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Introduction
Thyroid hormones (THs) are crucial for normal 
development. They exert their actions primarily by 
binding to the nuclear receptors that regulate gene 
transcription through interaction with thyroid hormone 
response elements in the promoter/regulatory region of 
the specific genes [1]. THRA located on chromosome 
17 and THRB on chromosome 3 code for the TRα 
and β isoforms, respectively [2].

The expression of the TR isoforms is tissue-dependent 
and developmentally regulated [3].

TRβ1 is predominantly expressed in liver, kidney, brain, 
heart, and thyroid. TRβ2 is mainly expressed in brain, 
retina, and inner ear, whereas TRβ3 is predominantly 
expressed in kidney, liver, and lung [4]. TRα1 and 
TRα2 are expressed at the highest levels in brain but 
are also the major TR isoforms in bone and heart [5].

THs exert their effects by stimulation of TH receptors, 
which have different tissue distribution and metabolic 
targets. TRβ is predominant in liver and is mainly 
responsible for the effects on cholesterol and lipoprotein 
metabolism, whereas TRα is the most important in fat, 
muscle, and heart [6].

The past: the rise and fall of early thyroid 
hormone analogs as lipid-modifying agents
It has been known since 1930 that hyperthyroidism is 
associated with reduced plasma cholesterol levels [7], 
and since then many efforts were made to exploit the 
ability of THs to lower cholesterol levels [8]. In initial 
studies in the 1950s, a low dosage of dessicated thyroid 
led to a significant reduction in plasma cholesterol, 
‘escape’ occurred after 20–30 weeks of treatment. 
Patients treated with high doses of dessicated thyroid 
were not refractory to the treatment, but a large 
number presented with tachycardia, angina pectoris, 
diarrhea, weight loss, and insomnia, in brief, with 
overt hyperthyroidism [9]. Thus, studies on thyroid 
preparations were stopped at that time, and the search 
for synthetic analogs began.

A large number of TH analogs were synthesized and 
tested in the experimental animal models for their 
lipid-lowering activity. Of all these analogs tested in 
animal studies first one was dextrothyroxine (D-T4).

In the late 1960s, a large clinical trial on D-T4 therapy 
was conducted as a part of The Coronary Drug Project 
by the National Institutes of Health, which aimed 
to answer the question as to whether cholesterol 
reduction may prevent coronary heart disease. The 
study was terminated after an average follow-up of 
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Diiodothyropropionic acid
One of the first TH analogs was diiodothyropropionic 
acid (DITPA), an acronym for 3,5-diiodothyropropionic 
acid. It differs chemically from T4 in the absence of 
iodides at the 3´, 5´ positions and in the substitution of a 
propionic acid side chain for the alanine side chain and 
has a modestly higher affinity for the TRβ compared 
with the TRα. In Sprague–Dawley rats and New 
Zealand white rabbits, DITPA increased the cardiac 
output by reducing the end-diastolic pressure [14].

These hemodynamic changes were not associated 
with an increased heart rate. Thus, experimental data 
suggested that DITPA might improve inotropic 
effects without positive chronotropic effects on the 
heart. However, DITPA-treated mice demonstrated 
high prevalence of fatal cardiac rhythm abnormalities 
during in-vivo ischemia and/or reperfusion [16].

A pilot study on the use of DITPA in 19 patients 
showed promising results with increased cardiac index 
and decreased vascular resistance index. However, 

36 months because of a higher proportion of deaths 
in the D-T4-treated group, although this difference 
did not reach statistical significance. However, the 
design and performance of this study may not have 
been sufficient to elucidate the lipid-lowering effect 
of D-T4 in humans. First, subsequent investigations 
revealed the preparations used in the D-T4 study to be 
contaminated with as much as 0.5% levothyroxine, the 
enantiomer of D-T4, equivalent to a dosage of 30 μg/
day, which may have been the only active metabolite 
in the study. Second, the deaths occurred in patients 
already carrying high cardiovascular morbidity at 
the initiation of the study, including angina pectoris, 
congestive heart failure, and tachycardia [9].

With the introduction of 3-hydroxy-3-methylglutaryl 
coenzyme A reductase (HMG-CoA reductase) 
inhibitors, usually known as ‘statins’, into clinical 
practice to lower plasma cholesterol in the mid 1980s, 
efforts on the development of TH analogs slowed. It 
was during this time period, however, that the first 
novel ‘selective’ compounds mimicking the cholesterol-
lowering actions of TH were developed (Fig. 1).

