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To the Editor:

Notwithstanding rapid progression of sensitivity of 

thyroid function test (TFT) and attainment of serum 

euthyroid status in a very stringent range, many pa-

tients of thyroid disease continue to complain about 

somatic symptoms even after attaining euthyroid sta-

tus biochemically.1) Here we focus on some additional 

points of consideration apart from achieving target se-

rum thyroid hormone levels for wholesome thy-

roid-care.

Plenty of comorbidities often coexist with thyroid 

disorders like diabetes mellitus, hypertension, vita-

min-D deficiency, dyslipidemia, obesity, polycystic 

ovarian syndrome, depression, hyponatremia and au-

toimmune diseases (AD).2) The persistence of the 

nonspecific symptoms can be attributed to these 

chronic illnesses themselves and as adverse effects of 

various medications used as therapy for these dis-

eases as well. Thus, detailed clinical profile for ad-

dressing other comorbidities is warranted in these 

scenarios. There is need for further research to de-

code the phenomenon of “tissue or cellular hypo-

thyroidism” among treated hypothyroid patients even 

after attaining biochemical euthyroidism at serum 

level.2) There is growing interest in applying FT4 level 

as a better clinical correlate than TSH.3) 

Autoimmune thyroid disorders (AITD), having most 

prevalent association with other AD, may modify the 

course of disease presentation and thyroid-status. 

This can be due to the immune-modifying effects of 

anti-thyroid antibodies, molecular mimicry between 

thyroid and other organ/disease-specific epitopes, and 

genetic variability.4) Therefore, autoimmunity must be 

taken into consideration for those patients complaining 

about symptom-persistence. Differences in sensitivity 

of levothyroxine treatment among individuals and its 

failure to achieve physiological concentrations of se-

rum and tissue T4, T3 levels should not be overlooked. 

Anti-thyroid peroxidase (TPO) being the commonest 

anti-thyroid autoantibody encountered in clinical prac-

tice has been substantially evaluated for various 

non-thyroidal manifestations in patients with thyroid 

diseases. Anti-TPO positive thyroid disorders gen-

erally are more refractory to conventional treatment. 

Many neuropsychiatric manifestations (like depression, 

isolated cognitive decline, movement disorders, seizures, 

etc.) have been associated with presence of anti-TPO 

antibody.5) Steroid-responsive encephalopathy asso-

ciated with autoimmune thyroiditis (SREAT), a rare 

clinical entity showing high titer of anti-TPO antibody 

can present with normal TFT.6) Therefore, apart from 

routine TFT presence of anti-TPO also might be 

looked for to address future complications among bio-

chemically euthyroid patients. Pregnant women can 

harbor anti-TPO antibody even while maintaining bio-

chemical euthyroidism and this special group has been 

reported to suffer from adverse pregnancy outcomes.7) 

But contradictory evidence persists and researchers 

have not suggested routine AITD screen among preg-
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Table 1. Clinical and biochemical considerations for wholesome thyroid care

Clinical parameters to evaluate Biochemical parameters to evaluate

Blood pressure
Persisting edema
Pallor
Symptoms of persisting body ache
Weight
Presence of goiter
Cognition and mood
Menstrual and obstetric history

Fasting and postprandial blood glucose, glycated hemoglobin
Serum albumin
Lipid profile
Complete hemogram, iron profile, serum vitamin B12

Liver function test
Serum vitamin D3

Serum Na+, Ca2+

Free T3, Free T4 along with TSH
Anti-thyroid antibody (anti-thyroid peroxidase, anti-thyroglobulin)
Ultrasonography whole abdomen to look for polycystic ovarian 

disease, fatty liver
Electrocardiogram

nant females to predict adverse outcome.8) Whether 

inclusion of anti-TPO as part of routine TFT will lead 

to over-diagnosis or unnecessary economic burden 

needs further research at the community level. 

