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Abstract

Subclinical hypothyroidism (SCH) can negatively affect cognitive functioning. This study aimed at
correlating serum T3, T4, TSH with adolescent’s performance on a learning disability scale. Me-
thods: A cross-sectional study was conducted on 100 schoolchildren, (10 - 15 years). Thyroid hor-
mones were estimated and classified into two groups: euthyroid and subclinical hypothyroid.
NIMHANS index for Specific Learning Disabilities was used to assess the learning ability and cogni-
tive functions. Results: Subclinical hypothyroid group made more mistakes than euthyroid group.
In SCH male group, T3 correlated with language and T4 levels correlated in all areas except in
language. In the females, there is no significant correlation between T3 and ability parameters ex-
cept in partial correlation coeffeicient among euthyroid children in arithmetic, visual-motor skills
and memory. T4 results did not correlate in language skills. There was a statistical significance
between T4 and ability skills in girls except in language. TSH and language skills correlated in fe-
males. Conclusion: T3 and T4 levels have correlation with cognitive skills other than TSH. It is ne-
cessary to measure both T3 and T4 in addition to TSH in adolescents.
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1. Introduction

Subclinical thyroid disease is characterized abnormal thyroid stimulating hormone (TSH) levels in presence of
normal total of free thyroxine (T4) or triiodothyronine (T3) [1]. Its clinical significance has been widely debated
and frequently encountered. There is no presently accepted protocol present for treatment of these patients. Stu-
dies [2]-[4], show that subclinical hypothyroidism (SCH) can negatively affect cognitive functioning. Academic
performance being the prime focus of adolescents, it is important to evaluate cognitive functioning in SCH ado-
lescents. Few studies exist on the correlation of thyroid hormone levels and cognitive function in SCH adoles-
cents [5] [6]. This study aimed at correlating serum T3, T4, TSH with adolescent’s performance on a learning
disability scale.

2. Methods

A cross-sectional population based study was conducted on 100 schoolchildren of the age group 10 - 15 years
studying in one school in Bangalore with similar socioeconomic status and financial background. Based on the
(Mean = 10.32, Standard Error = 0.16) findings in a study carried out by [6] Wu et al., with an alpha error of 5%
and desired power of study at 80% the required sample size worked out to be 9 subjects in each group. It has al-
so been reported that the prevalence of subclinical hypothyroidism in South India is around 9.4% [7]. Thus in
order to obtain the required number of children with subclinical hypothyroidism minimum of 100 children need
to be screened. The above sample size was calculated to be sufficient to estimate differences in the language ab-
ilities of children also.

Children with history or suffering from Diabetics, epilepsy, anemia or with history of thyroidectomy, head
injury, or on L-thyroxine therapy were excluded from study.

Socio-demographic data including age, gender, age of parents, occupation and education were collected. In-
formed consent was taken from the parents and also from the principals of the respective schools to collect the
blood samples for estimating the thyroid hormone levels of the school children and administer the NIMHANS
scale. Permission to conduct study was obtained from institutional ethics board.

Serum thyroxine (T,), serum triiodothyronine (T3) and thyroid stimulating hormone (TSH) was estimated in
them using the RIA method. Based on the thyroid hormone levels the study population was classified into two
groups: euthyroid and subclinical hypothyroid.

NIMHANS index for Specific Learning Disabilities (standardized scale—by NIMHANS) [8] was used to as-
sess the learning ability and different aspects of cognitive functions of these children. The NIMHANS Index of
SLD comprises test on language, arithmetic, visual-motor skills and memory. This data was collected by per-
sonal interview method. The number of mistakes made in each component of the index as well as the total num-
ber of mistakes made was recorded. This was used to correlate with their thyroid hormone levels. The number of
mistakes in visual memory and auditory memory were added and was taken as one component—memory. Simi-
larly the number of mistakes made in reading, spelling and comprehension was taken as the language component.
The investigator administering NIMHANS scale was blinded to thyroid hormone levels.

We defined subclinical hypothyroidism as that grade of primary hypothyroidism in which there is an elevated
thyroid-stimulating hormone (TSH) concentration more than 4.5 mIU/L, in the presence of normal serum thy-
roxine (T4) and triiodothyronine (T3) concentrations and Subclinical Hyperthyroidism as TSH < 0.17 mIU/L

[9].

