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The impact of metformin on the 
development and course of anaplastic 
thyroid cancer in comparison to other 
histologic types of thyroid cancer

ABSTRACT
Anaplastic thyroid cancer (ATC) is the rarest (1–2%) form of thyroid cancer, but also the most aggressive 

and associated with the worst prognosis. The survival median rate is 5–6 months, whereas only 20% of 

patients survive more than one year from the diagnosis, even though the usage of radiotherapy and surgical 

resection. The growing incidence rate of thyroid cancer and ATC determine the need for new prophylactic, 

diagnostic and therapeutic solutions. 

Metformin was first introduced as an oral antidiabetic drug. The beneficial effect of metformin on anaplastic 

thyroid cancer cells was confirmed, however, the mechanism of this interaction is still unclear. The usage of 

metformin in thyroid cancer prevention is still under discussion — nevertheless, studies conducted on larger 

groups support this beneficial impact, at least in patients with insulin resistance or metabolic syndrome. 

Both the synergistic effect of metformin in anaplastic thyroid cancer chemotherapy and its protective effect 

in radiotherapy are still concerns and need additional confirmation in randomized clinical trials.

This review aims to sum up the recent knowledge on metformin usage in ATC.
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Introduction

Thyroid cancer is the most common endocrine 
tumour, even despite its geographical disparity [1]. 
It occurs more often among women over 40 years of 
age. The main thyroid cancer diagnostic methods are 
ultrasonography and fine needle aspiration biopsy, 
which allow to describe the size, localization and 
histological subtype of the lesion. First-line treatment 
method in thyroid cancer is surgical thyroidectomy, 
usually with regional lymph nodes inclusion. In select-
ed situations (especially in anaplastic thyroid cancer) 
radiotherapy is also used. Immunological therapy is 
also considered in anaplastic thyroid cancer (ATC) 
due to its high severity and effectiveness confirmed 
in recent studies [2–4].

Anaplastic thyroid cancer is the rarest (1–2%) type 
of thyroid cancer, but also the most aggressive and as-
sociated with the worst prognosis. The survival median 
rate is 5–6 months, whereas only 20% of patients survive 
more than one year from the diagnosis, even though 
the usage of radiotherapy and surgical resection [5]. 
The growing incidence rate of thyroid cancer, and ATC 
in particular, determines the need for new prophylactic, 
diagnostic and therapeutic solutions [6].

Metformin, chemically one of the biguanides, was first 
synthesized in 1920, and since the 1950s it is widely used 
as an oral antidiabetic drug as a first-line treatment in type 
2 diabetes (T2D). Metformin dissemination among patients 
and physicians let this drug to show its non-diabetic thera-
peutic effects, like lowering the risk of fatty liver disease or 
improving body mass loss among the obese [7].
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Similar statements, however, were suspected since 
the 1970s, finally in 2005 British study confirmed the 
anticancer effect of metformin on breast cancer [8]. It led 
up to a new perspective of research on the non-diabetic 
effects of metformin intake — firstly in basic sciences, 
with secondary implementation to clinical trials. The 
following studies, finished by metanalyses, resulted 
in confirmation of the antitumor effect of metformin in 
breast cancer, but on the other hand — this effect can-
not be considered universal. The results of metanalyses 
in lung cancer were inconclusive [9], and for endome-
trial and gastric cancers this effect was denied [10, 11]. 
Nowadays, the anti-cancer properties of metformin are 
widely considered [12]. This review aims to sum up the 
current knowledge on metformin usage in ATC.

Molecular mechanisms of antitumor 
metformin features

The molecular mechanism of the anticancer action 
of metformin is not completely understood. So far, two 
probable patterns of antitumor action of metformin 
have been suggested: it may act directly on cells or by 

modifying the metabolism [7, 13]. Those two possible 
mechanisms are presented in Figure 1.

