
Meng et al. Journal of Translational Medicine 2014, 12:288
http://www.translational-medicine.com/content/12/1/288
RESEARCH Open Access
Expression and prognostic significance of TCTN1
in human glioblastoma
Delong Meng1†, Yuanyuan Chen1†, Yingjie Zhao1, Jingkun Wang1, Dapeng Yun1, Song Yang2, Juxiang Chen3,
Hongyan Chen1 and Daru Lu1*
Abstract

Background: Glioblastoma (GBM) is the most common and lethal intracranial malignancy in adults, with dismal
prognosis despite multimodal therapies. Tectonic family member 1 (TCTN1) is a protein involved in a diverse range
of developmental processes, yet its functions in GBM remain unclear. This study aims to investigate expression
profile, prognostic value and effects of TCTN1 gene in GBM.

Methods: Protein levels of TCTN1 were assessed by immunohistochemical staining using a tissue microarray
constructed by a Chinese cohort of GBM patients (n = 110), and its mRNA expression was also detected in a subset
of this cohort. Kaplan-Meier analysis and Cox regression were performed to estimate the prognostic significance of
TCTN1. Similar analyses were also conducted in another two independent cohorts: The Cancer Genome Atlas
(TCGA) cohort (n = 528) and the Repository for Molecular Brain Neoplasia Data (REMBRANDT) cohort (n = 228). For
the TCGA cohort, the relationships between TCTN1 expression, clinical outcome, molecular subtypes and genetic
alterations were also analysed. Furthermore, proliferation of TCTN1 overexpressed or silenced GBM cells was
determined by CCK-8 assays.

Results: As discovered in three independent cohorts, both mRNA and protein levels of TCTN1 expression were
markedly elevated in human GBMs, and higher TCTN1 expression served as an independent prognostic factor
predicting poorer prognosis of GBM patients. Additionally, in the TCGA cohort, TCTN1 expression was dramatically
decreased in patients within the proneural subtype compared to other subtypes, and significantly influenced by the
status of several genetic aberrations such as CDKN2A/B deletion, EGFR amplification, PTEN deletion and TP53
mutation. The prognostic value of TCTN1 was more pronounced in proneural and mesenchymal subtypes, and was
also affected by several genetic alterations particularly PTEN deletion. Furthermore, overexpression of TCTN1
significantly promoted proliferation of GBM cells, while its depletion evidently hampered cell growth.

Conclusions: TCTN1 is elevated in human GBMs and predicts poor clinical outcome for GBM patients, which is
associated with molecular subtypes and genetic features of GBMs. Additionally, TCTN1 expression impacts GBM cell
proliferation. Our results suggest for the first time that TCTN1 may serve as a novel prognostic factor and a
potential therapeutic target for GBM.
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Background
Accounting for 45% of all brain malignancies and 54% of
all human gliomas, glioblastoma (GBM) is the most
aggressive and lethal type of brain tumor [1,2]. Despite
multimodality therapies including maximal resection
and adjuvant chemotherapy and radiotherapy, the overall
outcome of patients with newly diagnosed GBM remains
dismal. According to the most recent report of The
Central Brain Tumor Registry of the United States
(CBTRUS), less than 5% of GBM patients survive five
years post diagnosis [1]. Clearly more effective therap-
ies are urgently needed and identification of valuable
prognostic biomarkers and potential molecular targets
is one key strategy to achieve this goal.
There are several different genetic alterations of import-

ant genes that may contribute to the pathogenesis of
GBM, and these aberrations may differ from patient to
patient. Therefore, treatment regimens for patients with
GBM may be more effective if they are tailored toward the
particular pathogenesis of patients’ neoplasm. In recent
years, substantial efforts have been made to explore
molecular profiles to better understand the pathogenesis
of GBM and biomarkers associated with patients’ survival.
There also have been several public resources that have
provided insight into the pathogenesis of GBM through
allowing researchers to correlate levels of gene expression
with clinical features, including The Cancer Genome Atlas
(TCGA) network [3] and Repository of Molecular Brain
Neoplasia Data (REMBRANDT) database [4]. Gene
expression studies of TCGA GBM tissues have identified
several distinct GBM molecular subtypes, namely classical,
mesenchymal, proneural and neural [5]. Thus, uncovering
new prognostic factors and molecular targets altered in
GBM, and revealing the association of their expression
profile with genetic alterations and molecular subtypes of
GBM, may provide opportunities to improve the clinical
outcome of GBM patients.
Tectonic family member 1 (TCTN1), was first identified

in 2006 as a potential regulator of the Hedgehog pathway
in patterning of the neural tube of mice, downstream of
smoothened and Rab23, and named tectonic after the
Greek word for builder due to its apparent involvement in
a diverse range of developmental processes [6]. In addition,
a recent study showed that TCTN1 was part of a
ciliopathy-associated protein complex and interacted with
several other proteins associated with ciliopathies [7]. Over
the past several years, the primary cilium was found to be a
complex signalling center where Hedgehog signalling was
regulated [8-10], and its disregulation was associated closely
to tumorigenesis [11-13]. Furthermore, Hedgehog pathway
was involved in the regulation of embryonic development,
cancer formation and maintenance, cancer stem cells
[14-16], and particularly development and progression of
human gliomas [17,18]. However, the function and
prognostic value of TCTN1 in human glioma have never
been characterized.
In this study, we sought to investigate levels of TCTN1

expression in human GBMs using a tissue microarray
(TMA) of a Chinese GBM cohort and estimate its prog-
nostic value. We then validated the differential expression
and prognostic significance of TCTN1 in another two
independent datasets, namely the TCGA cohort and the
REMBRANDT cohort. For the TCGA cohort, we also
analysed the expression profile of TCTN1 according to
subtypes and genetic alterations of GBM. Finally, we
performed cell proliferation assays to explore the func-
tions of TCTN1 in GBM cells.

Methods
Patients and tissue samples
For the Chinese cohort of human glioblastoma (GBM)
patients in this study, 110 specimens were obtained at
the time of surgery at the Department of Neurosurgery in
Changzheng Hospital, Second Military Medical University
(SMMU), between January 2000 and December 2010.
Tissues of 16 normal brain samples were taken from
trauma outpatients. Clinicopathological information (age,
gender, clinical manifestations and extent of resection)
was obtained from medical records of the patients. Tumor
histology was confirmed independently by two neuropa-
thologists. Written informed consent was provided by all
participants. The study protocol and acquisition of tissue
specimens were approved by the Specialty Committee on
Ethics of Biomedical Research, SMMU, Shanghai, China.

Tissue microarray construction and
immunohistochemistry
Formalin-fixed, paraffin-embedded tissues were used to
construct an tissue microarray (TMA) as described previ-
ously [19,20] (Shanghai Biochip Company). Briefly, after
verification with hematoxylin and eosin (H&E) staining,
1.5 mm core punch sample was taken from each specimen
and cut as 4-μm-thick sections, which were then deparaf-
finized. Endogenous HRP activity was blocked with 3%
H2O2, and antigen retrieval was achieved by boiling in
sodium citrate buffer (pH 6.0). After blocking in 10% nor-
mal goat serum, immunostaining was performed using a
rabbit anti-TCTN1 antibody (ab105381; Abcam) at 1: 50
dilution. Finally, the visualization signal was developed
with 3,3’-diaminobenzidine (DAB), and the slides were
then counterstained in hematoxylin. As negative controls,
the sections were incubated with normal mouse serum
instead of the primary antibody. The scores of immuno-
histochemical staining were evaluated by two independent
pathologists in a blinded manner as described previously
[21-23]. Briefly, the expression of TCTN1 was scored by
estimating the proportion of tumor cells with positive
staining. High TCTN1 expression was defined as >10%
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positive staining, while low expression was defined as a
proportion of < = 10% positive staining, as described in
previous studies [22,24-31].

