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Background: Tumor-derived cell lines are widely used to study the mechanisms involved in thyroid carcino-
genesis but recent studies have reported redundancy among thyroid cancer cell lines and identification of some
‘‘thyroid cell lines’’ that are likely not of thyroid origin.
Summary: In this review, we have summarized the uses, the limitations, and the existing problems associated
with the available follicular cell-derived thyroid cancer cell lines. There are some limitations to the use of cell
lines as a model to ‘‘mimic’’ in vivo tumors. Based on the gene expression profiles of thyroid cell lines originating
from tumors of different types it has become apparent that some of the cell lines are closely related to each other
and to those of undifferentiated carcinomas. Further, many cell lines have lost the expression of thyroid-specific
genes and have altered karyotypes, while they exhibit activation of several oncogenes (BRAF, v-raf murine
sarcoma viral oncogene homolog B1; RAS, rat sarcoma; and RET=PTC, rearranged in transformation=papillary
thyroid carcinoma) and inactivation of tumor suppressor gene (TP53) which is known to be important for thyroid
tumorigenesis.
Conclusions: A careful selection of thyroid cancer cell lines that reflect the major characteristics of a particular
type of thyroid cancer being investigated could be used as a good model system to analyze the signaling
pathways that may be important in thyroid carcinogenesis. Further, the review of literature also suggests that
some of the limitations can be overcome by using multiple cell lines derived from the same type of tumor.

Introduction

Thyroid carcinoma is the most frequently occurring
endocrine cancer and is one of the most rapidly increas-

ing human cancers in the United States and other countries
(1,2). A majority of patients with thyroid cancer who undergo
appropriate treatment have an excellent outcome. However,
in about 10% of patients with well-differentiated thyroid
cancer (papillary thyroid cancer [PTC] and follicular thyroid
cancer [FTC]), the tumor loses its ability to take up radio-
iodine, or becomes poorly differentiated or dedifferentiated,
leading to recurrent disease and death. Further, patients with
anaplastic thyroid cancer (ATC) have a very poor prognosis,
with a mean survival time of less than 6 months from the time
of diagnosis—an outcome that may not be significantly al-
tered by current treatment regimens (3). Therefore, there is a
compelling need for better understanding the thyroid tumor-
igenesis and for improving the treatment of these cases.

Molecular analysis has identified specific genetic alter-
ations in different types of thyroid tumors that are associated
with distinct differences in their phenotypes and biological
properties. On the other hand, conventional techniques such

as cytogenetic analysis of thyroid tumors have helped define
the chromosomal translocations and their contribution to the
observed abnormal activation in key receptor tyrosine ki-
nases. Similarly, the assessment of ploidy has enabled more
definitive determination of the stage of tumor progression.
Molecular technologies such as microarrays, serial analysis of
gene expression, and proteomics have shown promising re-
sults that may allow a more definitive diagnosis and proper
molecular classification of thyroid cancers. In this regard,
microarrays have been successfully used to identify prog-
nostic markers that offer the possibility of tailoring better
treatment regimens for thyroid cancer (4–9). Because of the
heterogeneous nature of thyroid cancers it is imperative that
appropriate experimental systems be used to delineate the
underlying molecular mechanisms of tumorigenesis.

The traditional animal models serve to understand the
underlying mechanisms of tumorigenesis and metastasis,
whereas the widely used in vitro cell models aid in the dis-
section of molecular changes in key signaling pathways.
The cellular models most frequently involve use of various
thyroid tumor cell lines, although sometimes primary tumor
cell cultures are used.
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In this review, we have attempted to link some of the key
findings made in the primary tumors to the corresponding cell
lines. As cancer cell lines are routinely used in the identifica-
tion of novel drug targets and to test the efficacy of a variety of
treatments, we have summarized the uses, the limitations,
and the existing problems associated with the available fol-
licular cell-derived thyroid tumor cell lines (Table 1).

Thyrotropin Signaling and Other Proliferative
Pathways in Thyroid Gland

Figure 1 shows the established signaling network in the
thyrocyte between thyrotropin (TSH)=protein kinase A and
other proliferative pathways such as phosphatidylinositol
3-kinase (PI3K) and mitogen-activated protein kinase (MAPK).
These signaling interactions certainly play critical roles in the
onset and=or evolution of thyroid cancer. Therefore, studying
molecular mechanisms that regulate these signaling pathways
are important. Similarly, identification of various mutations
that are often seen in thyroid cancers and understanding their
effects on survival, proliferation, and apoptotic pathways are
also of considerable interest.

