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TabLE 1. (CoNTINUED)

Survey section Survey question Possible response Respondents
How many times have you  Never 3185 (29%)
changed doctors because  Once 1944 (17%)
vou were nol satisfied with 2—4 tmes 4375 (39%)
the treatment you were 5-9 times 1349 (12%)
s =10 times 313 (3%)

How would you rate the need
for new treatments for
hypul!hyru‘jd.i:im'?b

Tred alternative hypothyroid Yes
treatment not prescribed by Mo

How has r life been | =not affected
affected by your I 0= strongly
hypul!hyru‘jd.i:im'?b affected

=no need
(O=strong need

L

10 (8-10)

J108 (28%)
BO38 (71%)

10 (8-10) 1.
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1a. Is levothyroxine monotherapy considered to be
the standard of care for hypothyroidism?

® RECOMMENDATION
Levothyroxine 1s recommended as the preparation of choice
for the treatment of hypothyroidism due to its efficacy in
resolving the symptoms of hypothyroidism, long-term ex-
perience of its benefits, favorable side effect profile, ease of
administration, good intestinal absorption, long serum half-
life, and low cost.

Strong recommendation. Moderate quality evidence.
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 Patient Satisfaction Yith Levothyroxine Therapy
What tools may be useful'T mical or research setting, to measure the impact of

levothyroxine replacement for primary hypothyroidism on patients’ physical or psychological
well-being, treatment satisfaction, or treatment preferences?

What approach should be taken in patients treated for hypothyroidism who have normal
serum thyrotropin values but still have unresolved symptoms?

Thyroid Extracts
In adults requiring lhyrcnd hormone replacem . or primary hypothyroidism,

is treatment with th ment with levothyroxine alone?

Do genetic variants in f e way gcnes (deiodinases or thyroid hormone
transporters) affect the serum or llssue levelq of thyroid hormones in healthy euthyroid
individuals or hypothyroid patients taking replacement therapy?

In adults requiring thyroid hormone replacement treatment for primary hypothyroidism, is
combination treatment including levothyroxine and liothyronine superior to the use of
levothyroxine alone?

In adults requiring thyroid hormone replacement treatment for primary hypothyroidism who
feel unwell while taking levothyroxine, is combination treatment including levothyroxine
and liothyronine superior to the use of levothyroxine alone?

Should genetic characterization according to type 2 deiodinase gene polymorphism status be
used to guide the use of combination synthetic levothyroxine and liothyronine therapy in
hypothyroidism, in order to optimize biochemical and clinical outcomes?

Liothyronine Monotherapy for Hypothyroidism

Are there data regarding therapy with triiodothyronine alone, either as standard liothyronine
or as sustained release triiodothyronine, that support the use of triiodothyronine therapy
alone for the treatment of hypothyroidism?

Liothyronine Monotherapy in Euthyroid Patients
Is there a role for the use of liothyronine to treat biochemically euthyroid patients with depression?
Is there a role for the use of liothyronine to treat biochemically euthyroid patients with obesity?
Compounded Thyroid Hormones

What is the recommendation regarding therapy with compounded thyroid hormones (either

levothyroxine or liothyronine) for treatment of hypothyroidism based on current evidence?
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Hypothyroid Patients Encoding Combined MCT10
and DIO2 Gene Polymorphisms May Prefer

L-T3 + L-T4 Combination Treatment - Data Using
a Blind, Randomized, Clinical Study

Allan Carlé? Jens Faber“? Rudi Steffensen® Peter Laurberg?
Birte Nygaard®© ¢
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Fig. 2. Patients’ preference for the combined L-T3 + L-T4 treat-
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Table 2. Treatment preference documented during trials of combination therapy.
, Number Trials in which Trials ].n “.,h ich Number Total Number
Study L. combination .
. of combination therapy o of preferring vs not
Design . ] therapy was not . .
Trials was preferred patients preferring T4/T3
preferred
Bunevicius, 1999 33
Blinded Bunevicius, 2002 10
C;Eq:_ ’ ¢ Escobar-Morreale, 2006 26 198 preferred
m';:.r : Nygaard, 2009 59 T4/T3, 101 did not
Walsh, 2003 101
*Hoang, 2013 70
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13c. In adults requiring thyroid hormone
replacement treatment for primary hypothyroidism
who feel unwell while taking levothyroxine,

is combination treatment including levothyroxine
and liothyronine superior to the use

of levothyroxine alone?

® RECOMMENDATION

For patients with primary hypothyroidism who feel unwell
on levothyroxine therapy alone (in the absence of an al-
lergy to levothyroxine constituents or an abnormal serum
thyrotopin), there is currently insufficient evidence to

support the routine use of a trial of a combination of le-

vothyroxine and liothyronine therapy outside a formal

clinical trial or N-of-1 trial, due to uncertainty in long-term
risk benefit ratio of the treatment and uncertainty as to the
optimal definition of a successful trial to guide clinical
decision-making. Additional research targeting those with
relatively low serum triiodothyronine concentrations, but
normal thyrotropin levels during monotherapy 1s needed to
address whether there is a subgroup of patients who might
benefit from combination therapy.

Insufficient evidence



News > Medscape Medical News

To T3 or Not: What's the Story on Combo Therapy
in Hypothyroidism?

Nancy A Melville
December 18, 2014

Guidelines Recommend Only Against "Routine" Use of Combo

But among the most important phrases in the new ATA
guidelines that should be underscored — loud and clear —
is that they "recommend only against the routine use of
combination therapy. said ATA president elect Antonio C
Bianco, MD, PhD (chief, division of endocrinology and
metabolism; executive vice chair, department of internal
medicine, Rush University Medical Center, Chicago, lllinois),
who cochaired the hypothyroidism task force along with Dr Dr Antonio Bianco Dr Jacqueline Jonklaas
Jonklaas.

"At the same time, there are multiple instances in which combination therapy is
supported," he told Medscape Medical News.

Those instances include when patients' serum TSH levels are normal but they
are still symptomatic — which is when most clinicians are likely to consider the
option.
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(2) Data :suggeét that 5-10% of L-T4-treated hypothy-
roid patients with normal serum TSH have persistent
symptoms which can be related to the disease and L-T4

therapy

Recommendations

(4) There is insufficient evidence that L-T4 + L-T3
combination therapy serves the hypothyroid patient bet-
ter than T4 monotherapy (1/++0).

(5
the s

Recommendations
(6) Limited data suggest that psychological well-being
and preference for L-T4 + L-T3 combination therapy may

Recommendations
(7) It is suggested that L-T4 + L-T3 combination ther-
apy might be considered as an experimental approach in
compliant L-T4-treated hypothyroid patients who have
persistent complaints despite serum TSH values within
the reference range, provided they have previously given

(9) It is suggested that L-T4 + L-T3 combination ther-
apy is discontinued if no improvement is experienced af-
ter 3 months (2/++0).
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