RNA extraction, cDNA synthesis, and quantitative
real-time PCR
Fresh-frozen tissues from 8 human GBM patients and 8
normal brain samples were used for total RNA extrac-
tion using the Trizol reagent (Invitrogen) according to
the manufacturer’s instructions. Reverse transcription of
total RNA was conducted using ReverTra Ace qPCR RT
Master Mix (Toyobo), and quantitative real-time PCR
was performed using THUNDERBIRD SYBR qPCR Mix
(Toyobo) on ABI PRISM 7900HT instruments (Applied
Biosystems). The primers used for amplification of
TCTN1 were as follows: sense, 5’-CTGGATATTCC-
TACTGCTGCTAAAT-3’; antisense, 5’-CGAAGGAAA
TCTCAGAAACGA-3’. Glyceraldehyde-3-phosphate de-
hydrogenase (GAPDH) was used as the endogenous
control, using primers: sense, 5’-AGCCACATCGCT-
CAGACAC-3’; antisense, 5’-GCCCAATACGACCAAAT
CC-3’. The amplification was done in a total volume of
10 μl with the following conditions: an initial denatur-
ation step (95°C for 5 minutes), followed by 40 cycles of
denaturation (95°C for 15 seconds) and elongation (60°C
for 45 seconds), and a melting curve analysis of each
sample was used to check the specificity of amplification.
Each sample was assayed in triplicate, and the 2-ΔΔCt

method [32] was used to determine relative gene
expression.

In silico analyses of TCGA and REMBRANDT data
Another two independent datasets of GBMs, The Cancer
Genome Atlas (TCGA) [3] cohort (n = 528) and the Reposi-
tory of Molecular Brain Neoplasia Data (REMBRANDT)
[4] cohort (n = 228), were also included in the present
study. Expression data of TCTN1 and clinical information
of patients were obtained to validate the differential expres-
sion of TCTN1 and its prognostic value. For the TCGA
cohort, we also obtained common mutations, copy number
alterations and molecular subtypes data, which were avail-
able for part of the patients, to analyze the expression pro-
file of TCTN1 and its relationship with these items. In the
analysis of TCGA cohort, TCTN1 levels were dichotomized
to high and low at the median expression as previously
described [33-35]. For the REMBRANDT cohort, analyses
were performed on the website interface using the default
parameters [23,36].

Cell culture
U251 and U87 human GBM cell lines, and 293 T human
embryonic kidney cell line were purchased from Cell
Bank of Chinese Academy of Sciences (Shanghai, China),
and cultured in Dulbecco’s modified Eagle’s medium
(DMEM; Life Technologies) supplemented with 10% fetal
bovine serum (FBS; Life Technologies) and penicillin/
streptomycin (100 units/ml and 100 μg/ml, respectively;
Life Technologies) and maintained at 37°C in an atmos-
phere of humidified air containing 5% CO2.

Gene overexpression and silencing
To overexpress TCTN1, coding sequence of TCTN1 gene
was cloned into a lentiviral vector pCDH-CMV-EF1-
copGFP (pCDH; System Biosciences) at the XhoI and EcoRI
restriction sites using primers: sense, 5’-CCGCTCGA-
GACTCCCTGGGAGATGAGGC-3’; antisense, 5’-GGAAT
TCTCAAACAAACGGGAAGAAGAAG-3’. To interfere
TCTN1 expression, the 21-nucleotide target sequence was
selected from the Public TRC Portal [37]: shTCTN1(clone
ID, TRCN0000297995), 5’-CTTCAGATTCGTTTCTGA-
GAT-3’. Sequence against LacZ gene served as a control
designated shControl: 5’-GGATCAGTCGCTGATTAAA-3’
[38]. Corresponding sense and antisense oligonucleotides
were synthesized, annealed and cloned into the HpaI - XhoI
sites of pLL3.7 lentiviral vector [39]. Lentiviral production
and transduction was conducted as previously described
[40]. Briefly, 293 T cells were co-transfected with the lenti-
viral expression vector pCDH-TCTN1 (pCDH empty
vector as a control) together with packaging plasmids pLP/
VSVG, pLP1 and pLP2 for overexpression, and with lenti-
viral vector pLL3.7-shTCTN1 (or shControl) and corre-
sponding packaging vectors psPAX2 and pMD2.G for gene
silencing, using Lipofectamine 2000 (Invitrogen) according
to the manufacturer’s instructions. The supernatants of
lentiviral particles were collected 48 hours post transfection
and filtered through 0.45-μm syringe filters (Millipore).
U251 and U87 cells were infected with the lentiviruses
carrying the expression vector or shRNA against TCTN1
along with corresponding controls.

Cell proliferation assay
Cell proliferation assay was performed as previously
described [41]. Briefly, different cell lines were seeded in 96-
well plates (1500–2000 cells/well) in six replicates. Cells were
allowed to grow for 4 days and cell proliferation analysis was
performed by Cell Counting Kit-8 (CCK-8; Dojindo Labora-
tories) assay at different time points according to the
manufacturer’s instructions. After an incubation of 2 hours
at 37°C, absorbance was measured at 450 nm using a
microplate reader iMark (Bio-Rad).

Western blot
Western blot was performed as previously described
[42]. Briefly, cells were lysed in the radioimmunopreci-
pitation assay (RIPA) buffer [50 mM Tris–HCl pH 8.0,
150 mM NaCl, 1% (v/v) NP-40, 0.5% (w/v) Sodium
deoxycholate, 0.1% (w/v) SDS] with protease inhibitors
cocktail (Sigma) added freshly. The lysates were



Table 1 Correlation between TCTN1 expression and
clinicopathologic characteristics of 110 GBM patients in
the Chinese cohort

Characteristics No.
patients

TCTN1 expression P*

Low High

Gender 0.378

Male 74(67.3%) 20(27.0%) 54(73.0%)
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separated by 10% SDS-PAGE and transferred to polyvinyli-
dene difluoride membranes (Millipore), which were
blocked in 5% milk for 1 hour and then probed with anti-
body against TCTN1(1:200; ab105381; Abcam), or actin
(1:4000; M20010; Abmart) as a loading control. Blots were
developed with Immobilon Western Chemiluminescent
HRP Substrate (Millipore) and visualized on G: Box Chemi
XR5 (Syngene).
Female 36(32.7%) 13(36.1%) 23(63.9%)

Age (year) 0.211

≥53 52(47.3%) 19(36.5%) 33(63.5%)

<53 58(52.7%) 14(24.1%) 44(75.9%)

Tumor origin 0.670

Primary 95(86.4%) 28(29.5%) 67(70.5%)

Secondary 15(13.6%) 5(33.3%) 10(66.7%)

Seizure 0.349

No 96(87.3%) 27(28.1%) 69(71.9%)

Yes 14(12.7%) 6(42.9%) 8(57.1%)

IICP 0.836

No 59(53.6%) 17(28.8%) 42(71.2%)

Yes 51(46.4%) 16(31.4%) 35(68.6%)

Cystic degeneration 0.799

No 82(74.5%) 25(30.5%) 57(69.5%)

Yes 23(20.9%) 6(26.1%) 17(73.9%)

Necrosis 0.419

No 90(81.8%) 25(27.8%) 65(72.2%)

Yes 20(18.2%) 8(40.0%) 12(60.0%)

Edge 0.762
Statistical analysis
Differences between two groups were analyzed by two-
tailed student’s t-test. The Fisher’s exact test (two-sided)
was conducted to analyze the correlation between TCTN1
expression and clinical characteristics. Pearson correlation
test was performed to analyze the correlation between
expression of TCTN1 and other genes. Overall survival
(OS) was defined as the elapsed time between diagnosis
and death or the last follow-up, and progression-free
survival (PFS) was defined as the time from diagnosis to
the date of tumor recurrence or further growth of residual
tumor or the date of death. Survival curves were plotted
by the Kaplan-Meier method and compared by the log-
rank test. To construct a model for the prediction of
survival, univariate and multivariate Cox proportional-
hazards regression analysis was performed, in which
clinical variables with log-rank P <0.05 in univariate
analysis were pooled into multivariate analysis. Values
presented are expressed as mean ± SD. SPSS (15.0)
software (SPSS Inc.) was used for all statistical analysis
and P <0.05 was considered statistically significant.
Not clear 52(47.3%) 15(28.8%) 37(71.2%)

Clear 17(15.5%) 6(35.3%) 11(64.7%)

MTD (cm) 0.093

< 5 46(41.8%) 18(39.1%) 28(60.9%)

≥5 64(58.2%) 15(23.4%) 49(76.6%)

