. 8.88 ± 1.24 weeks, p = 0.031).CONCLUSIONSWomen 
with SCH and TAI are at an increased risk of miscarriage between four and eight gestational weeks. 
Women with a combination of SCH and TAI were found to have the highest risk and earlier 
gestational ages of miscarriage. 
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32. Diagnosis and management of subclinical hypothyroidism in pregnancy. 

Author(s): Negro, Roberto; Stagnaro-Green, Alex 

Source: BMJ (Clinical research ed.); Oct 2014; vol. 349 ; p. g4929 

Publication Date: Oct 2014 

Publication Type(s): Journal Article Review 

PubMedID: 25288580 

Available  at BMJ -  from BMJ Journals - NHS  

Abstract:In prospective studies, the prevalence of undiagnosed subclinical hypothyroidism in 
pregnant women ranges from 3% to 15%. Subclinical hypothyroidism is associated with multiple 
adverse outcomes in the mother and fetus, including spontaneous abortion, pre-eclampsia, 
gestational hypertension, gestational diabetes, preterm delivery, and decreased IQ in the offspring. 
Only two prospective studies have evaluated the impact of levothyroxine therapy in pregnant 
women with subclinical hypothyroidism, and the results were mixed. Subclinical hypothyroidism is 
defined as raised thyrotropin combined with a normal serum free thyroxine level. The normal range 
of thyrotropin varies according to geographic region and ethnic background. In the absence of local 
normative data, the recommended upper limit of thyrotropin in the first trimester of pregnancy is 
2.5 mIU/L, and 3.0 mIU/L in the second and third trimester. The thyroid gland needs to produce 50% 
more thyroid hormone during pregnancy to maintain a euthyroid state. Consequently, most women 
on levothyroxine therapy before pregnancy require an increase in dose when pregnant to maintain 
euthyroidism. Ongoing prospective trials that are evaluating the impact of levothyroxine therapy on 
adverse outcomes in the mother and fetus in women with subclinical hypothyroidism will provide 
crucial data on the role of thyroid hormone replacement in pregnancy. 
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33. Effects of subclinical hypothyroidism on maternal and perinatal outcomes during pregnancy: A 
single-center cohort study of a chinese population 

Author(s): Chen L.-M.; Du W.-J.; Dai J.; Zhang Q.; Si G.-X.; Yang H.; Ye E.-L.; Chen Q.-S.; Yu L.-C.; Lu X.-
M.; Zhang C. 

Source: PLoS ONE; Oct 2014; vol. 9 (no. 10) 

Publication Date: Oct 2014 

Publication Type(s): Article 

PubMedID: 25353960 

Available  at PLoS ONE -  from Europe PubMed Central - Open Access  

Abstract:Objective: Adverse maternal outcomes and perinatal complications are closely associated 
with overt maternal hypothyroidism, but whether these complications occur in women with 
subclinical hypothyroidism (SCH) during pregnancy remains controversial. The aim of this study was 
to evaluate the effects of SCH on maternal and perinatal outcomes during pregnancy.Methods: A 
prospective study of data from 8012 pregnant women (371 women with SCH, 7641 euthyroid 
women) was performed. Maternal serum samples were collected in different trimesters to examine 
thyroid hormone concentrations. SCH was defined as a thyroid stimulating hormone concentration 
exceeding the trimester-specific reference value with a normal free thyroxine concentration. The 
occurrence of maternal outcomes, including gestational hypertension (GH), gestational diabetes 
mellitus, placenta previa, placental abruption, prelabor rupture of membranes (PROM), and 
premature delivery; and perinatal outcomes, including intrauterine growth restriction (IUGR), fetal 
distress, low birth weight (LBW; live birth weight <=2500 g), stillbirth, and malformation, was 
recorded. Logistic regression with adjustment for confounding demographic and medical factors was 
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used to determine the risks of adverse outcomes in patients with SCH.Results: Compared with 
euthyroid status, SCH was associated with higher rates of GH (1.819% vs. 3.504%, P = 0.020; chi2 = 
7.345; odds ratio (OR), 2.243; 95% confidence interval (CI), 1.251-4.024), PROM (4.973% vs. 8.625%, 
P = 0.002; chi2 = 72.102; adjusted OR, 6.014; 95% CI, 3.975-9.099), IUGR (1.008% vs. 2.965%, <0.001; 
chi2 = 13.272; adjusted OR, 3.336; 95% CI, 1.745- 6.377), and LBW (1.885% vs. 4.582%, P<0.001; chi2 
= 13.558; adjusted OR, 2.919; 95% CI, 1.650-5.163).Conclusions: The results of this study indicate 
that pregnant women with SCH had increased risks of GH and PROM, and their fetuses and infants 
had increased risks of IUGR and LBW. Thus, routine maternal thyroid function testing is necessary to 
improve maternal and perinatal outcomes.Copyright © 2014 Chen et al. 
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34. Is total thyroxine better than free thyroxine during pregnancy? 
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Publication Date: Aug 2014 