As shown in Figure 1, TSH is an important physiological
regulator of growth and function in the thyroid gland. The
TSH binds to its cognate heterotrimeric G protein-coupled
receptor, TSH receptor (TSH-R), and causes dissociation of the
G protein into a and bg subunits. In turn, Gas subunit stim-
ulates the adenylate cyclase with subsequent increase in the
levels of cyclic adenosine monophosphate (cAMP). The TSH
can also stimulate the b isoform of phospholipase C, by cou-
pling the receptor to members of the Gq=11 family of G pro-
teins. The phospholipase C catalyzes the formation of the
second messenger 1,2-diacylglycerol which activates protein

kinase C. The participation of other factors such as insulin=
insulin growth factor 1, basic fibroblast growth factor, or epi-
dermal growth factor is required for TSH to display its full
mitogenic activity through the activation of PI3K. Activation
of PI3K can result in the activation of pyruvate dehydrogenase
kinase, isozyme 1, leading to the phosphorylation of protein
kinase B (Akt/PKB), which in turn can activate a number of
growth-promoting genes. The Ras proteins (H-Ras, v-Ha-ras
Harvey rat sarcoma viral oncogene homolog; N-Ras, neuro-
balstoma RAS viral (v-ras) oncogene homolog; and K-Ras,
v-Ki-ras2 Kirsten rat sarcoma viral oncogene homolog) are
membrane-bound guanine nucleotide-binding proteins and
they transduce signals from cell membrane to nucleus, display-
ing a central role in the control of cell growth and differenti-
ation. Ras, in its active guanosine triphosphate (GTP)-bound
form, can interact with multiple downstream effectors includ-
ing PI3K. The catalytic subunit (p110) of PI3K is recruited by
Ras in a guanosine triphosphate (GTP)-dependent manner fol-
lowed by the recruitment of the Raf family serine=threonine
kinase which leads to the activation of a kinase cascade con-
sisting of MAPK kinase (MEK-1 and MEK-2), which in turn
activates p42 and p44 MAPK=extracellular signal-regulated
kinases. Activated MAPKs translocate to the nucleus where
they phosphorylate many substrates, including transcription
factors (cAMP response element binding [CREB], thyroid tran-
scription factors 1 and 2 [TTF-1 and TTF-2] and paired box 8

Table 1. Thyroid Cancer Cell Lines

and Their Reported Origins

Cell line Sex Lesion References

BCPAP Female PTC Fabien et al. (20)
KTC-1 Male PTC Kurebayashi et al. (62)
K1 Male PTC Challeton et al. (63)
TPC1 Female PTC Ishizaka et al. (64)
TT2609-CO2 Male FTC Geldof et al. (65)
FTC133 Male FTC Goretzki et al. (66)
ML1 Female FTC Schönberger et al. (67)
WRO82-1 Female FTC Estour et al. (21)
8505C Female ATC Ito et al. (68)
SW1736 ATC Xu et al. (34)
Cal-62 Female ATC Gioanni et al. (69)
T235 Female ATC Rodrigues et al. (70)
T238 Female ATC Rodrigues et al. (70)
Uhth-104 Female ATC Lee et al. (33)
ACT-1 ATC Chung et al. (71)
HTh74 Female ATC Heldin et al. (72)
KAT18 ATC Ain et al. (73)
TTA1 ATC Yano et al. (74)
FRO81-2 ATC Nishihara et al. (75)
HTh7 ATC Carlsson et al. (76)
C643 Male ATC Gustavsson et al. (77)
BHT101 Female ATC Pályi et al. (78)
KTC-2 Female ATC Kurebayashi et al. (79)

PTC, papillary thyroid cancer; ATC, anaplastic thyroid cancer;
FTC, follicular thyroid cancer.

FIG. 1. Proliferative pathways in thyroid gland and iodine
metabolism. 1TSH=PKA and 2TSH=PKC signaling pathways;
3insulin=IGF-1, bFGF, or EGF signaling pathways; 4interplay
between PIK3=Akt and MAPK through Ras; 5iodine metabo-
lism. TSH, thyrotropin; IGF-1, insulin-like growth factor 1;
bFGF, basic fibroblast growth factor; EGF, epidermal growth
factor; MAPK, mitogen-activated protein kinase; PKA, protein
kinase A; PKC, protein kinase C; PI3K, phosphatidylinositol
3-kinase, Akt=PKB, protein kinase B, RAS, rat sarcoma.

