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RACK1 Acts as a Potential Tumor Promoter in Colorectal Cancer
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Background. The receptor of activated protein kinase C 1 (RACK1) promotes the progression and invasion of several cancers.
However, the role of RACK1 in the pathogenesis of colorectal cancer (CRC) has not been clearly defined. Herein, we aimed to
investigate the biological role of RACK1 in CRC. Materials and Methods. The Cancer Genome Atlas (TCGA) and the Gene
Expression Omnibus (GEO) dataset were searched, and the expression of RACK1 in CRC tissues and adjacent normal
tissues was evaluated. Immunohistochemical staining was performed to detect the expression of RACK1 in human CRC,
adenoma, and normal tissues. Western blotting was used to detect the expression of RACK1 in human CRC cell lines.
Functional assays, such as BrdU, colony formation, and wound healing and transwell invasion assays, were used to explore
the biological role of RACK1 in CRC. Results. RACK1 was upregulated in CRC tissues compared with its expression in
adjacent normal tissues in TCGA and the GEO dataset (P < 0 05). Moreover, RACK1 was significantly overexpressed in CRC
and adenoma tissues compared with its expression in normal tissues (P < 0 05). Loss-of-function experiments showed that
RACK1 promoted cell proliferation, migration, and invasion in vitro. Conclusions. Our data indicated that RACK1, as an
oncogene, markedly promoted the progression of CRC, which suggested that RACK1 is a potential therapeutic target for
CRC management.

1. Introduction

Colorectal cancer (CRC) is the third most commonly diag-
nosed cancer and the third leading cause of cancer-related
deaths worldwide [1, 2]. CRC is a heterogeneous disease
mainly caused by the interaction of genetic factors (e.g.,
mutations in mismatch repair genes or the adenomatous
polyposis coli gene) and environmental factors [2]. Addition-
ally, several etiological risk factors are reported to be associ-
ated with the development of CRC, such as a sedentary
lifestyle, smoking, alcohol intake, low physical activity level,
red meat intake, and microbiota composition [3]. However,
the main mechanism underlying CRC carcinogenesis needs
further clarification.

The receptor of activated protein kinase C 1 (RACK1),
which is a 36 kDa cytosolic protein containing seven Trp-
Asp 40 (WD40) repeats, is ubiquitously expressed in diverse
species and is highly conserved. RACK1 has been identified
as a classic scaffold protein for multiple kinases and

receptors, and it plays a pivotal role in diverse biological
responses (e.g., transporting intracellular proteins, regulating
protein activity, altering protein interactions, and regulating
binding protein stability) [4]. In addition, RACK1 has a dual
role in cell proliferation, apoptosis, and metastasis [5].
Recently, multiple studies indicated that RACK1 was anom-
alously expressed in various human cancers (e.g., breast,
lung, and liver cancers) and might exert either promotive
or suppressive effects on cancer [6–8]. However, the role of
RACK1 in colorectal carcinogenesis is controversial. Mami-
dipudi and Cartwright [9] indicated that RACK1 acted as a
novel proapoptotic protein by suppressing the activity of
Src through the intrinsic apoptosis and AKT pathways,
which exert suppressive effects on CRC. However, Subauste
et al. [10] proposed that RACK1 promotes CRC by downreg-
ulating the levels of the proapoptotic protein Fem1b in
apoptosis-resistant colon cancer cells. Moreover, Jin et al.
[11] reported that RACK1 was overexpressed in CRC com-
pared to pericarcinous tissues and was positively correlated
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with differentiation level and lymph node metastasis. There-
fore, the roles of RACK1 in colorectal carcinogenesis remain
uncertain and need further determination.

This study is aimed at evaluating RACK1 expression in
CRC and adjacent normal tissues by analyzing data from
The Cancer Genome Atlas (TCGA) and the Gene Expression
Omnibus (GEO) dataset. Moreover, we verified these results
in tissues from normal, colonic adenoma (CA), and CRC
patients. We further explored the role of RACK1 in CRC pro-
liferation, migration, and invasion in vitro.