Publication Type(s): Article 

PubMedID: 24593936 

Abstract:Objective The aims were to establish a gestational-age specific curve for serum total 
thyroxine (T4) levels and to compare pregnancy outcomes of euthyroid women with those identified 
to have subclinical hypothyroidism (SCH) defined by an elevated thyroid-stimulating hormone (TSH) 
level in conjunction with either total T4 or free T4 determinations. Study Design Over a 2.5 year 
period, serum thyroid analytes were measured in all women presenting for prenatal care. After 
exclusion of women with overt thyroid disorders, the normal distribution of serum total T4 levels 
were determined by quantile curves for those screened in the first 20 weeks and who were 
delivered of a singleton infant weighing at least 500 g. Pregnancy outcomes for women with an 
elevated TSH and normal total T4 concentrations were analyzed and compared with those of women 
identified to have SCH defined by normal free T4 levels. Results Of 17,298 women tested, serum 
total T4 increased into the second trimester and plateaued around 16 weeks. The upper threshold 
for total T4 ranged from 12.6 to 16.4 mug/dL, and the lower threshold ranged from 5.3 to 8.0 
mug/dL. Women identified to have SCH defined by serum free T4, total T4, or both were at risk for 
preterm delivery (P =.007) and placental abruption (P =.013) when compared with euthyroid 
women. Conclusion When combined with elevated TSH levels, free or total T4 determinations are 
equally sensitive to identify women with SCH who are at increased risk for preterm birth and 
placental abruption when compared with euthyroid women. © 2014 Mosby, Inc. All rights reserved. 
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35. Maternal subclinical hypothyroidsm and gestational diabetes mellitus: a meta-analysis. 

Author(s): Toulis, Konstantinos A; Stagnaro-Green, Alex; Negro, Roberto 

Source: Endocrine practice : official journal of the American College of Endocrinology and the 
American Association of Clinical Endocrinologists; Jul 2014; vol. 20 (no. 7); p. 703-714 

Publication Date: Jul 2014 

Publication Type(s): Meta-analysis Journal Article 

PubMedID: 24449677 

Available  at Endocrine practice : official journal of the American College of Endocrinology and the 
American Association of Clinical Endocrinologists -  from ProQuest (Hospital Premium Collection) - 
NHS Version  

Abstract:OBJECTIVEThe association between subclinical hypothyroidism (SCH) and gestational 
diabetes mellitus (GDM) is controversial. This review evaluates whether the risk of GDM is different 
in pregnant women with SCH compared to euthyroid pregnant women.METHODSA computerized 
search of the MEDLINE and EMBASE databases was conducted from their inceptions to July 2013 and 
was complemented with the perusal of the reference sections of the retrieved articles. Prespecified 
criteria were applied to assess eligibility, and standard meta-analytic methodology was employed for 
evidence synthesis.RESULTSSix cohort studies, reporting data on 35,350 pregnant women (1,216 
women with SCH), were identified. The risk of GDM in pregnant women with SCH was found to be 
substantially higher compared to euthyroid pregnant women (5 studies, pooled unadjusted odds 
ratio [OR]: 1.35, 95% confidence interval [CI]: 1.05-1.75, I2: 41%, Harbord test P = .44). Similarly, the 
risk of GDM was estimated to be significantly higher in pregnant women with SCH when using 
adjusted estimates (3 studies, pooled adjusted OR: 1.39, 95% CI: 1.07-1.79, I2: 0%). Neither finding 
remained significant in sensitivity analyses.CONCLUSIONA modestly increased risk of GDM might be 
present in pregnant women with SCH compared to euthyroid pregnant women. Assuming a 5% 
baseline risk of GDM and that SCH increases the risk of GDM by 50% (in odds) compared to a 
euthyroid population, then there would be 1 extra case of GDM in every 43 pregnant women with 
SCH. This preliminary finding warrants further investigation. 
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36. 2014 European thyroid association guidelines for the management of subclinical 
hypothyroidism in pregnancy and in children. 
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Negro, Roberto; Vaidya, Bijay 

Source: European thyroid journal; Jun 2014; vol. 3 (no. 2); p. 76-94 

Publication Date: Jun 2014 

Publication Type(s): Journal Article 

PubMedID: 25114871 

Available  at European Thyroid Journal -  from Europe PubMed Central - Open Access  