3. Statistical Analysis

Data was analyzed using SPSS 18.0 (SPSS Inc., Chicago, USA.) A p value less than 0.05 was considered statis-
tically significant. The descriptive statistics on SLD score were analyzed and expressed in median. Significance
in differences in median values was done by Mann Whitney U test. The Spearman Rank correlation between the
thyroid hormone levels (TSH, T3 and T4) in each group (euthyroid and subclinical hypothyroid) and the number
of mistakes made in the NIMHANS index for SLD was calculated.

Statistical analysis of all the quantitative parameters such as scores relating to language, arithmetic, visual-
motor skills and memory were summarized in terms of descriptive statistics such as mean, standard deviation.
Student’s t-test was employed to test for the difference in mean values between euthyroid and subclinical hypo-
thyroid children. To express the relationship between the various thyroid hormone status such as T3, T4, TSH
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and different ability parameters (language, arithmetic, visual-motor skills and memory), both zero order correla-
tion coefficient and partial correlation coefficient (controlled for age) were estimated.

4. Results

Out of the 100 school children, who formed the study population, 62 were girls and 38 were boys. There were
21 subclinical hypothyroid and 79 euthyroid children. There was no case of subclinical hyperthyroidism or any
clinical manifestations of thyroid disorder.

Subclinical hypothyroid group made more mistakes when compared to the euthyroid group (Table 1).

The descriptive statistics for the various ability parameters (language, arithmetic, visual-motor skills and me-
mory) for the children with euthyroid and subclinical hypothyroid children has been presented in Table 2.
Children with subclinical hypothyroid status revealed higher mean score of 9.38 (language), 9.14 (arithmetic),
7.00 (visual-motor skills), 3.57 (memory) as compared to euthyroid children (8.67, 8.49, 6.28, 3.25 respectively.)
in mistakes made in all the parameters. Similarly median values were also higher in subclinical hypothyroid
group in Language, arithmetic and visual-motor skills as compared to euthyroid children. However none of the p
values were significant.

The parameters were compared in the two thyroid status groups according to gender and p values were sig-
nificant in females in arithmetic (Table 3).

Further attempt was made to control the effect of age along with gender and partial correlation coefficient was
estimated (Table 4). The partial correlation coefficient values were found to be lower as compared to uncon-
trolled effect of age.

T3 levels in males correlated significantly with all the parameters in euthyroid group but only with language
(0.036) in SCH.

T4 levels in males correlated significantly with all the parameters in euthyroid group (ranging from 0.83 -
0.98) and in SCH group (0.972 - 0.98) except in language in SCH, even after controlling for age. TSH and skill
parameters in males did not correlate significantly in euthyroid and subclinical hypothyroid groups.

Table 1. Median of the number of mistakes made in each component of the NIMHANS index of SLD.

Components Subclinical Hypothyroid Median (Range) Euthyroid Median (Range)
Language 8.00 (6.00, 11.50) 7.00 (5.00, 12.00)
Arithmetic 11.00 (6.50, 1200) 9.00 (6.00, 12.00)

Visuo-Motor Skills 8.00 (4.00, 11.00) 6.00 (4.00, 8.00)
Memory 3.00 (2.00, 5.00) 3.00 (2.00, 4.00)
Total 26.00 (21.50, 38.00) 25.00 (22.00, 31.00)

Table 2. Descriptive statistics for language, arithmetic, visual-motor skills, memory according to thyroid status.

Status Language Arithmetic Visuo-Motor Skills Memory
Euthyroid N =79 Median 7.0 9.0 6.0 3.0
Sub-Clinical Thyroid N =21 Median 8.0 11.0 8.0 3.0
Test Statistics
Age Language Arithmetic Visuo-Motor Skills Memory Total
Zz -1.121 -1.225 -1.139 —0.957 —0.831 -1.194
Mean-p Value (2-Tailed) 0.262 0.221 0.255 0.338 0.406 0.232
Median-p Value 0.34 0.22 0.26 0.33 0.65 0.48

a. Grouping Variable: thyroid status.

()
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Table 3. Descriptive statistics for the various parameters, by thyroid status and sex.