Resection 1.000

≥98% 84(76.4%) 25(29.8%) 59(70.2%)

< 98% 26(23.6%) 8(30.8%) 18(69.2%)

*P value was evaluated by Fisher's Exact Test (2-sided).
Abbreviations: IICP, increased intracranial pressure; MTD, mean tumor diameter.
Results
GBM tissues exhibited increased protein and mRNA
expression of TCTN1 gene
In total, 110 cases of GBM patients were enrolled in the
Chinese GBM cohort. The median age at diagnosis was
53 years. Of the subjects, 74 (67.3%) were males. Details
of clinical characteristics were presented in Table 1. The
patients’ median overall survival (OS) was 12 months,
with 5 year survival rate of 4.3%. We assessed the
protein expression of TCTN1 in 110 GBMs and 16 nor-
mal brain tissues by immunohistochemistry assay using
a tissue microarray (TMA). We found that TCTN1 was
mainly expressed in nucleus (Figure 1A), and was sig-
nificantly increased in GBM tissues compared to nor-
mal controls (P =0.042, Additional file 1: Figure S1),
with no significant correlation with gender, age and
other clinicopathologic characteristics. We further
addressed whether TCTN1 gene was also up-regulated
at the transcriptional level. Total RNA was extracted
from a subset of 8 GBMs and 8 controls randomly
selected from this cohort and subjected to real-time
quantitative RT-PCR assay. The mRNA expression of
TCTN1 was considerably elevated in GBMs compared
to normal controls (Figure 1B, P =0.004).

TCTN1 served as an independent prognostic factor for
GBM patients
To investigate the correlation between TCTN1 expression
and clinical outcome, we first analysed the prognostic
significance of TCTN1 using Kaplan-Meier method. As
shown in Figure 1C and D, high TCTN1 expressers had
significantly shorter overall survival (OS) and progression-
free survival (PFS) than those with low TCTN1 expression



Figure 1 Expression and prognostic value of TCTN1 in a Chinese glioblastoma (GBM) cohort. (A) TCTN1 protein expression was analysed
by immunohistochemistry staining in human GBM specimens and normal brain samples, and representative images show high nuclear
expression of TCTN1 in GBMs. Magnification: ×50, left; ×200, right. Scale bars: 100 μm, left; 25 μm, right. (B) TCTN1 mRNA expression was analysed
by real time RT-PCR assay in human GBM samples, and GAPDH was used as an internal control. P value was determined by Student’s t test. (C-D)
Kaplan-Meier plots were estimated according to different TCTN1 immunoreactivity level for overall survival (C) and progression-free survival (D) of
GBM patients. P values were obtained from log-rank test, and hazard ratio (HR) and 95% confidence interval (CI) were calculated by univariate
Cox regression model.

Table 2 Multivariate Cox regression analysis of TCTN1
expression in GBM patients of 3 independent cohorts

Cohort Characteristics Multivariate cox regression

HR (95% CI) P

Chinese GBM (OS) TCTN1 (high vs. low) 1.69 (1.03-2.76) 0.037

Age (≥53 vs. <53) 1.54 (1.02-2.33) 0.038

(PFS) TCTN1 (high vs. low) 1.60 (1.01-2.52) 0.044

Age (≥53 vs. <53) 1.46 (0.98-2.18) 0.061

TCGA (OS) TCTN1 (high vs. low) 1.26 (1.03-1.54) 0.026

Age (≥60 vs. <60) 1.90 (1.55-2.33) <0.001

REMBRANDT (OS) TCTN1 (high vs. low) 1.58 (1.09-2.29) 0.017

Age (≥60 vs. <60) 2.23 (1.57-3.16) <0.001

Abbreviations: OS, overall survival; PFS, progression-free survival; CI, confidence
interval; HR, hazard ratio.

Meng et al. Journal of Translational Medicine 2014, 12:288 Page 5 of 13
http://www.translational-medicine.com/content/12/1/288
(Log rank P =0.027 and 0.029 for OS and PFS res-
pectively). Moreover, the subsequent univariate Cox
regression indicated that, besides TCTN1 expression
(HR =1.70, 95% CI =1.04-2.78, P = 0.033 for OS; HR =
1.63, 95% CI =1.03-2.56, P =0.036 for PFS), age at
diagnosis was also a significant prognostic factor. As
shown in Table 2, multivariate Cox regression revealed
that, after correction for patient age, elevated expres-
sion of TCTN1 protein was an independent risk
predictor of both OS (HR =1.69, 95% CI =1.03-2.76, P
=0.037) and PFS (HR =1.60, 95% CI =1.01-2.52, P
=0.044) for GBM patients in the Chinese cohort.

TCTN1 gene was overexpressed in GBMs and correlated
with several clinical features in the TCGA cohort
We next examined the expression profile and clinical
significance of TCTN1 in an independent cohort, i.e. the
TCGA cohort. Consequently, mRNA expression of TCTN1
was found to be increased in 98.86% (522/528) of the
GBMs compared to the normal brain controls (Figure 2A).
TCGA network described a robust gene expression-based
molecular classification of GBM into 4 different subtypes,
namely classical, mesenchymal, neural, and proneural [5].
Thus, we further screened TCTN1 expression in different
molecular subtypes of GBMs and found that TCTN1
expression was dramatically decreased in proneural subtype



Figure 2 Expression of TCTN1mRNA in GBM specimens of the TCGA cohort. (A) TCTN1mRNA expression levels were detected in 528 clinical GBM
specimens and 10 cases of normal control tissue obtained by TCGA. The value represents log 2 of gene expression value of GBM to the average mRNA of
10 normal samples. The red samples (>0) indicate that the mRNA levels of these GBM tissues were higher than the average of normal brain tissues while
the green bars (<0) represent GBM sample with lower TCTN1mRNA expression compared to normal tissues. (B-H) TCTN1 mRNA expression was
significantly different in subgroups of GBM according to subtypes and/or status of common mutations or copy number alterations (CNA) as indicated. “NC”,
no change; “Del”, deletion; “Amp”, amplification; “Wt”, wild-type; “Mut”, mutation. A single spot represents the TCTN1 expression value (log 2 scale) of an
individual patient, with a line in the middle representing the mean expression value. The difference in TCTN1 expression was determined by Student’s t-test.
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compared with other three subtypes, although still signifi-
cantly elevated as compared to normal controls (P <0.0001;
Figure 2B).
In TCGA analysis of GBM, several genes were identi-

fied to be significantly mutated or have significant copy
number alterations (CNAs) [3,43]. To further explore
the expression profile of TCTN1 gene, we examined
associations between its expression and common genetic
alterations in GBM, including mutations in TP53, PTEN,
NF1, EGFR, RB1, PIK3R1, IDH1, PIK3CA, SPTA1,
ATRX, KEL, GABRA6, LZTR1, CTNND2, BRAF, amp-
lifications of EGFR, CDK4, PDGFRA, MDM2, MET,
MDM4, CDK6, MYCN, CCND2, PIK3CA, AKT3, and
deletions of CDKN2A, CDKN2B, PTEN, CDKN2C, RB1,
PARK2 and NF1. Consequently, we found that TCTN1
expression was significantly associated with mutations of
TP53, IDH1 and ATRX, amplifications of EGFR, PDGFRA
and MYCN, and deletions of CDKN2A, CDKN2B, PTEN
and PARK2 (Figure 2C-H, Additional file 1: Figure S2),
but not other aberrations.
Given that TCTN1 expression was also correlated with

transcriptional subtypes, we next addressed whether the
differential expression of TCTN1 according to abovemen-
tioned genetic alterations was dependent on specific
subtypes. As a result, CDKN2A or CDKN2B deleted cases
had significantly higher expression of TCTN1 in both
non-proneural (P <0.0001) and proneural (P =0.001) sub-
types compared with cases with no corresponding changes
(Figure 2C-D). Cases with TP53 mutation had lower levels
of TCTN1 expression than wild-type (P =0.004) in non-
proneural subtypes, while there was no significant dif-
ference in proneural subtype (Figure 2E). In contrast,
cases with amplification of EGFR or deletion of PTEN
or PARK2 had higher levels of TCTN1 expression than
cases with no corresponding changes only in proneural
subtype (P =0.045, 0.003, 0.014, respectively; Figure 2F-H).
However, the differential expression of TCTN1 according
to mutations of IDH1, ATRX or amplification of MYCN
and PDGFRA (Additional file 1: Figure S1A-D) lost any
statistical significance when we classified all cases into
non-proneural and proneural subgroups.
Given that previous studies linked TCTN1 to Hedge-

hog pathway in mouse embryonic development [6], we
investigated the associations between the expression
level of TCTN1 and common targets of Hedgehog
pathway, GLI1 and PTCH1, and found no significantly
correlation (Additional file 1: Figure S3).