Abstract:This guideline has been produced as the official statement of the European Thyroid 
Association guideline committee. Subclinical hypothyroidism (SCH) in pregnancy is defined as a 
thyroid-stimulating hormone (TSH) level above the pregnancy-related reference range with a normal 
serum thyroxine concentration. Isolated hypothyroxinaemia (defined as a thyroxine level below the 
2.5th centile of the pregnancy-related reference range with a normal TSH level) is also recognized in 
pregnancy. In the majority of SCH the cause is autoimmune thyroiditis but may also be due to iodine 
deficiency. The cause of isolated hypothyroxinaemia is usually not apparent, but iodine deficiency 
may be a factor. SCH and isolated hypothyroxinaemia are both associated with adverse obstetric 
outcomes. Levothyroxine therapy may ameliorate some of these with SCH but not in isolated 
hypothyroxinaemia. SCH and isolated hypothyroxinaemia are both associated with neuro-intellectual 
impairment of the child, but there is no evidence that maternal levothyroxine therapy improves this 
outcome. Targeted antenatal screening for thyroid function will miss a substantial percentage of 
women with thyroid dysfunction. In children SCH (serum TSH concentration >5.5-10 mU/l) 
normalizes in >70% and persists in the majority of the remaining patients over the subsequent 5 
years, but rarely worsens. There is a lack of studies examining the impact of SCH on the 
neuropsychological development of children under the age of 3 years. In older children, the evidence 
for an association between SCH and impaired neuropsychological development is inconsistent. Good 
quality studies examining the effect of treatment of SCH in children are lacking. 
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Available  at Journal of Clinical Endocrinology & Metabolism -  from PubMed Central  

Abstract:CONTEXTIncreasing numbers of women are being treated with l-thyroxine in pregnancy for 
mild thyroid dysfunction because of its association with impaired neuropsychological development 
in their offspring and other adverse obstetric outcomes. However, there are limited data to indicate 
whether treatment should be continued outside of pregnancy.OBJECTIVESWe aimed to determine 
whether subclinical hypothyroidism and maternal hypothyroxinemia resolve postdelivery.DESIGN, 
SETTING, AND PARTICIPANTSA total of 523 pregnant healthy women with no known thyroid 
disorders were recruited during routine antenatal care and provided blood samples at 28 weeks of 
pregnancy and at a mean of 4.9 years postpregnancy.MAIN OUTCOME MEASURESTSH, free T₄, free 
T₃, and thyroid peroxidase antibody levels were measured in serum taken in pregnancy and at 
follow-up.RESULTSSubclinical hypothyroidism in pregnancy (TSH >3 mIU/L) was present in 65 of 523 
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(12.4%) women. Of these, 49 (75.4%) women had normal thyroid function postpregnancy; 16 of 65 
(24.6%) had persistent high TSH (TSH >4.5 mIU/L postpregnancy) with 3 women receiving l-thyroxine 
treatment. A total of 44 of 523 (8.4%) women had isolated maternal hypothyroxinemia in pregnancy 
(free T₄ 4.5 mIU/L outside pregnancy. Of the women with subclinical hypothyroidism in pregnancy 
with antibody measurements available, those with thyroid peroxidase antibodies in pregnancy were 
more likely to have persistently elevated TSH or be receiving l-thyroxine replacement after 
pregnancy (6 of 7 [86%] vs 10 of 57 [18%], P < .001).CONCLUSIONSThe majority of cases of 
subclinical hypothyroidism in pregnancy are transient, so treatment with l-thyroxine in these 
patients should be reviewed because it may not be warranted after pregnancy. 
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Publication Date: Dec 2013 

Publication Type(s): Article 

PubMedID: 24111733 

Available  at The Australian & New Zealand journal of obstetrics & gynaecology -  from Wiley Online 
Library Science , Technology and Medicine Collection 2017  