1334 PILLI ET AL.



[PAX8]), resulting in gene induction. The function of the thy-
roid is to produce the quantity of thyroid hormone required
to meet the demands of the peripheral tissues. This requires
the daily uptake of sufficient iodide (I�) which is facilitated
by the sodium-iodide symporter (NIS). Specific tyrosine resi-
dues of the thyroglobulin (Tg), a glycoprotein homodimer, are
then iodinated at the apical margin of the thyroid cell to form
diiodotyrosine and monotyrosine. This requires the forma-
tion of H2O2 by Duox1 and 2, also termed thyroid oxidase 1
(THOX1) and thyroid oxidase 2 (THOX2), and thyroid per-
oxidase (TPO), which catalyzes the oxidation of iodide and
its transfer to tyrosine.

Molecular Genetics, TTF Expression,
and Chromosomal Abnormalities in Thyroid
Cancer and Related Cell Lines

Papillary thyroid cancer

Recently, both redundancy among thyroid cancer cell lines
with different names and misidentification of cell lines as
thyroid cancer cells that are not of thyroid origin have been
reported (10–12). For example, PTC-derived BHP2-7, BHP10-
3, BHP7-13, FB2, and TPC1 cell lines have been shown to be
genetically identical to each other as well as K1 and K2 (10,11).
Similarly, BHP5-16, BHP17-10, BHP14-9, and NPA87 cell lines
have been found to be genetically identical to each other and to
the MDA-MB-435S=M14 melanoma cell line (11). In contrast,
BCPAP, TPC1, KTC-1, and K1 cell lines have been confirmed
to be thyroid cancer cell lines that represent PTC (10,11).

The past decade has witnessed significant expansion in the
understanding of the molecular basis of thyroid carcinogen-
esis. In particular, it has become apparent that PTCs fre-
quently have genetic alterations leading to activation of the
MAPK signaling pathway. These include rearranged in
transformation (RET)=PTC rearrangement, and point muta-
tions of the BRAF and RAS genes.

RET=PTC rearrangement is found on average in *20% of
sporadic papillary carcinomas in adult patients. This re-
arrangement is even more common in tumors from patients
with a history of radiation exposure (50–80%) and in papillary
carcinomas from children and young adults (40–70%) (13).
The RET=PTC rearrangement results from a fusion between
the 30-portion of the RET and the 50-portion of various genes.
The two most common rearrangements are RET=PTC1 and
RET=PTC3. The RET=PTC1 has been described only in TPC1
and in its genetically identical BHP2-7, BHP10-3, BHP7-13,
and FB2 cell lines (10,11,14,15), while BCPAP, K1, and KTC-1
cells have been shown to harbor the wild-type receptor
(10,11,15).

Mutation of the BRAF gene is the most common known
genetic alteration in papillary carcinomas and is found in
*45% of these tumors. Virtually all mutations involve nu-
cleotide 1799 that results in a valine-to-glutamate substitution
at residue 600 (V600E, formerly V599E) (13). A V600E BRAF
mutation has been reported in the BCPAP (homozygous as
well as heterozygous) (10,11,14), KTC-1 (heterozygous) (15),
and K1 (heterozygous) (10,11) cell lines. The V600E BRAF
mutation in thyroid cancer cell lines has been shown to lead
also to phosphorylation and activation of MAPK and its
downstream effector, MEK (15).

The direct upstream activator of both BRAF and PI3K is a
small G protein Ras. There are three types of Ras genes,

namely H-Ras, N-Ras, and K-Ras. Point mutations involving
several specific sites (codons 12, 13, and 61) of these three
genes have been found in 10–20% of papillary carcinomas
(13). Only a silent polymorphism of H-Ras (His27His) has
been reported in TPC1 and K1 cell lines (10), whereas no
mutations or polymorphisms have been described for N-Ras
and K-Ras. These findings may limit the utility of these cell
lines for studying Ras-mediated signaling pathways.

Besides the MAPK signaling pathway, the PI3K=Akt
pathway plays an important role in the regulation of cell
growth, proliferation, and survival (Fig. 1). Mutations typi-
cally involve various nucleotides in exons 20 and 9 of the
PIK3CA gene that encodes the catalytic subunit of the lipid
kinase. They are relatively common in follicular and ana-
plastic thyroid carcinomas but uncommon in PTCs (13). Only
a missense mutation (Glu542Lys) in PIK3CA has been re-
ported in K1 cells and in its genetically identical K2 cell line
(10), thereby suggesting that further investigations are nec-
essary to identify a suitable cell model to study the relevance
of this signaling pathway in thyroid cancer.