Sex Thyroid Status Language Avrithmtic  Visuo-Motor Skills Memory  Total Age

N=29
Euthy Mean 8.72 8.59 6.52 3.21 3269 12.07
Median 7.00 9.00 6.00 3.00 29.00 12.00

Male

N=9
Subcli Mean 7.78 7.33 5.22 2.56 2856  11.56
Median 8.00 8.00 5.00 2.00 24.00 11.00

N =50
Euthy Mean 8.64 8.44 6.14 3.28 3228 12.18
Median 7.50 9.00 6.00 3.00 31.00 13.00

Female

N =12
Subclini Mean 10.58 10.50 8.33 433 4050 11.92
Median 9.00 12.00 8.00 4.00 38.00 12.50

Sex Language Avrithmtic Visuo-Motor Skills Memory  Total Age
z —0.656 -0.507 -0.727 -0.614 -0.533 -0.937
Males
Asymp. Sig. (2-tailed) 0.512 0.612 0.467 0.540 0.594  0.349
z -1.257 -1.979 -1.910 -1.721 -2.141 -0.609
Females

Asymp. Sig. (2-tailed) 0.209 0.048 0.056 0.085 0.032 0.542

In the females, in euthyroid and subclinical hypothyroid group, there was no significant correlation between
T3 and ability parameters except in partial correlation coefficient among euthyroid children in arithmetic, visual-
motor skills and memory.

There was statistically significant correlation between T4 and ability skills in girls of euthyroid and subclini-
cal hypothyroid groups except in language.

Mean TSH in euthyroid group was 2.65 and in subclinical hypothyroid group was 5.58. There is no signifi-
cant correlation between TSH and ability skills except in language after controlling for age in females.

5. Discussion

In our study the prevalence of subclinical hypothyroidism was 21%. The prevalence of subclinical hypothyroid-
ism in South India was found to be 9.4% in earlier study [7]. The population reference range of TSH is around
0.4 - 4.5 mIU/L and most patients with overt hypothyroidism have TSH above 10 mIU/L. We have taken 4.5
Miu/l as cut off value. However, several controversies surrounding the TSH reference range have surfaced in
recent years.

We correlated serum T3, T4, TSH with adolescent’s performance on a learning disability scale. T3 and T4
showed significant correlation with the skills and TSH did not correlate with number of mistakes in both euthy-
roid and subclinical hypothyroid group. Children in subclinical hypothyroid group made more mistakes when
compared to the children in the euthyroid group. Children with subclinical hypothyroid status revealed higher
mean and median scores in mistakes made in all in all the four areas (language, arithmetic, visuospatial, memory)
tested as compared to euthyroid children.

Earlier study by Wu et al. in American adolescents [6] showed that cognitive assessment scores on average
tended to be lower in adolescents with subclinical hyperthyroidism and higher in those with subclinical hypo-
thyroidism than the score for the euthyroid group. Almeida et al. [10] showed no difference in performance of
the psychological tests between patients with subclinical hypothyroidism and without thyroid disease. Ayca et al.
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Table 4. Zero order correlation coefficients with T3, T4, and TSH with each component of NIMHANS Index for SLD ac-

cording thyroid status and partial correlation coefficients adjusted for age”™.