Abstract:Background Subclinical thyroid hypofunction in pregnancy has been shown to have an 
association with neurodevelopmental delay in the offspring. It is unclear whether obstetric factors 
may account for this observation. Aims To establish the prevalence of subclinical hypothyroidism 
(SCH) in a low-risk primigravid population and to explore its association with obstetric sequelae. 
Materials and Methods Nine hundred and fifty-three primigravid women had thyroid hormone 
indices analysed in the early second trimester. Delivery and neonatal outcomes were available for 
904 women who met the criteria for inclusion in the study. Women with subclinical hypothyroidism 
(thyroid-stimulating hormone (TSH) values at or above the 98th percentile with a normal free 
thyroxine (fT4)) or isolated maternal hypothyroxinaemia (fT4 level at or below the second percentile 
with a normal-range TSH) were compared with biochemically euthyroid controls. Chi-squared test 
and analysis of variance were used for statistical analysis. Results The prevalence of SCH or isolated 
maternal hypothyroxinaemia was 4%. Positivity for antithyroid peroxidase (TPO) or antithyroglobulin 
(ATG) antibodies correlated with SCH status (P = 0.02). Placental abruption was observed more 
commonly in the setting of either SCH or isolated maternal hypothyroxinaemia when compared with 
euthyroid controls (P = 0.02 and 0.04, respectively). Conclusions Subclinical hypothyroidism and 
isolated maternal hypothyroxinaemia are associated with placental abruption. The observation of 
these effects in this healthy low-risk population lends weight to the case for antenatal screening for 
diminished thyroid reserve. © 2013 The Royal Australian and New Zealand College of Obstetricians 
and Gynaecologists. 
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Abstract:In this study, we researched the pattern of thyroid function of subclinical hypothyroid (SCH) 
women with levothyroxine (LT4) throughout pregnancy and determined the optimal dosages of LT4 
for such women. 56 SCH pregnant women were followed regularly prospectively. They were divided 
into three groups: group A (n = 29. Baseline TSH between 2.5 and 5.0 mIU/L) received 50 mug/day of 
LT4; group B (n = 17. Baseline TSH between 5.0 and 8.0 mIU/L) received 75 mug/day of L-T4; group C 
(n = 10. Baseline TSH >8.0 mIU/L) received 100 mug/day of LT4. All the patients started LT4 therapy 
around the 8th gestational week. Serum TSH, free T4, and free T3 were measured at 4-week 
intervals throughout pregnancy. Among the thyroid function indexes, serum TSH changed quickly 
and decreased significantly 4 weeks after LT4 therapy. The change of serum FT4 responded 
drastically at the 12th gestational week. We also found that serum FT3 did not change much after 
LT4 therapy. 50, 75, and 100 mug/day can maintain serum TSH level of 79.3, 82.4, and 90.0 % of SCH 
women in definitive therapeutic goal in group A, B, and C, respectively. The LT4 dose need to be 
adjusted one or more times in 20.7, 17.6, and 10.0 % of the SCH women in group A, B, and C, 
respectively. The different LT4 dose can be chosen according to the baseline TSH levels of SCH 
women. The constant LT4 dose can maintain serum TSH levels of 79.3-90 % patients in the ideal 
range. A small part of patients require adjust therapy also during the second and third trimester. 
Therefore, careful follow-up of SCH pregnant women should be taken, and thyroid function should 
be tested every month until the end of pregnancy. © 2013 Springer Science+Business Media New 
York. 
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Abstract:Background: Recent guidelines recommend thyrotropin (TSH) target levels of <=2.5 mIU/L 
for the first trimester and <=3 mIU/L for the subsequent trimesters. Euthyroidism should be attained 
as soon as possible, but there are no precise indications about the initial levothyrorine (LT4) dose. 
The aim of our study was to determine the appropriate LT4 doses in order to normalize TSH levels in 
patients with newly discovered subclinical hypothyroidism (SCH) during pregnancy, and to correlate 
them with basal TSH levels. The adequate LT4 doses for women with SCH were also compared to 
those required in pregnant women with overt hypothyroidism (OH). Methods: Seventy-seven 
patients with newly diagnosed hypothyroidism during pregnancy were retrospectively analyzed. 
Patients were assigned to group 1 (n=64) with SCH or group 2 (n=13) with OH. SCH patients were 
subdivided into two groups: group 1a serum TSH >2.5 (1st trimester) or >3 (2nd or 3rd trimester) to 
4.2 mIU/L; and group 1b TSH level >4.21-10 mIU/L. All patients were treated with LT4 as soon as 
hypothyroidism was diagnosed. The dose that allowed a TSH of <=2.5 mIU/L to be reached in the 
first trimester or one that allowed a TSH of <=3 mIU/L to be reached during the second and third 
trimesters was considered the appropriate one. Results: A significant difference (p<0.0001) in the 
appropriate LT4 dose (mean+/-SD, mug/kg/day) was observed between group 1 and group 2: 1.31+/-
0.36 versus 2.33+/-0.59. Patients in group 1a required a significantly lower LT4 dose (p<0.014) than 
group1b: 1.20+/-0.39 versus 1.42+/-0.31 mug/kg/day. In 57 of the 64 (89.06%) women with SCH and 
in 10/13 (76.92%) women with OH, the appropriate LT4 dose coincided with the initial dose. Only 
11% and 23% respectively required additional adjustments. Once the appropriate dose of LT4 was 
prescribed, the time at which euthyroidism (mean+/-SD, weeks) was confirmed was similar in 
patients with SCH (6.06+/-3.3) and OH (5.3+/-1.8). There were no miscarriages or premature 
deliveries. Conclusions: When hypothyroidism is newly discovered during pregnancy, we suggest 
initiating the treatment with the following LT4 doses: 1.20 mug/kg/day for SCH with TSH <=4.2 
mIU/L, 1.42 mug/kg/day with TSH >4.2-10, and 2.33 mug/kg/day for OH. By taking this approach, 