The catenin gene (CTNNB1) that plays an essential role in
Wnt signaling pathway is known to be unaffected in well-
differentiated thyroid carcinomas—an observation that is in
agreement with the findings in tumor specimens and PTC-
derived cell lines (TPC1, BCPAP, and K1) (10).

Among the other genetic alterations involved in thyroid
tumorigenesis, inactivating point mutations of the TP53
tumor suppressor gene, which encodes p53 protein, represent
a late event and to date it has been identified in only few cases
of PTC. A missense mutation in exon 7 (Asp259Tyr) in BCPAP
cells and a silent polymorphism in exon 6 (Arg213Arg) in K1
cells have been reported (10).

Some of the above mutations can be orchestrated in the
above cell models and the effects of a particular mutation in
thyroid tumorigenesis can be investigated.

Expression analysis of differentiation markers such as TSH-
R, TPO, PAX8, TTF-1 and TTF-2, and Tg is routinely used to
ensure thyroid origin of cells. These markers also help in
evaluating the differentiation status of thyroid cancers and
cell lines (16–19) (Fig. 1 and Table 3).

Haugen and coworkers observed decreased levels of PAX8
and TTF-1 mRNA only in a subset of the papillary tumor
tissue samples compared with their normal counterparts, in-
dicating that these transcription factors may not be necessarily
downregulated in all tumors (11). PAX8 mRNA levels in the
PTC-derived cell lines are similar to those observed in the
PTCs. In contrast, TTF-1 expression is lower in all of the cell
lines compared with normal and PTC tissues, suggesting an
accelerated dedifferentiation process underway in these cells
in culture.

Maenhaut and coworkers have also determined the ex-
pression levels of other thyroid-specific genes such as ThOX2
(12). Although they failed to detect ThOX2 expression in the
eight investigated cell lines, they found weak expression of a
related gene ThOX1 in BCPAP cells. Among TTFs, PAX8 was
found in FTC133, WRO82-1, BCPAP, and TPC1 cells, TTF-1
was expressed in all the cell lines and TTF-2 was faintly de-
tected in WRO82-1, TPC1, and BCPAP cell lines. Their in-
ability to detect TSH-R expression in all the cell lines differed
from previous studies by other investigators (20–25). One
can attribute the above discrepancies to different experimen-
tal conditions such as varying numbers of polymerase chain
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reaction cycles used and=or different durations of exposure of
immunoblots (25). Alternatively, the differences could reflect
emergence of novel strains of cell lines due to self-selection or
mutation. Therefore, periodic and thorough evaluation of the
cell lines for various thyroid markers is essential to confirm
their origin and relationship to a particular type of thyroid
cancer.

Thyroid tumors have been associated with specific chro-
mosomal abnormalities (26). Therefore, accurate information
on the karyotypes of cell lines derived from such tumors is of
particular importance. Cytogenetic studies on primary cultures
of PTC cells have shown that these tumors mainly have diploid
karyotypes, and most cases exhibit the 10q11.2 rearrangement
at the cytogenetic or molecular level (27). Among PTC-derived
cell lines, to our knowledge, an extensive karyotype descrip-
tion has been reported only for the BCPAP cell line (28,29).
Interestingly, the BCPAP cells do not express typical genetic
features of papillary lesions, such as 10q11.2 rearrangement,
and they exhibit a rather stable hypertriploid karyotype, in-
dicating that this cell line has chromosomal anomalies that are
different from those reported in PTCs. Interestingly, the
BCPAP karyogram is reminiscent of that observed in primary
follicular oncocytic thyroid tumors. Moreover, tumors grown
in injected nude mice lack papillary architecture (20) and the
appearance of the oncocytic features have been observed
during cell line establishment in two studies (20,29). These and
above described changes are consistent with a possible early
in vitro selection for oncocytic features (28).

FTC

Recently, Haugen and coworkers described several unique
FTC-derived cell lines such as TT2609-CO2, FTC133, ML1,
and WRO82-1 (11). Mutations in the Ras genes as well as
PAX8-PPARg rearrangement were seen in 30–40% of con-
ventional follicular carcinomas. In addition, mutations and
other alterations of the genes coding key signaling molecules
such as PI3K=Akt, particularly the PIK3CA gene that encodes
the catalytic subunit of the lipid kinase, were also reported in
6–13% of follicular carcinomas (13).

