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Abstract
Background: Congenital hypothyroidism (CH), as one of the most common congenital endocrine disorders, may be significantly
associated with congenital malformations. This study investigates urogenital abnormalities in children with primary CH (PCH).
Methods: This case-control study was conducted on 200 children aged three months to 1 year, referred to Amir-Kabir Hospital, Arak,
Iran. One hundred children with PCH, as the case group, and 100 healthy children, as the control group, were selected using convenient sampling. For all children, demographic data checklists were filled, and physical examination, abdomen and pelvic ultrasound and
other diagnostic measures (if necessary) were performed to evaluate the congenital urogenital abnormalities including anomalies of the
penis and urethra, and disorders and anomalies of the scrotal contents.
Results: Among 92 (100%) urogenital anomalies diagnosed, highest frequencies with 37 (40.2%), 26(28.2%) and 9 (9.7%) cases
including hypospadias, Cryptorchidism, and hydrocele, respectively. The frequency of urogenital abnormalities among 32 children
with PCH, with 52 cases (56.5%) was significantly higher than the frequency of abnormalities among the 21 children in the control
group, with 40 cases (43.4%). (OR=2.04; 95%CI: 1.1-3.6; p=0.014).
Conclusion: Our study demonstrated that PCH is significantly associated with the congenital urogenital abnormalities. However, due
to the lack of evidence in this area, further studies are recommended to determine the necessity of conducting screening programs for
abnormalities of the urogenital system in children with CH at birth.
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Introduction
Congenital malformation is one of the causes of death in
newborns (1). Congenital hypothyroidism (CH) is also
one of the common causes of congenital endocrine disorder found in about 1 out of 3,000 to 4,000 live births (2).
Based on the evidence, the prevalence of CH in the United
States increased by 73% from 1 987 to 2002 (3). As a routine, in many parts of the world, children are evaluated
and screened for CH at birth (4). Thyroid digenesis is the
cause of 85% of the CH cases, and other causes of this
disorder are related to the dyshormonogenesis (5). Based
on the evidence, CH can be associated with congenital
malformations (6-11). Cardiac and gastrointestinal anoma______________________________
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lies are the most common congenital anomalies associated
with CH (10,12-18). The relationship between extrathyroidal malformations (ECMs) and CH in newborns
may indicate the role of common genetic components in
the etiology of CH and its related anomalies (13); so that,
recently, evidence of a genetic link between the incidence
of CH and other congenital anomalies have been proposed
(12). Based on this evidence, mutations in the genes
PAX8 (paired box 8), FOXE1 (forkhead box E1), TTF1
(thyroid transcription factor 1), TTF2 (thyroid
transcription factor 2) and TSHR (Thyroid-stimulating
hormone receptor) can be associated with thyroid
↑What is “already known” in this topic:
Currently, children with congenital hypothyroidism (CH) in
Iran do not pass routine screening for urogenital abnormalities.
Cardiac and gastrointestinal anomalies are the most common
congenital anomalies associated with CH.
→What this article adds:
Since PCH was significantly associated with the congenital
urogenital abnormalities, management of anomalies associated
with the CH, especially in children PCH, may lead to appropriate management of patients with this disorder.

Urogenital abnormalities in congenital hypothyroidism
dysplasia and malformations involving the kidney, lung,
forebrain, and palate, in addition to interfere with the
thyroid follicular cell development (19-23). A better understanding of anomalies associated with the CH, as well
as the molecular mechanisms that may be involved in thyroid disorders and its related anomalies could be a critical
step towards the identification of the etiology of CH, followed by appropriate management of patients with this
disorder (13).
Anomalies of the urogenital system including the anomalies of the urinary tract from the beginning of the urethra
consist of the anomalies of the urethra, genitalia, and scrotum and are of great importance in children (24). Some of
these anomalies lead to obstruction and dysfunction of the
upper urinary tract, even the kidneys, and some others are
important causes of sexual dysfunction in future and recurrent urinary infections in infants (24). Several case
reports showed that children with CH have disorders in
kidney and urinary tract development as well (25-27).
However, because of the importance of anomalies associated with CH and studies conducted on urogenital abnormalities in children with CH are small (12), evaluation of
these important abnormalities in newborns with CH seems
reasonable.
Based on what was said, and the fact that currently the
children with CH do not pass routine screening for urogenital abnormalities, the aim of this study was to investigate urogenital abnormalities in children with primary CH
(PCH).