TCTN1 was associated with prognosis of GBM patients in
the TCGA cohort
We further investigated the relationship between
TCTN1 expression and patients’ clinical outcome in the
TCGA cohort. We compared the survival of all GBM
patients with TCTN1 expression above or below the
median expression and found a statistically significant
disadvantage in overall survival for patients with higher
TCTN1 expression (Log-rank P =0.006; Cox regression
HR =1.32, 95% CI 1.08-1.61; Figure 3A). Multivariate
Cox regression further confirmed the prognostic value
of TCTN1 as an independent predictor (HR =1.60, 95%
CI =1.01-2.52, P =0.044; Table 2).
In addition, we also carried out survival analyses for

each molecular subtype and found that only the proneural
(Log-rank P =0.006; Cox regression HR =1.84, 95% CI
1.18-2.85) and mesenchymal (Log-rank P =0.037; Cox
regression HR =1.47, 95% CI 1.02-2.13) subtypes retained
statistical significance (Figure 3B-E).
Furthermore, we performed survival analysis stratified

by the genetic alteration status of abovementioned 10
genes with which TCTN1 expression was significantly
associated. As a consequence, TCTN1 expression was
associated with patients’ prognosis only in one specific
subgroup classified by the status of 7 genes (PTEN, EGFR,
PDGFRA, MYCN, PARK2, CDKN2A, CDKN2B; Figure 3F
and Additional file 1: Figure S4). A representative example
shown in Figure 3F indicated that prognostic significance
of TCTN1 was highly pronounced in individuals with
no PTEN change (Log-rank P <0.001; Cox regression
HR =2.84, 95% CI 1.58-5.14), but not significant in
PTEN deleted individuals. However, for the other 3
genes, namely TP53, IDH1 and ATRX, TCTN1 expres-
sion could not predict patients’ outcome in any sub-
group stratified by the genetic status of these genes.

The differential expression and prognostic value of TCTN1
was further validated in the REMBRANDT cohort
We further validated the differential expression and
prognostic significance of TCTN1 in GBMs of another
independent cohort, namely the REMBRANDT cohort.
Consistent with above mentioned TMA and TCGA
analysis, TCTN1 gene expression was remarkably in-
creased in GBMs (n = 228) than in normal controls
(n = 28; P <0.0001; Figure 4A). Moreover, high TCTN1
mRNA expression (n =132) could significantly predict
a worse overall survival for GBM patients in comparison
with low TCTN1 expression (n =49; Log-rank P =0.013;
HR =1.54, 95% CI 1.09-2.17; Figure 4B), which could also
serve as an independent prognostic factor in a multivariate
Cox regression model (HR =1.58, 95% CI =1.09-2.29,
P =0.017; Table 2).

Ectopic TCTN1 expression affected GBM cell proliferation
To explore the biological significance of TCTN1 in glioma,
we investigated whether it could affect cell proliferation.
TCTN1 was stably overexpressed or silenced in U251 and
U87 cells by lentiviruses infection, while the efficiency of
ectopic expression of TCTN1 was validated by real-time
PCR (Figure 5A) and western blot (Figure 5B) analysis. We



Figure 3 The prognostic value of TCTN1 in GBM specimens of the TCGA cohort. Kaplan-Meier plots were estimated according to different
TCTN1 gene expression for overall survival of all GBM patients (A) or the 4 different subtypes of GBM patients (B-E), or considering the copy
number alteration status of PTEN simultaneously (F). P values were obtained from log-rank test, while hazard ratio (HR) and 95% confidence
interval (CI) were determined by univariate Cox regression model.
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then studied the impact of TCTN1 on GBM cell prolifera-
tion by CCK-8 assay within a 4-day period monitoring.
The results showed that in both U251 and U87 GBM cell
lines, upregulation of TCTN1 significantly promoted the
proliferation compared with the control groups, whereas
the blockade of endogenous TCTN1 expression markedly
inhibited cell growth in comparison with the controls
(Figure 5C).
Figure 4 Expression and prognostic value of TCTN1 in GBMs of the R
in GBM samples in comparison to non-tumor controls. P value was calculat
different TCTN1 gene expression for overall survival of GBM patients. P valu
confidence interval (CI) were determined by univariate Cox regression mod
Discussion
Glioblastoma (GBM) is the most malignant brain tumor
with dismal prognosis despite multimodal therapies, and
its pathogenesis is still far from elucidation. Molecular tar-
geted therapy represents promising avenue for the future
of effective treatment strategies for GBMs. Hence, more
valuable prognostic biomarkers and potential molecular
targets for gliomas are urgently needed to combat this
embrandt cohort. (A) TCTN1 gene has significantly higher expression
ed by Student’s t-test. (B) Kaplan-Meier curve was plotted according to
es were obtained from log-rank test, while hazard ratio (HR) and 95%
el.



Figure 5 Overexpression and knock-down of TCTN1 regulate GBM cell growth. (A) Overexpression and knock-down of TCTN1 gene in U251
and U87 human GBM cell lines were validated at mRNA level by real-time RT-PCR assays and GAPDH was used as an internal control. (B) Protein
level of TCTN1 was analysed by western blot assays and actin served as a loading control. (C) The cell growth curve of TCTN1 overexpression and
knockdown cells was assessed by CCK-8 assay. Each experiment was performed three times. Statistical analysis was performed using two tailed
Student’s t-test. *, P < 0.05.
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devastating disease. The present study identified
TCTN1 as a novel prognostic factor for GBM, which
was overexpressed in GBM tissues and could also
regulate the proliferation of GBM cells.
TCTN1 was a newly identified gene reported to be

involved in developmental processes, Hedgehog path-
way transduction and functions of primary cilium
[6,7]. Given that potent regulators of developmental
processes are frequently disrupted in tumorigenesis
[44], and the primary cilium and Hedgehog pathway
also play important roles in tumorigenesis [11,16], it is
to be expected that TCTN1 also contributes to tumor
development yet there have been no reports on it.
Hence, our study aimed to unveil the indispensable
role of TCTN1 in GBM progression. Our TMA
analysis and real-time PCR validation of a Chinese
GBM cohort revealed that TCTN1 was up-regulated in
GBMs compared to normal controls, and high TCTN1
expression could predict shorter overall and progression-
free survival for GBM patients, as an independent prog-
nostic factor. Due to differences of genetic background
between populations [45], we further validated these find-
ings in another two independent international cohorts,
namely the TCGA cohort and the REMBRANDTcohort.
It was noteworthy that our immunohistochemical

staining experiments in GBM tissues found a nuclear
localisation of TCTN1, which was beyond our expect-
ation more or less, given the two important reports
that linked TCTN1 to Hedgehog pathway and primary
cilia by Dr. Jeremy F. Reiter’ group [6,7]. Actually, there
were several limitations of these studies. The former
revealed the involvement of Tctn1 (the mouse homolog
of human TCTN1) in Hedgehog signaling mediated
patterning of the neural tube of mice. Epistasis analyses
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further indicated that Tctn1 modulated Hedgehog signal
transduction downstream of Ptch, Smo and Rab23. How-
ever, the findings were merely restricted in a mouse em-
bryonic development context and lacked direct evidences
using biochemical methods. The latter report found that
Tctn1 was essential for ciliogenesis in some embryonic tis-
sues such as the node and neural tube, and was required
to localize some proteins to the cilium in several other tis-
sues containing perineural and limb bud mesenchyme.
They further discovered Tctn1 as part of a transition zone
complex that controlled the organization of the transition
zone and ciliary membrane composition using some
mouse cell lines. However, the mechanisms underlying the
tissue specificity of Tctn1 complex function remain un-
clear and the findings were also context dependent. Thus,
whether TCTN1 regulate Hedgehog pathway still remains
unclear, particularly in the context of human cancer
biology.
Hedgehog signaling pathway was linked to tumorigenesis

in recent years. The most typical examples were basal cell
carcinoma (BCC) [46] and medulloblastoma (MB) [47], in
which mutations were identified in the regulatory compo-
nents of Hedgehog pathway. Although there were a few
reports regarding the regulation of Hedgehog signaling on
cancer stem cells in human gliomas [48,49], the role of
Hedgehog pathway in glioma remains in question.
To further investigate the relationship of TCTN1 and