patients will promptly attain the euthyroid state avoiding additional increments and, probably, 
obstetric risks. © Mary Ann Liebert, Inc. 
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Abstract:BACKGROUNDOver the last decade there has been enhanced awareness of the appreciable 
morbidity of thyroid dysfunction, particularly thyroid deficiency. Since treating clinical and subclinical 
hypothyroidism may reduce adverse obstetric outcomes, it is crucial to identify which interventions 
are safe and effective.OBJECTIVESTo identify interventions used in the management of 
hypothyroidism and subclinical hypothyroidism pre-pregnancy or during pregnancy and to ascertain 
the impact of these interventions on important maternal, fetal, neonatal and childhood 
outcomes.SEARCH METHODSWe searched the Cochrane Pregnancy and Childbirth Group's Trials 
Register (31 March 2013).SELECTION CRITERIARandomised controlled trials (RCTs) and quasi-
randomised controlled trials that compared a pharmacological intervention for hypothyroidism and 
subclinical hypothyroidism pre-pregnancy or during pregnancy with another intervention or 
placebo.DATA COLLECTION AND ANALYSISTwo review authors assessed trial eligibility and quality 
and extracted the data.MAIN RESULTSWe included four RCTs of moderate risk of bias involving 362 
women. In one trial of 115 women, levothyroxine therapy to treat pregnant euthyroid (normal 
thyroid function) women with thyroid peroxidase antibodies was not shown to reduce pre-eclampsia 
significantly (risk ratio (RR) 0.61; 95% confidence interval (CI) 0.11 to 3.48) but did significantly 
reduce preterm birth by 72% (RR 0.28; 95% CI 0.10 to 0.80). Two trials of 30 and 48 hypothyroid 
women respectively compared levothyroxine doses, but both trials reported only biochemical 
outcomes. A trial of 169 women compared the trace element selenomethionine (selenium) with 
placebo and no significant differences were seen for either pre-eclampsia (RR 1.44; 95% CI 0.25 to 
8.38) or preterm birth (RR 0.96; 95% CI 0.20 to 4.61). None of the four trials reported on childhood 
neurodevelopmental delay.There was a non-significant trend towards fewer miscarriages with 
levothyroxine, and selenium showed some favourable impact on postpartum thyroid function and a 
decreased incidence of moderate to advanced postpartum thyroiditis.AUTHORS' CONCLUSIONSThis 
review found no difference between levothyroxine therapy and a control for treating pregnant 
euthyroid women with thyroid peroxidase antibodies for the outcome of pre-eclampsia, however a 
reduction in preterm birth and a trend towards reduced miscarriage with levothyroxine was shown. 
This review also showed no difference for pre-eclampsia or preterm birth when selenium was 
compared with placebo, however a promising reduction in postpartum thyroiditis was shown. 
Childhood neurodevelopmental delay was not assessed by any trial included in the review.Given that 
this review is based on four trials of moderate risk of bias, with only two trials contributing data (n = 
284), there is insufficient evidence to recommend the use of one intervention for clinical or 
subclinical hypothyroidism pre-pregnancy or during pregnancy over another, for improving 
maternal, fetal, neonatal and childhood outcomes. 
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Abstract:Background: Previous meta-analyses of observational data indicate that pregnant women 
with subclinical hypothyroidism have an increased risk of adverse pregnancy outcome. Potential 
benefits of levothyroxine (LT4) supplementation remain unclear, and no systematic review or meta-
analysis of trial findings is available in a setting of assisted reproduction technologies (ART). 
Methods: Relevant trials published until August 2012 were identified by searching MEDLINE, 
EMBASE, Web of Knowledge, the Cochrane Controlled Trials Register databases and bibliographies 
of retrieved publications without language restrictions. Results: From 630 articles retrieved, we 
included three trials with data on 220 patients. One of these three trials stated 'live delivery' as 
outcome. LT4 treatment resulted in a significantly higher delivery rate, with a pooled relative risk 
(RR) of 2.76 (95% confidence limits 1.20-6.44; P = 0.018; I2 = 70%), a pooled absolute risk difference 
(ARD) of 36.3% (3.5-69.0%: P = 0.030) and a summary number needed to treat (NNT) of 3 (1-28) in 
favour of LT4 supplementation. LT4 treatment significantly lowered miscarriage rate with a pooled 
RR of 0.45 (0.24-0.82; P = 0.010; I2 = 26%), a pooled ARD of 231.3% (248.2 to 214.5%: P < 0.001) and 
a summary NNT of 3 (2-7) in favour of LT4 supplementation. LT4 treatment had no effect on clinical 
pregnancy (RR 1.75; 0.90-3.38; P = 0.098; I2 = 82%). In an ART setting, no data are available on the 
effects of LT4 supplementation on premature delivery, arterial hypertension, placental abruption or 
pre-eclampsia. Conclusions: Our meta-analyses provide evidence that LT4 supplementation should 
be recommended to improve clinical pregnancy outcome in women with subclinical hypothyroidism 
and/or thyroid autoimmunity undergoing ART. Further research is needed to determine pregnancy 
outcome after close monitoring of thyroid function to maintain thyroid-stimulating hormone and 
free T4 levels within the trimester-specific reference ranges for pregnancy. © The Author 2013. 
Published by Oxford University Press on behalf of the European Society of Human Reproduction and 
Embryology. 
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Abstract:OBJECTIVETo estimate if there is a relationship between subclinical thyroid disease and 
gestational diabetes.METHODSBetween November 2000 and April 2003, serum thyrotropin 
screening was performed on all women who presented for prenatal care. Women identified with 
abnormal thyrotropin had a serum free thyroxine reflexively determined. Those women with 