Methods
Data
This case-control study was conducted on 200 children
aged three months to one year, referred to Amir Kabir
hospital, Arak, Iran. 100 children with PCH were selected
as the case group and 100 healthy children were included
in the study as the control group. Positive results of thyroid screening test performed during the first week after
birth (blood test taken from the baby's heel) using serum
thyroid function test, including measurement of Thyroidstimulating hormone (TSH), T4 or free T4 was confirmed
by radioimmunoassay (7,13)
As newborns in Iran do pass routine neonatal screening
for thyroid disorders, the case group patients were
consisted of newborns diagnosed with PCH in the medical
center under study, or patients from other provincial
medical centers referred to Amir-Kabir Hospital to confirm the diagnosis of CH and start the alternative thyroid
therapy.
After obtaining informed consent from parents or the
guardians of children, subjects in the two groups were
included in the study using convenient sampling method.
Healthy children were selected from children who had
referred to two hospitals for common cold, abdominal
pain, etc. Matching method was used for selecting the
healthy children and children were matched in two groups
regarding age and sex.
A check list of demographic and clinical data was
completed for each child with the assistance of their parents. The checklist included age, sex, history of maternal
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exposure to hazardous agents during pregnancy, mother's
age during pregnancy, mother's education, family income
and history of CH in the first-degree family of children.
Mother's age at pregnancy was classified in one of the
three groups of 20 ≥, 30-21, and 31≤ years old. Mother's
education was classified in one of the four groups of 1)
under diploma, 2) diploma, 3) associate and bachelor, and
4) doctorate and post-doctorate. Family income was classified in one of three groups of less than 5000,000 Rials
(low income), 5000,000 to 10 million Rials (medium income) and more than 10 million Rials (high income). The
history of mother's exposure to risk factors during pregnancy was defined as the history of consumption of any
amount of cigarettes, alcohol and drugs abuse during the
first three months of pregnancy. A history of developing
CH in the family was defined as the history of CH diagnosed in the first-degree relatives (father, mother, brother
or sister).
Children in both groups were examined in detail in
terms of urogenital anomalies; they also underwent an
abdominal and pelvic ultrasound and, if necessary, other
measures. Examination of the children was performed by
a nephrologist and the radiology procedures by an expert
radiologist. According to these diagnostic measures, the
selected anomalies in this study including anomalies of
the penis and urethra, and disorders and anomalies of the
scrotal contents (24,29) as follows:
1) Anomalies of the Penis and Urethra in boys:
Posterior Urethral Valves (PUV), Meatal stenosis,
Parameatal urethral cyst, Urethral duplication, congenital
urethral fistula, Megalourethra, Urethral hypoplasia,
Urethral atresia, Hypospadias, Phimosis, Paraphimosis,
Micropenis, Penile torsion, Inconspicuous penis, Agenesis
of the penis, lateral penile curvature, 2) Anomalies of the
Urethra in girls: Urethral prolapse, Paraurethral cyst,
Prolapsed ectopic ureterocele, 3) Disorders and Anomalies
of the Scrotal Contents: Undescended testis
(Cryptorchidism), Testicular (spermatic cord) torsion,
Hydrocele, Inguinal hernia, Testicular tumor.
Children with anomalies developed due to events after
birth were excluded from the study.
This study was confirmed by the Ethics Committee of
Arak University of Medical Sciences; and all stages of this
study conformed to Helsinki declaration principles, and a
written informed consent was obtained from all of the
participants’ parents.
Statistical analysis
The collected data were analyzed using SPSS version 18
software. Descriptive statistics were reported. Prevalence,
odds ratios (OR), and 95% confidence intervals (95% CI)
were calculated for the risk of having congenital anomalies in children with hypothyroidism and those without. Pvalues less than 0.05 were considered significant.