β-Selective thyromimetics
Selective thyromimetics are the synthetic structural 
analogs of THs that have tissue-specific TH 
actions [10]. TRβ selective compounds are of special 
interest as they mediate LDL-cholesterol lowering 
and fat loss by targeting the TRβ1 isoform in the 
liver, whereas they do not alter the heart rate mediated 
through the TRα1 isoform in the heart [11,12].

The first liver-selective, cardiac-sparing thyromimetics 
were produced by substitution of iodine moieties 
by arylmethyl groups at the 3´ position [13]. 
Tiratricol and other structural TH analogs such 
as 3,5-diiodothyropropionic acid followed soon 
thereafter [14]. The development of these TRβ 
selective compounds paved the way for the resurgence 
of thyromimetics as lipid-modifying drugs.

In the last few years, several cardiac-sparing TH 
analogs have entered human clinical trials, with an 
advantage of a more detailed pharmacological analysis. 
In the last few years, several TH analogs have entered 
human clinical trials [15].

Selective thyromimetics are synthetic structural 
analogs of THs that have tissue-specific TH actions. 
TRβ selective compounds are of special interest as 
they mediate LDL-cholesterol lowering and fat loss by 
targeting the TRβ1 isoform in the liver, whereas they 
do not alter the heart rate mediated through the TRα1 
isoform in the heart [11].

Chemical structure of thyroxine mimetics.

Figure 1
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heterozygous familial hypercholesterolemia [23] 
in February 2012 but stopped because of cartilage 
damage.

Sobetirome
GC-1 [3,5-dimethyl-4-(4´-hydroxy-3´ isopropylbenzyl)- 
phenoxy acetic acid] is one of the best characterized 
thyromimetics. It binds TRβ1 with the same affinity as 
T3 but binds TRα1 with approximately a 10-fold lower 
affinity [24]. Experimental data from animal models 
showed that sobetirome reduced LDL-cholesterol by 
41%, fat mass, and hepatic steatosis without increasing 
the heart rate. Phase I clinical studies tested the 
therapeutic concept of cholesterol lowering and found 
sobetirome to be generally well tolerated at all doses 
studied. Twenty-four patients were enrolled in this 
phase I trial and received multiple doses of sobetirome 
over 2 weeks [24]. LDL-cholesterol was reduced 
up to 41% at daily doses of 100 μg in patients with 
nonenriched LDL levels.

Furthermore, phase II and III human clinical trials 
have not yet been started [25,26].

MB07811
Pharmacokinetic studies in rats demonstrated 
that the prodrug (2R,4S)-4-(3-chlorophenyl)-2-
[(3,5-dimethyl-4-(4´hydroxy-3´-isopropylbenzyl)
phenoxy)methyl]-2-oxido-[1,3,2] dioxaphosphonane 
(MB07811) undergoes first pass hepatic extraction and 
that cleavage of the prodrug generates the negatively 
charged TR agonist (3,5-dimethyl-4-(4´hydroxy-3´-
isopropylbenzyl)phenoxy) methylphosphonic acid 
(MB07344), which distributed poorly in most tissues 
and was rapidly eliminated into the bile [27,28].

In rats and mice, MB07811 reduced not only 
cholesterol and triglyceride levels [28], but also hepatic 
steatosis [26]. Furthermore, MB07811 had additive 
effects on LDL-cholesterol lowering when used in 
combination with atorvastatin in rabbits, dogs, and 
monkeys [29].

The human phase Ib clinical trial also showed reduced 
LDL-cholesterol and triglyceride levels [10].

The planned phase II clinical trial (Clinical Trial.gov 
accession number: NCT00879112) was terminated 
before initiation and the developing company (Metabasis 
Therapeutics Inc.) was acquired by Ligand Pharmaceuticals 
Incorporated in January 2010. To our knowledge, clinical 
trials on MB07811 have not been resumed [29] (Table 1).

DITPA was poorly tolerated in the phase II clinical 
trial patients (n = 86) with congestive heart failure.

After 24 weeks, it reduced serum LDL-cholesterol by 
30% and increased cardiac index by 18%, but there was 
no evidence for a symptomatic benefit in congestive 
heart failure [17]. DITPA was also associated with a 
significant reduction in body weight of 5.7 kg and a 
significant rise in serum osteocalcin, N-telopeptide, 
and deoxypyridinoline levels, indicating an increased 
bone turnover on DITPA [18,19].