In contrast, no Ras mutations, PAX8=PPARg rearrange-
ments, or PIK3CA mutations have been described so far in any
of the FTC-derived cell lines. On the other hand, the V600E
BRAF mutation, known to be restricted to papillary carcinoma
and poorly differentiated or anaplastic carcinomas that orig-
inate from papillary carcinoma, has been reported in WRO82-
1 cell line, but this finding is not universal (11). Finally, a point
mutation in the tumor suppressor TP53 gene that has been
reported in few cases of follicular carcinomas has also been
found in the WRO82-1 cell line (Pro223Leu) (30). These fea-
tures should be taken into consideration while using WRO82-
1 cells for investigating the underlying mechanism of the
development of thyroid follicular carcinoma.

Follicular carcinomas are well differentiated and express
several thyroid markers. The FTC-derived cell lines such as
FTC133 and WRO82-1 are known to express the thyroid-
specific transcription factors PAX8 and TTF-1; in addition, the
WRO82-1 cells also express TTF-2, albeit to a lesser extent, but
fail to show the expression of other thyroid markers such as
TSH-R, NIS, Tg, TPO, THOX1, and THOX2 (10,11,12).

Structural and numerical karyotype abnormalities have
been described in follicular carcinomas. An extensive karyo-

type description has been reported only for the FTC133 and
WRO82-1 cell lines (12,21,28). In particular, the FTC133 cells
revealed significant gains in part or whole of chromosomes 1,
11, 6, 7, 8, 14, 15, 19, and 20, and losses in chromosomes 16, 21,
and 22 (28). The hyperdiploid karyograms in the FTC133 and
WRO82-1 cells (62–71 and 68–77 chromosomes, respectively)
have also been reported (12). Divergence between present and
previously reported karyotypes concerned numerical and
structural alterations; in particular, the WRO82-1 chromo-
somal pattern (62–82 chromosomes) described by Klandorf
and coworkers (21) has not yet been confirmed. This again
suggests an in vitro evolution of changes in the cell line, a
finding similar to that noted for the PTC-derived BCPAP cell
line.

Oncocytic (Hurhtle cell) carcinoma of the thyroid is a var-
iant of FTC. Clark’s group established a well-differentiated
thyroid cancer cell line from an oncocytic carcinoma desig-
nated XTC.UC1 (31). These cells retained their differentiated
function in vivo as assessed by human Tg secretion and ex-
pression of thyroid differentiation markers such as PAX8,
TSH-R, TTF-1, TPO, and Tg (10,31). Further, a silent poly-
morphism such as Gly610Gly in exon 15 of the BRAF gene,
Gln787Gln in exon 20 of the EGFR gene and Val647Val in exon
15 of the RAF-1 gene has also been reported in the above cell
line (10). Moreover, based on the ability to invade through
reconstituted basement membrane in vitro and the potential to
metastasize in vivo, this cell line may serve as a unique model
for the investigation of mechanisms underlying the invasion
and metastasis of a well-differentiated thyroid cancer.

Poorly differentiated and anaplastic thyroid cancer

Poorly differentiated carcinoma is a rare thyroid tumor that
arises from follicular cells and is characterized by a partial loss
of thyroid differentiation and less favorable prognosis in
comparison with well-differentiated papillary or follicular
carcinomas.

Anaplastic (undifferentiated) carcinoma represents the
most undifferentiated type of thyroid tumors. Many cell lines
derived from ATC are available. However, misidentification
of some cell lines that are not of thyroid origin has been re-
ported. In particular, Haugen and coworkers (11) showed that
KAT5, KAT10, KAT4, KAT7, KAT50, KAK1, ARO81-1, and
MRO87-1 cell lines that represent ATC are identical to each
other, a finding confirmed by Maenhaut and coworkers (12),
and to the HT-29 cell line, claimed to be derived from colon
cancer. Moreover, DRO90-1 cell line has been found to be
genetically identical to the A-375 cell line, claimed to be de-
rived from melanoma, indicating that the identity of these
cells is in doubt and thus their use for studies related to ATC
may not be prudent. The unique ATC-derived cell lines cur-
rently available are listed in Table 1.

ATC can arise de novo or from preexisting well-differenti-
ated papillary or follicular carcinomas. Coexistence of areas of
papillary or follicular carcinomas along with poorly differ-
entiated or anaplastic carcinomas has been noted, thereby
suggesting that these tumors may represent distinct steps in
the progression from well-differentiated to undifferentiated
thyroid carcinomas. Consistent with the above description,
some molecular alterations, considered to be early events in
thyroid carcinogenesis (i.e., mutations in Ras and BRAF), are
found in tumors with different levels of dedifferentiation,
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whereas the late event mutations such as TP53 occur with
increasing frequency in tumors that progressively lose thyroid
differentiation.