2. Materials and Methods

2.1. Patients. From January 2006 to December 2009, 38
normal patients, 101 CA patients, and 205 CRC patients were
enrolled at The First Affiliated Hospital of Nanchang Univer-
sity. The pathologic diagnosis was made by pathologists via
hematoxylin and eosin staining. The clinical features of
CRC patients included gender, age, Dukes stage, and TNM
stage. Informed consent was obtained from all patients, and
all procedures were approved and carried out in accordance
with the guidelines of the Ethics Committee of The First
Affiliated Hospital of Nanchang University.

2.2. Cell Culture. The human CRC cell lines SW480, HT-29,
LOVO, HCT116, LS174T, and COLO205 were obtained
from the Cell Resource Center of Beijing and cultured in
RPMI-1640 medium supplemented with 10% fetal bovine
serum (FBS, Gibco) and 1% penicillin/streptomycin (Solar-
bio) in humidified air at 37°C with 5% CO2.

2.3. Evaluation of RACK1 Expression via TCGA and the GEO
Dataset. TCGA, an open-source platform, contains abun-
dant cancer-related data. mRNA expression data for CRC
and adjacent normal tissues were downloaded from
TCGA, and log2 transformation was performed to nor-
malize the expression of RACK1. Moreover, we used the
GEO dataset to screen the CRC datasets with the key term
“colorectal cancer.” The inclusion criteria were as follows:
(1) datasets including more than three CRC and adjacent
normal samples; (2) datasets including RACK1 expression
data; (3) data obtained from Homo sapiens (organism);
and (4) data obtained from expression profiling by array
(study type).

2.4. Gene Transfection. Lentivirus particles expressing
RACK1 shRNA or control shRNA were obtained from Novi-
bio Biotechnology Inc. (Shanghai, China). HCT-116 cells
were grown to approximately 80% confluence and incubated
with lentivirus for 6 h. Forty-eight hours later, the cells were
split and cultured in selection media containing blasticidin
(Sigma-Aldrich) for an additional 2 weeks to isolate single
cell lines. Stable cell lines expressing RACK1 shRNA or con-
trol shRNA were established.

2.5. Immunohistochemistry. All paraffin-embedded speci-
mens were prepared as 4 μm thick sections on slides. The sec-
tions were deparaffinized in xylene and rehydrated through a
graded ethanol series. Endogenous peroxidase activity was
blocked by incubation in 3% H2O2 solution at room

temperature for 8min. Antigen retrieval was performed
using boiling sodium citrate buffer (pH 6.0) in a microwave
for 15min. The sections were incubated with an
anti-RACK1 antibody (1 : 400; Abcam, ab129084) at 4°C
overnight followed by a horseradish peroxidase- (HRP-) con-
jugated goat anti-rabbit secondary antibody (1 : 200; Thermo
Fisher Scientific) at 37°C for 30min. Immunoreactive prod-
ucts were visualized with 3,3′-diaminobenzidine, and slides
were counterstained with hematoxylin. Cells with yellow or
brown staining in the nucleus and/or cytoplasm were
deemed positive for immunoreactivity. The immunoreactive
cell percentages of 100 cells in each of five fields were aver-
aged, and immunoreactivity was scored as follows: 0 = <5 0
% immunoreactive cells; 1 = 5 1-25.0% immunoreactive cells;
2 = 25 1-50.0% immunoreactive cells; 3 = 50 1-75.0% immu-
noreactive cells; and 4 > 75 0% immunoreactive cells. More-
over, the staining intensity was semiquantitatively assessed
as follows: 0 = no staining; 1 = weak staining; 2 = moderate
staining; and 3 = strong staining. The overall protein expres-
sion level was then reported as a grade calculated from an
integral score of the “area × intensity” as follows: grade 1 =
score 0-2 (negative); grade 2 = score 3-5 (weakly positive);
grade 3 = score 6-8 (moderately positive); and grade 4 =
score 9-12 (strongly positive).