Results
The mean±SD age of children in the PCH and control
groups were 7.4±2.71 and 7.8±2.93 months, respectively
(p=0.342). There were 40 (40%) boys and 60 (60%) girls
in the case group and 43 (43%) boys and 57 (57%) girls in
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Table 1. Frequency distribution of the variables
Variable
Positive history of cigarette smoking
Positive history of Alcohol
consumption
Positive history of drugs abuse
Positive family history of CH
Mother's education

Category

-

PCH1 group (n=100)
N (%)
23(23)
7(7)

Healthy group (n=100)
N (%)
13(13)
1(1)

p2
0.097
0.065

-

4(4)
1(1)
0.369
11(11)
2(2)
0.018
Under Diploma
24(24)
5(5)
Diploma
45(45)
25(25)
Associate and Bachelor
27(27)
57(57)
0.001
Doctorate and Post-Doctorate
4(4)
13(13)
Mother's age at pregnancy (year)
20 ≥
5(5)
13(13)
30-21
34(34)
69(69)
0.001
31≤
61(61)
18(18)
8(8)
13(13)
Family income
Low3
Medium4
50(50)
39(39)
0.229
5
High
48(48)
42(42)
1
Children with primary congenital hypothyroidism, 2 p-values less than .05 were considered significant, 3 Family income less than 5000,000 Rials,
4
Family income 5000,000 to 10 million Rials, 5 Family income more than 10 million Rials

the control group (p=0.774). Other demographic and clinical characteristics of the participants are presented in Table 1.
The results showed that the mother's education
(OR=2.6; 95%CI:1.6-4.2; p=0.001), family history of CH
(OR=6; 95%CI: 1.3-28; p=0.018) and mother's age at the
pregnancy (OR =0.8; 95%CI:0.8-0.9; p=0.001) have
significant relationship with development of PCH. So that,
the prevalence of PCH was significantly higher in the
group of mothers with secondary education (diploma),
having a positive family history of CH and ≥31 maternal
age during pregnancy.
Of 92 urogenital abnormalities diagnosed among 32
children in the case group and 21 children in the control
group, 52 (56.5%) and 40 (43.4%) cases of anomalies
were associated with children in the case and control
groups, respectively. Accordingly, the prevalence of urogenital abnormalities in the children with PCH was significantly more than healthy children. (OR=2.04; 95%CI:
1.1-3.6; p=0.014)
The frequencies of urogenital anomalies in the groups of
case and control are depicted in Table 2 and Figure 1.

Among 92 urogenital anomalies diagnosed, highest frequencies with 37 (40.2%), 26 (28.2%) and 9 (9.7%) cases
including hypospadias, cryptorchidism, and hydrocele,
respectively.
This order of prevalence, i.e. hypo-spadias,
cryptorchidism, and hydrocele, included 18 (34.6%), 14
(26.9%), and 6 (11.5%) cases, out of 52 diagnosed
anomalies in the PCH group and 19 (47.5%), 12 (30%),
and 3 (7.5%) cases, out of 40 (100%) anomalies in the
healthy group. Among 117 girls in both groups, no urogenital (urethral) anomalies were found. Although the
difference of all urogenital anomalies between the groups
was significant, the difference of frequencies of none of
the anomalies studied separately was significant between
the groups (Table 2).
According to the results, no significant association
existed between the anomalies and the history of the
mother’s smoking, alcohol consumption, and drug abuse
in the first trimester. The results of the two most common
anomalies studied showed that hypospadias and
cryptorchidism had no significant relationship with
smoking history (p=0.52, p=0.07, respectively), alcohol
100.00%

