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Abstract
The incidence of Hepatocellular Carcinoma (HCC) and its related mortality is increasing, becoming 
the 2nd and fastest-growing cause of cancer related mortality worldwide. In particular, the rise of HCC 
can be attributed to the cellular metabolic disturbances promoted by the epidemic of obesity and 
the lack of markers for its early detection. With few treatment options and a 50% to 70% recurrence 
rate after resection or loco-regional treatment, HCC has become a major and steadily increasing 
global health challenge. This review focuses on the current knowledge related to the pathogenesis 
of NASH-related HCC in order to provide a novel pathway for theoretical treatment options. For 
instance, regulation of Src-phosphorylation by the α1-subunit of the Na/K-ATPase may initiate 
protein interactions, beginning at the anchoring-Caveolin-1 in the plasma membrane, that promote 
disturbances in the intrinsic apoptotic pathway. This apoptotic cascade is activated and regulated by 
the mitochondria during energy distress, as often observed in NASH-related HCC. As part of this 
pathway, the Smac/DIABLO-survivin signaling equilibrium may play a pivotal role in regulating the 
pathogenic ‘apoptotic switch’ in NASH related malignancy. Additionally, we propose inhibition of 
Src phosphorylation at the α1-Na/K-ATPase as a putative target for the treatment of HCC.

Keywords: Hepatocellular carcinoma; NASH, Na/K-ATPase-α1-Caveolin-1; Survivin; Smac/
DIABLO; Hedgehog; Apoptosis

Udoh U1-2, Sanabria JD1-2, Smith G1-2, Schade M1-2, Sanabria JA1-2, Mallick A1-2, Rajan PK1-2, 
Beltran N1-2, Banerjee M1-2, Udoh G1-2, Sodhi K1-2, Pierre S2, Xie Z2£, Shapiro J1-2 and Sanabria 
J1-3*
1Marshall Institute for Interdisciplinary Research, Marshall University Joan Edwards School of Medicine, USA

2Department of Surgery, Marshall Institute for Interdisciplinary Research, USA

3Department of Surgery, Nutrition and Metabolomic Core Facility, Case Western Reserve University School of 
Medicine, USA

£In memory of a scientist and mentor

Abbreviations 
ESLD: End-Stage Liver Disease; GSH: Glutathione Reduced; GSSG: Glutathione Oxidized; 

HAV, HBV, and HCV: Hepatitis A, B, and C Viral Infection, respectively; FA: Fatty Acid; HCC: 
Hepatocellular Carcinoma; HFD: High-Fat Diet; HTN: Hypertension; NAFLD: Non-Alcoholic 
Fatty Liver Disease; NASH: Non-Alcoholic Steatohepatitis; NKA: Na/K-ATPase

Introduction
Cancer is the second leading cause of death worldwide, accounting for 1 in every six deaths 

[1]. Hepatocellular Carcinoma (HCC) is the second and fastest-growing cause of malignancy–
related mortality with an estimate of 840,000 new cases every year, contributing to 9.1% of all 
cancer deaths [2-4]. HCC is a highly lethal malignancy that primarily originates from a background 
of end-stage organ disease (ESLD or cirrhosis). ESLD develops from multiple etiologies, such as 
infectious (hepatitis B and C virus infection), genetically inherited (hemochromatosis, primarily 
biliary cirrhosis, α-1 antitrypsin deficiency, Wilson’s disease), toxic (alcohol, drugs, aflatoxins), 
and metabolic (Non-Alcoholic Steatohepatitis - NASH) [2]. The most significant risk factor for 
HCC is advanced liver fibrosis (stage IV or cirrhosis). The only treatment currently available to 
intervene in the concomitant organ dysfunction, portal hypertension, and early-stage malignancy 
is liver transplantation. Although transplantation is a highly successful form of therapy with overall 
survival rates of >65% at five years, this form of therapy is limited due to the scarcity of graft donors. 
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Moreover, the majority of patients with HCC at presentation are 
already in the late stages of the disease, thereby precluding resection 
or transplantation. Most loco-regional therapies, i.e., TACE, Y90, and 
ablation, are performed as a bridge for transplantation. In brief, with 
poor prognosis, few treatment options, and up to a 70% recurrence 
rate, HCC has become a prominent and increasing global health 
challenge [2,5].

Obesity is increasing in the Western world, with one in three 
to four adults being either overweight or obese, and with a total 
projection of 2.2 billion individuals by 2030. The epidemic of obesity 
and its metabolic consequences (HTN, hyperlipidemia, and insulin 
resistance) have led to Non-Alcoholic Fatty Liver Disease (NAFLD) 
and its progressed inflammatory form, NASH, in becoming significant 
causes of ESLD and HCC [2,5-8]. Therefore, NASH-related HCC is 
predicted to rise exponentially in the next ten years with an estimated 
increase in cases of 21% for NAFLD, 63% for NASH, and 137% for 
HCC in the US by 2030 [2,9]. We aim in this review to enunciate novel 
molecular mechanisms that underpin the genesis and progression 
of NASH to cirrhosis and HCC in order to uncover targets for the 
prevention, early diagnosis, and treatment of HCC.

Epidemiology
The global geographical variation in the incidence of HCC is due, at 

least in part, to the multiplicity of risk factors involved in its genesis and 
progression. The majority (80%) of HCC cases occur in sub-Saharan 
Africa and eastern Asia (Figure 1), where the main etiological factors 
are Hepatitis B (HBV) and aflatoxin poisoning [3,10,1,11]. Although 
HCV is the primary risk factor in the western countries, including 
USA, Europe, and Japan, [3,10,12] this trend is fast changing due to 
the decline in HCV infection as a result of effective treatment and the 
upsurge in the incidence of obesity, diabetes and HTN (the metabolic 
syndrome). Along these lines, NAFLD/NASH has already risen to the 
top etiological factor for HCC in developed countries, including the 
US [6,13]. Accumulated data demonstrates that NAFLD affects well 
above 80 million in the US, making it the most common cause of liver 
disease in the United States [6]. It is estimated by the year 2030, 2.2 
billion people around the world will be overweight and 1.1 billion 
will be obese [14-16]. Over the last 40 years, the incidence of HCC 
in the US has tripled, increasing from a burden of 14 million in 2012 
to a predicted burden of 22 million by 2032 [3]. Gender difference 
in the occurrence of HCC has been reported with men having more 
cases than women in ratio of 2.4: 1. [3,1,11] Concomitantly, the 
age-adjusted incidence of HCC has increased from 1.6 to 4.6 per 

100,000 individuals among Native Americans and Alaskan Natives, 
followed by African Americans, Caucasians, and Hispanics, with an 
average five-year survival of <15% [3,12,17]. Additionally, while the 
prevalence of NAFLD, including NASH, is assumed to be prominent 
among Hispanics and Caucasians, the distribution of cases among 
NAFLD/NASH-related HCC patients regarding their ethnic groups 
is yet to be elucidated [6,18,19].

Metabolic Mechanisms for NASH- Related 
HCC

The hallmark of NASH is inflammation, hepatocellular damage, 
and fibrosis, which can proceed to HCC with or without cirrhosis 
[20,21]. The molecular pathogenesis of NASH-related HCC is 
complex and involves the interplay of multiple mechanisms; a few 
examples include the genetic, metabolic, immunologic, and endocrine 
pathways, as well as gut microbiota, which together result in the 
activation of oncogenic responses [20,22]. Various hypotheses have 
been enunciated to explain the detailed cellular mechanisms involved 
in the progression from NAFLD to NASH and subsequently to HCC. 
One such theory entails that steatosis and insulin resistance is the 
underlying, initiating factors that set the stage for the progression 
of NASH from metabolic, oxidative stress (Figure 2) [20,23,24]. 

Figure 1: Global estimates of HCC. Estimated age-standardized incidence rates in both sexes for liver cancer in 2018.

Figure 2: Mechanisms of fat accumulation in non-alcoholic steatohepatitis. 
Insulin resistance causes an influx of FFAs to the liver, owing to increased 
lipolysis, especially in the visceral adipose tissue. Increased de novo 
lipogenesis and fat from the diet also contribute to the fatty-acid pool. Both 
VLDL generation and FFA oxidation are increased and are enough to prevent 
intrahepatic lipid accumulation [162].
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Specifically, this theory is termed the ‘two-hit’ hypothesis, and it is 
a widely accepted paradigm to explain the development of NASH 
from simple steatosis (fatty liver) [23,25-27]. The first hit involves 
dysregulated hepatic lipid accumulation (steatosis), aggravated by 
an insulin-resistant status, while the second hit consists of oxidative 
stress that overwhelms hepatocyte oxi-redox defensive mechanisms 
and leads to hepatocyte/stellate cell arrest and inflammation [28-30]. 
Furthermore, it has been proposed that hepatocyte evolution from 
cell arrest to apoptosis is a central component in the ‘second hit’ 
that drives NASH progression [28-30]. In fact, apoptosis has been 
shown to trigger compensatory regenerative mechanisms, and in this 
case, such mechanisms may serve to maintain the metabolic needs 
of the remaining mass of hepatocytes [31,32]. In the same fashion, 
continuous oxidative stress is one of the hits believed to mediate the 
progression to NASH, as previously stated [33-40]. If the amount of 
ROI overwhelms buffering capacity, as demonstrated by decreased 
GSH levels, then DNA mutations, peroxidation of membranes, and 
generation of additional free radicals may occur [41,42]. Furthermore, 
ROI may additionally induce synthesis of pro-inflammatory cytokines 
and death receptor expression through activation of NF-κB [39,43]. 
This increasing inflammatory state promotes a cytokine milieu 
that amplifies insulin resistance and leads to further uncoupling 
of the respiratory chain. Consequently, this uncoupling produces 
elevated levels of succinate, which further slows down the product-
degradation rate of the TCA cycle and results in cytosolic pyruvate 
precursors becoming the alternative source of energy. Accordingly, 
this concept favors the hypothesis that mitochondrial dysfunction 
from FA overload is the primary step of insulin resistance status in 
obese patients [44,45].

Comparatively, hyperglycemia in old mice increased chromatin 
remodeling and polyploidy levels, which were observed in non-obese 
diabetic mice as well [46]. The effects of insulin in the liver cell are 
mediated through two main pathways: the Phosphatidylinositol 
3-Kinase (PI3K)-Akt and the Ras-MAP Kinase (MAPK). Although 
both pathways are active in the regulation of cellular growth, 
proliferation, and differentiation, the PI3K-Akt pathway mediates 
the metabolic actions of insulin. These actions include activation 
of mTOR1 and its S6 kinase, the inactivation of Glycogen Synthase 
Kinase-3 (GSK3), and the inactivation of its AS160 with the nuclear 
exclusion of the Forkhead box protein (FOX01) [44,45]. This 
hypothesis holds that insulin resistance triggers lipolysis, leading to 
the elevation of serum-Free Fatty Acid (FFA), which results in the 
delivery of triglycerides from the liver to peripheral organs, causing 
hyper-synthesis of lipids. In brief, triglyceride accumulation in the 
liver results in oxidative stress, which triggers lipid peroxidation, the 
release of pro-inflammatory molecules, and mitochondrial damage, 
which are the biologic mechanisms that lead to hepatocellular 
damage, inflammation, and fibrosis, observed in NASH [20,47-51]. 
Alternatively, proponents of the multi-parallel hit theory [20,52], 
propose that NASH develops from a multiplicity of factors that 
are acting in parallel with each other. Such factors include genetic 
variations, abnormal lipid metabolism, oxidative and endoplasmic 
reticulum stress, mitochondrial dysfunction, altered immune 
responses, and imbalance in gut micriobiota [20,53]. Proponents 
of this theory suggest that liver inflammation is the initial cause of 
fibrosis progression in NASH, rather than steatosis [20].

Signaling Pathways in NASH-Dependent 
HCC Progression

Although multiple signaling pathways have been enunciated in the 

progression of NASH to HCC, [20] we would like to propose a novel 
pathway that involves the phosphorylation of Src. The Src protein 
is encoded by the proto-oncogene that is highly similar to the v-src 
gene of Rous sarcoma virus. Src may play a role in the regulation of 
embryonic development and cell growth that upon phosphorylation 
at the α1 subunit of the Na/K-ATPase-CAV-1 complex may promote 
a signaling pathway for the ‘apoptotic switch” of a cell experiencing 
energy distress. Initially, we will discuss the context of the Caveolin-1, 
SMAC, and Survivin proteins, followed by the functioning of α1-Na/
K-ATPase-CAV-1-Src signaling complex, in the hopes of providing 
an insight into the possible role of the Na/K-ATPase-α1-caveolin-1/
SMAC/Survivin pathway in the pathogenesis of NASH related HCC.

Caveolin-1 (CAV-1) is a 21-to 24-KDa protein with 178 amino 
acid residues. It belongs to the caveolin family of proteins, which is 
comprised of Caveolin-1, Caveolin-2, and Caveolin-3. It is the main 
structural component of the 50 nm to 100 nm small flask-shaped 
invaginations of the plasma membrane, known as caveolae [54-58]. 
Caveolin-1 is also found in the Golgi apparatus, in Golgi-derived 
transport vesicles, as well as the cytoplasm. Depending on the cell 
type, it is expressed either as a soluble cytosolic form or as a secreted 
form [57,58]. Caveolin-1 is a scaffolding protein that plays a crucial 
role in caveola formation, signal transduction, vesicular trafficking, 
lipid transport, and cholesterol homeostasis. Its configuration, 
structure, and intracellular travel are summarized in Figures 3 and 4, 
respectively [55,56,58,161].