2.6. Western Blotting. Cells were lysed in RIPA lysis buffer
containing 1mM phenylmethanesulfonyl fluoride (PMSF).
Total protein lysates (20 μg) were fractionated by 10%
sodium dodecyl sulfate-polyacrylamide gel electrophoresis,
transferred to PVDF membranes, and blocked at 4°C for 4 h
with 5% nonfat dry milk in Tris-buffered saline (pH 7.5)
supplemented with 0.1% Tween 20, followed by overnight
incubation with the anti-RACK1 antibody (1 : 1000, Cell
Signaling Technology, #5432) or an anti-β-actin antibody
(1 : 1000; Abcam, ab8226). An HRP-conjugated secondary
antibody (1 : 5000, Thermo Fisher Scientific) was applied
for 4 h at 4°C. The intensity for each protein band was cor-
rected by the intensity of the β-actin band and was normal-
ized to facilitate comparisons.

2.7. Wound Healing and Transwell Invasion Assays. Cells
were seeded in six-well plates, and the bottom of the wells
was marked with a straight black line. When the cell den-
sity reached confluence, cells were starved in 0.1% FBS for
8 h before three scratches were made across the black line
in each well with a 200ml pipette tip. Nonadherent cells
were washed with medium. Images were acquired on an
inverted microscope immediately after the scratches were
made (0 h) and at the end of the experiment. Images were
aligned using the orientation line to ensure that the same
spots were followed over time. Experiments were conducted
in triplicate. Five representative images of the scratch area
under each condition were acquired. To estimate the rela-
tive migration of the cells, the unhealed cell-free area in five
images under each condition was examined. The “average
gap” (the width of the unhealed cell-free areas with respect
to the scratch width at 0 h, expressed as a percentage) was
used to quantify the data by ImageJ software, and the
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scratch width at 0 h was considered to represent 100% of
the average gap.

Cell invasiveness was determined using a transwell inva-
sion assay. Cells were plated into the upper chambers of
transwell inserts coated with gelatin, and 500 μl of 10% FBS
medium was added to the lower chambers. After 24 h of incu-
bation, invaded cells on the bottom surface were fixed with
4% paraformaldehyde and stained with a crystal violet stain-
ing solution. Cells remaining in the upper chambers were
removed with a cotton swab. Cells on the bottom surface
were stained and counted under a light microscope.

2.8. Colony Formation Assay. Two hundred cells were plated
into six-well plates and incubated in RPMI-1640 medium
supplemented with 10% FBS at 37°C. Two weeks later, the
cells were fixed with 4% paraformaldehyde and stained with

0.1% crystal violet. Colonies containing ≥50 cells were
counted. The experiments were performed in triplicate.

2.9. BrdU Cell Proliferation Assay. Cell proliferation was
measured using BrdU Cell Proliferation Assay kit (Cell
Signaling, 6813). Briefly, cells were plated into six-well plates
(1 × 105 cells/well) and incubated inRPMI-1640mediumsup-
plementedwith 10%FBS at 37°C.At the indicated time points,
the proliferation assays were performed according to manu-
facturer’s instructions. The absorbance (A value) of each
well was then measured using a spectrophotometric plate
reader at a wavelength of 450nm. Each experiment was
performed in three wells and repeated at least three times.

2.10. Statistical Analysis. The data are summarized as the
mean ± SD of three independent experiments. The chi-
square test was performed to evaluate differences in
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Figure 1: RACK1 expression in CRC and adjacent normal tissues. The expression level of RACK1 in CRC tissues and adjacent normal tissues
from TCGA (a), GSE10950 (b), GSE41328 (c), GSE74602 (d), and GSE75970 (e). ∗P < 0 05; ∗∗∗P < 0 001.
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categorical variables among different defined groups.
One-way analysis of variance (ANOVA) was used to deter-
mine the differences in numerical variables among the
groups. Mann-Whitney tests were used to determine the dif-
ferences in numerical variables between differently defined
groups. All analyses were performed using SPSS software
(version 23.0). Each experiment was repeated at least three
times. P < 0 05 was considered statistically significant.