Point mutations of the Ras genes have been reported in
18–27% of poorly differentiated carcinomas and in 50–60%
of anaplastic carcinomas (13). Only a silent polymorphism
(His27His) of H-Ras has been reported in 8505C and Hth74
cell lines (10). In contrast, the BRAF mutations occur in *15%
of poorly differentiated carcinomas and can increase up to
20% in anaplastic carcinomas (13). In thyroid tumors, the
V600E BRAF mutation is often seen in anaplastic carcinomas
that arise from papillary carcinoma. A similar finding in cell
lines established from anaplastic carcinomas and tumors
containing areas of well-differentiated papillary carcinomas
was also reported (32). Further, V600E BRAF mutation was
found in the following cell lines: Uhth-104 (heterozygous)
(33), 8505C (homozygous) (10,12,32), and SW1736 (heterozy-
gous) (11,33,34). Wild-type BRAF is known to be present in
Cal-62 (11,32), ACT-1 (11), HTh74 (10,11,33), KAT18 (11,34),
TTA1 (11), HTh7 (11,33), C643 (10,11,33), and FRO81-2 (11).
Although a V600 BRAF mutation was detected by Yamashita
and coworkers (15) in the FRO81-2 cell line, the status of BRAF
in T235, T238, BHT101, and KTC-2 cell lines remain unknown.

Point mutations in the PI3KCA gene (*20%) and PTEN
gene (*15%) affecting PI3K=Akt pathway were found in
ATCs (13); however, no PI3K mutations have been reported to
date in any of the ATC-derived cell lines. Point mutations in
exon 3 of CTNNB1 were reported in 25% of poorly differen-
tiated and 66% of anaplastic carcinomas (13). However, only
the occurrence of wild-type CTNBB1 has been described in
C643, 8505C, and HTh74 cell lines (10).

Point mutations of TP53 were reported in 15–30% of poorly
differentiated carcinomas and 60–80% of anaplastic carcino-
mas (13). However, in ATC-derived cell lines such as C643 and
8505C, only a missense mutation of TP53 (Arg248Gln) has been
reported (10). Mutations of TP53 were found to be associated
with the progressive loss of thyroid differentiated markers.
Haugen and coworkers (11) reported undetectable levels of
PAX8 and=or TTF-1 in ATC-derived 8505C, HTh74, and C643
cell lines in contrast to findings reported by Sobrinho-Simões
and coworkers (10). It is possible that the above differences
were due to either in vitro selection process that occurs during
cell line propagation or the differences in experimental condi-
tions. Further, Sobrinho-Simões and coworkers showed that
the ATC cell lines did not express other thyroid differentiation
markers such as TSH-R, TPO, and Tg (10).

Some of the chromosomal structural and ploidy abnor-
malities described for FTCs and PTCs were also detected in
ATCs and ATC-derived cell lines. In particular, the 8505C
cells showed hypotriploid set of chromosomes coupled with a
structurally abnormal karyogram (12).

Epigenetic Alterations in Thyroid Cancer
and Related Cell Lines

Epigenetic alterations are changes around a gene that alter
gene expression without affecting the nucleotide sequence of
the gene and they play a fundamental role in the regulation of
gene expression. Two epigenetic mechanisms namely DNA
methylation and histone modifications are commonly used
by cells to regulate gene expression (35,36). Aberrant gene
methylation plays an important role in human tumorigenesis,

including thyroid tumorigenesis (37,38). Many tumor sup-
pressor genes are aberrantly methylated in thyroid cancer,
and some even in benign thyroid tumors, suggesting a role for
this form of epigenetic event in early thyroid tumorigenesis.
Methylation of some of the tumor suppressor genes tends to
occur in certain types of thyroid cancer and is related to spe-
cific signaling pathways.

Methylation of phosphatase and tensin homolog PTEN (39)
and ras association domain family member 1 RASSF1A
(40,41) genes occurs mostly in FTC. Although activation of
PTEN can downmodulate Akt phosphorylation, RASSF1A
can lead to Ras activation which in turn can activate PI3K and
lead to Akt phosphorylation. Thus PTEN and RASSF1A can
regulate the PI3K=Akt signaling pathway, which plays an
important role in FTC tumorigenesis.

Methylation of genes for tissue inhibitor of metalloprotei-
nase-3, solute carrier family 5 member 8 (SLC5A8), and death-
associated protein kinase occurs in PTC and is related to the
MAPK pathway (42,43). Methylation of these genes is also
associated with aggressive pathological characteristics of
PTC; it is conceivable that silencing of these genes is an im-
portant mechanism mediating BRAF mutation-promoted
progression and aggressiveness of thyroid cancers, particu-
larly in the form of extrathyroidal invasion, metastasis, and
recurrence of PTC.