Hedgehog pathway, we examined the transcriptional level
of GLI1, which is widely used to reflect Hedgehog pathway
activity [50], in TCGA database, and found it comparable
between GBMs and normal controls (data not shown). In
addition, we analyzed the relationship of TCTN1 and two
common target genes of Hedgehog pathway, GLI1 and
PTCH1, and found no significant correlation (Additional
file 1: Figure S3), indicating a rather weak link (if any)
between TCTN1 and Hedgehog pathway in GBMs.
The signal transduction of Hedgehog pathway was regu-

lated in the primary cilium, where TCTN1 was found to
be a component of a protein complex. In the mammalian
body, primary cilia were found on most epithelial and
stromal cells, and interestingly, transformed cells com-
monly lack cilia [51]. The role of primary cilia in cancer
progression were still controversial, maybe according to
the genetic background, as found in BCC [13] and MB
[12]. In addition, the prevalence and role of cilia on glioma
cells were poorly studied. It was reported that primary
cilia were deficient in several established GBM cell lines
compared to normal astrocytes [52]. Consistently, in
recently derived primary GBM cell lines and tumor biop-
sies, the majority of cells were unable to grow cilia [53].
Furthermore, it seems that the observed cilia of a small
portion of U251 GBM cells had no effect on cell prolifera-
tion, since depletion of Kif3a, a key component of cilio-
genesis, did not significantly affect cell growth [54].
A remarkable feature of ciliogenesis is its cell cycle-
dependence [51,55-57]. In a system to study ciliary dynam-
ics in the hTERT-RPE1 cell lines, most of the cells were cili-
ated following serum starvation [56], which was widely
used to induce ciliogenesis in cultured cells [54,58,59].
However, it is a remarkable fact that ciliogenesis was
enhanced by serum starvation in neither established nor
recently derived primary GBM cell lines [52,53], although
that was the case in normal primary astrocytes [52].
Recently, it was reported that a cell-cycle-related kinase
(CCRK) may modulate ciliogenesis, and its regulation of
cell cycle was dependent on cilia in NIH3T3 cells [54]. In
addition, they found that depletion of CCRK could restore
cilia for a small fraction of U251 glioma cells, and inhibit
cell growth in part dependent on cilia. However, it is inter-
esting to note that depletion of CCRK did not block cells in
G0/G1 phase, suggesting other underlying mechanisms.
Our immunohistochemical staining experiments

showed primary expression of TCTN1 in cell nucleus
through a scan of more than one hundred GBM patients,
suggesting a weak link (if any) of TCTN1 and cilia in
human gliomas. Functions and molecular mechanisms of
TCTN1 in glioma warrant more investigations.
Characterized by dramatic molecular and histologic het-

erogeneity, GBM has recently been classified into distinct
subtypes with clinical relevance, opening the way for treat-
ments to be directed at subtype-specific mechanisms
[5,60]. In addition, for each molecular subtype, genetic
alterations in several key genes were significantly different.
The TCGA dataset offers an opportunity to investigate the
relationship between gene expression, molecular subtypes
and genetic alterations [61-64]. Therefore, we studied the
expression preference of TCTN1 in different subtypes and
its association with genetic aberrations in the TCGA
cohort. We found that TCTN1 was dramatically decreased
in the proneural subtype compared to other three
subtypes, which is in concordance with the previous find-
ing that the proneural subtype has a trend toward longer
survival compared with other subtypes [5]. For common
genetic alterations of GBM, TCTN1 was expressed in
correlation with 10 of them, i.e. mutations of TP53,
IDH1 and ATRX, amplifications of EGFR, PDGFRA
and MYCN, deletions of CDKN2A, CDKN2B, PTEN
and PARK2. Interestingly, for several of them (TP53
mutation, EGFR amplification, PTEN deletion and
PARK2 deletion), the association was restricted in non-
proneural or proneural subtype. For instance, within
non-proneural subgroups, the status of PTEN deletion
did not influence the levels of TCTN1 expression.
However, within the proneural subtype, patients with
no CNA of PTEN had dramatically lower TCTN1
expression compared to PTEN deleted patients. These
findings provided a clue for further research of the
regulation of TCTN1 expression in GBMs.
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We also investigated the relationship of TCTN1
expression and patients’ clinical outcome stratified by
different molecular subtypes and status of key genetic
alterations. As a consequence, when we looked at
TCTN1 impact on survival based on molecular sub-
type, only the proneural and mesenchymal subtype
retained significance. This analysis showed that the in-
fluence of TCTN1 expression on survival outcome
shows high subtype specificity with very strong effect
in the proneural and mesenchymal subtypes and
almost no effect in the other subtypes, thus the full
sample analysis effectively showed a dilution of the
effect in these two subtypes. In particular, patients
within the proneural subtype are expected to have a
slightly better prognosis compared to other subtypes
[5]. However, we noted that within the proneural
subgroup patients with high TCTN1 expression suffer
from especially poor prognosis than those with low
TCTN1 expression. Moreover, we also investigated
status of genetic alterations in TCGA dataset and
stratified the patients with GBM into two subgroups by
these molecular features. Our results showed that the
effect of TCTN1 expression on patients’ survival rely
on genetic background. It should be noted that,
TCTN1 could divide patients with no PTEN copy
number change into two subsets with totally distinct
outcome, although there was no difference for survival
of PTEN deleted patients with different TCTN1
expression, suggesting distinct effect of TCTN1 on
clinical outcome dependent on status of PTEN dele-
tion. Similar results could also be observed for other
several alterations, in detail, high expression of TCTN1
could predict poor prognosis for patients with no
EGFR change, no PDGFRA change, no MYCN change,
PARK2 deletion, CDKN2A deletion or CDKN2B dele-
tion. However, further perspective studies are still
warranted to unveil the underlying mechanisms.
Our analyses in these independent cohorts suggested

a key role of TCTN1 gene in tumorigenesis and pro-
gression of GBM, yet there has been no direct report
on its function in cancer biology. Thus we performed
in vitro experiments in two GBM cell lines through
enforced expression or depletion of TCTN1. Conse-
quently, we observed that TCTN1 overexpression evi-
dently promoted cell proliferation, whereas TCTN1
depletion dramatically hampered cell growth. These
results were consistent with the augmented expression
and prognostic value of TCTN1 in GBM clinical tis-
sues, suggesting that its survival detriment role may be
in part due to the ability of the TCTN1 protein to regu-
late proliferation of GBM cells. Functional study in cell
lines further highlighted potential therapeutic value of
TCTN1 in treatment of patients with GBM, albeit the
molecular mechanisms were still far from elucidation.
Conclusions
In summary, TCTN1 was significantly elevated in hu-
man GBMs, and predicted poorer prognosis of GBM pa-
tients as a novel prognostic factor, which was found in a
TMA analysis of a Chinese cohort and confirmed in two
independent international cohorts. Furthermore, the ex-
pression profile and prognostic value of TNTN1 were
associated with different molecular subtype and genetic
alterations of GBM in analyses of the TCGA dataset.
Moreover, TCTN1 played an important role in prolifera-
tion of GBM cells, suggesting its potential application as
a therapeutic target for future GBM treatment.