3. Results

3.1. The Expression of RACK1 in CRC and Adjacent Normal
Tissues from TCGA and GEO Datasets. To explore the pro-
motive or suppressive effect of RACK1 on CRC, the expres-
sion of RACK1 was evaluated in CRC and adjacent normal
tissues from TCGA and GEO datasets. In total, 40 paired
CRC and adjacent normal tissues from TCGA dataset were
included. As shown in Figure 1(a), the expression of RACK1
in CRC tissues was significantly higher than that in adjacent
normal tissues (P < 0 0001); the means ± SD for RACK1
expression in CRC and adjacent normal tissues was 8 10 ±
0 83 and 7 30 ± 0 39, respectively. The expression of RACK1
was significantly upregulated in CRC compared to adjacent
normal tissues from the GSE10950 and GSE41328 datasets
(P < 0 05) (Figures 1(b) and 1(c)). However, no significant
difference in RACK1 expression was found between CRC tis-
sues and adjacent normal tissues in the GSE74602 and
GSE75970 datasets (P > 0 05).

3.2. The Expression of RACK1 in Normal, CA, and CRC
Patients and Its Association with Clinical Features. To
explore the association of RACK1 expression with CRC
tumorigenesis, we examined RACK1 expression in 38 nor-
mal patients, 101 CA patients, and 205 CRC patients using

immunohistochemical staining. RACK1 expression was
higher in the CRC and CA groups than in the normal group
(P < 0 05) (Figures 2(a) and 2(b)). The clinical features of the
CRC patients are summarized in Table 1. The expression of
RACK1 was associated with age (P < 0 05) but not gender,
Dukes stage, TNM stage, lymph node metastasis, or dis-
tant metastasis.
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Figure 2: Differential expression of RACK1 in tissues from normal, CA, and CRC patients. (a) Immunohistochemical staining of RACK1 in
normal, CA, and CRC tissues. (b) Immunoreactive cells were semiquantitatively assessed. The protein expression levels of RACK1 are
expressed as grades 1-4. The proportion of each grade is shown. Original magnification, ×100 and ×200. Scale bar = 50μm. ∗P < 0 05.

Table 1: Expression of RACK1 in patients with various histological
observations.

Overall score of RACK1 expression
Characteristics N -, n +, n ++, n +++, n PR, % P value

Gender

Male 120 13 33 56 18 89.2
0.054

Female 85 18 24 34 9 78.8

Age (years)