Sex Thyroid Hormones Thyroid Status  Correlation Coefficient ~ Language Arithmetic Visua-Motor Skills Memory  Total
Euthyroid 0452 0501 0.505 0525 0535
(N = 27) Zeroorder NOCORR 5 0514 p=0006  P=0005  P=0003 P=0.003
Par. corre” 0.350 0.393 0.391 0.436 0.430
- CONTROLLED FOR AGE P =0.068 P =0.039 P=0040  P=0021 P=0022
Sub-hypo Zer0 order 0608 0505 0.554 0560  0.606
N=7 P=0082 P=0.166 P=0122  P=0.117 P=0.083
Par. corre’ 0415  0.359 0.359 0305  0.398
: P=0036 P=0.382 P=0.382 P=463 P=0.329
. 0892  0.829 0.965 0939 0981
Euthyroid Zero order P=0000 P=0000 P=0000  P=0000 P=0.000
. 0874  0.787 0.955 0930 0977
Par.corre P=0.000 p=0.000 P=0000 P =0.000 P =0.000
Male T4 0
575 0978 0.960 0966  0.970
Sub-hypo Zero order P=0105 P=0.000 P=0000  P=0000 P=0000
. 0491 0974 0.959 0976 0978
Par.corre P=0.216 P =0.000 P=0000 P =0.000 P=0.000
Euthyroid 2610 order -0120  0.152 0.041 0061  0.008
N =27 P=0535 P=0430 P=0832  P=0753 P=0.968
Par. corre’ ~0010  0.324 0.205 0198  0.161
. : P=0961 P=0.092 P=0295  P=0314 P=0413
Sub-hypo Zero order 0242  0.405 0.436 0520 0453
N=7 P=0531 P=0.280 P=0241  P=0151 P=0.220
Bar. corre’ 0.065  0.302 0.317 0407 0325
' P=0878 P=0.467 P=0444  P=0317 P=0431
Euthyroid 0008 0275 0.216 0182  0.169
N = 48 Zero order P=0.995 P =0.053 P=0132  P=0206 P=0.239
. 0112 0329 0.315 0304 0276
Par. corre P=0444 P=0.021 P=0028  P=0.034 P=0.055
T3
Sub-hypo Zer0 order 0058 0319 0.183 0170  0.194
N =10 P=0859 P=0313 P=0569  P=0597 P=0545
. 0018 0332 0.199 0194 0242
Par. corre P=0821 P=0319 P=0557 P=0568 P=0473
. 0718  0.898 0.940 0915 0957
Euthyroid Zero order P=0000 P=0000 P=0000  P=0000 P=0.000
. 0717  0.896 0.946 0930  0.969
Par.corre P=0.000 P =0.000 P=0000  P=0.000 P =0.000
Female T4
0631 0868 0.892 0938  0.960
Sub-hypo Zero order P=0280 P=0.000 P=0000  P=0000 P=0000
X 0435 0891 0.882 0922 0943
Par.corre P=0.181 P =0.000 P=0000  P=0.000 P=0.000
. ~0.169  0.111 0.122 0094 0019
TSH Euthyroid Zero order P=0241 P=0.442 P =0.399 P=0514 P=0.896
. -0.283  0.078 0.055 0.008  —0.065
Par. corre P=0.048 P=0.595 P=0707  P=0.957 P=0.658
Sub-voo Zer0 order ~0.029  0.083 -0.102 ~0.085 -0.013
yp P=0928 P =0.799 P=0.752 P=0.792 P=0.968
Par. corre’ -0.136  0.052 ~0.159 ~0.159  —0.100
: P=0689 P=0876 P=0641  P=0641 P=0.770
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in their study [11] demonstrated that pediatric patients with SCH showed poor performance in tests measuring
attention but no difference in intelligence. Similar study by Aijaz et al. [12] showed increase in attention deficit
in SCH children but normal verbal and visual processing abilities.

Thyroid hormones are necessary for maturation of the brain and its functions throughout life and especially in
certain windows of growth [13] [14] to enable timely migration of the cells. In the brain T3 is mostly derived
from local T4 deiodination (D2 and D3).In thyroid deficiency, increased D2 activity maintains normal T3 con-
centration despite reduced T4 concentrations in brain. An important fact is that thyroid hormones are present in
CSF at less than ten times the serum concentrations [15]. The findings of this study direct attention to the neces-
sity to measure both T3 and T4 in addition to TSH in adolescents.

This study was the first of its kind done on adolescents in India. The high prevalence of subclinical hypothy-
roidism as found out by this study, as well as the fact that there are more adolescents in the high normal range of
TSH reference range, calls out the need for a large study to find out the prevalence of these subclinical thyroid
disorders in the Indian population

The limitation of our study is the relative small sample size of SCH children. The second limitation of this
study was that only one blood sample value was taken and transient SCH or diurnal variation was not considered.
We have not studied cognitive abilities after therapy in SCH children. There are contrary reports of treating SCH
and the role of combined T3 and T4 administration in adolescents particularly needs to be studied [16].

6. Conclusion

Further, more interventional studies relating to subclinical hypothyroidism and cognitive functioning which can
throw light on the mild changes in cognition which may not be picked up by the usual cognitive tests, need to be
done. This is especially important in India as adolescents who are in the threshold of higher studies, decreased
cognitive function may be a determent to achieve high standard in academics.
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