Eprotirome
The chemical name of eprotirome (KB2115) is 
3-[[3,5-dibromo-4-[4-hydroxy-3-(1-methylethyl)-
phenoxy]-phenyl]-amino]-3-oxopropanoic acid. 
Eprotirome, first presented at American Thyroid 
Association meeting 2008, has seven-fold greater 
affinity for the β-isoform of the TH receptor than 
does T3, and its precursor KB141 has a modestly 
higher affinity for the TRβ isoform in the liver when 
compared with the TRα isoform in the heart [20].

Most importantly, eprotirome is not only TRβ-
selective, such as KB141, but also its tissue uptake 
is highly liver-selective and there is only minimal 
uptake in the nonhepatic tissues [21]. There is a 
considerable amount of human data from clinical trials 
on eprotirome, bringing this substance near to clinical 
application and registration approval [22]. In a study 
conducted on 98 hyperlipidemic patients randomized 
to 16 weeks of eprotirome at 100 or 200 mcg/day or 
placebo, eprotirome resulted in about 25% reduction in 
LDL and apolipoprotein B, along with 37% decrease in 
lipoprotein A at 100 mcg and 45% decrease at 200 mcg. 
Triglycerides decreased by 25% in patients with normal 
baseline levels and by 40% in hypertriglyceridemic 
individuals. No cardiac, bone, or muscle effects were 
noted with eprotirome. A mild transient elevation in 
the liver enzymes was noted [21].

A second phase II study involving 189 patients 
demonstrated that eprotirome, added to treatment 
with atorvastatin or simvastatin, achieved additional 
lipid reductions (LDL reduction 22–32%) comparable 
in magnitude with eprotirome monotherapy.

There is a considerable amount of human data from 
clinical trials on eprotirome, bringing this substance 
near to clinical application and regestration [18,19,22].

Phase III programs to evaluate eprotirome’s safety 
profile at longer treatment regimes as well as its 
efficacy profiles have been initiated in patients with 
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Table 1 Different thyromimetics used in clinical trials
Thyromimetics Indication Effect Clinical trial
Diiodothyropropionic 
acid

Heart failure 
(NYHA II–IV)

No benefit Phase II

Sobetirome Dyslipidemia ↓LDL-C Phase Ia
Eprotirome Dyslipidemia ↓LDL-C, 

↓lipoprotein A
Phase II

MB07811 Dyslipidemia ↓LDL-C, 
↓triglycerides

Phase Ib

LDL-C, LDL-cholesterol.

Therapeutic use in obesity and hepatic steatosis
THs reduce body fat by increasing the basal metabolic 
rate. Most thyromimetics recapitulate this effect on 
fat reduction without muscle wasting and tachycardia 
[23–25] (Fig. 2).

Sobetirome reduces body fat up to 8% in lean Wistar 
rats compared with controls [25]. This may be due 
to an enhanced fatty acid β-oxidation and increases 
in O2 consumption and body temperature. However, 
sobetirome is less effective than THs in promoting 
weight loss.

Sobetirome also prevented the development and 
progression of hepatic steatosis in Fischer rats by 
increased mitochondrial and peroxisomal fatty acid 
β-oxidation and reduced levels of inflammatory 
markers [31–33].

Similarly, MB07811 reduced hepatic steatosis through 
increased fatty acid oxidation in rats and mice [26]. 
As obesity is a major risk factor for type 2 diabetes 
mellitus, the reduction of hepatic and body fat may be 
beneficial for glucose homeostasis too [10].

There was also a loss of weight in the phase II clinical 
trial with DITPA [17] but not in the other human 
trials with thyromimetics [18,19]. This different effect 
on body weight is probably because of the different 
grade of selectivity of the thyromimetic used and the 
different characteristics of the study populations.

In the study by Goldman and colleagues, patients with 
congestive heart failure were recruited, whereas in the 
other studies patients with heart failure (NYHAN2) 
were excluded. Thus, reduction in body weight in 
the phase II clinical trial with DITPA may reflect 
the effects of DITPA on hemodynamic parameters 
and not the genuine effect of DITPA on body fat. 

Therapeutic use of thyromimetics in dyslipidemia
Several animal models [28–30] and recent human 
trials [18–20] have provided sound evidence that 
thyromimetics can serve as pharmacological tools to 
modify serum lipids without affecting the heart rate. 
Similar to T3, thyromimetics reduced total serum 
cholesterol in rodents [29].
(1) The mechanism for LDL-cholesterol lowering by 

thyromimetics is different from that of HMG-
CoA reductase inhibitors, that is statins, which are 
currently the first-hand drugs for the treatment of 
hypercholesterolemia.