Methylation of thyroid-specific genes, such as NIS (23,44),
TSH-R (25), the genes for the putative thyroid follicular cell
apical iodide transporters, solute carrier family 26 member 4
(SLC26A4 or pendrin) (45), and SLC5A8 (46,47), is also com-
mon in thyroid cancer and thyroid cell lines.

Interestingly, several thyroid-specific genes were shown to
be silenced on activation of the BRAF=MAPK=MEK pathway,
with induced expression of BRAF V600E in rat thyroid cell line
PCCL3 (48,49). Suppression of MAPK pathway could restore
the expression of these genes. In case of TSH-R gene, de-
methylation of the gene associated with its expression oc-
curred with suppression of the BRAF=MAPK=MEK pathway
(49). Although the tumorigenic role of these genes is not clear,
the silencing of these thyroid-specific genes by methylation
can cause failure of clinical radioiodine treatment of thyroid
cancer. For example, aberrant methylation and associated si-
lencing of NIS gene was demonstrated in FTC-derived
WRO82-1 cell line, which could be reversed by treatment of
cells with demethylating agents (23). Xing and coworkers
reported similar findings for TSH-R gene in WRO82-1 (25).

Histone modification, including acetylation and methyla-
tion, is another important epigenetic event in gene regulation,
but only fewer studies have been conducted to investigate
their role in thyroid tumorigenesis. For example, a previous
study tested the effect of the histone deacetylase (HDAC) in-
hibitor depsipeptide on expression of NIS and Tg and showed
reexpression of these genes with increased iodine uptake and
histone acetylation in FTC-derived FTC133 cell line and ATC-
derived SW136 cell line (50). Another study demonstrated
that other HDAC inhibitors increased NIS expression by en-
hancing the promoter activity of NIS through promoter
acetylation in PTC-derived BCPAP and TPC1 cell lines and
ATC-derived FRO81-2 cell line (51).

Detailed studies on epigenetic alterations in thyroid cancer
and thyroid cell lines are required to uncover new molecular
mechanisms in thyroid tumorigenesis that may provide novel
therapeutic targets for thyroid cancer.
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Table 3. The Observed Status of Various Thyroid Markers in Thyroid Cancer Cell Lines

Cell line Tumor TSH-R TPO Tg TTF-1 PAX8 NIS THOX1 THOX2 TTF-2

BCPAP PTC �(10,12)a þ(10,12) �(10,12) þ(10,11,12) þ(10,11,12) �(10,12) �(10,12) �(10,12) �(12)
KTC-1 PTC �(62) �(62) þ(62) þ(11,62) þ(11,62) �(62)
K1 PTC �(10) �(10) �(10) �(10,11) þ(10,11)
TPC1 PTC �(10,12) �(10,12) �(10,12) �(10,11)=þ(12) þ(10,11,12) �(12) �(12) �(12) �(12)
TT2609-CO2 FTC þ(11) �(11)
FTC133 FTC �(12) �(12) �(12) þ(11,12) þ(11,12) �(12) �(12) �(12) �(12)
ML1 FTC þ(11) þ(11)
WRO82-1 FTC �(12) �(12) �(12) þ(12)=�(11) þ(11,12) �(12) �(12) �(12) þ(12)
8505C ATC �(10) �(10) �(10) þ(10,11,12) þ(10)=�(11,12) �(12) �(12) �(12) �(12)
SW1736 ATC þ(11b)=�(11c) þ(11)
Cal-62 ATC �(11) þ(11)
T235 ATC �(11) þ(11)
T238 ATC �(11) þ(11)
Uhth-104 ATC þ(11) þ(11)
ACT-1 ATC þ(11) þ(11)
HTh74 ATC �(10) �(10) �(10) þ(10,11b)=�(11c) þ(10)=�(11)
KAT18 ATC �(11) þ(11b)=�(11c)
TTA1 ATC �(11) �(11)
FRO81-2 ATC �(11) �(11)
HTh7 ATC �(11) �(11)
C643 ATC �(10) �(10) �(10) þ(10)=�(11) þ(10)=�(11)
BHT101 ATC �(11) �(11)
KTC-2 ATC �(11) �(11)

This table is a modified version of Table 3 in the article by Schweppe et al. (11).
aThe numbers within parentheses are references.
bObservation made in Fagin’s lab, reported by Schweppe et al. (11).
cObservation made in Haugen’s lab, reported by Schweppe et al. (11).
TSH-R, thyrotropin receptor; TPO, thyroid peroxidase; Tg, thyroglobulin; TTF, thyroid transcription factor; PAX8, paired box 8; NIS,

sodium-iodide symporter; THOX, thyroid oxidase.

