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Editorial

Subclinical hypothyroidism is a common problem that affects about
3-8% of the population [1]. Subclinical hypothyroidism is defined as
mildly elevated TSH levels with normal free thyroxine levels [2,3].
Subclinical hypothyroidism carries a risk of progression to overt
hypothyroidism, a condition effecting 2-5% of the population annually
[1]. Patients with overt hypothyroidism may present a wide array of
symptoms and signs that include fatigue, slow movement, slow speech,
eye problems, joint aches, cold intolerance, constipation, weight gain,
menstrual disturbances, infertility, bradycardia, depression,
neurological problems, encephalopathy and even coma. This long list
of symptoms and signs can be confused with other medical conditions
and can obfuscate the true and primary issue [4]. Some of the
symptoms can be misinterpreted as depression, chronic fatigue
syndrome or anxiety disorder. To this backdrop, a physician is
presented with a crucial decision that many must make when they
encounter a patient with subclinical hypothyroidism: whether or not
to treat the patient with thyroid replacement therapy. In the context of
our busy clinical settings, there is heavy reliance on lab values. Often
times, the physician's action may be over-reliant on the lab values
without paying particularly close attention to the patient's symptoms
in these borderline cases.

While almost all experts recommend treatment of patients with
serum thyroid-stimulating hormone (TSH) concentrations >10 mU/L,
the routine treatment of asymptomatic patients with TSH values
between 4.5 and 10 mU/L is still controversial [3, 5-9]. Recent studies
have shown strong correlation between subclinical hypothyroidism
and the risk of cardiovascular diseases such as coronary artery disease
and heart failure [10,11]. This risk is even higher in younger
populations [12,13].

Thyroid hormones are deemed to be key regulators that control
different chemical and physiological processes in the cardiovascular
system. Recent studies have shown increased mortality in heart failure
patients with low thyroid function [14-16]. Therefore, low thyroid
hormone levels are related to and involved in cardiovascular death,
which is the number one cause of death in the United States [17].
Despite the fact that cardiovascular disease and stroke are closely
related, the data demonstrating a correlation between subclinical
hypothyroidism and stroke are still inadequate and inconsistent [18].
Recent animal studies may provide some insight (reviewed in [17]). It
appears that heart diseases, in general, trigger low cardiac T3 levels, a
change that is believed to result from increased local expression of the
D3 deiodinase. Importantly, it appears that a reduction in cardiac
tissue T3 can lead to pronounced cardiac dysfunction even though
serum hormone levels may be normal [19]. While a discussion of this
topic is well beyond the current editorial, this new information
suggests that maladaptive effects on the heart may extend beyond

individuals with diagnosable borderline thyroid dysfunction. It does
not help matters that cardiac manifestation of heart failure and
hypothyroidism are largely indistinguishable. Clearly, a serum
biomarker tracking with low cardiac tissue T3 would be extremely
helpful.

Many patients with insufficient thyroid hormone levels likely go
underdiagnosed and untreated. In contrast, they are given non-specific
diagnoses like “chronic fatigue syndrome,” “fibromyalgia,”
“depression,” and “anxiety disorder.” These diagnoses, in reality, are
just a constellation of their symptoms, since doctors don’t realize the
exact cause. These symptoms provide an opportunity for excessive use
of anti-depressants, anti-psychotics, muscle-relaxants, stimulants,
anti-epileptics, pain relievers and other products. These drugs do not
fix the problem and can often make it worse. They intervene with
normal brain function producing changes in feelings, thought and
mood that may be misinterpreted as an improvement. Medical ethics
demands clinicians search for the cause and fix the primary problem if
feasible.

Furthermore, treatment of subclinical hypothyroidism will prevent
transformation to overt hypothyroidism, especially in those with
serum TSH concentrations greater than 10 to 15 mU/L. Treatment in
patients with smaller elevations in serum TSH concentrations may
possibly ameliorate nonspecific symptoms of hypothyroidism, such as
fatigue, constipation or depression. Treatment may also increase
cardiac muscle contraction and improve serum lipid profile in some
patients and consequently reduce the risk of coronary heart disease.
Therefore, when a diagnosis of symptomatic subclinical
hypothyroidism is made, physicians should adequately treat to ensure
mitigation of the hormonal imbalances given the potential benefits.
Importantly, we rarely know the normal thyroid hormone status of a
given patient when they were well. A given patient who has moved
from one end of the normal hormone reference curve to other may be
symptomatic despite testing within the normal range. Paying
particularly close attention to those patients at the extremes of the
normal reference range is certainly a good idea.

Conclusion
In conclusion, clinicians should remain vigilant when it comes to

treating a patient with solely elevated TSH or subclinical
hypothyroidism. Clinicians should always look into the clinical
context and take their patients’ complaints and symptoms into
consideration. Given the potential to develop overt hypothyroidism
and the possible adverse effects of unattended hormonal imbalances,
clinicians have to periodically follow their asymptomatic patients with
subclinical hypothyroidism. Physicians should treat their patients, not
the lab values.
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