Additional file

Additional file 1: Figure S1. TCTN1 protein expression was analysed by
immunohistochemistry staining and positive staining rate of TCTN1 in
normal brain samples and GBMs was indicated as a scatter plot. P value
was determined by Student’s t-test. Figure S2. TCTN1 mRNA expression
was significantly different in subgroups of GBMs in the TCGA cohort according
to status of IDH1 mutation (A), ATRX mutation (B), MYCN amplification (C) or
PDGFRA amplification (D) as indicated. A single spot represents the TCTN1
expression value (in log 2 scale) of an individual patient, with a line in the
middle representing the mean expression value. P values were determined by
Student’s t-test. Figure S3. Correlations between TCTN1 with GLI1(A) and
PTCH1(B) levels in TCGA cohort. Figure S4. Kaplan-Meier curves were plotted
according to different TCTN1 gene expression for overall survival of GBM
patients in the TCGA cohort stratified by the status of EGFR amplification
(A, B), PDGFRA amplification (C, D), MYCN amplification (E, F), PARK2 deletion
(G, H), CDKN2A deletion (I, J) and CDKN2B deletion (K, L) as indicated. P values
were obtained from log-rank test.

Abbreviations
TCTN1: Tectonic family member 1; GBM: Glioblastioma; TMA: Tissue
microarray; TCGA: The Cancer Genome Atlas; REMBRANDT: Repository for
Molecular Brain Neoplasia Data; OS: Overall survival; PFS: Progression-free
survival; HR: Hazard ratio; CI: Confidence interval.

Competing interests
The authors declare that they have no competing interests.

Authors’ contributions
DM designed the study, performed data analysis, carried out experiments and
drafted the manuscript. DM and YC revised the manuscript. YZ, SY and HC
assisted with statistical analyses. YC, JW and DY participated in experimental
studies. JC contributed to patient collection and clinical data interpretation. DL
conceived of the study, participated in its design and coordination, and revised
the manuscript critically. All authors read and approved the final manuscript.

Acknowledgements
This study was supported by the National Natural Science Foundation of
China (grants 81170786, 81372706, 81372235, and 81071739) and Shanghai
Education Committee (grant SOH1322002). We thank staff of the
Department of Neurosurgery of Changzheng Hospital for their help of
sample and clinical information collection.

Author details
1State Key Laboratory of Genetic Engineering and MOE Key Laboratory of
Contemporary Anthropology, School of Life Sciences, Fudan University,
No. 2005 Songhu Road, Shanghai 200438, People’s Republic of China. 2The
Eighth Department of General Surgery and Department of Pathology, the
First Affiliated Hospital of Anhui Medical University, No. 218 Jixi Road, Hefei
230022, People’s Republic of China. 3Department of Neurosurgery, Shanghai
Institute of Neurosurgery, Changzheng Hospital, Second Military Medical
University, No. 415 Fengyang Road, Shanghai 200003, People’s Republic of
China.

http://www.translational-medicine.com/content/supplementary/s12967-014-0288-9-s1.pdf


Meng et al. Journal of Translational Medicine 2014, 12:288 Page 12 of 13
http://www.translational-medicine.com/content/12/1/288
Received: 17 July 2014 Accepted: 3 October 2014

References
1. Ostrom QT, Gittleman H, Farah P, Ondracek A, Chen Y, Wolinsky Y, Stroup

NE, Kruchko C, Barnholtz-Sloan JS: CBTRUS statistical report: Primary brain
and central nervous system tumors diagnosed in the United States in
2006–2010. Neuro Oncol 2013, 2(15 Suppl):ii1–ii56.

2. Ohgaki H, Kleihues P: Epidemiology and etiology of gliomas. Acta
Neuropathol 2005, 109:93–108.

3. The Cancer Genome Atlas (TCGA) Research Network: Comprehensive
genomic characterization defines human glioblastoma genes and core
pathways. Nature 2008, 455:1061–1068.

4. Madhavan S, Zenklusen JC, Kotliarov Y, Sahni H, Fine HA, Buetow K:
Rembrandt: helping personalized medicine become a reality through
integrative translational research. Mol Cancer Res 2009, 7:157–167.

5. Verhaak RG, Hoadley KA, Purdom E, Wang V, Qi Y, Wilkerson MD, Miller CR,
Ding L, Golub T, Mesirov JP, Alexe G, Lawrence M, O’Kelly M, Tamayo P,
Weir BA, Gabriel S, Winckler W, Gupta S, Jakkula L, Feiler HS, Hodgson JG,
James CD, Sarkaria JN, Brennan C, Kahn A, Spellman PT, Wilson RK, Speed
TP, Gray JW, Meyerson M, et al: Integrated genomic analysis identifies
clinically relevant subtypes of glioblastoma characterized by
abnormalities in PDGFRA, IDH1, EGFR, and NF1. Cancer Cell 2010,
17:98–110.

6. Reiter JF, Skarnes WC: Tectonic, a novel regulator of the Hedgehog
pathway required for both activation and inhibition. Genes Dev 2006,
20:22–27.

7. Garcia-Gonzalo FR, Corbit KC, Sirerol-Piquer MS, Ramaswami G, Otto EA,
Noriega TR, Seol AD, Robinson JF, Bennett CL, Josifova DJ, Garcia-Verdugo
JM, Katsanis N, Hildebrandt F, Reiter JF: A transition zone complex
regulates mammalian ciliogenesis and ciliary membrane composition.
Nat Genet 2011, 43:776–784.

8. Corbit KC, Aanstad P, Singla V, Norman AR, Stainier DY, Reiter JF:
Vertebrate Smoothened functions at the primary cilium. Nature 2005,
437:1018–1021.

9. Haycraft CJ, Banizs B, Aydin-Son Y, Zhang Q, Michaud EJ, Yoder BK: Gli2 and
Gli3 localize to cilia and require the intraflagellar transport protein
polaris for processing and function. PLoS Genet 2005, 1:e53.

10. Rohatgi R, Milenkovic L, Scott MP: Patched1 regulates hedgehog signaling
at the primary cilium. Science 2007, 317:372–376.

11. Barakat MT, Scott MP: Tail wags dog: primary cilia and tumorigenesis.
Cancer Cell 2009, 16:276–277.

12. Han YG, Kim HJ, Dlugosz AA, Ellison DW, Gilbertson RJ, Alvarez-Buylla A: Dual
and opposing roles of primary cilia in medulloblastoma development.
Nat Med 2009, 15:1062–1065.

13. Wong SY, Seol AD, So PL, Ermilov AN, Bichakjian CK, Epstein EH Jr,
Dlugosz AA, Reiter JF: Primary cilia can both mediate and suppress
Hedgehog pathway-dependent tumorigenesis. Nat Med 2009,
15:1055–1061.

14. Dahmane N, Sanchez P, Gitton Y, Palma V, Sun T, Beyna M, Weiner H, Ruiz i
Altaba A: The Sonic Hedgehog-Gli pathway regulates dorsal brain growth
and tumorigenesis. Development 2001, 128:5201–5212.

15. Ruiz i Altaba A, Sanchez P, Dahmane N: Gli and hedgehog in cancer:
tumours, embryos and stem cells. Nat Rev Cancer 2002, 2:361–372.

16. Pasca de Magliano M, Hebrok M: Hedgehog signalling in cancer formation
and maintenance. Nat Rev Cancer 2003, 3:903–911.

17. Kinzler KW, Bigner SH, Bigner DD, Trent JM, Law ML, O’Brien SJ, Wong AJ,
Vogelstein B: Identification of an amplified, highly expressed gene in a
human glioma. Science 1987, 236:70–73.

18. Clement V, Sanchez P, de Tribolet N, Radovanovic I, Ruiz i Altaba A:
HEDGEHOG-GLI1 signaling regulates human glioma growth, cancer stem
cell self-renewal, and tumorigenicity. Curr Biol 2007, 17:165–172.

19. Fan S, Meng D, Xu T, Chen Y, Wang J, Li X, Chen H, Lu D, Chen J, Lan Q:
Overexpression of SLC7A7 predicts poor progression-free and overall
survival in patients with glioblastoma. Med Oncol 2013, 30:384.

20. Kononen J, Bubendorf L, Kallioniemi A, Barlund M, Schraml P, Leighton S,
Torhorst J, Mihatsch MJ, Sauter G, Kallioniemi OP: Tissue microarrays for
high-throughput molecular profiling of tumor specimens. Nat Med 1998,
4:844–847.