CAV-1 interacts with and inhibits a variety of proteins that are 
involved in cell signaling, cell proliferation and survival, such as 
G-protein, Neu-receptors, Src–family kinases, Epidermal Growth 
Factor Receptor (EFG-R), endothelial Nitric Oxide Synthase (eNOS), 
and protein kinase C [54-56,59,60]. CAV-1 functions as a tumor 
suppressor and is down-regulated in several human cancer types 
such as ovarian, lung and breast cancers, sarcomas and colon cancer 
[56,60-63]. CAV-1 also enhances tumor progression and metastasis. 

Figure 3: Caveolin-1 structure and caveolae morphology. A) Schematic 
diagram showing the different domains present in caveolin-1 that permit 
interaction with other proteins and membranes. B) Caveolin-1 anchorage via 
the membrane insertion domain into regions enriched in sphingolipids and 
cholesterol. C) Caveolin-1 oligomerizes to generate the proteinaceous coat 
of caveolae, small invaginations (50 nm to 100 nm) of the plasma membrane.
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In particular, caveolin-1 is a tumor promoter in prostate cancer, 
with its expression correlating positively with tumor formation in 
prostate carcinoma cell lines [55,64-66]. Similar results have also 
been reported for bladder and esophageal cancers [55,64,67,68]. 
Currently, it is accepted that CAV-1 can act both as a tumor 
suppressor and a tumor promoter and that its role in carcinogenesis 
depends on the cancer type and stage [55,69]. In contrast, CAV-1 is 
over expressed in Hepatocellular Carcinoma (HCC). The increased 
expression of CAV-1 drives cell progression, growth, invasion, 
metastasis, metabolism, and survival, and is a poor prognosis 
for HCC patients [69-74]. Wang et al. [55,75] demonstrated that 
CAV-1 expression protected Hepa 1-6 cells from ActD induced 
apoptosis and enhanced their transformation potential both in vitro 
and in vivo via the upregulation of the survivin–mediated survival 
pathway. Similarly, Yu et al. [69,76,77] showed that CAV-1 was 
over expressed in HCC cell lines, as well as in tissues, and promotes 
HCC cell invasiveness. Furthermore, it enhances tumor formation, 
progression, and metastasis in vivo via the activation of the Wnt/β-
catenin-Tcf/Lef pathway at the transcriptional level. Interestingly, 
CAV-1 knockdown inhibited tumor growth and metastasis [69]. In 
concordance with the presented evidence, there is an increase in the 
expression of CAV-1 both at the protein and mRNA levels in human 
cirrhotic livers with hepatocellular carcinoma. This evidence suggests 
CAV-1 is an oncogenic protein and a possible biological marker of 
malignant activity [72,73,78]. Furthermore, immunohistochemical 
staining of human HCC exhibited an upregulation of CAV-1 
that positively correlated with tumor differentiation, intrahepatic 
metastasis, vascular invasion, recurrence, and death. Additionally, 
increase CAV-1 expression significantly protects HepG2 cells from 
apoptosis involving the anti-apoptotic protein survivin [71,74].

Survivin is a member of the Inhibitor of Apoptosis Proteins (IAPs) 

family. It is a 142 - amino acid, 16.5 kDa protein that is encoded by 
a single-copy gene that resides on the human 17q25 chromosome 
[79-83]. Survivin is unique in comparison to other members of the 
IAP family, not only because it is the smallest member, but because 
survivin has a single Baculoviral IAP Repeat (BIR) domain lacking 
both the Really Interesting New Gene (RING)-finger domain and the 
Caspase–Associated Recruiting Domain (CARD), that are present in 
other members of the IAP family [79,80,84-86]. Moreover, survivin 
plays a key role in the regulation of apoptosis (programmed cell 
death) and cell cycle progression (mitosis) [81,83,87]. It is highly 
expressed in embryonic and fetal tissues, but undetectable in normal 
adult differentiated tissues, except for the placenta, CD34+ stem 
cells, basal colonic epithelial cells, testis, and thymus [80,81,83,87-
95]. Additionally, survivin is over expressed in most human cancer 
types, such as breast, pancreatic, lung, brain tumors, neuroblastomas, 
melanoma, soft tissue sarcomas, colon cancers, lymphoma, prostate, 
acute myeloid leukemia, as well as hepatocellular carcinoma [79-
83,85,87-91,94]. To date, survivin is the most potent apoptosis-
inhibiting protein, and its deed is mediated through caspase-9 
inactivation. This action results in the dissociation of the Apaf-1-
caspase-9 complex, with a resultant inactivation of caspase-3, the 
chief executioner protein of the apoptotic pathway [80,84,87,96]. 
Survivin inhibits caspase-9 in the presence of a cofactor, the 
Hepatitis B X-Interacting Protein (HBXIP), and in association with 
X-linked IAP [80,95,97,98]. Conversely, survivin is inhibited by 
the mitochondrial released pro-apoptotic protein, Smac/DIABLO 
(second mitochondrial-derived activator of caspase), to be discussed 
later in the review. In summary, survivin plays a critical role in the 
cellular interplay between apoptosis and cell division (Figure 5) 
[79,80,99].

In the cell, survivin is localized in the cytosol, mitochondria, 
and nucleus. Its subcellular localization correlates positively with 
its various cellular functions. Nuclear survivin mediates its role 
in mitosis, while the cytosolic and mitochondrial pools serve its 
anti-apoptotic function [79,99,100]. Survivin translocation from 
its nuclear pool to the cytoplasm is regulated by an evolutionarily 
conserved exportin-1 (Crm-1) Nuclear Export Signal (NES). NES is 
critical for the survivin nuclear-to-cytoplasm movement because its 
mutation results in the trapping of survivin in the nucleus, leading to 
improper cell division and the loss of protein anti-apoptotic function 
[79,101-103]. Furthermore, following cell death stimulation in tumor 
cells, mitochondrial survivin is rapidly released into the cytosol to 
inhibit apoptosis and promote tumorigenesis [79,99,104].

The promotion of HCC proliferation by survivin is driven by its 
role in mitosis, as earlier discussed. During the G2/M phase of the cell 
cycle, survivin is highly expressed and binds to the microtubules that 
make up the mitotic spindles. This binding stabilizes the structure 
of the microtubules and prevents the hydrolysis of the spindles, 
resulting in the protection of the integrity of mitotic organelles, 
evasion of checkpoint growth arrest, and continuous cell division 
[95,104,105]. Besides, the fibroblast growth upregulates survivin 
expression in HCC. This upregulation results in increased cancer cell 
proliferation via the activation of the Phosphatidylinositol 3-Kinase 
(PI3K) pathway [95,106] and promotes tumor angiogenesis through 
the Vascular Endothelial Growth Factor (VEGF) [107,108]. Elevated 
survivin expression also leads to an increase in β-catenin protein levels, 
which results in the enhancement of the transcriptional activity of 
the β-catenin/T cell factor (Tcf)/Lymphoid Enhancer-Binding Factor 
(LEF). Additionally, these heightened β-catenin levels promote the 

Figure 4: Intracellular itinerary of CAV-1. (1) Caveolin-1 is inserted co-
translationally into endoplasmic reticulum (ER) membrane. Thereafter, it is 
incorporated into vesicles that move to the Golgi apparatus. (2) Within the 
Golgi apparatus, caveolin-1 oligomerizes and becomes detergent-insoluble. 
Then it is transported via vesicles to the cell membrane. (3) On arrival at 
the cell membrane, it becomes incorporated into functioning caveolae 
that internalizes and recycles it. At some point in the internalization cycle, 
caveolin-1 can enter the cytoplasm of the cell as a soluble protein embedded 
in a lipid particle. There are multiple targets for the soluble protein; (4) It 
may go to the ER and pick up newly synthesized cholesterol for transport 
back to the caveolae or enter the lumen of the ER.  In the lumen the soluble 
caveolin-1 is incorporated into HDL-like particles that are secreted by the 
cell. (5) The soluble caveolin-1 can also remain in the cytoplasm. (6) Some 
of the soluble.
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expression of Vascular Endothelial Growth Factor (VEGF), resulting 
in tumor stromal angiogenesis [95,109].

In carcinogenesis, increased survivin expression drives tumor 
growth, progression, metastasis, and resistance to anticancer therapy, 
in various types of cancer due to its ability to promote a cellular switch 
from apoptosis to mitosis [80,81,87,104,110-112]. Survivin is highly 
upregulated in both HCC tissues and cancer cell lines when compared 
to non-cancerous tissues and cells [81,95,113,114]. The inhibition of 
apoptosis in HCC cells by survivin is mediated via several molecular 
mechanisms, including the binding/inhibition caspase -9. Caspase -9 
is a key apoptotic protein in the intrinsic pathway of apoptosis. This 
process involves the interaction of survivin and Smac, which leads 
to the release of the Inhibitor of Apoptosis Proteins (IAPs) from the 
Smac/IAP complexes and results in apoptotic inhibition (Figure 6) 
[95,115,116]. Additionally, survivin can inhibit apoptosis by binding 
to Hepatitis B X-Interacting Protein (HBIXP), which results in 
inhibition of Caspase-9 [79,95,98,117]. It is worth noting that HBIXP 
is a ubiquitous cytoplasmic protein in human tissues and can bind to 
Hepatitis B virus X (HBX). The binding of survivin to HBIXP forms a 
complex that is known as the survivin-HBIXP complex. This complex 
inhibits the intrinsic pathway of apoptosis via blockage of the binding 
of pro-caspase-9 to its apoptotic ligand protease, known as activating 
factor 1 (Aparf1). Intriguingly, the expression of HBX following 
hepatitis B virus infection results in its binding to the survivin-HBXIP 
complex. Such binding inhibits caspase driven apoptotic mechanisms 
and controls the apoptosis of HCC in a survivin–favored direction. 
Thus, survivin mediated apoptosis process plays a key role in the 
development and progression of hepatitis-B-related hepatocellular 
carcinoma [79,95,98,117,118]. Furthermore, the inhibition of 
apoptosis by survivin in HCC and other forms of cancer can also 
occur through molecular mechanisms that involve the Bax pathway 
[95,119].

In contrast to survivin, Smac/DIABLO (Second mitochondria-
derived activator of caspases/direct inhibitor of apoptosis-binding 
protein or Smac), is a pro-apoptotic protein that is released from 
the mitochondria into the cytosol in response to programmed cell 
death stimuli [120-122]. Such apoptotic stimuli include UVB-
irradiation, antineoplastic drugs (e.g., etoposide), hypoxia, growth 

factor withdrawal, glucocorticoids, and heat shock [115,120]. Upon 
exposure to these stimuli, the outer mitochondrial membrane 
becomes more permeable, which leads to the release of proteins 
(cytochrome C, Smac, and Omi/HtrA2) from the intermembrane 
space into the cytosol [120]. Following the onset of apoptosis, the 
N-terminus (which serves as the mitochondrial targeting signal, MTS) 
of the precursor Smac/DIABLO is cleaved by limited proteolysis to 
generate the mature 26 kDa protein [115,121,122]. In the cytosol, the 
matured Smac protein binds and neutralizes the inhibitory effects 
of the Inhibitors of Apoptosis Proteins (IAPs) on caspases, thereby 
promoting caspases activation and initiating apoptosis (Figure 
6) [115,120-124]. Members of the IAPs family include X-Linked
Inhibitor of Apoptosis (XIAP), Cellular IAP-1 (c-IAP1), Cellular IAP-
2 (c-IAP2), Testis specific IAP (Ts-IAP), survivin, livin, and BRUCE/
Apollon [120,125]. These proteins all share the unique characteristic 
of having one or more copies of the Baculovirus IAP Repeat (BIR) 
domain [115,126]. Smac interacts with the BIR2 and BIR3 domains 
of the XIAP (the most studied member of the IAPs), leading to the 
release of caspase-3 and caspase-9 from its inhibition, resulting in 
apoptosis [115,120,127,128]. The N-terminus of the mature Smac is 
required for this interaction, [115,127] which also interacts directly 
with survivin. Mutational analysis revealed that the amino acid Asp-
71 in survivin is critical for this interaction, and the binding process 
occurs via the C-terminal coiled-coil domain of survivin [115]. Upon 
initiation of apoptosis, survivin binds to Smac, which is released from 

Figure 5: Cellular functions of survivin that contribute to tumor development and progression. Survivin forms part of the Chromosomal Passenger Complex (CPC) 
with aurora B kinase and the Inner Centromere Protein (INCEP) to regulate chromosomal alignment during mitosis. Survivin interaction with Hepatitis B X-Linked 
Interacting Protein (HBIXP) and X-Linked Inhibitor of Apoptosis Protein (XIAP) prevent the activation of caspase-9, an effector molecule of the apoptotic 
pathway. The anti-apoptotic function of survivin can be inhibited by the pro-apoptotic molecule Smac, which is released from mitochondria when the intrinsic 
apoptotic. pathway is activated,mainly by the release of cytochrome-C.