The main direct mechanism of the anti-cancer 
action of metformin is the activation of the adenosine 
monophosphate-activated protein kinase (AMPK), 
which reduces cell division and arrests it in the 
G0/G1 phase of the cell cycle [6]. Biochemically, 
AMPK, or serine-threonine protein kinase, consists 
of a catalytic a subunit and two regulatory b and g 
subunits. The factor affecting its activation is cellular 
stress. The protein kinase activated by AMP is respon-
sible for maintaining cellular energy homeostasis. In 
addition, AMPK influences the growth, proliferation 
and differentiation of the body’s cells through modu-
lation of the mTOR (mammalian target of rapamycin 
complex) pathway. Two mTOR complexes have 
been described; mTORC1 and mTORC2, which are 
structurally and functionally distinct multiprotein com-
plexes. mTORC1 leads to the stimulation of mRNA 
translation in the cell and ultimately controls its growth 
and proliferation. However, mTORC2 is one of the key 
factors involved in the regulation of actin cytoskeleton 
formation. Deregulation of mTOR plays a particular role 
in oncogenesis; disorders of the mTORC1 complex 
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Figure 1. Diagram of potential suppressive effects of metformin on ATC proliferation; AMPK — adenosine monophosphate-
activated protein kinase; ATC — anaplastic thyroid cancer; mRNA — messenger ribonucleic acid; mTOR — mammalian 
rapamycin complex



Jakub K. Gałązka et al., Impact of metformin on the anaplastic thyroid cancer

3www.journals.viamedica.pl/medical_research_journal

result in uncontrolled cell growth and division, while 
mTORC2 abnormalities could lead to cancer metas-
tasis [14, 15].

A direct anti-tumour effect of metformin is likely 
the regulation of the AMPK/mTOR system. Metformin 
leads to inhibition of the components of the respiratory 
chain starting with NADH/coenzyme Q dehydrogenase 
(complex I), which, under the influence of metformin, 
does not catalyse the oxidation reaction of NADH to 
NAD+, preventing the release of electrons necessary 
for further steps in the respiratory chain. As a result, the 
Krebs cycle, in which complex II participates, is inhibited 
and ATP synthesis in complex V is blocked. As a result 
of these changes, the cell is put into a state of oxidative 
stress. This state of the cell leads to the activation of 
AMPK. Activated AMPK leads to inhibition of the signalling 
pathways of the mTORC1, which limits its overexpression. 
This results in metformin-induced apoptosis of tumour 
cells. Additionally, by inhibiting the mTORC2 complex, 
metformin prevents metastasis formation [13, 15–17].

The indirect mechanism of action of metformin in-
volves the inhibition of tumour progression by introducing 
metabolic changes in the body. The anti-tumour effect 
of metformin can be attributed to the sensitization of 
tissues to insulin, increased glucose uptake by muscles 
and reduced glucose secretion by the liver, which results 
in lower systemic glucose levels. Insufficient amount of 
glucose, involved in the metabolism of cells, including 
cancer cells, may affect their growth inhibition, without 
direct accumulation of the drug inside the cell [7, 13, 16].

Insulin resistance impact on thyroid 
cancer development

Argentinian research group, based on the HOMA-IR  
marker among patients with differentiated thyroid can-
cer (n = 20), in comparison to a euthyroid control group 
(n = 20), confirmed a significant association between 
thyroid cancer occurrence and insulin resistance, which 
was present among 56.3% of patients with papillary 
thyroid cancer and 25% of patients with follicular thyroid 
cancer [18].

Another research group from South Korea, analysed 
data of over 1000 females, and concluded that insulin 
resistance significantly increases the risk of follicular thy-
roid cancer, without impact on its clinical severity [19]. 
Similar results were formulated by a Chinese research 
group after comparing 153 cases of follicular thyroid 
cancer to 105 patients with benign thyroid lesions 
[20]. For papillary thyroid cancer, similar research was 
performed by a Turkish research group on 344 patients 
and 116 control subjects and resulted in a confirmed 
correlation between insulin resistance and this thyroid 
cancer subtype development [21].

Independent reviewers, concluding their review 
wrote about a noticeable correlation between insulin 
resistance and thyroid cancer risk, but they underline 
the need for further research on this issue [22].

Unfortunately, to the best knowledge of the authors, 
there is no study concerning the impact of insulin re-
sistance on ATC.