21. Wang H, Zhang SY, Wang S, Lu J, Wu W, Weng L, Chen D, Zhang Y, Lu Z,
Yang J, Chen Y, Zhang X, Chen X, Xi C, Lu D, Zhao S: REV3L confers
chemoresistance to cisplatin in human gliomas: the potential of its RNAi
for synergistic therapy. Neuro Oncol 2009, 11:790–802.

22. Kang W, Tong JH, Chan AW, Zhao J, Dong Y, Wang S, Yang W, Sin FM, Ng
SS, Yu J, Cheng AS, To KF: Yin Yang 1 contributes to gastric
carcinogenesis and its nuclear expression correlates with shorter survival
in patients with early stage gastric adenocarcinoma. J Transl Med 2014,
12:80.

23. Wu ZB, Cai L, Lin SJ, Xiong ZK, Lu JL, Mao Y, Yao Y, Zhou LF: High-mobility
group box 2 is associated with prognosis of glioblastoma by promoting
cell viability, invasion, and chemotherapeutic resistance. Neuro Oncol
2013, 15:1264–1275.

24. Wang H, Wu W, Wang HW, Wang S, Chen Y, Zhang X, Yang J, Zhao S, Ding
HF, Lu D: Analysis of specialized DNA polymerases expression in human
gliomas: association with prognostic significance. Neuro Oncol 2010,
12:679–686.

25. Kobayashi T, Masumoto J, Tada T, Nomiyama T, Hongo K, Nakayama J:
Prognostic significance of the immunohistochemical staining of cleaved
caspase-3, an activated form of caspase-3, in gliomas. Clin Cancer Res
2007, 13:3868–3874.

26. Li S, Yan C, Huang L, Qiu X, Wang Z, Jiang T: Molecular prognostic factors
of anaplastic oligodendroglial tumors and its relationship: a single
institutional review of 77 patients from China. Neuro Oncol 2012,
14:109–116.

27. Chappuis PO, Donato E, Goffin JR, Wong N, Begin LR, Kapusta LR, Brunet JS,
Porter P, Foulkes WD: Cyclin E expression in breast cancer: predicting
germline BRCA1 mutations, prognosis and response to treatment. Ann
Oncol 2005, 16:735–742.

28. Kujas M, Lejeune J, Benouaich-Amiel A, Criniere E, Laigle-Donadey F, Marie
Y, Mokhtari K, Polivka M, Bernier M, Chretien F, Couvelard A, Capelle L,
Duffau H, Cornu P, Broet P, Thillet J, Carpentier AF, Sanson M, Hoang-Xuan
K, Delattre JY: Chromosome 1p loss: a favorable prognostic factor in
low-grade gliomas. Ann Neurol 2005, 58:322–326.

29. Tu K, Yang W, Li C, Zheng X, Lu Z, Guo C, Yao Y, Liu Q: Fbxw7 is an
independent prognostic marker and induces apoptosis and growth
arrest by regulating YAP abundance in hepatocellular carcinoma. Mol
Cancer 2014, 13:110.

30. Shinjo K, Yamashita Y, Yamamoto E, Akatsuka S, Uno N, Kamiya A, Niimi
K, Sakaguchi Y, Nagasaka T, Takahashi T, Shibata K, Kajiyama H, Kikkawa F,
Toyokuni S: Expression of chromobox homolog 7 (CBX7) is associated
with poor prognosis in ovarian clear cell adenocarcinoma via
TRAIL-induced apoptotic pathway regulation. Int J Cancer 2014,
135:308–318.

31. You G, Sha ZY, Yan W, Zhang W, Wang YZ, Li SW, Sang L, Wang Z,
Li GL, Song YJ, Kang CS, Jiang T: Seizure characteristics and outcomes
in 508 Chinese adult patients undergoing primary resection of
low-grade gliomas: a clinicopathological study. Neuro Oncol 2012,
14:230–241.

32. Livak KJ, Schmittgen TD: Analysis of relative gene expression data using
real-time quantitative PCR and the 2(−Delta Delta C(T)) Method.
Methods 2001, 25:402–408.

33. Hedditch EL, Gao B, Russell AJ, Lu Y, Emmanuel C, Beesley J, Johnatty SE,
Chen X, Harnett P, George J, Williams RT, Flemming C, Lambrechts D,
Despierre E, Lambrechts S, Vergote I, Karlan B, Lester J, Orsulic S, Walsh C,
Fasching P, Beckmann MW, Ekici AB, Hein A, Matsuo K, Hosono S, Nakanishi
T, Yatabe Y, Pejovic T, Bean Y, et al: ABCA transporter gene expression and
poor outcome in epithelial ovarian cancer. J Natl Cancer Inst 2014,
106:dju149.

34. Chen QR, Hu Y, Yan C, Buetow K, Meerzaman D: Systematic genetic
analysis identifies Cis-eQTL target genes associated with glioblastoma
patient survival. PLoS One 2014, 9:e105393.

35. Mao P, Hever-Jardine MP, Rahme GJ, Yang E, Tam J, Kodali A, Biswal B, Fadul
CE, Gaur A, Israel MA, Spinella MJ: Serine/threonine kinase 17A is a novel
candidate for therapeutic targeting in glioblastoma. PLoS One 2013,
8:e81803.

36. Schulte JD, Srikanth M, Das S, Zhang J, Lathia JD, Yin L, Rich JN,
Olson EC, Kessler JA, Chenn A: Cadherin-11 regulates motility in
normal cortical neural precursors and glioblastoma. PLoS One 2013,
8:e70962.

37. Root DE, Hacohen N, Hahn WC, Lander ES, Sabatini DM: Genome-scale
loss-of-function screening with a lentiviral RNAi library. Nat Methods
2006, 3:715–719.



Meng et al. Journal of Translational Medicine 2014, 12:288 Page 13 of 13
http://www.translational-medicine.com/content/12/1/288
38. Tan Y, Cheung M, Pei J, Menges CW, Godwin AK, Testa JR: Upregulation of
DLX5 promotes ovarian cancer cell proliferation by enhancing IRS-2-AKT
signaling. Cancer Res 2010, 70:9197–9206.

39. Rubinson DA, Dillon CP, Kwiatkowski AV, Sievers C, Yang L, Kopinja J, Rooney DL,
Zhang M, Ihrig MM, McManus MT, Gertler FB, Scott ML, Van Parijs L: A lentivirus-
based system to functionally silence genes in primary mammalian cells, stem
cells and transgenic mice by RNA interference. Nat Genet 2003, 33:401–406.

40. Lois C, Hong EJ, Pease S, Brown EJ, Baltimore D: Germline transmission
and tissue-specific expression of transgenes delivered by lentiviral
vectors. Science 2002, 295:868–872.

41. Li X, Wan X, Chen H, Yang S, Liu Y, Mo W, Meng D, Du W, Huang Y, Wu H,
Wang J, Li T, Li Y: Identification of miR-133b and RB1CC1 as Independent
Predictors for Biochemical Recurrence and Potential Therapeutic Targets
for Prostate Cancer. Clin Cancer Res 2014, 20:2312–2325.

42. Mo W, Zhang J, Li X, Meng D, Gao Y, Yang S, Wan X, Zhou C, Guo F, Huang
Y, Amente S, Avvedimento EV, Xie Y, Li Y: Identification of novel AR-
targeted microRNAs mediating androgen signalling through critical
pathways to regulate cell viability in prostate cancer. PLoS One 2013,
8:e56592.

43. Brennan CW, Verhaak RG, McKenna A, Campos B, Noushmehr H, Salama SR,
Zheng S, Chakravarty D, Sanborn JZ, Berman SH, Beroukhim R, Bernard B,
Wu CJ, Genovese G, Shmulevich I, Barnholtz-Sloan J, Zou L, Vegesna R,
Shukla SA, Ciriello G, Yung WK, Zhang W, Sougnez C, Mikkelsen T, Aldape K,
Bigner DD, Van Meir EG, Prados M, Sloan A, Black KL, et al: The somatic
genomic landscape of glioblastoma. Cell 2013, 155:462–477.

44. Kelleher FC, Fennelly D, Rafferty M: Common critical pathways in
embryogenesis and cancer. Acta Oncol 2006, 45:375–388.