≥55 131 16 35 60 20 87.8
0.011<55 74 15 22 30 7 79.7

Dukes

A+B 84 10 22 40 12 88.1
0.190

C+D 76 13 24 30 9 82.9

TNM

I+II 40 5 9 19 7 87.5
0.184

III+IV 112 17 35 48 12 84.8

LNM

N0 84 10 22 40 12 88.1%
0.130

N1+N2+N3 68 12 22 27 7 82.4%

Metastasis

M0 95 12 25 43 15 87.4%
0.083

M1 57 10 19 24 4 82.5%

Abbreviation: N : number; LNM: lymph node metastasis.
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3.3. RACK1 Promotes Proliferation, Invasion, and Migration
In Vitro. In order to investigate the biological effect of
RACK1 on CRC cells, RACK1 protein levels in various
human CRC cells, including SW480, HT-29, LOVO, HCT
116, LS174T, and COLO205, were examined by western
blotting. Among these cell lines, high levels of the RACK1
protein were observed in HCT116, HT29, LS174T, and
COLO205 (Figures 3(a) and 3(b)). HCT116 cells were used
to perform loss-of-function experiments. Stable HCT116
cells with low RACK1 expression were established, as con-
firmed by western blotting (Figures 3(c) and 3(d)). The
wound gaps after 24 h were smaller for wild-type (WT) cells
than for RACK1 knockdown cells (P < 0 05) (Figures 4(a)
and 4(b)). Similarly, RACK1 knockdown in HCT116 cells
reduced the number of invading cells compared with that
observed for HCT116 WT cells (Figures 4(c) and 4(d)).
Moreover, RACK1 WT cells formed 4 times the number of
colonies than RACK1 knockdown cells (Figures 4(e) and
4(f)). We next checked the effect of RACK1 on the prolifera-
tion of HCT116 cells using Brdu Cell Proliferation assays and
found that the cell number was greater for RACK1 WT cells
than RACK1 knockdown cells (Figure 4(g)). Taken together,
these results showed that RACK1 promotes proliferation,
invasion, and migration in vitro.

4. Discussion

The global burden of CRC is rising, with 2.2million new
cases (and 1.1million deaths) predicted to occur by 2030

[12]. Numerous studies showed that unhealthy dietary habits
and environmental changes might be the primary causes of
CRC; however, the molecular events controlling CRC devel-
opment and progression remain unclear [13, 14].

Recently, studies indicated that RACK1 plays a dramatic
role in the occurrence, development, and metastasis of vari-
ous cancers, including non-small-cell lung cancer [15–17],
hepatocellular carcinoma [18, 19], esophageal squamous cell
carcinoma [20, 21], breast cancer [22, 23], and prostate can-
cer [24, 25]. However, reports about the function of RACK1
in cancer are inconsistent. For example, Cao et al. [26]
reported that RACK1 promoted breast carcinoma prolifera-
tion and invasion/metastasis in vitro and in vivo. Another
study [27] reported that RACK1 expression levels were
higher in normal breast tissues than in cancer specimens;
however, this study also reported that high levels of RACK1
mRNA expression were associated with a good clinical out-
come after a median follow-up of 10 years. This phenomenon
of inconsistency has also been reported in colon cancer. On
the one hand, RACK1-induced autophagy increases colon
cancer cell proliferation and inhibits colon cancer cell apo-
ptosis [28]. On the other hand, RACK1 inhibits the growth
of human colon cells by suppressing Src activity at G1 and
mitotic checkpoints [29]. Therefore, the purpose of this study
is to demonstrate the role of RACK1 in colon cancer.

TCGA and the GEO database, which together contain
more than two petabytes of genomic data, have been made
publicly available, and this genomic information helps the
cancer research community improve the prevention,
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Figure 3: The expression of RACK1 in different CRC cell lines and knockdown cell lines. (a, b) The expression of RACK1 in different CRC
cell lines. (c, d) The expression of RACK1 in HCT116 stable cells expressing wild-type RACK1 or control shRNA or RACK1 shRNA.
∗∗P < 0 01; ∗∗∗P < 0 001.
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Figure 4: RACK1 promotes proliferation, invasion, and migration of human CRC cells. (a, b) Wound healing assays were performed in WT
and RACK1 knockdown cells; the graphs of cell migration display the relative healing distances. (c, d) The invasion assay was performed using
WT and RACK1 knockdown cells. Stained invading cells were counted and shown for each group. (e, f) The colony formation assay was
performed using WT and RACK1 knockdown cells. The number of colony formations was counted and shown for each group. (g) The
proliferation capacity was detected by BrdU Proliferation assay in WT and RACK1 knockdown cells. Original magnification, ×100. Scale
bar = 50 μm, ∗P < 0 05; ∗∗P < 0 01.

6 Gastroenterology Research and Practice



diagnosis, and treatment of cancer. Therefore, we searched
TCGA and GEO profiles for more evidence of the differential
expression of RACK1 in CRC and adjacent normal tissues,
and we found that the expression of RACK1 was significantly
higher in CRC tissues than in adjacent normal tissues. In
addition, in the GSE10950 and GSE41328 datasets, RACK1
was upregulated in CRC tissues compared with its expression
in adjacent normal tissues. Therefore, we speculated that
RACK1 might play a role in promoting CRC. However, no
differences in RACK1 expression between CRC tissues and
adjacent normal tissues were found in the GSE74602 and
GSE75960 datasets. We proposed that this discrepancy might
be explained by the small size of the sample and the heteroge-
neity of CRC.