Proapoptotic effect of metformin on cell 
lines

The antiproliferative effect of metformin on thyroid 
cancer cells was reported by many research groups, 
conducting in vitro research on cell lines derived from 
different histological types of thyroid cancer [23–25], in-
cluding anaplastic thyroid cancer [26, 27]. The proapop-
totic effect of metformin on the cell lines was observed in 
mice which were treated with oral metformin intake with 
secondary implantation of neoplasm cells [25, 28–30]. 
The cell cycle appeared to be stopped in G0/G1 phase 
after low doses of metformin in the medium, in the case 
of the cell lines derived from all histological subtypes 
of thyroid cancer (including anaplastic) [31]. The effect 
of metformin correlated with the level of glucose in the 
medium, but this correlation was confirmed for follicular 
and papillary carcinoma of the thyroid gland [32].

The usage of metformin in the 
prevention of thyroid cancer

In a meta-analysis focused on metformin usage in 
patients with insulin resistance and coexisting thyroid 
nodules, no significant difference in the change of lesion 
size between metformin users and the control group 
was confirmed. But on the other hand, the decrease in 
TSH level was correlated with changes in the HOMA- 
-IR index [33]. Decrease of TSH after metformin intake
was confirmed independently by the other research
group [34].

The research conducted on the obese mouse 
model supports the thesis of the supportive effect of 
metformin in thyroid cancer prevention among the 
obese [35]. A South Korean cohort study conducted 
on 128 thousand people suggests that metformin may 
be useful in the prevention of thyroid cancer, but not in 
the early intervention [36]. Similar results were achieved 
in Taiwanese analyse performed on 1.4 million T2D 
patients — confirming the usage of metformin in thyroid 
cancer prevention [37]. On the other hand, in similar 
research from the UK conducted on 9 thousand people, 
none of the antidiabetic drugs (metformin, sulfony-
lureas, insulin therapy and thiazolidinediones) showed 
any decreasing effect on thyroid cancer incidence [38].
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Metformin usage in thyroid cancer 
patients

In a large Korean study involving 223,530 individu-
als with T2D and newly diagnosed cancer, researchers 
investigated the effects of different glucose-lowering 
treatments on the development of cancer metasta-
sis. The findings revealed that the use of dipeptidyl 
peptidase-4 (DPP-4) inhibitors did not significantly 
increase the risk of cancer spreading compared to no 
antidiabetic drug treatment, except in cases of thyroid 
cancer. However, treatment with metformin, either 
alone or in combination with DPP-4 inhibitors, was 
associated with a reduced risk of cancer metastasis 
in patients with pre-existing cancer, including thyroid 
cancer. These results suggest that metformin may have 
a protective effect in lowering the risk of cancer spread-
ing in individuals with T2D and comorbid incident 
cancer, particularly in cases involving the thyroid [39]. 
National Institute of Health study appointed metformin 
as the only of the analysed factors (involving a high 
dosage of vitamin C and a ketogenic diet) as a useful 
adjuvant therapy in differentiated thyroid cancer with 
metastases [40].

In the bioinformatics research, based on ligand-re-
ceptor binding simulations, the synergistic effect of 
metformin and vemurafenib on anaplastic thyroid 
cancer cells was suggested. Then, the other research 
group confirmed this effect in in vitro research on 
cell lines [41, 42]. Similar results were achieved also 
for combinations of metformin with sorafenib [43], 
metformin with pioglitazone [26], and metformin with 
acetylsalicylate acid [44].

Retrospective research performed on 79 patients 
suggests that metformin-treated patients handle the 
therapy of iod-131 better in comparison to the control 
group. The advantages include smaller worsening of 
blood morphological parameters and faster regenera-
tion. In the context of these results, metformin may be 
concerned as a radioprotective factor [45].

Conclusions

The beneficial effect of metformin on anaplastic thy-
roid cancer patients’ treatment was confirmed, however, 
the mechanism of this interaction is still unclear. The 
usage of metformin in thyroid cancer prevention is still 
under discussion — nevertheless, studies conducted on 
larger groups support this beneficial impact, at least in 
patients with insulin resistance or metabolic syndrome. 
Both the synergistic effect of metformin in anaplastic 
thyroid cancer chemotherapy and its protective effect 
in radiotherapy are still concerns and need additional 
confirmation in randomized clinical trials.