45. Yan W, Zhang W, You G, Zhang J, Han L, Bao Z, Wang Y, Liu Y, Jiang C,
Kang C, You Y, Jiang T: Molecular classification of gliomas based on
whole genome gene expression: a systematic report of 225 samples
from the Chinese Glioma Cooperative Group. Neuro Oncol 2012,
14:1432–1440.

46. Hahn H, Wicking C, Zaphiropoulous PG, Gailani MR, Shanley S,
Chidambaram A, Vorechovsky I, Holmberg E, Unden AB, Gillies S, Negus K,
Smyth I, Pressman C, Leffell DJ, Gerrard B, Goldstein AM, Dean M, Toftgard
R, Chenevix-Trench G, Wainwright B, Bale AE: Mutations of the human
homolog of Drosophila patched in the nevoid basal cell carcinoma
syndrome. Cell 1996, 85:841–851.

47. Raffel C, Jenkins RB, Frederick L, Hebrink D, Alderete B, Fults DW, James CD:
Sporadic medulloblastomas contain PTCH mutations. Cancer Res 1997,
57:842–845.

48. Xu Q, Yuan X, Liu G, Black KL, Yu JS: Hedgehog signaling regulates brain
tumor-initiating cell proliferation and portends shorter survival for
patients with PTEN-coexpressing glioblastomas. Stem Cells 2008,
26:3018–3026.

49. Takezaki T, Hide T, Takanaga H, Nakamura H, Kuratsu J, Kondo T: Essential
role of the Hedgehog signaling pathway in human glioma-initiating
cells. Cancer Sci 2011, 102:1306–1312.

50. Scales SJ, de Sauvage FJ: Mechanisms of Hedgehog pathway activation in
cancer and implications for therapy. Trends Pharmacol Sci 2009,
30:303–312.

51. Plotnikova OV, Golemis EA, Pugacheva EN: Cell cycle-dependent ciliogenesis
and cancer. Cancer Res 2008, 68:2058–2061.

52. Moser JJ, Fritzler MJ, Rattner JB: Primary ciliogenesis defects are
associated with human astrocytoma/glioblastoma cells. BMC Cancer 2009,
9:448.

53. Sarkisian MR, Siebzehnrubl D, Hoang-Minh L, Deleyrolle L, Silver DJ, Siebzehnrubl
FA, Guadiana SM, Srivinasan G, Semple-Rowland S, Harrison JK, Steindler DA,
Reynolds BA: Detection of primary cilia in human glioblastoma. J Neurooncol
2014, 117:15–24.

54. Yang Y, Roine N, Makela TP: CCRK depletion inhibits glioblastoma cell
proliferation in a cilium-dependent manner. EMBO Rep 2013, 14:741–747.

55. Wheatley DN, Wang AM, Strugnell GE: Expression of primary cilia in
mammalian cells. Cell Biol Int 1996, 20:73–81.

56. Pugacheva EN, Jablonski SA, Hartman TR, Henske EP, Golemis EA:
HEF1-dependent Aurora A activation induces disassembly of the primary
cilium. Cell 2007, 129:1351–1363.

57. Quarmby LM, Parker JD: Cilia and the cell cycle? J Cell Biol 2005,
169:707–710.

58. Tucker RW, Pardee AB, Fujiwara K: Centriole ciliation is related to
quiescence and DNA synthesis in 3 T3 cells. Cell 1979, 17:527–535.
59. Kim J, Lee JE, Heynen-Genel S, Suyama E, Ono K, Lee K, Ideker T, Aza-Blanc
P, Gleeson JG: Functional genomic screen for modulators of ciliogenesis
and cilium length. Nature 2010, 464:1048–1051.

60. Phillips HS, Kharbanda S, Chen R, Forrest WF, Soriano RH, Wu TD, Misra A,
Nigro JM, Colman H, Soroceanu L, Williams PM, Modrusan Z, Feuerstein BG,
Aldape K: Molecular subclasses of high-grade glioma predict prognosis,
delineate a pattern of disease progression, and resemble stages in
neurogenesis. Cancer Cell 2006, 9:157–173.

61. Bao Z, Zhang C, Yan W, Liu Y, Li M, Zhang W, Jiang T: BMP4, a strong
better prognosis predictor, has a subtype preference and cell
development association in gliomas. J Transl Med 2013, 11:100.

62. Li X, Shi Y, Yin Z, Xue X, Zhou B: An eight-miRNA signature as a potential
biomarker for predicting survival in lung adenocarcinoma. J Transl Med
2014, 12:159.

63. Rutledge WC, Kong J, Gao J, Gutman DA, Cooper LA, Appin C, Park Y,
Scarpace L, Mikkelsen T, Cohen ML, Aldape KD, McLendon RE, Lehman NL,
Miller CR, Schniederjan MJ, Brennan CW, Saltz JH, Moreno CS, Brat DJ:
Tumor-infiltrating lymphocytes in glioblastoma are associated with
specific genomic alterations and related to transcriptional class. Clin
Cancer Res 2013, 19:4951–4960.

64. Zhang JX, Han L, Bao ZS, Wang YY, Chen LY, Yan W, Yu SZ, Pu PY, Liu N,
You YP, Jiang T, Kang CS: HOTAIR, a cell cycle-associated long noncoding
RNA and a strong predictor of survival, is preferentially expressed in
classical and mesenchymal glioma. Neuro Oncol 2013, 15:1595–1603.

doi:10.1186/s12967-014-0288-9
Cite this article as: Meng et al.: Expression and prognostic significance
of TCTN1 in human glioblastoma. Journal of Translational Medicine
2014 12:288.
Submit your next manuscript to BioMed Central
and take full advantage of: 

• Convenient online submission

• Thorough peer review

• No space constraints or color figure charges

• Immediate publication on acceptance

• Inclusion in PubMed, CAS, Scopus and Google Scholar

• Research which is freely available for redistribution

Submit your manuscript at 
www.biomedcentral.com/submit


	Abstract
	Background
	Methods
	Results
	Conclusions

	Background
	Methods
	Patients and tissue samples
	Tissue microarray construction and immunohistochemistry
	RNA extraction, cDNA synthesis, and quantitative real-time PCR
	In silico analyses of TCGA and REMBRANDT data
	Cell culture
	Gene overexpression and silencing
	Cell proliferation assay
	Western blot
	Statistical analysis

	Results
	GBM tissues exhibited increased protein and mRNA expression of TCTN1 gene
	TCTN1 served as an independent prognostic factor for GBM patients
	TCTN1 gene was overexpressed in GBMs and correlated with several clinical features in the TCGA cohort
	TCTN1 was associated with prognosis of GBM patients in the TCGA cohort
	The differential expression and prognostic value of TCTN1 was further validated in the REMBRANDT cohort
	Ectopic TCTN1 expression affected GBM cell proliferation

	Discussion
	Conclusions
	Additional file
	Abbreviations
	Competing interests
	Authors’ contributions
	Acknowledgements
	Author details
	References


<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /PageByPage
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.1000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails true
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams true
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile (None)
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<

    /BGR <>
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000500044004600206587686353ef901a8fc7684c976262535370673a548c002000700072006f006f00660065007200208fdb884c9ad88d2891cf62535370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef653ef5728684c9762537088686a5f548c002000700072006f006f00660065007200204e0a73725f979ad854c18cea7684521753706548679c300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /CZE <>
    /DAN <>
    /DEU <>
    /ESP <>
    /ETI <>
    /FRA <>
    /GRE <>

    /HRV <>
    /HUN <>
    /ITA <>
    /JPN <>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020b370c2a4d06cd0d10020d504b9b0d1300020bc0f0020ad50c815ae30c5d0c11c0020ace0d488c9c8b85c0020c778c1c4d560002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /LTH <>
    /LVI <>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken voor kwaliteitsafdrukken op desktopprinters en proofers. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /POL <>
    /PTB <>
    /RUM <>
    /RUS <>
    /SKY <>
    /SLV <>
    /SUO <>
    /SVE <>
    /TUR <>
    /UKR <>
    /ENU (Use these settings to create Adobe PDF documents for quality printing on desktop printers and proofers.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /ConvertColors /NoConversion
      /DestinationProfileName ()
      /DestinationProfileSelector /NA
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure true
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles true
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /NA
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /LeaveUntagged
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [595.440 793.440]
>> setpagedevice