Table 2. Reported Mutations in Key Oncogenic Molecules in Thyroid Cancer Cell Lines

Cell line Tumor RET HRAS BRAF PI3K TP53 CTNBB

BCPAP PTC WT (10,11,14,15)a V600E (10,11,14) Asp259Tyr (10) WT (10)
KTC-1 PTC WT (10,11,15) WT (15) V600E (15)
K1 PTC WT (10,11,15) His27His (10) V600E=WT

(10,11,33)
Glu542Lys

(10)
Arg213Arg (10) WT (10)

TPC1 PTC RET=PTC1
(10,11,14)

His27His (10) WT (10,11,14,15) WT (10)

TT2609-CO2 FTC
FTC133 FTC
ML1 FTC
WRO82-1 FTC V600E=WT

(11,15,33)
Pro23Leu (30)

8505C ATC WT (10) His27His (10) V600E (10,11,32) Arg248Gln (80) WT (10)
SW1736 ATC WT (10,11,15) V600E (11,33,34)
Cal-62 ATC WT (11,32)
T235 ATC
T238 ATC
Uhth-104 ATC V600E (33)
ACT-1 ATC WT (11)
HTh74 ATC WT (10,11,15) His27His (10) WT (11,33) WT (10)
KAT18 ATC WT (10,11,15) WT (10,34)
TTA1 ATC WT (10)
FRO81-2 ATC WT (10,11,15) V600E=WT

(11,15)
HTh7 ATC WT (10,11,15) WT (10,11,33)
C643 ATC WT (10,11,15) Gly13Arg (10) WT (10,12,33) Arg248Gln (80) WT (10)
BHT101 ATC
KTC-2 ATC

This table is a modified version of Table 3 in the article by Schweppe et al. (11).
aThe numbers within parentheses are references.
RET, rearranged in transformation; H-Ras, v-Ha-ras Harvey rat sarcoma viral oncogene homolog; BRAF, v-raf murine sarcoma viral

oncogene homolog B1; PI3K, phosphatidylinositol 3-kinase; TP53, p53; CTNNB, catenin; WT, wild type.

1338



Conclusions

Cell lines derived from human tumors are widely used to
study the mechanisms involved in cancer and they also serve
as preclinical models to assess the efficacy of novel therapies.
However, there are some limitations to the use of the cell lines
because of reported cross-contaminations and misidentifica-
tions (10–12,52–60).

Based on the recent gene expression analysis carried out by
Maenhaut’s group, it is apparent that most of the thyroid
cancer cell lines are not only closer to each other but are also
related to the undifferentiated thyroid tumors regardless of
the tumor type from which they were derived (12). The above
findings suggest that the thyroid cancer cell lines currently in
use may have evolved in culture and lost some of their orig-
inal characteristics. At the same time, they show the expres-
sion of TTF-1, TTF-2, and PAX8 but not other thyroid-specific
markers such as Tg or TPO, which are regulated by these
factors (12) (Table 2). Although some of these cell lines have
their origin in the thyroid, they appear to have lost the ex-
pression of most of the thyroid differentiation markers.

Further, the thyroid tumor-derived cell lines retain the
causal oncogenic event shown in Table 3 (e.g., BRAF activa-
tion for the BCPAP cell line and RET=PTC rearrangement for
the TPC1 cells). Therefore, some of the cell lines represent an
excellent starting point to analyze the signaling pathway that
may be important in thyroid carcinogenesis.

In conclusion, the use of the thyroid cancer cell lines to
investigate a particular type of thyroid carcinoma warrants
prior careful and thorough validation to verify their origin
and suitability as a model that reflects the major characteris-
tics of the particular type of thyroid cancer being investi-
gated. This sentiment is also echoed in a recent editorial by
Dr. Ringel. (61). It is apparent from this review that it is pru-
dent to use multiple cell lines derived from the same tumor
type to overcome some of the limitations discussed in this
review. Particular attention should be given to origin of cells
that might reflect different genetic background and potential
diversity acquired during their establishment in culture. Si-
milar observations using these different cell lines are likely to
enhance the reliability of observations and allow one to draw
firmer conclusions about the involvement of a particular
pathway in a particular cancer being investigated.
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