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DESCRIPTION
Euthyroid Sick Syndrome (ESS), also referred to as Non-
Thyroidal Illness Syndrome (NTIS), is a complex thyroid
dysfunction often observed in critically ill patients, characterized
by abnormal thyroid function test results without intrinsic
thyroid disease. The condition typically manifests as low serum
levels of Triiodothyronine (T3), normal or low Thyroxine (T4)
and varying levels of Thyroid-Stimulating Hormone (TSH).
These alterations reflect the body’s adaptive response to illness,
stress and altered metabolic demands rather than primary
thyroid pathology.

The pathophysiology of ESS involves a dynamic interaction
between systemic inflammation, altered Hypothalamic-Pituitary-
Thyroid (HPT) axis regulation and changes in peripheral thyroid
hormone metabolism. In critical illnesses, the production of pro-
inflammatory cytokines, such as Interleukin-6 (IL-6) and Tumor
Necrosis Factor-Alpha (TNF-α), disrupts the normal feedback
mechanisms of the HPT axis. These cytokines suppress TSH
secretion and reduce the conversion of T4 to T3 by
downregulating deiodinase activity, particularly type 1
Deiodinase (DIO1). Additionally, increased type 3 Deiodinase
(DIO3) activity leads to enhanced degradation of T3 to inactive
reverse T3 (rT3). These changes collectively result in a low T3
syndrome, the characteristic of ESS. Thyroid function test
abnormalities, such as decreased T3 and T4 levels with
fluctuating TSH concentrations, are currently a major part of
the diagnosis of ESS. A diagnostic conundrum is presented by
the fact that these findings are similar to those of other thyroid
conditions, including primary and central hypothyroidism. A
possible diagnostic technique that provides information on the
balance of thyroid hormone activation and inactivation is the
ratio of T3 to rT3. The specificity of ESS identification in
critically ill patients may be improved by includes these markers
in diagnostic criteria. When diagnosing ESS, clinical
characteristics and patient history are equally significant. Serious
systemic diseases like sepsis, trauma, myocardial infarction, or
major surgery are frequently present in critically unwell
individuals with ESS. ESS does not cause symptoms that are

directly related to excess or insufficiency of thyroid hormones, in 
contrast to primary thyroid disease. Instead, the underlying 
ailment frequently masks its symptoms. Therefore, individuals 
who have considerable systemic stress and unexplained thyroid 
test abnormalities should have a higher clinical suspicion of ESS. 
Accurate ESS recognition requires a thorough diagnostic process 
that incorporates test results with clinical context.

The use of molecular diagnostic methods and sophisticated 
imaging to improve ESS diagnostic standards is one area of 
notable progress. For example, Doppler imaging and thyroid 
ultrasonography can evaluate the vascularity and shape of the 
thyroid gland, which can help differentiate ESS from structural 
thyroid diseases. Molecular profiling methods like 
transcriptomics and proteomics can also pinpoint particular 
gene and protein expression patterns linked to ESS. By 
identifying new biomarkers and pathways linked to ESS, these 
techniques may help develop more accurate diagnostic 
standards. In the diagnosis of ESS, the timing and reversibility of 
thyroid hormone abnormalities are also essential factors. In 
contrast to permanent thyroid malfunction, ESS is usually 
temporary and once the underlying sickness goes away, thyroid 
hormone levels return to normal. Because of the dynamic nature 
of these changes, serial thyroid function tests can help 
distinguish ESS from other thyroid illnesses. Nonetheless, there 
is ongoing discussion on the best time and frequency to do these 
tests. Standardizing serial testing procedures may enhance 
diagnostic precision and comprehension of ESS development. 
Additionally, a better comprehension of the clinical importance 
and prognostic consequences of ESS is necessary to advance 
diagnostic criteria. Thyroid hormone replacement therapy's place 
in ESS is still up for debate, in part because there are no 
accepted diagnostic standards. Although some research indicates 
that thyroid hormone supplements might help certain patients' 
clinical outcomes, other studies warn against using them due to 
possible hazards and a lack of conclusive data. It may be possible 
to identify patients who would benefit from focused thyroid 
hormone therapy, such as those with severe or protracted ESS, 
by improving diagnostic criteria. Future clinical studies should
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assess the safety and effectiveness of such therapies by stratifying
patients according to improved ESS criteria.

CONCLUSION
Improving the diagnosis, comprehension and treatment of
euthyroid sick syndrome in critically ill patients requires the
advancement of diagnostic criteria. A thorough strategy that

incorporates clinical context, laboratory results and modern
diagnostic technologies is essential to reaching this objective.
Using molecular and imaging technologies, along with new
biomarkers like T3/rT3 ratios and rT3 levels, can improve the
accuracy of diagnosis. Furthermore, ESS can enhance patient
care in critical conditions by acknowledging its prognostic value
and improving its function in risk classification models.
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