abnormal serum free thyroxine values were referred for further evaluation and excluded from 
further analysis. For this analysis, normal thyrotropin values were those between the 2.5th and 
97.5th percentiles (0.03-4.13 milliunits/L) not corrected for gestational age and serum free thyroxine 
were considered normal if they ranged from 0.9 to 2.0 mg/dL. Women with an elevated serum 
thyrotropin but a normal serum free thyroxine were designated to have subclinical hypothyroidism 
and those with a low thyrotropin and a normal serum free thyroxine level were designated to have 
subclinical hyperthyroidism. Euthyroid women had both normal thyrotropin and normal serum free 
thyroxine values. The incidence of gestational diabetes was compared among these three 
groups.RESULTSOf the 24,883 women included in the study, 23,771 (95.5%) were euthyroid, 584 
(2.3%) had subclinical hyperthyroidism, and 528 (2%) had subclinical hypothyroidism. The likelihood 
of gestational diabetes increased with thyrotropin level (P=.002). For example, when a pregnant 
Hispanic woman of average age and weight was used, the predicted percent of gestational diabetes 
increased from 1.9% to 4.9% as thyrotropin increased from 0.001 to 10 milliunits/L 
(P=.001).CONCLUSIONThe risk of developing gestational diabetes increases with thyrotropin level. 
This supports a relationship between subclinical hypothyroidism and diabetes diagnosed during 
pregnancy.LEVEL OF EVIDENCEIII. 
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Abstract:Background: Maternal hypothyroidism [overt hypothyroidism and subclinical 
hypothyroidism (SCH)] during early pregnancy is suspected to associate with adverse obstetrical 
outcomes. Aim: The aim of the present study was to investigate whether maternal SCH during the 
early stage of pregnancy increase obstetrical complications and whether treatment results in an 
improvement in these outcomes. Subjects and methods: A total of 756 women in the 1st trimester ( 
12 weeks) of preg nancy were enrolled through 10 hospitals in Shenyang from 2007 to 2009. All 
participants underwent thyroid function testing in early pregnancy and their obstetrical outcomes 
were studied following delivery. Results: The in cidence of spontaneous abortions in the SCH group 
was higher than the normal TSH group (15.48% vs 8.86%, p=0.03). No significant association was 
observed between SCH and other obstetrical complications including gestational hypertension, 
premature delivery, anemia, post-partum hemorrhage, low neonatal Apgar scores and low birth 
weight. Although levo-T4 (L-T4) treatment decreased the incidence of spontaneous abortions in 
women with SCH, it was not statistically significant when compared to women who did not receive 
treatment in the SCH group. None of the 28 women who received L-T4 treatment had premature 
delivery, low birth weight, hemorrhage, and low Apgar score. Conclusions: The incidence of 
spontaneous abortion in pregnant women with SCH increases in early pregnancy. ©2012, Editrice 
Kurtis. 
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Abstract:OBJECTIVETo estimate the possibility of long-term effects of subclinical thyroid dysfunction 
on hypertension and other cardiovascular-related conditions during pregnancy.METHODSThis is a 
secondary analysis of a prospective prenatal population-based study in which serum thyroid-
function analytes were measured from November 2000 through April 2003. Women with evidence 
of overt thyroid disease were excluded. The remaining women were classified as being euthyroid, 
having subclinical hyperthyroid, or having subclinical hypothyroid, and the frequency of pregnancy-
associated hypertensive disorders was compared between these groups.RESULTSPregnancy 
outcomes in 24,883 women were analyzed for pregnancy hypertension, classified as gestational 
hypertension, mild preeclampsia, or severe preeclampsia. The incidence of hypertensive disorders 
were compared between the three cohorts. The overall incidences of hypertension in pregnancy 
were 6.2%, 8.5%, and 10.9% in the subclinical hyperthyroid, euthyroid, and subclinical hypothyroid 
groups, respectively, and were found to be significant when unadjusted (P=.016). After adjusting for 
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confounding factors, there was a significant association between subclinical hypothyroidism and 
severe preeclampsia (adjusted odds ratio 1.6, 95% confidence interval 1.1-2.4; 
P=.03).CONCLUSIONWomen with subclinical hypothyroidism identified during pregnancy have an 
increased risk for severe preeclampsia when compared with euthyroid women.LEVEL OF EVIDENCEII. 
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Abstract:BACKGROUNDThyroid dysfunction and thyroid autoimmunity are prevalent among women 
of reproductive age and are associated with adverse pregnancy outcomes. Preconception or early 
pregnancy screening for thyroid dysfunction has been proposed but is not widely accepted. We 
conducted a systematic review of the literature on the clinical significance of thyroid dysfunction and 
thyroid autoimmunity before conception and in early pregnancy.METHODSRelevant studies were 
identified by searching Medline, EMBASE and the Cochrane Controlled Trials Register.RESULTSFrom 
a total of 14 208 primary selected titles, 43 articles were included for the systematic review and 38 
were appropriate for meta-analyses. No articles about hyperthyroidism were selected. Subclinical 
hypothyroidism in early pregnancy, compared with normal thyroid function, was associated with the 
occurrence of pre-eclampsia [odds ratio (OR) 1.7, 95% confidence interval (CI) 1.1-2.6] and an 
increased risk of perinatal mortality (OR 2.7, 95% CI 1.6-4.7). In the meta-analyses, the presence of 
thyroid antibodies was associated with an increased risk of unexplained subfertility (OR 1.5, 95% CI 
1.1-2.0), miscarriage (OR 3.73, 95% CI 1.8-7.6), recurrent miscarriage (OR 2.3, 95% CI 1.5-3.5), 