Authors contributions: conceptualization — JKG; 
methodology — AF; software — all authors; formal 
analysis — AF; investigation — JKG and AK; 
writing/original draft preparation — J.K.G and AK; 
writing/review and editing — AF; visualization — AK; 
supervision — AF; project administration — all authors.

Conflict of interest: None. 

Funding: None.

References

1.	 Zhai M, Zhang D, Long J, et al. The global burden of thyroid cancer 
and its attributable risk factor in 195 countries and territories: A sys-
tematic analysis for the Global Burden of Disease Study. Cancer 
Med. 2021; 10(13): 4542–4554, doi: 10.1002/cam4.3970, indexed in 
Pubmed: 34002931.

2.	 Luongo C, Porcelli T, Sessa F, et al. Combination of lenvatinib and pem-
brolizumab as salvage treatment for paucicellular variant of anaplastic
thyroid cancer: a case report. Curr Oncol. 2021; 28(6): 5401–5407, 
doi: 10.3390/curroncol28060450, indexed in Pubmed: 34940089.

3.	 Iyer PC, Dadu R, Gule-Monroe M, et al. Salvage pembrolizumab ad-
ded to kinase inhibitor therapy for the treatment of anaplastic thyroid 
carcinoma. J Immunother Cancer. 2018; 6(1): 68, doi: 10.1186/s40425-
018-0378-y, indexed in Pubmed: 29996921.

4.	 Lin CC, Taylor M, Boni V, et al. Phase I/II study of spartalizumab 
(PDR001), an anti-PD1 mAb, in patients with advanced melano-
ma or non-small cell lung cancer. Ann Oncol. 2018; 29: viii413,
doi: 10.1093/annonc/mdy288.032.

5.	 Bible KC, Kebebew E, Brierley J, et al. 2021 American Thyroid Asso-
ciation Guidelines for management of patients with anaplastic thyroid 
cancer. Thyroid. 2021; 31(3): 337–386, doi: 10.1089/thy.2020.0944, 
indexed in Pubmed: 33728999.

6.	 Janz TA, Neskey DM, Nguyen SA, et al. Is the incidence of anapla-
stic thyroid cancer increasing: A population based epidemiology 
study. World J Otorhinolaryngol Head Neck Surg. 2019; 5(1): 34–40, 
doi: 10.1016/j.wjorl.2018.05.006, indexed in Pubmed: 30775700.

7.	 Dmoszyńska A, Podhorecka M, Giannopoulos K. [Metformina: stary 
lek w nowej aplikacji]. Acta Haematol Pol. 2016; 47(2): 139–145, 
doi: 10.1016/j.achaem.2016.04.001.

8.	 Evans JMM, Donnelly LA, Emslie-Smith AM, et al. Metformin and 
reduced risk of cancer in diabetic patients. BMJ. 2005; 330(7503): 
1304–1305, doi:  10.1136/bmj.38415.708634.F7, indexed in Pub-
med: 15849206.

9.	 Brancher S, Ribeiro AE, Toporcov TN, et al. The role of metformin on 
lung cancer survival: the first systematic review and meta-analysis of 
observational studies and randomized clinical trials. J Cancer Res Clin 
Oncol. 2021; 147(10): 2819–2836, doi: 10.1007/s00432-021-03728-x, 
indexed in Pubmed: 34264392.

10.	 Prodromidou A, Lekka S, Fotiou A, et al. The evolving role of targeted 
metformin administration for the prevention and treatment of endo-
metrial cancer: A systematic review and meta-analysis of randomized 
controlled trials. J Gynecol Obstet Hum Reprod. 2021; 50(9): 102164, 
doi: 10.1016/j.jogoh.2021.102164, indexed in Pubmed: 33992830.

11.	 Wang YB, Tan LM, Luo L, et al. Immortal time bias exaggerates the 
effect of metformin on the risk of gastric cancer: A meta-analysis. Phar-
macol Res. 2021; 165: 105425, doi:  10.1016/j.phrs.2021.105425, 
indexed in Pubmed: 33453371.

12.	 Puła A, Krzysiek U, Podgórska K, et al. Potential anti-cancer fe-
atures of metformin. J Educ Health Sport. 2022; 13(1): 136–145,
doi: 10.12775/jehs.2023.13.01.022.