Figure 6: Hypothetical model of Survivin in the inhibition of apoptosis. Smac 
is released from the mitochondria following pro-apototic signals, and then 
binds to over expressed Survivin, which reduces neutralizing effect of Smac 
on XIAP. XIAP in turn interacts with caspases, and cell death is blocked.
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the mitochondria, and this leads to the reduction of the antagonistic 
effect of Smac on XIAP [115,129]. Survivin is unable to inhibit 
caspases directly, but its interaction with Smac allows endogenous 
IAPs (XIAP) to block caspases and thereby inhibit apoptosis [80,115]. 
Smac can also inhibit survivin, thereby placing both proteins in 
a central position concerning the regulation of apoptosis [79,80]. 
In HCC, the Smac mRNA and protein expressions are reduced in 
comparison to normal liver tissue. The decrease in Smac levels in HCC 
has also been shown to correlate positively with tumor progression 
and increase in survivin expression [120,130].

α1-Na/K-ATPase-CAV-1-Src signaling plays a role in the 
regulation of embryonic development and cell growth. Early work by 
our group pioneered by Dr. Xie, identified a novel signaling complex 
composed of the α1 isoform of Na/K-ATPase, CAV-1, and the 
sarcoma related kinase (Src), which plays a critical role regulating the 
signaling from membrane micro-domains named caveolae. Na/K-
ATPase (NKA) is not only an ion pumping protein but also acts as an 
important scaffolding protein that integrates signaling from various 
membrane receptors at caveolae. The NKA translates these signals 
into changes in cellular fate, such as cell growth and differentiation 
[131-134]. The importance of this signaling mechanism was 
demonstrated in the pathogenesis of the metabolic syndrome, as 
well as in aging and embryonic development [135,136]. In support 
of this hypothesis, genetic deletion of a Caveolin Binding Motif 
(CBM) at the α1-NKA resulted in a lethal embryonic phenotype in 
homozygous mice, despite normal NKA protein expression and ion 
pumping function. This observation indicates that α1-NKA-CAV-1 

interaction is required for the proper execution of developmental 
signaling pathways. Conversely, chronic activation of the NKA-
CAV-1-Src signaling complex promotes pro-inflammatory pathways 
and tissue fibrosis through the amplification of ROI. This pathway 
embraces a vicious feed-forward mechanism, as evident in several 
disease phenotypes, including renal fibrosis, uremic cardiomyopathy, 
and metabolic disorders such as obesity [135,137,138]. Although a 
balanced signaling mechanism through NKA-CAV-Src is essential 
for normal physiological function, chronic activation of this 
signaling mechanism under pathophysiological conditions can 
further promote or aggravate disease conditions. This hypothesis 
was tested by blocking the Src-phosphorylation signaling at the 
NKA-CAV-1 complex by pNaKtide; a peptide developed from the 
N domain (nucleotide-binding domain) of the α1 isoform [139]. 
The former ROI amplification loop plays an important role in the 
pathophysiological progression of NALFD to NASH and HCC 
(submitted for publication), and elevated Src kinase activity has been 
associated with poor prognosis in HCC [140,141]. We propose that 
the α1-NKA-CAV-1-Src signaling complex can be therapeutically 
targeted in the pathogenesis of NASH related HCC, a malignancy 
driven by metabolic disturbances. Also, another dysfunctional 
NKA-CAV- Src signaling has been found in tumor genesis, as 
shown in the Warburg phenotype and in tumor progression to 
metastases [142,143]. Significantly, metabolic dysfunction and cancer 
progression were mitigated by pNaKtide [143,144].

The α1-NKA-CAV-1-Src signaling pathway has been challenged 
in terms of studying its interaction and complex composition 

Figure 7: Proposed Signaling Pathway of Src-p activation at the Na/K-ATPase. Hh signal transduction to modulate survivin expression through GLI transcription 
factor activation.
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[145,146]. Nonetheless, these studies were based on biochemical 
extraction techniques, methods highly susceptible to experimental 
variations, as explained in a review of the subject [132]. Going 
further in detail, the signaling capacity of NKA is limited to the α1 
isoform, as the other isoforms (α2 and α3) lack the Src binding 
motifs of Y260 in the CD2 domain and of the active sequence in the 
N domain (the 20aa sequence that served as the platform for 
Naktide synthesis) [139,142,147,148]. Both the Y260 and NaKtide-
like motif can inhibit Src mediated signaling pathways when 
expressed in cells. Moreover, by utilizing a gain of function 
mutagenesis approach, Yu et al. mutated the α2 isoform to gain 
Y260 and NaKtide sequences. This mutation restored both the Src 
binding capacity of mutant α2 and its ability to signal through Src 
kinase [149]. Returning to the α1 signaling domain, the CD3 and 
ND1 segments of the α1 subunit bind to the SH2 domain and the 
tyrosine Kinase Domain (KD) of c-Src, respectively. The binding of 
ND1 to the Src KD is periodic, being much stronger showing a 
higher affinity when the NKA is in the E1 rather than E2 state. 
When the state of the NKA is shifted to E2, the KD of c-Src is 
released from the ND1 segment of α1, which leads to c-Src 
phosphorylation. Thus, the direct interaction of the NKA α1 subunit 
with c-Src forms a functional NKA-CAV-Src signaling receptor 
complex [139,150-152]. Although this model has been extensively 
validated [139,150-152], there are other models proposing different 
interactions between the α1 subunit and c-Src [145,146,153,154]. We 
believe, as previously eluded, the discrepancies among these models 
can be best attributed to varying experimental designs and  
conditions.

implicated the GLI2 transcription factor as having a direct correlation 
with the expression of the inhibitory of apoptosis protein survivin. 
This study analyzed the binding sites in the survivin promoter region 
for GLI transcription factors, and the application of a Gli1/2 inhibitor 
decreased survivin protein and mRNA expression in both tumor 
cell lines and cancerous tissue in a nude mice model. Furthermore, 
increased expression of survivin was induced in human fibroblast cell 
lines that were transfected with vectors of Gli1, Gli2, and ΔNGLI2, an 
active form of Gli2 [160].

Summary
The incidence of HCC and its related mortality is increasing 

becoming nowadays the most common cause for liver transplantation 
in the Western. In particular, the rise of HCC can be attributed to the 
cellular metabolic disturbances promoted by the epidemic of obesity 
and the lack of markers for its early detection. This review offered 
current knowledge related to the pathogenesis of NASH-related HCC 
and provided a novel pathway for treatment options. Regulation 
of Src-phosphorylation at the α1-subunit of the Na/K-ATPase 
in caveolae may abrogate disturbances in the intrinsic apoptotic 
cascade regulated by the mitochondria during energy distress. 
Furthermore, Smac/DIABLO-survivin signaling plays a pivotal role 
in the pathogenic ‘apoptotic switch’ of NASH related malignancy. 
Two signaling pathways have been implicated in the perpetuation of 
this described mechanism; the CAV-1/B-catenin and the CAV-1/Hh 
pathways. Finally, we propose inhibition of Src phosphorylation at 
the α1-Na/K-ATPase as a putative target for the treatment of HCC.

References
1. Global Burden of Disease Cancer Collaboration; Fitzmaurice C, 

Akinyemiju TF, Al Lami FH, Alam T, Alizadeh-Navaei R, et al. Global, 
Regional, and National Cancer Incidence, Mortality, years of life lost, 
years lived with disability, and disability-adjusted life-years for 29 cancer 
groups, 1990 to 2016: A systematic analysis for the global burden of 
disease study. JAMA Oncol. 2018;4(11):1553-68.

2. Hayes CN, Zhang P, Chayama K. The Role of Lipids in Hepatocellular 
Carcinoma. In: Tirnitz-Parker JEE, editor. Hepatocellular Carcinoma. 
Brisbane (AU) 2019.

3. Rawla P, Sunkara T, Muralidharan P, Raj JP. Update in global trends 
and aetiology of hepatocellular carcinoma. Contemp Oncol (Pozn). 
2018;22(3):141-50.

4. Liebig M, Dannenberger D, Vollmar B, Abshagen K. n-3 PUFAs reduce 
tumor load and improve survival in a NASH-tumor mouse model. Ther 
Adv Chronic Dis. 2019;10:2040622319872118.

5. Carlessi R, Kohn-Gaone J, Olynyk JK, Tirnitz-Parker JEE. Mouse models 
of hepatocellular carcinoma. In: Tirnitz-Parker JEE, editor. Hepatocellular 
Carcinoma. Brisbane (AU), 2019.

6. Cholankeril G, Patel R, Khurana S, Satapathy SK. Hepatocellular 
carcinoma in non-alcoholic steatohepatitis: Current knowledge and 
implications for management. World J Hepatol. 2017;9(11):533-43.

7. Adams LA, Lymp JF, St Sauver J, Sanderson SO, Lindor KD, Feldstein A, 
et al. The natural history of nonalcoholic fatty liver disease: A population-
based cohort study. Gastroenterology. 2005;129(1):113-21.

8. Nagaoki Y, Hyogo H, Aikata H, Tanaka M, Naeshiro N, Nakahara T, 
et al. Recent trend of clinical features in patients with hepatocellular 
carcinoma. Hepatol Res. 2012;42(4):368-75.

9. Estes C, Razavi H, Loomba R, Younossi Z, Sanyal AJ. Modeling the 
epidemic of nonalcoholic fatty liver disease demonstrates an exponential 
increase in burden of disease. Hepatology. 2018;67(1):123-33.

10. El-Serag HB. Epidemiology of viral hepatitis and hepatocellular 

A careful juxtaposition of the preceding literature indicates a link 
between Caveolin-1, Survivin, and Smac/DIABLO in the pathogenesis 
of HCC. Interestingly, the Hedgehog (Hh) signaling pathway is also 
involved in early embryonic development, as well as tissue 
regeneration in various models of injury. This pathway features several 
essential proteins for regulation, as well as a set of transcriptional 
factors that become activated in the nucleus (Figure 7). In the “off” 
configuration, in the absence of a Hh ligand, a transmembrane 
protein at the plasma membrane, Patched (Ptc), inhibits another 
transmembrane protein called Smoothened (SMO). SMO is involved 
in the activation of a signaling cascade that leads to the activation of a 
family of GLI transcription factors. During activation of this pathway, 
a Hh ligand, there are several depending on the organism species, 
binds to Ptc, allowing for SMO activation. SMO activation leads to a 
series of intracellular signaling/protein transport those results in the 
nuclear translocation of the GLI transcription factors [155,156]. The 
Ptc receptor at the cell membrane has been shown to form a complex 
with the Smo protein, and this complex has been indicated to be 
located in caveolin-enriched microdomains of the plasma 
membrane. Specifically, the Ptc protein has been shown to contain a 
binding domain for interaction with CAV-1 [157]. CAV-1 quantity 
at the cell membrane is regulated by the NKA, specifically by the 
association between CAV-1 and a CAV-1 binding motif in the α-1 
subunit of the Na/K-ATPase [131]. Additionally, studies have 
demonstrated that although in healthy liver cells, the Hh signaling 
pathway is believed to be inactive, in cancerous and non-healthy liver 
cells, this signaling pathway becomes activated [158]. Therefore, it is 
likely that a CAV-1 stabilized Ptc-Smo transmembrane receptor 
complex interacts with upregulated Hh ligands, causing activation 
of the Hh signaling pathway, and enhances nuclear expression of 
the GLI transcription factors. GLI transcription factors are essential, 
as they have been implicated in a multitude of tumorigenesis 
studies involving Hh signaling pathways [159]. One such study has 

https://pubmed.ncbi.nlm.nih.gov/29860482/
https://pubmed.ncbi.nlm.nih.gov/29860482/
https://pubmed.ncbi.nlm.nih.gov/29860482/
https://pubmed.ncbi.nlm.nih.gov/29860482/
https://pubmed.ncbi.nlm.nih.gov/29860482/
https://pubmed.ncbi.nlm.nih.gov/29860482/
https://exonpublications.com/index.php/exon/article/view/206
https://exonpublications.com/index.php/exon/article/view/206
https://exonpublications.com/index.php/exon/article/view/206
https://pubmed.ncbi.nlm.nih.gov/30455585/
https://pubmed.ncbi.nlm.nih.gov/30455585/
https://pubmed.ncbi.nlm.nih.gov/30455585/
https://pubmed.ncbi.nlm.nih.gov/31523414/
https://pubmed.ncbi.nlm.nih.gov/31523414/
https://pubmed.ncbi.nlm.nih.gov/31523414/
https://exonpublications.com/index.php/exon/article/view/205
https://exonpublications.com/index.php/exon/article/view/205
https://exonpublications.com/index.php/exon/article/view/205
https://pubmed.ncbi.nlm.nih.gov/28469809/
https://pubmed.ncbi.nlm.nih.gov/28469809/
https://pubmed.ncbi.nlm.nih.gov/28469809/
https://pubmed.ncbi.nlm.nih.gov/16012941/
https://pubmed.ncbi.nlm.nih.gov/16012941/
https://pubmed.ncbi.nlm.nih.gov/16012941/
https://pubmed.ncbi.nlm.nih.gov/22151896/
https://pubmed.ncbi.nlm.nih.gov/22151896/
https://pubmed.ncbi.nlm.nih.gov/22151896/
https://pubmed.ncbi.nlm.nih.gov/28802062/
https://pubmed.ncbi.nlm.nih.gov/28802062/
https://pubmed.ncbi.nlm.nih.gov/28802062/
https://pubmed.ncbi.nlm.nih.gov/22537432/


Sanabria J, et al., World Journal of Surgery and Surgical Research - General Surgery

2020 | Volume 3 | Article 12328Remedy Publications LLC., | http://surgeryresearchjournal.com

carcinoma. Gastroenterology. 2012;142(6):1264-73 e1.