CH
Healthy children

90.00%
80.00%
70.00%
60.00%
50.00%
40.00%
30.00%
20.00%
10.00%
0.00%

Fig. 1. The frequency of Urogenital Abnormalities in children with primary congenital hypothyroidism and healthy children
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Table 2. The frequency distribution of Urogenital Abnormalities in children with primary congenital hypothyroidism and healthy children
abnormalities in the
abnormalities in
Total of
Urogenital abnormalities
PCH group
the healthy group
abnormalities
N (100%)
N (%)
N (%)
Anomalies of the Penis and Urethra in boys
Hypospadias
18(48.6)
19(51.3)
37(100)
Phimosis
3(75)
1(25)
4(100)
Paraphimosis
1(50)
1(50)
2(100)
Micropenis
0(0)
1(100)
1(100)
Other penis anomalies1
0(0)
0(0)
0
PUV2
3(75)
1(25)
4(100)
Meatal stenosis
0(0)
1(100)
1(100)
Parameatal urethral cyst
1(100)
0(0)
1(100)
Urethral duplication
1(100)
0(0)
1(100)
Other urethral anomalies3
0(0)
0(0)
0(0)
Anomalies of the Urethra in girls
Urethral prolapse
0(0)
0(0)
0(0)
Paraurethral cyst
0(0)
0(0)
0(0)
Prolapsed ectopic ureterocele
0(0)
0(0)
0(0)
Disorders and Anomalies of the Scrotal Contents
Undescended testis
14(53.8)
12(46.1)
26(100)
Testicular (spermatic cord) torsion
3(100)
0(0)
3(100)
Hydrocele
6(66.6)
3(33.3)
9(100)
Inguinal hernia
2(66.6)
1(33.3)
3(100)
Testicular tumor
0(0)
0(0)
0(0)
Total Urogenital abnormalities N (%)
52(56.5)
40(43.4)
92(100)

p
0.423
0.621
>0.05
>0.05
0.621
0.412
0.311
0.513
0.843
0.246
0.498
0.712
0.014

1
Penile torsion, Inconspicuous penis, Agenesis of the penis, lateral penile curvature, 2 Posterior urethral valves, 3 congenital urethral fistula, Megalourethra, Urethral
hypoplasia, Urethral atresia

consumption (p=0.06, p=0.4), and drug abuse (p=0.69,
p=0.23). In this regard, among 37 children with
hypospadias, 6 (16.2%), 0 and 1 (2.7%), and among 26
children with cryptorchidism, 8 (30.7%), 2 (7.6%), and 0
children had mothers with a history of smoking, alcohol
consumption, and drug abuse, respectively.