13.	 Luengo A, Sullivan LB, Heiden MG. Understanding the complex-I-ty of 
metformin action: limiting mitochondrial respiration to improve cancer 
therapy. BMC Biol. 2014; 12: 82, doi:  10.1186/s12915-014-0082-4, 
indexed in Pubmed: 25347702.

14.	 Kang JiIn, Hong JY, Lee HJ, et al. Anti-tumor activity of yuanhuacine 
by regulating AMPK/mTOR signaling pathway and actin cytoskeleton 
organization in non-small cell lung cancer cells. PLoS One. 2015; 
10(12): e0144368, doi:  10.1371/journal.pone.0144368, indexed in 
Pubmed: 26656173.

http://dx.doi.org/10.1002/cam4.3970
https://www.ncbi.nlm.nih.gov/pubmed/34002931
http://dx.doi.org/10.3390/curroncol28060450
https://www.ncbi.nlm.nih.gov/pubmed/34940089
http://dx.doi.org/10.1186/s40425-018-0378-y
http://dx.doi.org/10.1186/s40425-018-0378-y
https://www.ncbi.nlm.nih.gov/pubmed/29996921
http://dx.doi.org/10.1093/annonc/mdy288.032
http://dx.doi.org/10.1089/thy.2020.0944
https://www.ncbi.nlm.nih.gov/pubmed/33728999
http://dx.doi.org/10.1016/j.wjorl.2018.05.006
https://www.ncbi.nlm.nih.gov/pubmed/30775700
http://dx.doi.org/10.1016/j.achaem.2016.04.001
http://dx.doi.org/10.1136/bmj.38415.708634.F7
https://www.ncbi.nlm.nih.gov/pubmed/15849206
http://dx.doi.org/10.1007/s00432-021-03728-x
https://www.ncbi.nlm.nih.gov/pubmed/34264392
http://dx.doi.org/10.1016/j.jogoh.2021.102164
https://www.ncbi.nlm.nih.gov/pubmed/33992830
http://dx.doi.org/10.1016/j.phrs.2021.105425
https://www.ncbi.nlm.nih.gov/pubmed/33453371
http://dx.doi.org/10.12775/jehs.2023.13.01.022
http://dx.doi.org/10.1186/s12915-014-0082-4
https://www.ncbi.nlm.nih.gov/pubmed/25347702
http://dx.doi.org/10.1371/journal.pone.0144368
https://www.ncbi.nlm.nih.gov/pubmed/26656173


Jakub K. Gałązka et al., Impact of metformin on the anaplastic thyroid cancer

5www.journals.viamedica.pl/medical_research_journal

15.	 Ulińska E, Matysiak M. [mTOR signaling in pediatric acute lymphobla-
stic leukemia and its clinical consequences]. Journal of Transfusion 
Medicine. 2015; 8(2): 43–48.

16.	 Bauer A. Metformina — cudowny lek? Eliksir. 2017; 1: 6–10.
17.	 Zhuang Y, Keith WK. Cell cycle arrest in Metformin treated breast 

cancer cells involves activation of AMPK, downregulation of cyclin 
D1, and requires p27Kip1 or p21Cip1. J Mol Signal. 2008; 3: 18, 
doi: 10.1186/1750-2187-3-18, indexed in Pubmed: 19046439.

18.	 Rezzónico JN, Rezzónico M, Pusiol E, et al. Increased prevalence of in-
sulin resistance in patients with differentiated thyroid carcinoma. Metab
Syndr Relat Disord. 2009; 7(4): 375–380, doi: 10.1089/met.2008.0062, 
indexed in Pubmed: 19320560.

19.	 Bae MJ, Kim SS, Kim WJ, et al. High prevalence of papillary thyroid 
cancer in Korean women with insulin resistance. Head Neck. 2016; 
38(1): 66–71, doi: 10.1002/hed.23848, indexed in Pubmed: 25196854.

20.	 Guo X, Chen X, Zhang Ce, et al. Hyperinsulinemia and thyroid peroxi-
dase antibody in Chinese patients with papillary thyroid cancer. Endocr 
J. 2019; 66(8): 731–737, doi: 10.1507/endocrj.EJ18-0358, indexed in 
Pubmed: 31118347.