11.	 Global Burden of Disease Liver Cancer Collaboration; Akinyemiju 
T, Abera S, Ahmed M, Alam N, Alemayohu MA, et al. The burden of 
primary liver cancer and underlying etiologies from 1990 to 2015 at the 
global, regional, and national level: Results from the global burden of 
disease study 2015. JAMA Oncol. 2017;3(12):1683-91.

12.	 El-Serag HB. Hepatocellular carcinoma. N Engl J Med. 2011;365(12):1118-
27.

13.	 Noureddin M, Rinella ME. Nonalcoholic fatty liver disease, diabetes, 
obesity, and hepatocellular carcinoma. Clin Liver Dis. 2015;19(2):361-79.

14.	 Collaborators GBDO; Afshin A, Forouzanfar MH, Reitsma MB, Sur P, 
Estep K, et al. Health Effects of Overweight and Obesity in 195 Countries 
over 25 Years. N Engl J Med. 2017;377(1):13-27.

15.	 Collaborators GBDRF; Forouzanfar MH, Alexander L, Anderson HR, 
Bachman VF, Biryukov S, et al. Global, regional, and national comparative 
risk assessment of 79 behavioural, environmental and occupational, 
and metabolic risks or clusters of risks in 188 countries, 1990-2013: A 
systematic analysis for the global burden of disease study 2013. Lancet. 
2015;386(10010):2287-323.

16.	 Collaborators USBoD; Mokdad AH, Ballestros K, Echko M, Glenn S, 
Olsen HE, et al. The State of US Health, 1990-2016: Burden of diseases, 
injuries, and risk factors among US states. JAMA. 2018;319(4):1444-72.

17.	 Altekruse SF, McGlynn KA, Reichman ME. Hepatocellular carcinoma 
incidence, mortality, and survival trends in the United States from 1975 
to 2005. J Clin Oncol. 2009;27(9):1485-91.

18.	 Cholankeril G, Perumpail RB, Pham EA, Ahmed A, Harrison SA. 
Nonalcoholic fatty liver disease: Epidemiology, natural history, and 
diagnostic challenges. Hepatology. 2016;64(3):954.

19.	 Fleischman MW, Budoff M, Zeb I, Li D, Foster T. NAFLD prevalence 
differs among hispanic subgroups: The multi-ethnic study of 
atherosclerosis. World J Gastroenterol. 2014;20(17):4987-93.

20.	 Kutlu O, Kaleli HN, Ozer E. Molecular pathogenesis of Nonalcoholic 
Steatohepatitis- (NASH-) related hepatocellular carcinoma. Can J 
Gastroenterol Hepatol. 2018;2018:8543763.

21.	 Michelotti GA, Machado MV, Diehl AM. NAFLD, NASH and liver 
cancer. Nat Rev Gastroenterol Hepatol. 2013;10(11):656-65.

22.	 Margini C, Dufour JF. The story of HCC in NAFLD: From epidemiology, 
across pathogenesis, to prevention and treatment. Liver Int. 
2016;36(3):317-24.

23.	 Day CP, James OF. Steatohepatitis: A tale of two "hits"? Gastroenterology. 
1998;114(4):842-5.

24.	 Gentile CL, Pagliassotti MJ. The role of fatty acids in the development 
and progression of nonalcoholic fatty liver disease. J Nutr Biochem. 
2008;19(9):567-76.

25.	 Day CP. NASH-related liver failure: One hit too many? Am J 
Gastroenterol. 2002;97(8):1872-4.

26.	 Day CP. Non-Alcoholic Steatohepatitis (NASH): Where are we now and 
where are we going? Gut. 2002;50(5):585-8.

27.	 Day CP. Clinical spectrum and therapy of non-alcoholic steatohepatitis. 
Dig Dis. 2012;30(Suppl 1):69-73.

28.	 Feldstein AE, Wieckowska A, Lopez AR, Liu YC, Zein NN, McCullough 
AJ. Cytokeratin-18 fragment levels as noninvasive biomarkers for 
nonalcoholic steatohepatitis: A multicenter validation study. Hepatology. 
2009;50(4):1072-8.

29.	 Wieckowska A, McCullough AJ, Feldstein AE. Noninvasive diagnosis 
and monitoring of nonalcoholic steatohepatitis: Present and future. 
Hepatology. 2007;46(2):582-9.

30.	 Wieckowska A, Zein NN, Yerian LM, Lopez AR, McCullough AJ, 

Feldstein AE. In vivo assessment of liver cell apoptosis as a novel 
biomarker of disease severity in nonalcoholic fatty liver disease. 
Hepatology. 2006;44(1):27-33.

31.	 Fan Y, Bergmann A. Apoptosis-induced compensatory proliferation. 
Trends Cell Biol. 2008;18(10):467-73.

32.	 Fan Y, Bergmann A. Distinct mechanisms of apoptosis-induced 
compensatory proliferation in proliferating and differentiating tissues in 
the Drosophila eye. Dev Cell. 2008;14(3):399-410.

33.	 Floyd RA, Kotake Y, Hensley K, Nakae D, Konishi Y. Reactive oxygen 
species in choline deficiency induced carcinogenesis and nitrone 
inhibition. Mol Cell Biochem. 2002;234-235(1-2):195-203.

34.	 Lukashev AN, Skulachev MV, Ostapenko V, Savchenko AY, Pavshintsev 
VV, Skulachev VP. Advances in development of rechargeable 
mitochondrial antioxidants. Prog Mol Biol Transl Sci. 2014;127:251-65.

35.	 Neuman MG, French SW, French BA, Seitz HK, Cohen LB, Mueller 
S, et al. Alcoholic and non-alcoholic steatohepatitis. Exp Mol Pathol. 
2014;97(3):492-510.

36.	 Neuman MG, Voiculescu M, Nanau RM, Maor Y, Melzer E, Cohen LB, et 
al. Non-Alcoholic Steatohepatitis: Clinical and Translational Research. J 
Pharm Pharm Sci. 2016;19(1):8-24.

37.	 Perez-Carreras M, Del Hoyo P, Martin MA, Rubio JC, Martín A, 
Castellano G, et al. Defective hepatic mitochondrial respiratory chain in 
patients with nonalcoholic steatohepatitis. Hepatology. 2003;38(4):999-
1007.

38.	 Poulose N, Raju R. Aging and injury: Alterations in cellular energetics and 
organ function. Aging Dis. 2014;5(2):101-8.

39.	 Rolo AP, Teodoro JS, Palmeira CM. Role of oxidative stress in the 
pathogenesis of nonalcoholic steatohepatitis. Free Radic Biol Med. 
2012;52(1):59-69.

40.	 Wei Y, Rector RS, Thyfault JP, Ibdah JA. Nonalcoholic fatty liver disease 
and mitochondrial dysfunction. World J Gastroenterol. 2008;14(2):193-9.

41.	 Lauri A, Pompilio G, Capogrossi MC. The mitochondrial genome in 
aging and senescence. Ageing Res Rev 2014;18:1-15.

42.	 Tower J. Mitochondrial maintenance failure in aging and role of sexual 
dimorphism. Arch Biochem Biophys. 2015;576:17-31.

43.	 Irvine KM, Skoien R, Bokil NJ, Melino M, Thomas GP, Loo D, et al. 
Senescent human hepatocytes express a unique secretory phenotype 
and promote macrophage migration. World J Gastroenterol. 
2014;20(47):17851-62.

44.	 Aravinthan A, Challis B, Shannon N, Hoare M, Heaney J, Alexander 
GJ. Selective insulin resistance in hepatocyte senescence. Exp Cell Res. 
2015;331(1):38-45.

45.	 Aravinthan A, Shannon N, Heaney J, Hoare M, Marshall A, Alexander 
GJ. The senescent hepatocyte gene signature in chronic liver disease. Exp 
Gerontol. 2014;60:37-45.

46.	 Ghiraldini FG, Silveira AB, Kleinjan DA, Gilbert N, Mello ML. Genomic 
profiling of type-1 adult diabetic and aged normoglycemic mouse liver. 
BMC Endocr Disord. 2014;14:19.

47.	 Sumida Y, Niki E, Naito Y, Yoshikawa T. Involvement of free radicals and 
oxidative stress in NAFLD/NASH. Free Radic Res. 2013;47(11):869-80.

48.	 Kawano Y, Cohen DE. Mechanisms of hepatic triglyceride accumulation 
in non-alcoholic fatty liver disease. J Gastroenterol. 2013;48(4):434-41.

49.	 Al-Busafi SA, Bhat M, Wong P, Ghali P, Deschenes M. Antioxidant therapy 
in nonalcoholic steatohepatitis. Hepat Res Treat. 2012;2012:947575.

50.	 Browning JD, Horton JD. Molecular mediators of hepatic steatosis and 
liver injury. J Clin Invest. 2004;114(2):147-52.

51.	 Brunt EM, Kleiner DE, Wilson LA, Belt P, Neuschwander-Tetri BA, 

https://pubmed.ncbi.nlm.nih.gov/22537432/
https://pubmed.ncbi.nlm.nih.gov/28983565/
https://pubmed.ncbi.nlm.nih.gov/28983565/
https://pubmed.ncbi.nlm.nih.gov/28983565/
https://pubmed.ncbi.nlm.nih.gov/28983565/
https://pubmed.ncbi.nlm.nih.gov/28983565/
https://pubmed.ncbi.nlm.nih.gov/21992124/
https://pubmed.ncbi.nlm.nih.gov/21992124/
https://pubmed.ncbi.nlm.nih.gov/25921668/
https://pubmed.ncbi.nlm.nih.gov/25921668/
https://pubmed.ncbi.nlm.nih.gov/28604169/
https://pubmed.ncbi.nlm.nih.gov/28604169/
https://pubmed.ncbi.nlm.nih.gov/28604169/
https://pubmed.ncbi.nlm.nih.gov/26364544/
https://pubmed.ncbi.nlm.nih.gov/26364544/
https://pubmed.ncbi.nlm.nih.gov/26364544/
https://pubmed.ncbi.nlm.nih.gov/26364544/
https://pubmed.ncbi.nlm.nih.gov/26364544/
https://pubmed.ncbi.nlm.nih.gov/26364544/
https://pubmed.ncbi.nlm.nih.gov/29634829/
https://pubmed.ncbi.nlm.nih.gov/29634829/
https://pubmed.ncbi.nlm.nih.gov/29634829/
https://pubmed.ncbi.nlm.nih.gov/19224838/
https://pubmed.ncbi.nlm.nih.gov/19224838/
https://pubmed.ncbi.nlm.nih.gov/19224838/
https://pubmed.ncbi.nlm.nih.gov/27388553/
https://pubmed.ncbi.nlm.nih.gov/27388553/
https://pubmed.ncbi.nlm.nih.gov/27388553/
https://pubmed.ncbi.nlm.nih.gov/24803810/
https://pubmed.ncbi.nlm.nih.gov/24803810/
https://pubmed.ncbi.nlm.nih.gov/24803810/
https://pubmed.ncbi.nlm.nih.gov/30228976/
https://pubmed.ncbi.nlm.nih.gov/30228976/
https://pubmed.ncbi.nlm.nih.gov/30228976/
https://pubmed.ncbi.nlm.nih.gov/24080776/
https://pubmed.ncbi.nlm.nih.gov/24080776/
https://pubmed.ncbi.nlm.nih.gov/26601627/
https://pubmed.ncbi.nlm.nih.gov/26601627/
https://pubmed.ncbi.nlm.nih.gov/26601627/
https://pubmed.ncbi.nlm.nih.gov/9547102/
https://pubmed.ncbi.nlm.nih.gov/9547102/
https://pubmed.ncbi.nlm.nih.gov/18430557/
https://pubmed.ncbi.nlm.nih.gov/18430557/
https://pubmed.ncbi.nlm.nih.gov/18430557/
https://pubmed.ncbi.nlm.nih.gov/12190148/
https://pubmed.ncbi.nlm.nih.gov/12190148/
https://pubmed.ncbi.nlm.nih.gov/11950797/
https://pubmed.ncbi.nlm.nih.gov/11950797/
https://pubmed.ncbi.nlm.nih.gov/23075871/
https://pubmed.ncbi.nlm.nih.gov/23075871/
https://pubmed.ncbi.nlm.nih.gov/19585618/
https://pubmed.ncbi.nlm.nih.gov/19585618/
https://pubmed.ncbi.nlm.nih.gov/19585618/
https://pubmed.ncbi.nlm.nih.gov/19585618/
https://pubmed.ncbi.nlm.nih.gov/17661414/
https://pubmed.ncbi.nlm.nih.gov/17661414/
https://pubmed.ncbi.nlm.nih.gov/17661414/
https://pubmed.ncbi.nlm.nih.gov/16799979/
https://pubmed.ncbi.nlm.nih.gov/16799979/
https://pubmed.ncbi.nlm.nih.gov/16799979/
https://pubmed.ncbi.nlm.nih.gov/16799979/
https://pubmed.ncbi.nlm.nih.gov/18774295/
https://pubmed.ncbi.nlm.nih.gov/18774295/
https://pubmed.ncbi.nlm.nih.gov/18331718/
https://pubmed.ncbi.nlm.nih.gov/18331718/
https://pubmed.ncbi.nlm.nih.gov/18331718/
https://pubmed.ncbi.nlm.nih.gov/12162434/
https://pubmed.ncbi.nlm.nih.gov/12162434/
https://pubmed.ncbi.nlm.nih.gov/12162434/
https://pubmed.ncbi.nlm.nih.gov/25149221/
https://pubmed.ncbi.nlm.nih.gov/25149221/
https://pubmed.ncbi.nlm.nih.gov/25149221/
https://pubmed.ncbi.nlm.nih.gov/25217800/
https://pubmed.ncbi.nlm.nih.gov/25217800/
https://pubmed.ncbi.nlm.nih.gov/25217800/
https://pubmed.ncbi.nlm.nih.gov/27096691/
https://pubmed.ncbi.nlm.nih.gov/27096691/
https://pubmed.ncbi.nlm.nih.gov/27096691/
https://pubmed.ncbi.nlm.nih.gov/14512887/
https://pubmed.ncbi.nlm.nih.gov/14512887/
https://pubmed.ncbi.nlm.nih.gov/14512887/
https://pubmed.ncbi.nlm.nih.gov/14512887/
https://pubmed.ncbi.nlm.nih.gov/24729935/
https://pubmed.ncbi.nlm.nih.gov/24729935/
https://pubmed.ncbi.nlm.nih.gov/22064361/
https://pubmed.ncbi.nlm.nih.gov/22064361/
https://pubmed.ncbi.nlm.nih.gov/22064361/
https://pubmed.ncbi.nlm.nih.gov/18186554/
https://pubmed.ncbi.nlm.nih.gov/18186554/
https://pubmed.ncbi.nlm.nih.gov/25042573/
https://pubmed.ncbi.nlm.nih.gov/25042573/
https://pubmed.ncbi.nlm.nih.gov/25447815/
https://pubmed.ncbi.nlm.nih.gov/25447815/
https://pubmed.ncbi.nlm.nih.gov/25548483/
https://pubmed.ncbi.nlm.nih.gov/25548483/
https://pubmed.ncbi.nlm.nih.gov/25548483/
https://pubmed.ncbi.nlm.nih.gov/25548483/
https://pubmed.ncbi.nlm.nih.gov/25263463/
https://pubmed.ncbi.nlm.nih.gov/25263463/
https://pubmed.ncbi.nlm.nih.gov/25263463/
https://pubmed.ncbi.nlm.nih.gov/25240687/
https://pubmed.ncbi.nlm.nih.gov/25240687/
https://pubmed.ncbi.nlm.nih.gov/25240687/
https://pubmed.ncbi.nlm.nih.gov/24581510/
https://pubmed.ncbi.nlm.nih.gov/24581510/
https://pubmed.ncbi.nlm.nih.gov/24581510/
https://pubmed.ncbi.nlm.nih.gov/24004441/
https://pubmed.ncbi.nlm.nih.gov/24004441/
https://pubmed.ncbi.nlm.nih.gov/23397118/
https://pubmed.ncbi.nlm.nih.gov/23397118/
https://pubmed.ncbi.nlm.nih.gov/23227320/
https://pubmed.ncbi.nlm.nih.gov/23227320/
https://pubmed.ncbi.nlm.nih.gov/15254578/
https://pubmed.ncbi.nlm.nih.gov/15254578/
https://pubmed.ncbi.nlm.nih.gov/21319198/