(2) Antiatherogenic effects of selective thyromimetics: 
one main mechanism of action is the upregulation 
of the LDL receptor (LDLr) in the liver, which 
leads to a strong reduction in plasma LDL 
particles, associated with a significant reduction in 
plasma total cholesterol and triglycerides.

(3) Another mechanism affecting plasma cholesterol 
and triglyceride levels is the inhibition of hepatic 
transcription factor, sterol regulatory element-
binding protein 1 (SREBP1), resulting in reduced 
VLDL assembly.

(4) Promotion of the so-called reverse cholesterol 
transport, which describes the transport of cholesterol 
from extrahepatic tissues, for example plaque 
macrophages, back to the liver for fecal excretion.

(5) Selective thyromimetics increase hepatic 
expression of the HDL receptor, scavenger 
receptor B-I (SRBI), which increases the clearance 
of HDL-cholesterol without affecting the HDL 
particle number, thus promoting the delivery of 
HDL-cholesterol deriving from atherosclerotic 
macrophages.

(6) In addition, in humans, HDL-cholesterol can 
be transferred to LDL particles through the 
cholesteryl ester transfer protein (CETP) and be 
cleared through hepatic LDLr. Hepatic cholesterol, 
in turn, is excreted into the bile either directly by the 
transporters ABCG5 and ABCG8 (ABCG5/G8) 
or after conversion into bile acids by cholesterol 
7α-hydroxylase (CYP7A1); both mechanisms are 
promoted by selective thyromimetics.

(7) Finally, thyromimetics reduce the intestinal 
absorption of dietary sterols, most likely because 
of competition with sterols of biliary origin. Lipid-lowering mechanism of thyromimetics (30).

Figure 2
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knowledge, there is no information available whether 
these lipid-lowering effects will translate into a better 
clinical outcome of hard primary cardiovascular 
endpoints. The plethora of genomic and nongenomic 
physiological targets of TH action makes it difficult to 
anticipate further clinical implications of this resurging 
novel class of drugs. The upcoming phase III human 
trials will tell whether selective thyromimetics will find 
their place in the treatment of dyslipidemia, obesity, 
and atherosclerosis. Animal data have further suggested 
that thyromimetics might be useful in the treatment of 
obesity, hepatic steatosis, and atherosclerosis. However, 
only long-term phase III clinical trials will tell whether 
the observed lipid-lowering effects of thyromimetics 
will improve the cardiovascular outcome in humans 
too. At the moment, the treatment of dyslipidemia 
seems to be the major indication for the therapeutic 
use of thyromimetics, which are now rapidly moving 
from bench to bedside.

Acknowledgements
Conflicts of interest
There are no conflicts of interest.

References
1 Sap J, Munoz A, Damm K, Goldberg Y, Ghysdael J, Leutz A, et al. The 

c-erb- a protein is a high-affinity receptor for thyroid hormone. Nature 
1986; 324:635–640.

2 Lazar MA. Thyroid hormone receptors: multiple forms, multiple 
possibilities. Endocr Rev 1993; 14:184–193.

3 Cheng SY, Leonard JL, Davis, PJ. Molecular aspects of thyroid hormone 
actions. Endocr Rev 2010; 31:139–170.

4 Jones I, Ng L, Liu H, Forrest D. An intron control region differentially 
regulates expression of thyroid hormone receptor beta2 in the cochlea, 
pituitary, and cone photoreceptors. Mol Endocrinol 2007; 21:1108–1119.

5 Bradley DJ, Towle HC, Young WS. Spatial and temporal expression of 
alpha- and beta-thyroid hormone receptor mRNAs, including the beta 
2-subtype, in the developing mammalian nervous system. J Neurosci 
1992; 12:2288–2302.

6 Bergh JJ, Lin HY, Lansing L, Mohamed SN, Davis FB, Mousa S, et al. 
Integrin alphaVbeta3 contains a cell surface receptor site for thyroid 
hormone that is linked to activation of mitogen-activated protein kinase 
and induction of angiogenesis. Endocrinology 2005; 146:2864–2871.

7 Mason RL, Hunt HM, Hurxthal L. Blood cholesterol values in 
hyperthyroidism and hypothyroidism. N Engl J Med 1930; 203:1273–1278.

8 Galioni EF, Gofman JW, Guzvich P, Pouteau J, Rubinger JH, Strisower 
B. Long-term effect of dried thyroid on serum-lipoprotein and serum-
cholesterol levels. Lancet 1957; 272:120–123.