21.	 Sahin M, Uçan B, Giniş Z, et al. Vitamin D3 levels and insulin resistan-
ce in papillary thyroid cancer patients. Med Oncol. 2013; 30(2): 589, 
doi: 10.1007/s12032-013-0589-5, indexed in Pubmed: 23645546.

22.	 Malaguarnera R, Vella V, Nicolosi ML, et al. Insulin resistance: any 
role in the changing epidemiology of thyroid cancer? Front Endocrinol 
(Lausanne). 2017; 8: 314, doi: 10.3389/fendo.2017.00314, indexed in 
Pubmed: 29184536.

23.	 Nozhat Z, Zarkesh M, Baldini E, et al. Antineoplastic activity of an old 
natural antidiabetic biguanide on the human thyroid carcinoma cell 
line. Anticancer Agents Med Chem. 2022; 22(4): 713–720, doi: 10.2
174/1871520621666210118093532, indexed in Pubmed: 33461474.

24.	 He Y, Cao L, Wang Li, et al. Metformin inhibits proliferation of hu-
man thyroid cancer TPC-1 cells by decreasing LRP2 to suppress the 
JNK pathway. Onco Targets Ther. 2020; 13: 45–50, doi: 10.2147/OTT.
S227915, indexed in Pubmed: 32021253.

25.	 Dong LR, Li M, Li S, et al. [Metformin induced apoptosis of papillary 
thyroid carcinoma BCPAP cells]. Lin Chuang Er Bi Yan Hou Tou Jing 
Wai Ke Za Zhi. 2017; 31(12): 937–940, doi:  10.13201/j.issn.1001-
1781.2017.12.010, indexed in Pubmed: 29798416.

26.	 Ozdemir Kutbay N, Biray Avci C, Sarer Yurekli B, et al. Effects of met-
formin and pioglitazone combination on apoptosis and AMPK/mTOR 
signaling pathway in human anaplastic thyroid cancer cells. J Biochem 
Mol Toxicol. 2020; 34(10): e22547, doi: 10.1002/jbt.22547, indexed in 
Pubmed: 32589349.

27.	 Nozhat Z, Mohammadi-Yeganeh S, Azizi F, et al. Effects of metformin 
on the PI3K/AKT/FOXO1 pathway in anaplastic thyroid Cancer cell 
lines. Daru. 2018; 26(2): 93–103, doi:  10.1007/s40199-018-0208-2, 
indexed in Pubmed: 30242671.

28.	 Ye J, Qi L, Chen K, et al. Metformin induces TPC-1 cell apoptosis 
through endoplasmic reticulum stress-associated pathways in vitro and
in vivo. Int J Oncol. 2019; 55(1): 331–339, doi: 10.3892/ijo.2019.4820, 
indexed in Pubmed: 31180536.

29.	 Dong LR, Wang X, Hu K, et al. [Effects of metformin on papillary 
thyroid carcinoma in nude rats model]. Lin Chuang Er Bi Yan Hou Tou 
Jing Wai Ke Za Zhi. 2018; 32(7): 518–521, doi: 10.13201/j.issn.1001-
1781.2018.07.010, indexed in Pubmed: 29798082.

30.	 Shen CT, Wei WJ, Qiu ZL, et al. Metformin reduces glycometabolism of
papillary thyroid carcinoma in vitro and in vivo. J Mol Endocrinol. 2017;
58(1): 15–23, doi: 10.1530/JME-16-0134, indexed in Pubmed: 27920093.

31.	 Kheder S, Sisley K, Hadad S, et al. Effects of prolonged exposure to 
low dose metformin in thyroid cancer cell lines. J Cancer. 2017; 8(6): 
1053–1061, doi: 10.7150/jca.16584, indexed in Pubmed: 28529619.

32.	 Bikas A, Jensen K, Patel A, et al. Glucose-deprivation increases thyroid 
cancer cells sensitivity to metformin. Endocr Relat Cancer. 2015; 22(6): 
919–932, doi: 10.1530/ERC-15-0402, indexed in Pubmed: 26362676.