Sanabria J, et al., World Journal of Surgery and Surgical Research - General Surgery

2020 | Volume 3 | Article 12329Remedy Publications LLC., | http://surgeryresearchjournal.com

Network NCR. Nonalcoholic fatty liver disease (NAFLD) activity score 
and the histopathologic diagnosis in NAFLD: Distinct clinicopathologic 
meanings. Hepatology. 2011;53(3):810-20.

52.	 Tilg H, Moschen AR. Evolution of inflammation in nonalcoholic 
fatty liver disease: the multiple parallel hits hypothesis. Hepatology. 
2010;52(5):1836-46.

53.	 Takaki A, Kawai D, Yamamoto K. Multiple hits, including oxidative stress, 
as pathogenesis and treatment target in Non-Alcoholic Steatohepatitis 
(NASH). Int J Mol Sci. 2013;14(10):20704-28.

54.	 Ciocca DR, Cuello-Carrion FD, Natoli AL, Restall C, Anderson RL. 
Absence of caveolin-1 alters heat shock protein expression in spontaneous 
mammary tumors driven by HER-2/neu expression. Histochem Cell Biol. 
2012;137(2):187-94.

55.	 Wang S, Jia L, Zhou H, Wang X, Zhang J. Caveolin-1 promotes the 
transformation and anti-apoptotic ability of mouse hepatoma cells. 
IUBMB Life. 2008;60(10):693-9.

56.	 Torres VA, Tapia JC, Rodriguez DA, Arredondo C, Leyton L, Quest AFG, 
et al. E-cadherin is required for caveolin-1-mediated down-regulation of 
the inhibitor of apoptosis protein survivin via reduced beta-catenin-TCF/
LEF-dependent transcription. Mol Cell Biol. 2007;27(21):7703-17.

57.	 Gupta R, Toufaily C, Annabi B. Caveolin and cavin family members: Dual 
roles in cancer. Biochimie. 2014;107 Pt B:188-202.

58.	 Liu P, Rudick M, Anderson RG. Multiple functions of caveolin-1. J Biol 
Chem. 2002;277(44):41295-8.

59.	 Rodriguez DA, Tapia JC, Fernandez JG, Torres VA, Muñoz N, Galleguillos 
D, et al. Caveolin-1-mediated suppression of cyclooxygenase-2 via a 
beta-catenin-TCF/LEF-dependent transcriptional mechanism reduced 
prostaglandin E2 production and survivin expression. Mol Biol Cell. 
2009;20(8):2297-310.

60.	 Torres VA, Tapia JC, Rodriguez DA, Párraga M, Lisboa P, Montoya M, 
et al. Caveolin-1 controls cell proliferation and cell death by suppressing 
expression of the inhibitor of apoptosis protein survivin. J Cell Sci. 
2006;119(Pt 9):1812-23.

61.	 Hino M, Doihara H, Kobayashi K, Aoe M, Shimizu N. Caveolin-1 as 
tumor suppressor gene in breast cancer. Surg Today. 2003;33(7):486-90.

62.	 Wiechen K, Diatchenko L, Agoulnik A, Scharff KM, Schober H, Arlt K, 
et al. Caveolin-1 is down-regulated in human ovarian carcinoma and acts 
as a candidate tumor suppressor gene. Am J Pathol. 2001;159(5):1635-43.

63.	 Yoo SH, Park YS, Kim HR, Sung SW, Kim JH, Shim YS, et al. Expression 
of caveolin-1 is associated with poor prognosis of patients with squamous 
cell carcinoma of the lung. Lung Cancer. 2003;42(2):195-202.

64.	 Williams TM, Hassan GS, Li J, Cohen AW, Medina F, Frank PG, 
et al. Caveolin-1 promotes tumor progression in an autochthonous 
mouse model of prostate cancer: Genetic ablation of CAV-1 delays 
advanced prostate tumor development in tramp mice. J Biol Chem. 
2005;280(26):25134-45.

65.	 Yang G, Truong LD, Wheeler TM, Thompson TC. Caveolin-1 expression 
in clinically confined human prostate cancer: A novel prognostic marker. 
Cancer Res. 1999;59(22):5719-23.

66.	 Thompson TC, Tahir SA, Li L, Watanabe M, Naruishi K, Yang G, et al. 
The role of caveolin-1 in prostate cancer: Clinical implications. Prostate 
Cancer Prostatic Dis. 2010;13(1):6-11.

67.	 Rajjayabun PH, Garg S, Durkan GC, Charlton R, Robinson MC, Mellon 
JK. Caveolin-1 expression is associated with high-grade bladder cancer. 
Urology. 2001;58(5):811-4.

68.	 Kato K, Hida Y, Miyamoto M, Hashida H, Shinohara T, Itoh T, et al. 
Overexpression of caveolin-1 in esophageal squamous cell carcinoma 
correlates with lymph node metastasis and pathologic stage. Cancer. 
2002;94(4):929-33.

69.	 Yu H, Shen H, Zhang Y, Zhong F, Liu Y, Qin L, et al. CAV1 promotes 
HCC cell progression and metastasis through Wnt/beta-catenin pathway. 
PLoS One. 2014;9:e106451.

70.	 Chai F, Li Y, Liu K, Li Q, Sun H. Caveolin enhances hepatocellular 
carcinoma cell metabolism, migration, and invasion in vitro via a 
hexokinase 2-dependent mechanism. J Cell Physiol. 2019;234(2):1937-46.

71.	 Tang Y, Zeng X, He F, Liao Y, Qian N, Toi M. Caveolin-1 is related to 
invasion, survival, and poor prognosis in hepatocellular cancer. Med 
Oncol. 2012;29(2):977-84.

72.	 Yokomori H, Oda M, Ogi M, Sakai K, Ishii H. Enhanced expression of 
endothelial nitric oxide synthase and caveolin-1 in human cirrhosis. 
Liver. 2002;22(2):150-8.

73.	 Yokomori H, Oda M, Yoshimura K, Yokomori H, Oda M, Yoshimura 
K, et al. Elevated expression of caveolin-1 at protein and mRNA level 
in human cirrhotic liver: Relation with nitric oxide. J Gastroenterol. 
2003;38(9):854-60.

74.	 Zhang ZB, Cai L, Zheng SG, Xiong Y, Dong JH. Overexpression of 
caveolin-1 in hepatocellular carcinoma with metastasis and worse 
prognosis: Correlation with vascular endothelial growth factor, microvessel 
density and unpaired artery. Pathol Oncol Res. 2009;15(3):495-502.

75.	 Wang L, Huang J, Jiang M, Sun L. Survivin (BIRC5) cell cycle computational 
network in human no-tumor hepatitis/cirrhosis and hepatocellular 
carcinoma transformation. J Cell Biochem. 2011;112(5):1286-94.

76.	 Yu S, Fan J, Liu L, Zhang L, Wang S, Zhang J. Caveolin-1 up-regulates 
integrin α2,6-sialylation to promote integrin α5β1-dependent 
hepatocarcinoma cell adhesion. FEBS Lett. 2013;587(6):782-7.

77.	 Yu S, Zhang L, Li N, Fan J, Liu L, Zhang J, et al. Caveolin-1 up-regulates 
ST6Gal-I to promote the adhesive capability of mouse hepatocarcinoma 
cells to fibronectin via FAK-mediated adhesion signaling. Biochem 
Biophys Res Commun. 2012;427(3):506-12.

78.	 Cheng H, Pan Y, Yao Y, Zhu Z, Chen J, Sun X, et al. Expression and 
significance of caveolin-1 in hepatitis B virus-associated hepatocellular 
carcinoma. Exp Ther Med. 2017;14(5):4356-62.

79.	 McKenzie JA, Grossman D. Role of the apoptotic and mitotic regulator 
survivin in melanoma. Anticancer Res. 2012;32(2):397-404.

80.	 Mita AC, Mita MM, Nawrocki ST, Giles FJ. Survivin: Key regulator of 
mitosis and apoptosis and novel target for cancer therapeutics. Clin 
Cancer Res. 2008;14(16):5000-5.

81.	 Ito T, Shiraki K, Sugimoto K, Yamanaka T, Fujikawa K, Ito M, et al. 
Survivin promotes cell proliferation in human hepatocellular carcinoma. 
Hepatology. 2000;31(5):1080-5.

82.	 Jin XD, Gong L, Guo CL, Hao JF, Wei W, Dai ZY, et al. Survivin 
expressions in human hepatoma HepG2 cells exposed to ionizing 
radiation of different LET. Radiat Environ Biophys. 2008;47(3):399-404.

83.	 Peroukides S, Bravou V, Alexopoulos A, Varakis J, Kalofonos H, Papadaki 
H. Survivin overexpression in HCC and liver cirrhosis differentially 
correlates with p-STAT3 and E-cadherin. Histol Histopathol. 
2010;25(3):299-307.

84.	 LaCasse EC, Baird S, Korneluk RG, MacKenzie AE. The Inhibitors 
of Apoptosis (IAPs) and their emerging role in cancer. Oncogene. 
1998;17(25):3247-59.

85.	 Schimmer AD. Inhibitor of apoptosis proteins: Translating basic 
knowledge into clinical practice. Cancer Res. 2004;64(20):7183-90.

