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Should thyroid replacement ther-
apy be considered for patients
with treatment-refractory depres-
sion?

There is a well-established associ-
ation between depressive illness
and the thyroid axis. One of the
most consistent findings reported
is that 10%–15% of depressed pa-
tients will have grade II subclinical
hypothyroidism (i.e., normal levels
of circulating thyroxine [T4] and
triiodothyronine [T3], with ele-
vated thyrotropin [TSH]). The ex-
act clinical significance of this ob-
servation is not fully understood.

Ms. A was a 43-year-old woman
who presented with evidence of a
major depressive disorder. Rou-
tine thyroid screening revealed a
modest elevation of TSH at
8.3 mU/L with normal T4 and T3
levels. She was given a trial of a
serotonin reuptake inhibitor but
failed to respond after 6 weeks of
adequate treatment. A subsequent
trial of a second selective serotonin
reuptake inhibitor was also unsuc-
cessful. Treatment with triiodothy-
ronine (T3) was instituted at
25 µg/day, in addition to her anti-
depressant. She responded ro-
bustly to the addition of the thy-
roid hormone during the second
week of augmentation and was
feeling well with no symptoms of
depression.

T3 has been used to augment an-
tidepressant response. Most of the
literature suggests that it is effec-
tive in patients who are euthyroid.
There are approximately 12 stud-
ies that consistently show that T3
augmentation is effective in about
50%–60% of cases. However, most
studies were open and uncon-
trolled and all involved tricyclic
antidepressants rather than the
more commonly used classes of
antidepressants today. 

In the case of Ms. A, there are 2
possible explanations for the effec-
tiveness of T3 as an antidepressant
augmentation strategy. The first is
that it potentiated the therapeutic
effect of the selective serotonin
reuptake inhibitor irrespective of
thyroid status. The second is that
the T3 was thyroid hormone re-
placement therapy to correct the
subclinical hypothyroidism. The
first explanation is a well-docu-
mented finding. The second is con-
troversial. There is no clear evi-
dence that correction of subclinical
hypothyroidism either reverses
depression or corrects treatment-
resistant depression. However,
there are data suggesting that sub-
clinical hypothyroidism may re-
duce the rate of antidepressant
response in patients with major
depressive disorder. Furthermore,
there is at least a theoretical argu-
ment that depressed patients with

subclinical hypothyroidism may,
in fact, have a clinical manifesta-
tion of thyroid disease, as depres-
sion and depressed mood are com-
monly associated with thyroid
illness, particularly hypothy-
roidism. Regardless of which of
these explanations is true, varying
degrees of hypothyroidism may,
in fact, increase vulnerability to
depression and reduce the rate of
antidepressant response. 

Although one would not recom-
mend thyroid replacement therapy
for all cases of modest elevations
of TSH in the presence of a treat-
ment-refractory depression, it
should be considered to improve
the chance of therapeutic success
with antidepressant therapy. In
the event that thyroid replacement
therapy is considered, one could
either opt for T4 or T3. T3 may be a
more effective antidepressant, but
is not routinely used for thyroid
replacement. On the other hand,
T4 is generally the thyroid hor-
mone used for replacement ther-
apy, but its effectiveness in major
depression in euthyroid patients is
less well documented.
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The information in this column is not intended as a definitive treatment strategy
but as a suggested approach for clinicians treating patients with similar histories.
Individual cases may vary and should be evaluated carefully before treatment is
provided.
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