We further verified this finding in our collected tissue
specimens (CRC, adenomatous polyp, and normal tissues).
Our results showed that RACK1 expression was higher in
adenomatous polyp (precancerous lesions of the CRC) and
CRC tissues than it was in normal tissues, which was consis-
tent with the results of our TCGA and GEO dataset analyses.
These results thus suggested that RACK1 might play a key
role in colorectal carcinogenesis.

As a scaffold protein for many kinases and receptors,
RACK1 plays crucial roles in many biological responses,
including the immune response and cell growth, adhesion,
and migration [29–31]. Thus, we performed a series of
experiments (BrdU, colony formation, and wound healing
and transwell invasion assays) in vitro to explore the bio-
logical effect of RACK1 on CRC cells. Our results showed
that the downregulation of RACK1 expression inhibited
the proliferation, migration, and invasion of HCT116 cells,
further confirming that RACK1 may act as a tumor pro-
moter in CRC.

Taken together, our findings indicated that RACK1, as an
oncogene, markedly promoted the progression of CRC,
which suggested that RACK1 is a potential therapeutic target
for CRCmanagement. Further studies are needed to discover
the molecular mechanism by which RACK1 promotes CRC.

Data Availability

The data used to support the findings of this study are avail-
able from the corresponding author upon reasonable request.

Conflicts of Interest

The authors declare that there were no conflicts of interest.

Authors’ Contributions

Li XY and Hu Y contributed equally to this work. Li NS and
Wan JH collected the samples and analyzed the data. Zhu Y
and Lu NH designed this study and edited the manuscript.

Acknowledgments

This work was supported by The Graduate Innovation Fund
of Nanchang University, Grant/Award number: CX2017234;
National Natural Science Foundation of China, Grant/

Award numbers: 81270479, 81460116, 81470832, and
81670507; The Key Program of Jiangxi Provincial Depart-
ment of Science and Technology, Grant/Award number:
20171BBG70084.

References

[1] J. Ferlay, I. Soerjomataram, R. Dikshit et al., “Cancer inci-
dence and mortality worldwide: sources, methods and major
patterns in GLOBOCAN 2012,” International Journal of
Cancer, vol. 136, no. 5, pp. E359–E386, 2014.

[2] L. A. Torre, F. Bray, R. L. Siegel, J. Ferlay, J. Lortet-Tieulent,
and A. Jemal, “Global cancer statistics, 2012,” CA: a Cancer
Journal for Clinicians, vol. 65, no. 2, pp. 87–108, 2015.

[3] P. Mandal, “Molecular signature of nitric oxide on major
cancer hallmarks of colorectal carcinoma,” Inflammophar-
macology, vol. 26, no. 2, pp. 331–336, 2018.

[4] D. R. Adams, D. Ron, and P. A. Kiely, “RACK1, a multifac-
eted scaffolding protein: structure and function,” Cell Com-
munication and Signaling, vol. 26, no. 2, pp. 331–336, 2017.

[5] J. J. Li and D. Xie, “RACK1, a versatile hub in cancer,” Onco-
gene, vol. 34, no. 15, pp. 1890–1898, 2014.

[6] Y. Yang, N. Wu, Z. Wang et al., “Rack1 mediates the inter-
action of P-glycoprotein with Anxa2 and regulates migra-
tion and invasion of multidrug-resistant breast cancer
cells,” International Journal of Molecular Sciences, vol. 17,
no. 10, article 1718, 2016.

[7] C. Zhou, T. Chen, Z. Xie et al., “RACK1 forms a com-
plex with FGFR1 and PKM2, and stimulates the growth
and migration of squamous lung cancer cells,” Molecular
Carcinogenesis, vol. 56, no. 11, pp. 2391–2399, 2017.