86.	 Altieri DC. Survivin, versatile modulation of cell division and apoptosis in 
cancer. Oncogene. 2003;22(53):8581-9.

87.	 Fields AC, Cotsonis G, Sexton D, Santoianni R, Cohen C. Survivin 
expression in hepatocellular carcinoma: Correlation with proliferation, 
prognostic parameters, and outcome. Mod Pathol. 2004;17(11):1378-85.

https://pubmed.ncbi.nlm.nih.gov/21319198/
https://pubmed.ncbi.nlm.nih.gov/21319198/
https://pubmed.ncbi.nlm.nih.gov/21319198/
https://pubmed.ncbi.nlm.nih.gov/21038418/
https://pubmed.ncbi.nlm.nih.gov/21038418/
https://pubmed.ncbi.nlm.nih.gov/21038418/
https://pubmed.ncbi.nlm.nih.gov/24132155/
https://pubmed.ncbi.nlm.nih.gov/24132155/
https://pubmed.ncbi.nlm.nih.gov/24132155/
https://pubmed.ncbi.nlm.nih.gov/22083493/
https://pubmed.ncbi.nlm.nih.gov/22083493/
https://pubmed.ncbi.nlm.nih.gov/22083493/
https://pubmed.ncbi.nlm.nih.gov/22083493/
https://pubmed.ncbi.nlm.nih.gov/18618588/
https://pubmed.ncbi.nlm.nih.gov/18618588/
https://pubmed.ncbi.nlm.nih.gov/18618588/
https://pubmed.ncbi.nlm.nih.gov/17785436/
https://pubmed.ncbi.nlm.nih.gov/17785436/
https://pubmed.ncbi.nlm.nih.gov/17785436/
https://pubmed.ncbi.nlm.nih.gov/17785436/
https://pubmed.ncbi.nlm.nih.gov/25241255/
https://pubmed.ncbi.nlm.nih.gov/25241255/
https://pubmed.ncbi.nlm.nih.gov/12189159/
https://pubmed.ncbi.nlm.nih.gov/12189159/
https://pubmed.ncbi.nlm.nih.gov/19244345/
https://pubmed.ncbi.nlm.nih.gov/19244345/
https://pubmed.ncbi.nlm.nih.gov/19244345/
https://pubmed.ncbi.nlm.nih.gov/19244345/
https://pubmed.ncbi.nlm.nih.gov/19244345/
https://pubmed.ncbi.nlm.nih.gov/16608879/
https://pubmed.ncbi.nlm.nih.gov/16608879/
https://pubmed.ncbi.nlm.nih.gov/16608879/
https://pubmed.ncbi.nlm.nih.gov/16608879/
https://pubmed.ncbi.nlm.nih.gov/14506991/
https://pubmed.ncbi.nlm.nih.gov/14506991/
https://pubmed.ncbi.nlm.nih.gov/11696424/
https://pubmed.ncbi.nlm.nih.gov/11696424/
https://pubmed.ncbi.nlm.nih.gov/11696424/
https://pubmed.ncbi.nlm.nih.gov/14568687/
https://pubmed.ncbi.nlm.nih.gov/14568687/
https://pubmed.ncbi.nlm.nih.gov/14568687/
https://pubmed.ncbi.nlm.nih.gov/15802273/
https://pubmed.ncbi.nlm.nih.gov/15802273/
https://pubmed.ncbi.nlm.nih.gov/15802273/
https://pubmed.ncbi.nlm.nih.gov/15802273/
https://pubmed.ncbi.nlm.nih.gov/15802273/
https://pubmed.ncbi.nlm.nih.gov/10582690/
https://pubmed.ncbi.nlm.nih.gov/10582690/
https://pubmed.ncbi.nlm.nih.gov/10582690/
https://pubmed.ncbi.nlm.nih.gov/19581923/
https://pubmed.ncbi.nlm.nih.gov/19581923/
https://pubmed.ncbi.nlm.nih.gov/19581923/
https://pubmed.ncbi.nlm.nih.gov/11711373/
https://pubmed.ncbi.nlm.nih.gov/11711373/
https://pubmed.ncbi.nlm.nih.gov/11711373/
https://pubmed.ncbi.nlm.nih.gov/11920460/
https://pubmed.ncbi.nlm.nih.gov/11920460/
https://pubmed.ncbi.nlm.nih.gov/11920460/
https://pubmed.ncbi.nlm.nih.gov/11920460/
https://pubmed.ncbi.nlm.nih.gov/25180681/
https://pubmed.ncbi.nlm.nih.gov/25180681/
https://pubmed.ncbi.nlm.nih.gov/25180681/
https://pubmed.ncbi.nlm.nih.gov/30144070/
https://pubmed.ncbi.nlm.nih.gov/30144070/
https://pubmed.ncbi.nlm.nih.gov/30144070/
https://pubmed.ncbi.nlm.nih.gov/21416157/
https://pubmed.ncbi.nlm.nih.gov/21416157/
https://pubmed.ncbi.nlm.nih.gov/21416157/
https://pubmed.ncbi.nlm.nih.gov/12028410/
https://pubmed.ncbi.nlm.nih.gov/12028410/
https://pubmed.ncbi.nlm.nih.gov/12028410/
https://pubmed.ncbi.nlm.nih.gov/14564631/
https://pubmed.ncbi.nlm.nih.gov/14564631/
https://pubmed.ncbi.nlm.nih.gov/14564631/
https://pubmed.ncbi.nlm.nih.gov/14564631/
https://pubmed.ncbi.nlm.nih.gov/19434519/
https://pubmed.ncbi.nlm.nih.gov/19434519/
https://pubmed.ncbi.nlm.nih.gov/19434519/
https://pubmed.ncbi.nlm.nih.gov/19434519/
https://pubmed.ncbi.nlm.nih.gov/21312234/
https://pubmed.ncbi.nlm.nih.gov/21312234/
https://pubmed.ncbi.nlm.nih.gov/21312234/
https://pubmed.ncbi.nlm.nih.gov/23022190/
https://pubmed.ncbi.nlm.nih.gov/23022190/
https://pubmed.ncbi.nlm.nih.gov/23022190/
https://pubmed.ncbi.nlm.nih.gov/23022190/
https://pubmed.ncbi.nlm.nih.gov/29067114/
https://pubmed.ncbi.nlm.nih.gov/29067114/
https://pubmed.ncbi.nlm.nih.gov/29067114/
https://pubmed.ncbi.nlm.nih.gov/22287725/
https://pubmed.ncbi.nlm.nih.gov/22287725/
https://pubmed.ncbi.nlm.nih.gov/18698017/
https://pubmed.ncbi.nlm.nih.gov/18698017/
https://pubmed.ncbi.nlm.nih.gov/18698017/
https://pubmed.ncbi.nlm.nih.gov/10796883/
https://pubmed.ncbi.nlm.nih.gov/10796883/
https://pubmed.ncbi.nlm.nih.gov/10796883/
https://pubmed.ncbi.nlm.nih.gov/18340453/
https://pubmed.ncbi.nlm.nih.gov/18340453/
https://pubmed.ncbi.nlm.nih.gov/18340453/
https://pubmed.ncbi.nlm.nih.gov/20054802/
https://pubmed.ncbi.nlm.nih.gov/20054802/
https://pubmed.ncbi.nlm.nih.gov/20054802/
https://pubmed.ncbi.nlm.nih.gov/20054802/
https://pubmed.ncbi.nlm.nih.gov/9916987/
https://pubmed.ncbi.nlm.nih.gov/9916987/
https://pubmed.ncbi.nlm.nih.gov/9916987/
https://pubmed.ncbi.nlm.nih.gov/15492230/
https://pubmed.ncbi.nlm.nih.gov/15492230/
https://pubmed.ncbi.nlm.nih.gov/14634620/
https://pubmed.ncbi.nlm.nih.gov/14634620/
https://pubmed.ncbi.nlm.nih.gov/15195112/
https://pubmed.ncbi.nlm.nih.gov/15195112/
https://pubmed.ncbi.nlm.nih.gov/15195112/


Sanabria J, et al., World Journal of Surgery and Surgical Research - General Surgery

2020 | Volume 3 | Article 123210Remedy Publications LLC., | http://surgeryresearchjournal.com

88.	 Kannangai R, Wang J, Liu QZ, Sahin F, Torbenson M. Survivin 
overexpression in hepatocellular carcinoma is associated with p53 
dysregulation. Int J Gastrointest Cancer. 2005;35(1):53-60.

89.	 Adida C, Berrebi D, Peuchmaur M, Reyes-Mugica M, Altieri DC. Anti-
apoptosis gene, survivin, and prognosis of neuroblastoma. Lancet. 
1998;351(9106):882-3.

90.	 Adida C, Haioun C, Gaulard P, Lepage E, Morel P, Briere J, et al. 
Prognostic significance of survivin expression in diffuse large B-cell 
lymphomas. Blood. 2000;96(5):1921-5.

91.	 Adida C, Recher C, Raffoux E, Daniel MT, Taksin AL, Rousselot P, et 
al. Expression and prognostic significance of survivin in de novo acute 
myeloid leukaemia. Br J Haematol. 2000;111(1):196-203.

92.	 Ambrosini G, Adida C, Altieri DC. A novel anti-apoptosis gene, survivin, 
expressed in cancer and lymphoma. Nat Med. 1997;3(8):917-21.

93.	 Fukuda S, Pelus LM. Regulation of the inhibitor-of-apoptosis family 
member survivin in normal cord blood and bone marrow CD34(+) cells 
by hematopoietic growth factors: Implication of survivin expression in 
normal hematopoiesis. Blood. 2001;98(7):2091-100.

94.	 Zhang T, Otevrel T, Gao Z, Gao Z, Ehrlich SM, Fields JZ, et al. Evidence that 
APC regulates survivin expression: A possible mechanism contributing to 
the stem cell origin of colon cancer. Cancer Res. 2001;61(124):8664-7.

95.	 Su C. Survivin in survival of hepatocellular carcinoma. Cancer Lett. 
2016;379(2):184-90.

96.	 Reed JC. The Survivin saga goes in vivo. J Clin Invest. 2001;108(7):965-9.

97.	 Dohi T, Okada K, Xia F, Wilford CE, Samuel T, Welsh K, et al. An IAP-
IAP complex inhibits apoptosis. J Biol Chem. 2004;279(33):34087-90.

98.	 Marusawa H, Matsuzawa S, Welsh K, Zou H, Armstrong R, Tamm I, et 
al. HBXIP functions as a cofactor of survivin in apoptosis suppression. 
EMBO J. 2003;22(11):2729-40.

99.	 Dohi T, Beltrami E, Wall NR, Plescia J, Altieri DC. Mitochondrial 
survivin inhibits apoptosis and promotes tumorigenesis. J Clin Invest. 
2004;114(8):1117-27.

100.	Fortugno P, Wall NR, Giodini A, O'Connor DS, Plescia J, Padgett KM, et 
al. Survivin exists in immunochemically distinct subcellular pools and is 
involved in spindle microtubule function. J Cell Sci. 2002;115(Pt 3):575-
85.

101.	Knauer SK, Bier C, Habtemichael N, Stauber RH. The Survivin-Crm1 
interaction is essential for chromosomal passenger complex localization 
and function. EMBO Rep. 2006;7(12):1259-65.

102.	Knauer SK, Kramer OH, Knosel T, Engels K, Rödel F, Kovács AF, et al. 
Nuclear export is essential for the tumor-promoting activity of survivin. 
FASEB J. 2007;21(1):207-16.

103.	Rodriguez JA, Span SW, Ferreira CG, Kruyt FA, Giaccone G. CRM1-
mediated nuclear export determines the cytoplasmic localization of the 
antiapoptotic protein Survivin. Exp Cell Res. 2002;275(1):44-53.

104.	Zaffaroni N, Pennati M, Daidone MG. Survivin as a target for new 
anticancer interventions. J Cell Mol Med. 2005;9(2):360-72.

105.	Giodini A, Kallio MJ, Wall NR, Gorbsky GJ, Tognin S, Marchisio PC, 
et al. Regulation of microtubule stability and mitotic progression by 
survivin. Cancer Res. 2002;62(9):2462-7.

106.	Sun B, Xu H, Zhang G, Zhu Y, Sun H, Hou G. Basic fibroblast growth 
factor upregulates survivin expression in hepatocellular carcinoma cells 
via a protein kinase B-dependent pathway. Oncol Rep. 2013;30(1):385-90.

107.	Li YH, Hu CF, Shao Q, Huang MY, Hou JH, Xie D, et al. Elevated 
expressions of survivin and VEGF protein are strong independent 
predictors of survival in advanced nasopharyngeal carcinoma. J Transl 
Med. 2008;6:1.

108.	Polverini PJ, Leibovich SJ. Induction of neovascularization in vivo and 

endothelial proliferation in vitro by tumor-associated macrophages. Lab 
Invest. 1984;51(6):635-42.

109.	Fernandez JG, Rodriguez DA, Valenzuela M, Calderon C, Urzúa U, 
Munroe D, et al. Survivin expression promotes VEGF-induced tumor 
angiogenesis via PI3K/Akt enhanced beta-catenin/Tcf-Lef dependent 
transcription. Mol Cancer. 2014;13:209.

110.	Mamori S, Matsushima M, Matsuura T, Tajiri H. Survivin is expressed 
in early hepatocellular carcinoma and surrounding hepatitis tissue. Mol 
Med Rep. 2009;2(6):911-5.

111.	Wakana Y, Kasuya K, Katayanagi S, Tsuchida A, Aoki T, Koyanagi Y, et 
al. Effect of survivin on cell proliferation and apoptosis in gastric cancer. 
Oncol Rep. 2002;9(6):1213-8.

112.	Or YY, Chow AK, Ng L, Fan ST, Yau TCC, Poon RTP, et al. Survivin 
depletion inhibits tumor growth and enhances chemosensitivity in 
hepatocellular carcinoma. Mol Med Rep. 2014;10(4):2025-30.

113.	Zhu H, Chen XP, Zhang WG, Luo SF, Zhang BX. Expression and 
significance of new inhibitor of apoptosis protein survivin in hepatocellular 
carcinoma. World J Gastroenterol. 2005;11(25):3855-9.

114.	Cao L, Li C, Shen S, Yan Y, Ji W, Wang J, et al. OCT4 increases BIRC5 and 
CCND1 expression and promotes cancer progression in hepatocellular 
carcinoma. BMC Cancer. 2013;13:82.

115.	Song Z, Yao X, Wu M. Direct interaction between survivin and Smac/
DIABLO is essential for the anti-apoptotic activity of survivin during 
taxol-induced apoptosis. J Biol Chem. 2003;278(25):23130-40.