preterm birth (OR 1.9, 95% CI 1.1-3.5) and maternal post-partum thyroiditis (OR 11.5, 95% CI 5.6-24) 
when compared with the absence of thyroid antibodies.CONCLUSIONSPregnant women with 
subclinical hypothyroidism or thyroid antibodies have an increased risk of complications, especially 
pre-eclampsia, perinatal mortality and (recurrent) miscarriage. Future research, within the setting of 
clinical trials, should focus on the potential health gain of identification, and effect of treatment, of 
thyroid disease on pregnancy outcome. 
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Abstract:The prevalence of overt and subclinical hypothyroidism during pregnancy is estimated to 
be 0.3-0.5% and 2-3%, respectively. Thyroid autoantibodies are found in 5-18% of women in the 
childbearing age. The aim of this review is to underscore the clinical significance of these findings on 
the health of both the mother and her offspring. Methods of evaluation of thyroid function tests 
(TFTs) during pregnancy are described as are the threshold values for the diagnosis of overt and 
subclinical hypothyroidism or hypothyroxinemia. Anticipated differences in TFTs in iodine-sufficient 
and iodine-deficient areas are discussed and data are provided on potential complications of 
hypothyroidism/hypothyroxinemia and autoimmune thyroid disease during pregnancy and adverse 
effects for the offspring. The beneficial effects of levothyroxine therapy on pregnancy outcomes and 
offspring development are discussed with a proposed treatment regimen and follow up strategy. 
Copyright © 2011 Joanna Klubo-Gwiezdzinska et al. 
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Abstract:PURPOSEThyroid disorders are among the common endocrine problems in pregnant 
women. It is now well established that not only overt, but subclinical thyroid dysfunction also has 
adverse effects on maternal and fetal outcome. There are few data from India about the prevalence 
of thyroid dysfunction in pregnancy. With this background, this study aims to find prevalence of 
thyroid dysfunction in pregnancy and its impact on obstetrical outcome in Indian 
population.METHODSSix hundred and 33 pregnant women in second trimester were registered. 
Detailed history and examination was done. Apart from routine obstetrical investigations, TSH level 
estimation was done. If TSH level was deranged then free T4 and thyroperoxidase antibody level 
estimation were done. Patients were managed accordingly and followed till delivery. Their 
obstetrical and perinatal outcomes were noted.RESULTSPrevalence of thyroid dysfunction was high 
in this study, with subclinical hypothyroidism in 6.47% and overt hypothyroidism in 4.58% women. 
Overt hypothyroids were prone to have pregnancy-induced hypertension (P=0.04), intrauterine 
growth restriction (P=0.01) and intrauterine demise (P=0.0004) as compared to control. Cesarean 
section rate for fetal distress was significantly higher among pregnant subclinical hypothyroid 
women (P=0.04). Neonatal complications and gestational diabetes were significantly more in overt 
hyperthyroidism group (P=0.03 and P=0.04, respectively).CONCLUSIONSPrevalence of thyroid 
disorders, especially overt and subclinical hypothyroidism (6.47%) was high. Significant adverse 
effects on maternal and fetal outcome were seen emphasizing the importance of routine antenatal 
thyroid screening. 
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Abstract:UNLABELLEDPregnancy has a considerable impact on thyroid homeostasis that complicates 
the diagnosis of hypothyroidism. Pregnant women with overt hypothyroidism have appreciable 
maternal morbidity as well as perinatal morbidity and mortality. Treatment of such women has been 
shown to improve these outcomes. Controversy regarding the importance of identifying and treating 
women with subclinical hypothyroidism erupted after several reports have linked variously defined 
hypothyroidism with impaired neurodevelopment of the fetus. Frequently, these reports are 
erroneously considered as identifying women with subclinical hypothyroidism, when in fact, none of 
these studies specifically identified such women. To date, there have been no well-controlled, long-
term studies on offspring of pregnant women with subclinical hypothyroidism as 
contemporaneously defined. Furthermore, these reports have led to conflicting and confusing 
position statements from several national entities as to whether all pregnant women should be 
screened for hypothyroidism and treatment prescribed for those found to have subclinical 
hypothyroidism. Importantly, there are also no published intervention trials specifically assessing the 
efficacy of such treatment to improve neurodevelopmental outcomes in offspring of women with 
subclinical hypothyroidism. It is acknowledged that obstetricians are under increasing pressure to 
screen for and treat pregnant women with subclinical hypothyroidism despite uncertainty that their 
offspring would benefit from therapy. National endocrine groups recommending such screening and 
treatment have emphasized that there is a need for large clinical trials to address these issues. Until 
such studies are completed, routine screening for and treatment of subclinical hypothyroidism 
during pregnancy is unwarranted and should be considered experimental.TARGET 
AUDIENCEObstetricians and Gynecologists, Family Physicians.LEARNING OBJECTIVESAfter 
completion of this article, the reader should be able to recall the difficulty in identifying and treating 
women with subclinical hypothyroidism, summarize the current thinking about the laboratory 
diagnosis of subclinical hypothyroidism, explain that there are no well-controlled studies that 
indicate that treatment during pregnancy will improve neurodevelopmental outcome, and state that 
screening during pregnancy at this time is unwarranted. 