33. He X, Wu D, Hu C, et al. Role of metformin in the treatment of patients 
with thyroid nodules and insulin resistance: a systematic review and me-
ta-analysis. Thyroid. 2019; 29(3): 359–367, doi: 10.1089/thy.2017.0707, 
indexed in Pubmed: 30595105.

34. Wang J, Gao J, Fan Q, et al. The effect of metformin on thyroid-asso-
ciated serum hormone levels and physiological indexes: a meta-ana-
lysis. Curr Pharm Des. 2019; 25(30): 3257–3265, doi: 10.2174/13816
12825666190918162649, indexed in Pubmed: 31533598.

35. Park J, Kim WGu, Zhao Li, et al. Metformin blocks progression of 
obesity-activated thyroid cancer in a mouse model. Oncotarget. 
2016; 7(23): 34832–34844, doi: 10.18632/oncotarget.8989, indexed 
in Pubmed: 27145454.

36. Cho YY, Kang MJ, Kim SK, et al. Protective effect of metformin against 
thyroid cancer development: a population-based study in Korea. 
Thyroid. 2018; 28(7): 864–870, doi: 10.1089/thy.2017.0550, indexed 
in Pubmed: 29808777.

37. Tseng CH. Metformin reduces thyroid cancer risk in Taiwanese patients 
with type 2 diabetes. PLoS One. 2014; 9(10): e109852, doi: 10.1371/jo-
urnal.pone.0109852, indexed in Pubmed: 25303400.

38.	 Becker C, Jick SS, Meier CR, et al. No evidence for a decreased
risk of thyroid cancer in association with use of metformin or other 
antidiabetic drugs: a case-control study. BMC Cancer. 2015; 15: 719, 
doi: 10.1186/s12885-015-1719-6, indexed in Pubmed: 26475035.

39. Noh Y, Jeon SM, Shin S. Association between glucose-lowering
treatment and cancer metastasis among patients with preexi-
sting type 2 diabetes and incident malignancy. Int J Cancer.
2019; 144(7): 1530–1539, doi:  10.1002/ijc.31870, indexed in
Pubmed: 30229901.

40.	 Tella SH, Kommalapati A, Esquivel MA, et al. Potential role of metabolic 
intervention in the management of advanced differentiated thyroid 
cancer. Front Oncol. 2017; 7: 160, doi:  10.3389/fonc.2017.00160, 
indexed in Pubmed: 28791253.

41.	 Durai L, Ravindran S, Arvind K, et al. Synergistic effect of metformin and 
vemurufenib (PLX4032) as a molecular targeted therapy in anaplastic 
thyroid cancer: an in vitro study. Mol Biol Rep. 2021; 48(11): 7443–7456, 
doi: 10.1007/s11033-021-06762-7, indexed in Pubmed: 34716862.

42.	 Hanly EK, Bednarczyk RB, Tuli NY, et al. mTOR inhibitors sensitize 
thyroid cancer cells to cytotoxic effect of vemurafenib. Oncotarget. 
2015; 6(37): 39702–39713, doi: 10.18632/oncotarget.4052, indexed 
in Pubmed: 26284586.

43.	 Chen G, Nicula D, Renko K, et al. Synergistic anti-proliferative effect 
of metformin and sorafenib on growth of anaplastic thyroid cancer 
cells and their stem cells. Oncol Rep. 2015; 33(4): 1994–2000,
doi: 10.3892/or.2015.3805, indexed in Pubmed: 25683253.

44.	 Qi L, Ye JW, Xue WH, et al. [The mechanism of aspirin combined 
with metformin induced apoptosis of thyroid cancer TPC-1 cells]. 
Zhonghua Zhong Liu Za Zhi. 2019; 41(4): 276–281, doi: 10.3760/cma-
.j.issn.0253-3766.2019.04.006, indexed in Pubmed: 31014052.