116.	Suzuki A, Ito T, Kawano H, Hayashida M, Hayasaki Y, Tsutomi Y, et 
al. Survivin initiates procaspase 3/p21 complex formation as a result 
of interaction with Cdk4 to resist Fas-mediated cell death. Oncogene. 
2000;19(10):1346-53.

117.	Zhang W, Lu Z, Kong G, Gao Y, Wang T, Wang Q, et al. Hepatitis B virus 
X protein accelerates hepatocarcinogenesis with partner survivin through 
modulating miR-520b and HBXIP. Mol Cancer. 2014;13:128.

118.	Garcia-Saez I, Lacroix FB, Blot D, Gabel F, Skoufias DA. Structural 
characterization of HBXIP: The protein that interacts with the anti-
apoptotic protein survivin and the oncogenic viral protein HBx. J Mol 
Biol. 2011;405(2):331-40.

119.	Zarogoulidis P, Petanidis S, Kioseoglou E, Domvri K, Anestakis D, 
Zarogoulidis K. MiR-205 and miR-218 expression is associated with 
carboplatin chemoresistance and regulation of apoptosis via Mcl-1 and 
Survivin in lung cancer cells. Cell Signal. 2015;27(8):1576-88.

120.	Martinez-Ruiz G, Maldonado V, Ceballos-Cancino G, Grajeda JP, 
Melendez-Zajgla J. Role of Smac/DIABLO in cancer progression. J Exp 
Clin Cancer Res. 2008;27(1):48.

121.	Paul A, Krelin Y, Arif T, Jeger R, Shoshan-Barmatz V. A new role for 
the mitochondrial pro-apoptotic protein SMAC/Diablo in phospholipid 
synthesis associated with tumorigenesis. Mol Ther. 2018;26(3):680-94.

122.	Du C, Fang M, Li Y, Li L, Wang X. Smac, a mitochondrial protein that 
promotes cytochrome c-dependent caspase activation by eliminating IAP 
inhibition. Cell. 2000;102(1):33-42.

123.	Shiozaki EN, Shi Y. Caspases, IAPs and Smac/DIABLO: Mechanisms 
from structural biology. Trends Biochem Sci. 2004;29(9):486-94.

124.	Verhagen AM, Vaux DL. Cell death regulation by the mammalian IAP 
antagonist Diablo/Smac. Apoptosis. 2002;7(2):163-6.

125.	Hunter AM, LaCasse EC, Korneluk RG. The Inhibitors of Apoptosis 
(IAPs) as cancer targets. Apoptosis. 2007;12(9):1543-68.

126.	Crook NE, Clem RJ, Miller LK. An apoptosis-inhibiting baculovirus gene 
with a zinc finger-like motif. J Virol. 1993;67(4):2168-74.

127.	Chai J, Du C, Wu JW, Kyin S, Wang X, Shi Y. Structural and 
biochemical basis of apoptotic activation by Smac/DIABLO. Nature. 

https://pubmed.ncbi.nlm.nih.gov/15722574/
https://pubmed.ncbi.nlm.nih.gov/15722574/
https://pubmed.ncbi.nlm.nih.gov/15722574/
https://pubmed.ncbi.nlm.nih.gov/9525374/
https://pubmed.ncbi.nlm.nih.gov/9525374/
https://pubmed.ncbi.nlm.nih.gov/9525374/
https://pubmed.ncbi.nlm.nih.gov/10961895/
https://pubmed.ncbi.nlm.nih.gov/10961895/
https://pubmed.ncbi.nlm.nih.gov/10961895/
https://pubmed.ncbi.nlm.nih.gov/11091201/
https://pubmed.ncbi.nlm.nih.gov/11091201/
https://pubmed.ncbi.nlm.nih.gov/11091201/
https://pubmed.ncbi.nlm.nih.gov/9256286/
https://pubmed.ncbi.nlm.nih.gov/9256286/
https://pubmed.ncbi.nlm.nih.gov/11567995/
https://pubmed.ncbi.nlm.nih.gov/11567995/
https://pubmed.ncbi.nlm.nih.gov/11567995/
https://pubmed.ncbi.nlm.nih.gov/11567995/
https://pubmed.ncbi.nlm.nih.gov/11751382/
https://pubmed.ncbi.nlm.nih.gov/11751382/
https://pubmed.ncbi.nlm.nih.gov/11751382/
https://pubmed.ncbi.nlm.nih.gov/26118774/
https://pubmed.ncbi.nlm.nih.gov/26118774/
https://pubmed.ncbi.nlm.nih.gov/11581297/
https://pubmed.ncbi.nlm.nih.gov/15218035/
https://pubmed.ncbi.nlm.nih.gov/15218035/
https://pubmed.ncbi.nlm.nih.gov/12773388/
https://pubmed.ncbi.nlm.nih.gov/12773388/
https://pubmed.ncbi.nlm.nih.gov/12773388/
https://pubmed.ncbi.nlm.nih.gov/15489959/
https://pubmed.ncbi.nlm.nih.gov/15489959/
https://pubmed.ncbi.nlm.nih.gov/15489959/
https://pubmed.ncbi.nlm.nih.gov/11861764/
https://pubmed.ncbi.nlm.nih.gov/11861764/
https://pubmed.ncbi.nlm.nih.gov/11861764/
https://pubmed.ncbi.nlm.nih.gov/11861764/
https://pubmed.ncbi.nlm.nih.gov/17099693/
https://pubmed.ncbi.nlm.nih.gov/17099693/
https://pubmed.ncbi.nlm.nih.gov/17099693/
https://pubmed.ncbi.nlm.nih.gov/17099069/
https://pubmed.ncbi.nlm.nih.gov/17099069/
https://pubmed.ncbi.nlm.nih.gov/17099069/
https://pubmed.ncbi.nlm.nih.gov/11925104/
https://pubmed.ncbi.nlm.nih.gov/11925104/
https://pubmed.ncbi.nlm.nih.gov/11925104/
https://pubmed.ncbi.nlm.nih.gov/15963255/
https://pubmed.ncbi.nlm.nih.gov/15963255/
https://pubmed.ncbi.nlm.nih.gov/11980633/
https://pubmed.ncbi.nlm.nih.gov/11980633/
https://pubmed.ncbi.nlm.nih.gov/11980633/
https://pubmed.ncbi.nlm.nih.gov/23677479/
https://pubmed.ncbi.nlm.nih.gov/23677479/
https://pubmed.ncbi.nlm.nih.gov/23677479/
https://pubmed.ncbi.nlm.nih.gov/18171482/
https://pubmed.ncbi.nlm.nih.gov/18171482/
https://pubmed.ncbi.nlm.nih.gov/18171482/
https://pubmed.ncbi.nlm.nih.gov/18171482/
https://pubmed.ncbi.nlm.nih.gov/6209469/
https://pubmed.ncbi.nlm.nih.gov/6209469/
https://pubmed.ncbi.nlm.nih.gov/6209469/
https://pubmed.ncbi.nlm.nih.gov/25204429/
https://pubmed.ncbi.nlm.nih.gov/25204429/
https://pubmed.ncbi.nlm.nih.gov/25204429/
https://pubmed.ncbi.nlm.nih.gov/25204429/
https://pubmed.ncbi.nlm.nih.gov/21475920/
https://pubmed.ncbi.nlm.nih.gov/21475920/
https://pubmed.ncbi.nlm.nih.gov/21475920/
https://pubmed.ncbi.nlm.nih.gov/12375022/
https://pubmed.ncbi.nlm.nih.gov/12375022/
https://pubmed.ncbi.nlm.nih.gov/12375022/
https://pubmed.ncbi.nlm.nih.gov/25070628/
https://pubmed.ncbi.nlm.nih.gov/25070628/
https://pubmed.ncbi.nlm.nih.gov/25070628/
https://pubmed.ncbi.nlm.nih.gov/15991282/
https://pubmed.ncbi.nlm.nih.gov/15991282/
https://pubmed.ncbi.nlm.nih.gov/15991282/
https://pubmed.ncbi.nlm.nih.gov/23433354/
https://pubmed.ncbi.nlm.nih.gov/23433354/
https://pubmed.ncbi.nlm.nih.gov/23433354/
https://pubmed.ncbi.nlm.nih.gov/12660240/
https://pubmed.ncbi.nlm.nih.gov/12660240/
https://pubmed.ncbi.nlm.nih.gov/12660240/
https://pubmed.ncbi.nlm.nih.gov/10713676/
https://pubmed.ncbi.nlm.nih.gov/10713676/
https://pubmed.ncbi.nlm.nih.gov/10713676/
https://pubmed.ncbi.nlm.nih.gov/10713676/
https://pubmed.ncbi.nlm.nih.gov/24886421/
https://pubmed.ncbi.nlm.nih.gov/24886421/
https://pubmed.ncbi.nlm.nih.gov/24886421/
https://pubmed.ncbi.nlm.nih.gov/21059355/
https://pubmed.ncbi.nlm.nih.gov/21059355/
https://pubmed.ncbi.nlm.nih.gov/21059355/
https://pubmed.ncbi.nlm.nih.gov/21059355/
https://pubmed.ncbi.nlm.nih.gov/25917317/
https://pubmed.ncbi.nlm.nih.gov/25917317/
https://pubmed.ncbi.nlm.nih.gov/25917317/
https://pubmed.ncbi.nlm.nih.gov/25917317/
https://pubmed.ncbi.nlm.nih.gov/18822137/
https://pubmed.ncbi.nlm.nih.gov/18822137/
https://pubmed.ncbi.nlm.nih.gov/18822137/
https://pubmed.ncbi.nlm.nih.gov/29396267/
https://pubmed.ncbi.nlm.nih.gov/29396267/
https://pubmed.ncbi.nlm.nih.gov/29396267/
https://pubmed.ncbi.nlm.nih.gov/10929711/
https://pubmed.ncbi.nlm.nih.gov/10929711/
https://pubmed.ncbi.nlm.nih.gov/10929711/
https://pubmed.ncbi.nlm.nih.gov/15337122/
https://pubmed.ncbi.nlm.nih.gov/15337122/
https://pubmed.ncbi.nlm.nih.gov/11865200/
https://pubmed.ncbi.nlm.nih.gov/11865200/
https://pubmed.ncbi.nlm.nih.gov/17573556/
https://pubmed.ncbi.nlm.nih.gov/17573556/
https://pubmed.ncbi.nlm.nih.gov/8445726/
https://pubmed.ncbi.nlm.nih.gov/8445726/
https://pubmed.ncbi.nlm.nih.gov/10972280/
https://pubmed.ncbi.nlm.nih.gov/10972280/


Sanabria J, et al., World Journal of Surgery and Surgical Research - General Surgery

2020 | Volume 3 | Article 123211Remedy Publications LLC., | http://surgeryresearchjournal.com

2000;406(6798):855-62.

128.	Srinivasula SM, Datta P, Fan XJ, Fernandes-Alnemri T, Huang Z, 
Alnemri ES. Molecular determinants of the caspase-promoting activity of 
Smac/DIABLO and its role in the death receptor pathway. J Biol Chem. 
2000;275(46):36152-7.

129.	Ceballos-Cancino G, Espinosa M, Maldonado V, Melendez-Zajgla J. 
Regulation of mitochondrial Smac/DIABLO-selective release by survivin. 
Oncogene. 2007;26(54):7569-75.

130.	Bao ST, Gui SQ, Lin MS. Relationship between expression of Smac 
and Survivin and apoptosis of primary hepatocellular carcinoma. 
Hepatobiliary Pancreat Dis Int. 2006;5(4):580-3.

131.	Cai T, Wang H, Chen Y, Liu L, Gunning WT, Quintas LEM, et al. 
Regulation of caveolin-1 membrane trafficking by the Na/K-ATPase. J 
Cell Biol. 2008;182(6):1153-69.

132.	Cui X, Xie Z. Protein Interaction and Na/K-ATPase-Mediated Signal 
Transduction. Molecules. 2017;22(6):990.

133.	Liang M, Cai T, Tian J, Qu W, Xie ZJ. Functional characterization of Src-
interacting Na/K-ATPase using RNA interference assay. J Biol Chem. 
2006;281(28):19709-19.

134.	Xie Z, Cai T. Na+-K+--ATPase-mediated signal transduction: From 
protein interaction to cellular function. Mol Interv. 2003;3(3):157-68.

135.	Sodhi K, Nichols A, Mallick A, Klug RL, Liu J, Wang X, et al. The 
Na/K-ATPase oxidant amplification loop regulates aging. Sci Rep. 
2018;8(1):9721.

136.	Sodhi K, Srikanthan K, Goguet-Rubio P, Nichols A, Mallick A, Nawab A, 
et al. pNaKtide attenuates steatohepatitis and atherosclerosis by blocking 
Na/K-ATPase/ROS amplification in C57Bl6 and ApoE knockout mice fed 
a western diet. Sci Rep. 2017;7(1):193.

137.	Liu J, Tian J, Chaudhry M, Maxwell K, Yan Y, Wang X, et al. Attenuation 
of Na/K-ATPase mediated oxidant amplification with pNaKtide 
ameliorates experimental uremic cardiomyopathy. Sci Rep. 2016;6:34592.

138.	Wang X, Liu J, Drummond CA, Shapiro JI. Sodium potassium adenosine 
triphosphatase (Na/K-ATPase) as a therapeutic target for uremic 
cardiomyopathy. Expert Opin Ther Targets. 2017;21(5):531-41.