9 The coronary drug project. Findings leading to further modifications of 
its protocol with respect to dextrothyroxine. The coronary drug project 
research group. JAMA 1972; 220:996–1008.

10 Baxter JD, Webb P. Thyroid hormone mimetics: potential applications in 
atherosclerosis, obesity and type 2 diabetes. Nat Rev Drug Discov 2009; 
8:308–320.

11 Webb P. Thyroid hormone receptor and lipid regulation. Curr Opin Investig 
Drugs 2010; 11:1135–1142.

12 Pramfalk C, Pedrelli M, Parini P. Role of thyroid receptor beta in lipid 
metabolism. Biochim Biophys Acta 2010; 33:230–245.

13 Leeson PD, Emmett JC, Shah VP, Showell GA, Novelli R, Prain HD, et al. 
Selective thyromimetics. Cardiac-sparing thyroid hormone analogues 
containing 3´-arylmethyl substituents. J Med Chem 1989; 32:320–336.

14 Pennock GD, Raya TE, Bahl JJ, Goldman S, Morkin E. Combination 
treatment with captopril and the thyroid hormone analogue 

However, long-term human studies are needed to clear 
these issues, whether thyromimetics will be of use in 
the treatment of obesity and hepatic steatosis.

Potential harmful effects
The selectivity of thyromimetics for TRβ and/or the 
liver is not absolute but is a relative one. Although not 
affecting the heart rate, muscle, and bone catabolism 
at therapeutic doses, excessively high doses of 
thyromimetics do have positive chronotropic effects 
[21,29].

Dosing regimens in further clinical trials and 
postmarketing surveillance should take into account 
that there is a defined therapeutic window for this 
pharmacological class.

Clinical experience with modestly selective DITPA 
has already shown that there was an increased bone 
turnover in patients receiving DITPA [18,19]. 
Patients with pre-existing congestive heart failure were 
recruited in the clinical trial testing the thyromimetic 
DITPA in a phase II study by Landenson et al., but 
it was found that the patients poorly tolerated the 
modestly selective DITPA. These complications are 
reminiscent of the earlier experience with unselective 
TH compounds.

Upcoming phase III clinical trials will show whether 
the new-generation thyromimetics are safe, as positive 
chronotropic effects are untoward and deleterious in 
patients with congestive heart failure.

The regulation of the hypothalamic–pituitary–thyroid 
axis will be clearly affected by the application of a TRβ 
selective compound, as this receptor is also expressed in 
the pituitary gland and regulates the feedback loop over 
thyroid-stimulating hormone. Thus, thyromimetics 
might theoretically induce a complicated mixture of 
tissue-selective hyperthyroidism and hypothyroidism. 
In humans, eprotirome reduced serum T4. Although 
there were no significant effects on thyroid-stimulating 
hormone or T3 serum levels [18,19,21], patients 
receiving eprotirome must be monitored for potential 
hepatic toxicity, as mild and reversible increases in the 
levels of serum alanine aminotransferase were observed 
by Ladenson and colleagues [18,19].

Conclusion
At present, the major indication for the therapeutic 
use of thyromimetics seems to be the treatment of 
dyslipidemia. Most importantly, thyromimetics have 
a synergistic action when used in combination with 
HMG-CoA reductase inhibitors [18,19]. To our 



176 The Egyptian Journal of Internal Medicine

energy expenditure and prevents fat-mass accumulation in rats. 
J Endocrinol 2007; 193:21–29.

25 Cable EE, Finn PD, Stebbins JW, Hou J, Ito BR, van Poelje PD, et al. 
Reduction of hepatic steatosis in rats and mice after treatment with a 
liver-targeted thyroid hormone receptor agonist. Hepatology 2009; 
49:407–417.

26 Boyer SH, Jiang H, Jacintho JD, Reddy MV, Li H, Li W, et al. Synthesis 
and biological evaluation of a series of liver-selective phosphonic acid 
thyroid hormone receptor agonists and their prodrugs. J Med Chem 2008; 
51:7075–7093, 2008.

27 Erion MD, Cable EE, Ito BR, Jiang H, Fujitaki JM, Finn PD, et al. Targeting 
thyroid hormone receptor-beta agonists to the liver reduces cholesterol 
and triglycerides and improves the therapeutic index. Proc Natl Acad Sci 
USA 2007; 104:15490–15495.