Goiter is a relatively common association of euthy-

roid-status but there is scarcity of evidences regarding 

approach towards wholesome treatment in the pa-

tients with euthyroid goiter. The commonest cause of 

euthyroid diffuse goiter being iodine deficiency, treat-

ment in form of monotherapy with iodide as well as 

combination therapy of levothyroxine and iodide have 

been proposed for pubertal age group and adults 

respectively.9) On the other hand, euthyroid nodular 

goiter necessitates tailored approach as there are 

chances of developing autonomously functioning thy-

roid nodules which can increase the risk of hyper-

thyroidism even malignancy.9) Nevertheless, a persis-

tently enlarged thyroid even after attaining normal thy-

roxine level can negatively impact the appearance of 

a patient eventually leading to low self-esteem and 

increase psychological burden.10)

We celebrate the World Thyroid Day on May 25th 

and the International Thyroid Awareness Week from 

25th to 31st May, 2020. In spite of arranging various 

awareness programs, unfortunately a significant pro-

portion of patients even today are lost to follow up 

from endocrinologists after achieving biochemical 

euthyroidism. Social thyroid activists for generating 

awareness among general public regarding importance 

of regular follow up and thyroid-related consequences 

might be an apt solution to mitigate this public health 

problem (Table 1).

Conflicts of Interest

No potential conflict of interest relevant to this ar-

ticle was reported.

Authors’ Contribution

SC generated the idea. PB wrote the first draft 

which was critically reviewed and revised by SC.

Orcid

Payel Biswas: https://orcid.org/0000-0002-1087-8461

Subhankar Chatterjee: https://orcid.org/0000-0002-3555-4412

References

1) Kalra S, Unnikrishnan AG, Kalhan A. Redefining euthyroidism: 
a biopsychosocial construct. Thyroid Res Pract 2020;17(1):2-3.

2) Kalra S, Khandelwal SK. Why are our hypothyroid patients 
unhappy? Is tissue hypothyroidism the answer? Indian J 
Endocrinol Metab 2011;15(Suppl 2):S95-8.

3) Fitzgerald SP, Bean NG, Falhammar H, Tuke J. Clinical 
parameters are more likely to be associated with thyroid hormone 
levels than with thyrotropin levels: a systematic review and 
meta-analysis. Thyroid 2020;30(12):1695-709.

4) Yoo WS, Chung HK. Recent advances in autoimmune thyroid 
diseases. Endocrinol Metab (Seoul) 2016;31(3):379-85.

5) Leyhe T, Mussig K. Cognitive and affective dysfunctions in 
autoimmune thyroiditis. Brain Behav Immun 2014;41:261-6.

6) Montagna G, Imperiali M, Agazzi P, D'Aurizio F, Tozzoli 
R, Feldt-Rasmussen U, et al. Hashimoto's encephalopathy: a 



Payel Biswas and Subhankar Chatterjee

www.ijthyroid.org 71

rare proteiform disorder. Autoimmun Rev 2016;15(5):466-76.
7) Bhattacharyya R, Mukherjee K, Das A, Biswas MR, Basunia 

SR, Mukherjee A. Anti-thyroid peroxidase antibody positivity 
during early pregnancy is associated with pregnancy com-
plications and maternal morbidity in later life. J Nat Sci Biol 
Med 2015;6(2):402-5.

8) Plowden TC, Schisterman EF, Sjaarda LA, Perkins NJ, Silver 
R, Radin R, et al. Thyroid-stimulating hormone, anti-thyroid 
antibodies, and pregnancy outcomes. Am J Obstet Gynecol 

2017;217(6):697 e1- e7.
9) Fuhrer D, Bockisch A, Schmid KW. Euthyroid goiter with and 

without nodules--diagnosis and treatment. Dtsch Arztebl Int 
2012;109(29-30):506-15; quiz 16.

10) Musa ASA, Musa MT, Baba I. Cultural beliefs and attitudes: 
the psychosocial and economic problems associated with goiter 
and thyroidectomy in an African population. Thyroid Res Pract 
2014;11(1):22-5.