45.	 Bikas A, Van Nostrand D, Jensen K, et al. Metformin attenuates 
131I-induced decrease in peripheral blood cells in patients with
differentiated thyroid cancer. Thyroid. 2016; 26(2): 280–286,
doi: 10.1089/thy.2015.0413, indexed in Pubmed: 26649977

http://dx.doi.org/10.1186/1750-2187-3-18
https://www.ncbi.nlm.nih.gov/pubmed/19046439
http://dx.doi.org/10.1089/met.2008.0062
https://www.ncbi.nlm.nih.gov/pubmed/19320560
http://dx.doi.org/10.1002/hed.23848
https://www.ncbi.nlm.nih.gov/pubmed/25196854
http://dx.doi.org/10.1507/endocrj.EJ18-0358
https://www.ncbi.nlm.nih.gov/pubmed/31118347
http://dx.doi.org/10.1007/s12032-013-0589-5
https://www.ncbi.nlm.nih.gov/pubmed/23645546
http://dx.doi.org/10.3389/fendo.2017.00314
https://www.ncbi.nlm.nih.gov/pubmed/29184536
http://dx.doi.org/10.2174/1871520621666210118093532
http://dx.doi.org/10.2174/1871520621666210118093532
https://www.ncbi.nlm.nih.gov/pubmed/33461474
http://dx.doi.org/10.2147/OTT.S227915
http://dx.doi.org/10.2147/OTT.S227915
https://www.ncbi.nlm.nih.gov/pubmed/32021253
http://dx.doi.org/10.13201/j.issn.1001-1781.2017.12.010
http://dx.doi.org/10.13201/j.issn.1001-1781.2017.12.010
https://www.ncbi.nlm.nih.gov/pubmed/29798416
http://dx.doi.org/10.1002/jbt.22547
https://www.ncbi.nlm.nih.gov/pubmed/32589349
http://dx.doi.org/10.1007/s40199-018-0208-2
https://www.ncbi.nlm.nih.gov/pubmed/30242671
http://dx.doi.org/10.3892/ijo.2019.4820
https://www.ncbi.nlm.nih.gov/pubmed/31180536
http://dx.doi.org/10.13201/j.issn.1001-1781.2018.07.010
http://dx.doi.org/10.13201/j.issn.1001-1781.2018.07.010
https://www.ncbi.nlm.nih.gov/pubmed/29798082
http://dx.doi.org/10.1530/JME-16-0134
https://www.ncbi.nlm.nih.gov/pubmed/27920093
http://dx.doi.org/10.7150/jca.16584
https://www.ncbi.nlm.nih.gov/pubmed/28529619
http://dx.doi.org/10.1530/ERC-15-0402
https://www.ncbi.nlm.nih.gov/pubmed/26362676
http://dx.doi.org/10.1089/thy.2017.0707
https://www.ncbi.nlm.nih.gov/pubmed/30595105
http://dx.doi.org/10.2174/1381612825666190918162649
http://dx.doi.org/10.2174/1381612825666190918162649
https://www.ncbi.nlm.nih.gov/pubmed/31533598
http://dx.doi.org/10.18632/oncotarget.8989
https://www.ncbi.nlm.nih.gov/pubmed/27145454
http://dx.doi.org/10.1089/thy.2017.0550
https://www.ncbi.nlm.nih.gov/pubmed/29808777
http://dx.doi.org/10.1371/journal.pone.0109852
http://dx.doi.org/10.1371/journal.pone.0109852
https://www.ncbi.nlm.nih.gov/pubmed/25303400
http://dx.doi.org/10.1186/s12885-015-1719-6
https://www.ncbi.nlm.nih.gov/pubmed/26475035
http://dx.doi.org/10.1002/ijc.31870
https://www.ncbi.nlm.nih.gov/pubmed/30229901
http://dx.doi.org/10.3389/fonc.2017.00160
https://www.ncbi.nlm.nih.gov/pubmed/28791253
http://dx.doi.org/10.1007/s11033-021-06762-7
https://www.ncbi.nlm.nih.gov/pubmed/34716862
http://dx.doi.org/10.18632/oncotarget.4052
https://www.ncbi.nlm.nih.gov/pubmed/26284586
http://dx.doi.org/10.3892/or.2015.3805
https://www.ncbi.nlm.nih.gov/pubmed/25683253
http://dx.doi.org/10.3760/cma.j.issn.0253-3766.2019.04.006
http://dx.doi.org/10.3760/cma.j.issn.0253-3766.2019.04.006
https://www.ncbi.nlm.nih.gov/pubmed/31014052
http://dx.doi.org/10.1089/thy.2015.0413
https://www.ncbi.nlm.nih.gov/pubmed/26649977