[8] Y. Ruan, L. Sun, Y. Hao et al., “Ribosomal RACK1 pro-
motes chemoresistance and growth in human hepatocellular
carcinoma,” The Journal of Clinical Investigation, vol. 122,
no. 7, pp. 2554–2566, 2012.

[9] V. Mamidipudi and C. A. Cartwright, “A novel
pro-apoptotic function of RACK1: suppression of Src activ-
ity in the intrinsic and Akt pathways,” Oncogene, vol. 28,
no. 50, pp. 4421–4433, 2009.

[10] M. C. Subauste, T. Ventura-Holman, L. du et al., “RACK1
down-regulates levels of the pro-apoptotic protein Fem1b
in apoptosis-resistant colon cancer cells,” Cancer Biology &
Therapy, vol. 8, no. 23, pp. 2295–2303, 2009.

[11] S. Jin, Y. Mu, X. Wang et al., “Overexpressed RACK1 is
positively correlated with malignant degree of human colo-
rectal carcinoma,” Molecular Biology Reports, vol. 41,
no. 5, pp. 3393–3399, 2014.

[12] M. Hassanain, F. al-alem, E. Simoneau et al., “Colorectal can-
cer liver metastasis trends in the kingdom of Saudi Arabia,”
Saudi Journal of Gastroenterology, vol. 22, no. 5, pp. 370–
374, 2016.

[13] S. Miller and S. Steele, “Novel molecular screening approaches
in colorectal cancer,” Journal of Surgical Oncology, vol. 105,
no. 5, pp. 459–467, 2012.

[14] J. Yang, J. Y. Peng, andW. Chen, “Synchronous colorectal can-
cers: a review of clinical features, diagnosis, treatment, and
prognosis,” Digestive Surgery, vol. 28, no. 5-6, pp. 379–385,
2011.

[15] X. Zhong, M. Li, B. Nie et al., “Overexpressions of RACK1 and
CD147 associated with poor prognosis in stage T1 pulmonary

7Gastroenterology Research and Practice



adenocarcinoma,” Annals of Surgical Oncology, vol. 20, no. 3,
pp. 1044–1052, 2012.

[16] S. Shi, Y. Z. Deng, J. S. Zhao et al., “RACK1 promotes non-
small-cell lung cancer tumorigenicity through activating
sonic hedgehog signaling pathway,” The Journal of Biologi-
cal Chemistry, vol. 287, no. 11, pp. 7845–7858, 2012.

[17] Y. Y. Choi, S. Y. Lee, W. K. Lee et al., “RACK1 is a
candidate gene associated with the prognosis of patients
with early stage non-small cell lung cancer,” Oncotarget,
vol. 6, no. 6, pp. 4451–4466, 2015.

[18] T. Zhou, X. Lv, X. Guo et al., “RACK1 modulates apoptosis
induced by sorafenib in HCC cells by interfering with the
IRE1/XBP1 axis,” Oncology Reports, vol. 33, no. 6,
pp. 3006–3014, 2015.

[19] S. Zhou, H. Cao, Y. Zhao et al., “RACK1 promotes hepato-
cellular carcinoma cell survival via CBR1 by suppressing
TNF-α-induced ROS generation,” Oncology Letters, vol. 12,
no. 6, pp. 5303–5308, 2016.

[20] N. Wang, F. Liu, F. Cao et al., “RACK1 predicts poor prog-
nosis and regulates progression of esophageal squamous cell
carcinoma through its epithelial-mesenchymal transition,”
Cancer Biology & Therapy, vol. 16, no. 4, pp. 528–540,
2015.

[21] Z. Y. Wang, Z. L. Chen, M. Feng, S. S. Shi, J. He, and G. H.
Dai, “The relationship between RACK1expression and clin-
icopathologic information of esophageal squamous cell
carcinoma,” Zhonghua Yi Xue Za Zhi, vol. 91, no. 20,
pp. 1397–1400, 2011.