28 Trost SU, Swanson E, Gloss B, Wang-Iverson DB, Zhang H, Volodarsky T, 
et al. The thyroid hormone receptor-beta-selective agonist GC-1 
differentially affects plasma lipids and cardiac activity. Endocrinology 
2000; 141:3057–3064.

29 Tancevski I, Wehinger A, Demetz E, Hoefer J, Eller P, Huber E, et al. 
The thyromimetic T-0681 protects from atherosclerosis. J Lipid Res 2009; 
50:938–944.

30 Tancevski I, Demetz E, Eller P, Duwensee K, Hoefer J, Heim C, et al. 
The liver-selective thyromimetic T-0681 influences reverse cholesterol 
transport and atherosclerosis development in mice. PLoS One 2010; 
5:e8722.

31 Johansson L, Rudling M, Scanlan TS, Lundasen T, Webb P, Baxter J, 
et al. Selective thyroid receptor modulation by GC-1 reduces serum lipids 
and stimulates steps of reverse cholesterol transport in euthyroid mice. 
Proc Natl Acad Sci USA 2005; 102:10297–10302.

32 Perra A, Simbula G, Simbula M, Pibiri M, Kowalik MA, Sulas P, et al. Thyroid 
hormone (T3) and TRbeta agonist GC-1 inhibit/reverse nonalcoholic fatty 
liver in rats. FASEB J 2008; 22:2981–2989.

33 Goldman S, McCarren M, Morkin E, Ladenson PW, Edson R,Warren S, 
et al. DITPA(3,5-diiodothyropropionic acid), a thyroidhormone analog 
to treat heart failure: phase II trial veterans affairs cooperative study. 
Circulation 2009; 119:3093–3100.

3,5-diiodothyropropionic acid. A new approach to improving left ventricular 
performance in heart failure. Circulation 1993; 88:1289–1298.

15 Tancevski I, Rudling M,Eller P. Thyromimetics: a journey from bench to 
bed side. Pharmacol Ther 2011; 31:33–39.

16 Talukder MA, Yang F, Nishijima Y, Chen CA, Xie L, Mahamud SD, 
et al. Detrimental effects of the thyroid hormone analog, DITPA, in 
the mouse heart: increased mortality with in vivo acute myocardial 
ischemia/reperfusion. Am J Physiol Heart Circ Physiol 2010; 
300:H702–H711.

17 Ladenson PW, Kristensen JD, Ridgway EC, Olsson AG, Carlsson B, Klein 
I, et al. Use of the thyroid hormone analogue eprotirome in statin-treated 
dyslipidemia. N Engl J Med 2010; 362:906–916.

18 Ladenson PW, McCarren M, Morkin E, Edson RG, Shih MC, Warren SR, 
et al. Effects of the thyromimetic agent diiodothyropropionic acid on body 
weight, body mass index, and serum lipoproteins: a pilot prospective, 
randomized, controlled study. J Clin Endocrinol Metab 2010; 95:1349–1354.

19 Ye L, Li YL, Mellstrom K, Mellin C, Bladh LG, Koehler K, et al. Thyroid 
receptor ligands. 1. Agonist ligands selective for the thyroid receptor 
beta1. J Med Chem 2003; 46:1580–1588.

20 Berkenstam A, Kristensen J, Mellstrom K, Carlsson B, Malm J, Rehnmark 
S, et al. The thyroid hormone mimetic compound KB2115 lowers plasma 
LDL cholesterol and stimulates bile acid synthesis without cardiac effects 
in humans. Proc Natl Acad Sci USA 2008; 105:663–667.

21 Koch L. Lipids: eprotirome shows promise as a novel way to target 
dyslipidemia. Nat Rev Endocrinol 2010; 6:354.

22 Shiohara H, Nakamura T,Kikuchi N,Ozawa T,Nagano R, Matsuzawa A. 
Discovery of novel indane derivatives as liver –selective thyroid hormone 
receptorsβ (TRβ) agonist for the treatment of dyslipidemia. Bioorg Med 
Chem 2012; 20:3622–3634.

23 Lin VW, Klepp HM, Hanley RM. Sobetirome is a TRβ- and liver-selective 
thyromimetic that can effect substantial LDL-C lowering without 
significant changes in heart rate or the thyroid axis in euthyroid men. San 
Francisco, USA: The Endocrine Society Annual Meeting ENDO; 2008. 
OR36–OR33.

24 Villicev CM, Freitas FR, Aoki MS, Taffarel C, Scanlan TS, Moriscot AS, 
et al. Thyroid hormone receptor beta-specific agonist GC-1 increases 