Discussion
The main objective of our study was to examine those
ECMs which are less studied in children with CH. Based
on our results, the prevalence of urogenital abnormalities
in children with PCH was significantly higher than children without CH.
Based on the New York State Congenital Malformation
Registry, Kumar J et al. (12) among 980 children with CH
and 3,661,585 healthy children born between 1992 and
2005 in the United States, showed that children with CH
are significantly prone to comorbidity of renal and urinary
tract anomalies, particularly hydronephrosis, hypospadias
and renal agenesis.
Based on neonatal screening in four northeastern regions of Italy, Cassio A et al. (7) examined 235 newborns
with CH selected from among 745.801 newborns screened
in terms of congenital malformations. Authors showed
that the prevalence of congenital anomalies in children
with CH and the general population was 9.4% and 1.8%,
respectively. Based on this study, the prevalence of internal urogenital anomalies in children with CH and the general population of children was 0.43% and 0.11%, respectively; there was no significant difference between the two
groups. In the 2 case reports, Satomura K et al. (25) and
Jeha GS et al. (27) introduced newborns that were diagnosed with glomerulocystic kidney disease (GCKD) and
autosomal recessive polycystic kidney disease (ARPKD),
respectively, in addition to having CH. Reddy PA et al.
(30) in 2010, in India, reported no cases of urogenital
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anomalies among 70 children with CH.
Most of the studies on congenital anomalies associated
with CH have studied extra-urogenital malformations, and
fewer studies are found to be conducted on the evaluation
of renal and urogenital anomalies in children with CH. In
a retrospective review, Gu YH et al. (31) studied ECMs
among 1520 newborns. Based on this study, the incidence
of ECMs in newborns with CH (222/1520, 14.6%) was
significantly higher than the general population.
Olivieri A et al. (13) examined the incidence of congenital anomalies among 1420 children with CH born
between 1991 and 1998 in Italy. In this study, the prevalence of congenital malformations in children with CH
(8.4%) was four times the incidence in the general population (1.2%). Also, the results of this study showed that CH
is significantly correlated with the risk of cardiac anomalies (more than any other anomalies), nervous system and
ophthalmic anomalies.
In a cross-sectional study on 76 children with PCH,
Kreisner E et al. (10) demonstrated that the prevalence of
major congenital malformations in children with CH
(13.2%) is significantly more than healthy children.
We showed that there is no significant relationship between urogenital anomalies and a history of smoking, alcohol consumption, and drug abuse in the first trimester of
pregnancy.
In a study conducted on 483 newborns with renal malformations and 719 newborns with other urinary tract
anomalies, apart from renal anomalies, Källen K et al.
(32) reported a significant moderate correlation between
maternal smoking history and the risk of congenital renal
malformations including agenesis, hypoplasia, and dysplasia. However, according to this study, the association between the history of smoking and alcohol consumption by
the mother during pregnancy and the risk of urinary tract
anomalies were not significant. In a study conducted on
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118 children with congenital anomalies of the urinary
tract, Li DK et al. (33) found a strong association between
smoking during pregnancy and the risk of congenital urinary tract anomalies. Clarren SK et al. (34) demonstrated
that the incidence of renal hypoplasia and dysplasia could
be related to the fetal alcohol syndrome. In a study of the
fetus of 13 smoking mothers and 13 non-smoking mothers
in weeks 22 to 28 and 33 to 38 of pregnancy period using
magnetic resonance imaging (MRI), Anblagan D et al.
(35) demonstrated that maternal smoking during
pregnancy has a significant relationship with the growth
retardation of fetal brain, lungs and kidneys.
According to the evidence obtained so far, although the
mother’s smoking, alcohol consumption, and drug abuse
during pregnancy can be related to the anomalies of the
urogenital system, further studies can be performed in this
field in the future because of the following reasons:
1. When a teratogen plays a role in the development of
congenital malformations, determining the exact relationship between these factors and the risk of congenital
anomalies is crucial for minimizing their frequencies and
decreasing their short- and long-term complications (32).
2. The exact mechanism of the relationship between
smoking, alcohol consumption, and drug abuse and urogenital anomalies is not known currently (32,35).
3. In addition to the small number of studies about the
relationship between smoking, alcohol consumption, and
drug abuse and the risk of urinary tract anomalies, their
results are sometimes controversial, and they have investigated the anomalies of kidneys with fewer reports on
urogenital anomalies.
4. Since only the relationship between a history of
smoking, alcohol consumption, and drug abuse in the first
trimester of pregnancy and the risk of urogenital
anomalies are studied, it is proposed to perform further
studies in this field considering the relationship between
the amount of smoking and alcohol and drugs consumed
by mother, as well as the type of the drugs during the
entire pregnancy, and the risk of urogenital system
anomalies.
Given the evidence of the involvement of a common
genetic component to the development of CH and
congenital anomalies associated with it (13,19-23), and
according to numerous clinical evidence obtained about
significant association between congenital anomalies and
CH (7,10,12-18,31), the association between CH and
congenital anomalies can be considered almost inevitable .
However, due to the following reasons, continuing research in this area, particularly about anomalies that were
less studied, (such as urogenital abnormalities conducted
in the present study) is proposed for future studies.
1) Examination of the correlation between CH and different type of congenital anomalies can be helpful in better determining their possible common etiology (13)
2) While there are numerous evidence about the association of some congenital anomalies, especially cardiac
anomalies with CH (10,12-18,30); however, evidence
about the correlation of some prevalent congenital anomalies, including urogenital abnormalities with CH is little
(12)

3) Further studies in the future and then reaching a
comprehensive conclusion about the relationship between
each of the congenital anomalies and CH, can be helpful
in the better management of patients, planning for screening and preventive treatments to improve the prognosis in
the children.
Some of the limitations of our study were the small
sample size, lack of study of the extra urogenital abnormalities malformations (on the health center facilities under study) and failure to evaluate the prevalence of urogenital abnormalities based on the cause of congenital
hypothyroidism. It is recommended that future studies in
this area be conducted on a larger sample size, taking into
consideration the CH causes, and other extra urogenital
abnormalities.
We selected the urogenital anomalies introduced in the
Nelson’s textbook of pediatrics (29), according to which
the urogenital anomalies are very low in girls. This reason
along with low sample size seems to be the causes of finding no urogenital anomalies in the girls; so, conclude
screening is not necessary for girls is too early.

Conclusion
Our study demonstrated that PCH is significantly associated
with the congenital urogenital abnormalities. However, due to
the lack of evidence in this area, further studies are recommended to determine the necessity of conducting screening
programs for abnormalities of the urogenital system in children
with CH at birth.
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