Database: Medline 

 

 

 

 

 

 

 

 

https://go.openathens.net/redirector/nhs?url=http%3A%2F%2Fovidsp.ovid.com%2Fovidweb.cgi%3FT%3DJS%26PAGE%3Dfulltext%26NEWS%3DN%26CSC%3DY%26D%3Dovft%26SEARCH%3D0029-7828.is%2Band%2B61.vo%2Band%2B6.ip%2Band%2B415.pg


50. Subclinical hypothyroidism and pregnancy outcomes. 

Author(s): Casey, Brian M; Dashe, Jodi S; Wells, C Edward; McIntire, Donald D; Byrd, William; 
Leveno, Kenneth J; Cunningham, F Gary 

Source: Obstetrics and gynecology; Feb 2005; vol. 105 (no. 2); p. 239-245 

Publication Date: Feb 2005 

Publication Type(s): Comparative Study Journal Article 

PubMedID: 15684146 

Available  at Obstetrics and gynecology -  from Free Medical Journals . com  

Available  at Obstetrics and gynecology -  from Ovid (LWW Total Access Collection 2015 - Q1 with 
Neurology)  

Abstract:BACKGROUNDClinical thyroid dysfunction has been associated with pregnancy 
complications such as hypertension, preterm birth, low birth weight, placental abruption, and fetal 
death. The relationship between subclinical hypothyroidism and pregnancy outcomes has not been 
well studied. We undertook this prospective thyroid screening study to evaluate pregnancy 
outcomes in women with elevated thyrotropin (thyroid-stimulating hormone, TSH) and normal free 
thyroxine levels.METHODSAll women who presented to Parkland Hospital for prenatal care between 
November 1, 2000, and April 14, 2003, had thyroid screening using a chemiluminescent TSH assay. 
Women with TSH values at or above the 97.5th percentile for gestational age at screening and with 
free thyroxine more than 0.680 ng/dL were retrospectively identified with subclinical 
hypothyroidism. Pregnancy outcomes were compared with those in pregnant women with normal 
TSH values between the 5th and 95th percentiles.RESULTSA total of 25,756 women underwent 
thyroid screening and were delivered of a singleton infant. There were 17,298 (67%) women 
enrolled for prenatal care at 20 weeks of gestation or less, and 404 (2.3%) of these were considered 
to have subclinical hypothyroidism. Pregnancies in women with subclinical hypothyroidism were 3 
times more likely to be complicated by placental abruption (relative risk 3.0, 95% confidence interval 
1.1-8.2). Preterm birth, defined as delivery at or before 34 weeks of gestation, was almost 2-fold 
higher in women with subclinical hypothyroidism (relative risk, 1.8, 95% confidence interval 1.1-
2.9).CONCLUSIONWe speculate that the previously reported reduction in intelligence quotient of 
offspring of women with subclinical hypothyroidism may be related to the effects of 
prematurity.LEVEL OF EVIDENCEII-2. 
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