[22] X.-X. Cao, J. D. Xu, X. L. Liu et al., “RACK1: a superior
independent predictor for poor clinical outcome in breast
cancer,” International Journal of Cancer, vol. 127, no. 5,
pp. 1172–1179, 2010.

[23] X.-X. Cao, J. D. Xu, J. W. Xu et al., “RACK1 promotes breast
carcinoma migration/metastasis via activation of the RhoA/
Rho kinase pathway,” Breast Cancer Research and Treatment,
vol. 126, no. 3, pp. 555–563, 2010.

[24] F. Shen, C. Yan, M. Liu, Y. Feng, and Y. Chen, “RACK1 pro-
motes prostate cancer cell proliferation, invasion and metasta-
sis,” Molecular Medicine Reports, vol. 8, no. 4, pp. 999–1004,
2013.

[25] S. Yu, Z. Xu, C. Zou et al., “Ion channel TRPM8 promotes
hypoxic growth of prostate cancer cells via an O2-indepen-
dent and RACK1-mediated mechanism of HIF-1α
stabilization,” The Journal of Pathology, vol. 234, no. 4,
pp. 514–525, 2014.

[26] X. X. Cao, J. D. Xu, J. W. Xu et al., “RACK1 promotes
breast carcinoma proliferation and invasion/metastasis
in vitro and in vivo,” Breast Cancer Research and Treat-
ment, vol. 123, no. 2, pp. 375–386, 2010.

[27] S. Al-Reefy and K. Mokbel, “The role of RACK1 as an
independent prognostic indicator in human breast cancer,”
Breast Cancer Research and Treatment, vol. 123, no. 3,
pp. 911-912, 2010.

[28] T. Xiao, W. Zhu, W. Huang et al., “RACK1 promotes
tumorigenicity of colon cancer by inducing cell autophagy,”
Cell Death & Disease, vol. 9, no. 12, p. 1148, 2018.

[29] V. Mamidipudi, N. K. Dhillon, T. Parman, L. D. Miller,
K. C. Lee, and C. A. Cartwright, “RACK1 inhibits colonic
cell growth by regulating Src activity at cell cycle
checkpoints,” Oncogene, vol. 26, no. 20, pp. 2914–2924,
2007.

[30] A. McCahill, J. Warwicker, G. B. Bolger, M. D. Houslay, and
S. J. Yarwood, “The RACK1 scaffold protein: a dynamic cog
in cell response mechanisms,” Molecular Pharmacology,
vol. 62, no. 6, pp. 1261–1273, 2002.

[31] H. Berns, R. Humar, B. Hengerer, F. N. Kiefer, and E. J. Batte-
gay, “RACK1 is up-regulated in angiogenesis and human car-
cinomas,” The FASEB Journal, vol. 14, no. 15, pp. 2549–2558,
2000.

8 Gastroenterology Research and Practice


	RACK1 Acts as a Potential Tumor Promoter in Colorectal Cancer
	1. Introduction
	2. Materials and Methods
	2.1. Patients
	2.2. Cell Culture
	2.3. Evaluation of RACK1 Expression via TCGA and the GEO Dataset
	2.4. Gene Transfection
	2.5. Immunohistochemistry
	2.6. Western Blotting
	2.7. Wound Healing and Transwell Invasion Assays
	2.8. Colony Formation Assay
	2.9. BrdU Cell Proliferation Assay
	2.10. Statistical Analysis

	3. Results
	3.1. The Expression of RACK1 in CRC and Adjacent Normal Tissues from TCGA and GEO Datasets
	3.2. The Expression of RACK1 in Normal, CA, and CRC Patients and Its Association with Clinical Features
	3.3. RACK1 Promotes Proliferation, Invasion, and Migration In Vitro

	4. Discussion
	Data Availability
	Conflicts of Interest
	Authors’ Contributions
	Acknowledgments