139.	Li Z, Cai T, Tian J, Xie JX, Zhao X, Liu L, et al. NaKtide, a Na/K-ATPase-
derived peptide Src inhibitor, antagonizes ouabain-activated signal 
transduction in cultured cells. J Biol Chem. 2009;284(31):21066-76.

140.	Masaki T, Okada M, Shiratori Y, Rengifo W, Matsumoto K, Maeda S, et 
al. pp60c-src activation in hepatocellular carcinoma of humans and LEC 
rats. Hepatology. 1998;27(5):1257-64.

141.	Zhao R, Wu Y, Wang T, Zhang Y, Kong D, Zhang L, et al. Elevated 
Src expression associated with hepatocellular carcinoma metastasis in 
northern Chinese patients. Oncol Lett. 2015;10(5):3026-34.

142.	Banerjee M, Cui X, Li Z, Yu H, Cai L, Jia X, et al. Na/K-ATPase Y260 
phosphorylation-mediated Src regulation in control of aerobic glycolysis 
and tumor growth. Sci Rep. 2018;8(1):12322.

143.	Schneditz G, Elias JE, Pagano E, Cader MZ, Saveljeva S, Long K, et al. GPR35 
promotes glycolysis, proliferation, and oncogenic signaling by engaging 
with the sodium potassium pump. Sci Signal. 2019;12(562):eaau9048).

144.	Li Z, Zhang Z, Xie JX, Li X, Tian J, Cai T, et al. Na/K-ATPase mimetic 
pNaKtide peptide inhibits the growth of human cancer cells. J Biol Chem. 
2011;286(37):32394-403.

145.	Gable ME, Abdallah SL, Najjar SM, Liu L, Askari A. Digitalis-induced 
cell signaling by the sodium pump: On the relation of Src to Na(+)/K(+)-
ATPase. Biochem Biophys Res Commun. 2014;446(4):1151-4.

146.	Yosef E, Katz A, Peleg Y, Mehlman T, Karlish SJ. Do Src kinase and caveolin 
interact directly with Na, K-ATPase? J Biol Chem. 2016;291(22):11736-
50.

147.	Madan N, Xu Y, Duan Q, Banerjee M, Larre I, Pierre SV, et al. Src-
independent ERK signaling through the rat alpha3 isoform of Na/K-
ATPase. Am J Physiol Cell Physiol. 2017;312(3):C222-C32.

148.	Xie J, Ye Q, Cui X, Madan N, Q Yi, Pierre SV, et al. Expression of rat 
Na-K-ATPase alpha2 enables ion pumping but not ouabain-induced 
signaling in alpha1-deficient porcine renal epithelial cells. Am J Physiol 
Cell Physiol. 2015;309(6):C373-82.

149.	Yu H, Cui X, Zhang J, Xie JX, Banerjee M, Pierre SV, et al. Heterogeneity 
of signal transduction by Na-K-ATPase alpha-isoforms: Role of Src 
interaction. Am J Physiol Cell Physiol. 2018;314(2):C202-C10.

150.	Tian J, Cai T, Yuan Z, Wang H, Liu L, Haas M, et al. Binding of Src to 
Na+/K+ - ATPase forms a functional signaling complex. Mol Biol Cell. 
2006;17(1):317-26.

151.	Lai F, Madan N, Ye Q, Li Z, Wang S, Si S, et al. Identification of a mutant 
alpha1 Na/K-ATPase that pumps but is defective in signal transduction. J 
Biol Chem. 2013;288(19):13295-304.

152.	Liang M, Tian J, Liu L, Pierre S, Liu J, Shapiro J, et al. Identification of a 
pool of non-pumping Na/K-ATPase. J Biol Chem. 2007;282(14):10585-
93.

153.	Weigand KM, Swarts HG, Fedosova NU, Russel FG, Koenderink JB. Na, 
K-ATPase activity modulates Src activation: A role for ATP/ADP ratio. 
Biochim Biophys Acta. 2012;1818(5):1269-73.

154.	Clifford RJ, Kaplan JH. Human breast tumor cells are more resistant to 
cardiac glycoside toxicity than non-tumorigenic breast cells. PLoS One. 
2013;8(12):e84306.

155.	Beachy PA, Karhadkar SS, Berman DM. Tissue repair and stem cell 
renewal in carcinogenesis. Nature. 2004;432(7015):324-31.

156.	Nybakken K, Perrimon N. Hedgehog signal transduction: Recent findings. 
Curr Opin Genet Dev. 2002;12(5):503-11.

157.	Karpen HE, Bukowski JT, Hughes T, Gratton JP, Sessa WC, Gailani 
MR. The sonic hedgehog receptor patched associates with caveolin-1 in 
cholesterol-rich microdomains of the plasma membrane. J Biol Chem. 
2001;276(22):19503-11.

158.	Kwon H, Song K, Han C, Chen W, Wang Y, Dash S, et al. Inhibition 
of hedgehog signaling ameliorates hepatic inflammation in mice with 
nonalcoholic fatty liver disease. Hepatology. 2016;63(4):1155-69.

159.	Kasper M, Regl G, Frischauf AM, Aberger F. GLI transcription 
factors: Mediators of oncogenic Hedgehog signaling. Eur J Cancer. 
2006;42(4):437-45.

160.	Vlckova K, Ondrusova L, Vachtenheim J, Réda J, Dundr P, Zadinová M, 
et al. Survivin, a novel target of the Hedgehog/GLI signaling pathway in 
human tumor cells. Cell Death Dis. 2016;7(1):e2048.

161.	Lorena Lobos-González, Lorena Aguilar, Gonzalo Fernández, Carlos 
Sanhueza and Andrew FGQ. Caveolin-1 in Melanoma Progression, 
Advances in Malignant Melanoma - Clinical and Research Perspectives. 
ed April W. Armstrong. Intech Open. 2011. 

162.	Marra F, Gastaldelli A, Svegliati Baroni G, Tell G,Tiribelli G. Molecular 
basis and mechanisms of progression of non-alcoholic steatohepatitis. 
Trends Mol Med. 2008; 14(2):72-81.

https://pubmed.ncbi.nlm.nih.gov/10972280/
https://pubmed.ncbi.nlm.nih.gov/10950947/
https://pubmed.ncbi.nlm.nih.gov/10950947/
https://pubmed.ncbi.nlm.nih.gov/10950947/
https://pubmed.ncbi.nlm.nih.gov/10950947/
https://pubmed.ncbi.nlm.nih.gov/17546047/
https://pubmed.ncbi.nlm.nih.gov/17546047/
https://pubmed.ncbi.nlm.nih.gov/17546047/
https://pubmed.ncbi.nlm.nih.gov/17085346/
https://pubmed.ncbi.nlm.nih.gov/17085346/
https://pubmed.ncbi.nlm.nih.gov/17085346/
https://pubmed.ncbi.nlm.nih.gov/18794328/
https://pubmed.ncbi.nlm.nih.gov/18794328/
https://pubmed.ncbi.nlm.nih.gov/18794328/
https://pubmed.ncbi.nlm.nih.gov/28613263/
https://pubmed.ncbi.nlm.nih.gov/28613263/
https://pubmed.ncbi.nlm.nih.gov/16698801/
https://pubmed.ncbi.nlm.nih.gov/16698801/
https://pubmed.ncbi.nlm.nih.gov/16698801/
https://pubmed.ncbi.nlm.nih.gov/14993422/
https://pubmed.ncbi.nlm.nih.gov/14993422/
https://pubmed.ncbi.nlm.nih.gov/29946187/
https://pubmed.ncbi.nlm.nih.gov/29946187/
https://pubmed.ncbi.nlm.nih.gov/29946187/
https://pubmed.ncbi.nlm.nih.gov/28298638/
https://pubmed.ncbi.nlm.nih.gov/28298638/
https://pubmed.ncbi.nlm.nih.gov/28298638/
https://pubmed.ncbi.nlm.nih.gov/28298638/
https://pubmed.ncbi.nlm.nih.gov/27698370/
https://pubmed.ncbi.nlm.nih.gov/27698370/
https://pubmed.ncbi.nlm.nih.gov/27698370/
https://pubmed.ncbi.nlm.nih.gov/28338377/
https://pubmed.ncbi.nlm.nih.gov/28338377/
https://pubmed.ncbi.nlm.nih.gov/28338377/
https://pubmed.ncbi.nlm.nih.gov/19506077/
https://pubmed.ncbi.nlm.nih.gov/19506077/
https://pubmed.ncbi.nlm.nih.gov/19506077/
https://pubmed.ncbi.nlm.nih.gov/9581679/
https://pubmed.ncbi.nlm.nih.gov/9581679/
https://pubmed.ncbi.nlm.nih.gov/9581679/
https://pubmed.ncbi.nlm.nih.gov/26722284/
https://pubmed.ncbi.nlm.nih.gov/26722284/
https://pubmed.ncbi.nlm.nih.gov/26722284/
https://pubmed.ncbi.nlm.nih.gov/30120256/
https://pubmed.ncbi.nlm.nih.gov/30120256/
https://pubmed.ncbi.nlm.nih.gov/30120256/
https://pubmed.ncbi.nlm.nih.gov/30600262/
https://pubmed.ncbi.nlm.nih.gov/30600262/
https://pubmed.ncbi.nlm.nih.gov/30600262/
https://pubmed.ncbi.nlm.nih.gov/21784855/
https://pubmed.ncbi.nlm.nih.gov/21784855/
https://pubmed.ncbi.nlm.nih.gov/21784855/
https://pubmed.ncbi.nlm.nih.gov/24667596/
https://pubmed.ncbi.nlm.nih.gov/24667596/
https://pubmed.ncbi.nlm.nih.gov/24667596/
https://pubmed.ncbi.nlm.nih.gov/27022017/
https://pubmed.ncbi.nlm.nih.gov/27022017/
https://pubmed.ncbi.nlm.nih.gov/27022017/
https://pubmed.ncbi.nlm.nih.gov/27903584/
https://pubmed.ncbi.nlm.nih.gov/27903584/
https://pubmed.ncbi.nlm.nih.gov/27903584/
https://pubmed.ncbi.nlm.nih.gov/26108663/
https://pubmed.ncbi.nlm.nih.gov/26108663/
https://pubmed.ncbi.nlm.nih.gov/26108663/
https://pubmed.ncbi.nlm.nih.gov/26108663/
https://pubmed.ncbi.nlm.nih.gov/29118027/
https://pubmed.ncbi.nlm.nih.gov/29118027/
https://pubmed.ncbi.nlm.nih.gov/29118027/
https://pubmed.ncbi.nlm.nih.gov/16267270/
https://pubmed.ncbi.nlm.nih.gov/16267270/
https://pubmed.ncbi.nlm.nih.gov/16267270/
https://pubmed.ncbi.nlm.nih.gov/23532853/
https://pubmed.ncbi.nlm.nih.gov/23532853/
https://pubmed.ncbi.nlm.nih.gov/23532853/
https://pubmed.ncbi.nlm.nih.gov/17296611/
https://pubmed.ncbi.nlm.nih.gov/17296611/
https://pubmed.ncbi.nlm.nih.gov/17296611/
https://pubmed.ncbi.nlm.nih.gov/22290188/
https://pubmed.ncbi.nlm.nih.gov/22290188/
https://pubmed.ncbi.nlm.nih.gov/22290188/
https://pubmed.ncbi.nlm.nih.gov/24349570/
https://pubmed.ncbi.nlm.nih.gov/24349570/
https://pubmed.ncbi.nlm.nih.gov/24349570/
https://pubmed.ncbi.nlm.nih.gov/15549094/
https://pubmed.ncbi.nlm.nih.gov/15549094/
https://pubmed.ncbi.nlm.nih.gov/12200154/
https://pubmed.ncbi.nlm.nih.gov/12200154/
https://pubmed.ncbi.nlm.nih.gov/11278759/
https://pubmed.ncbi.nlm.nih.gov/11278759/
https://pubmed.ncbi.nlm.nih.gov/11278759/
https://pubmed.ncbi.nlm.nih.gov/11278759/
https://pubmed.ncbi.nlm.nih.gov/26473743/
https://pubmed.ncbi.nlm.nih.gov/26473743/
https://pubmed.ncbi.nlm.nih.gov/26473743/
https://pubmed.ncbi.nlm.nih.gov/16406505/
https://pubmed.ncbi.nlm.nih.gov/16406505/
https://pubmed.ncbi.nlm.nih.gov/16406505/
https://pubmed.ncbi.nlm.nih.gov/26775700/
https://pubmed.ncbi.nlm.nih.gov/26775700/
https://pubmed.ncbi.nlm.nih.gov/26775700/
https://www.intechopen.com/books/advances-in-malignant-melanoma-clinical-and-research-perspectives/caveolin-1-in-melanoma-progression
https://www.intechopen.com/books/advances-in-malignant-melanoma-clinical-and-research-perspectives/caveolin-1-in-melanoma-progression
https://www.intechopen.com/books/advances-in-malignant-melanoma-clinical-and-research-perspectives/caveolin-1-in-melanoma-progression
https://www.intechopen.com/books/advances-in-malignant-melanoma-clinical-and-research-perspectives/caveolin-1-in-melanoma-progression
https://pubmed.ncbi.nlm.nih.gov/18218340/
https://pubmed.ncbi.nlm.nih.gov/18218340/
https://pubmed.ncbi.nlm.nih.gov/18218340/

	Title
	Abstract
	Abbreviations
	Introduction
	Epidemiology
	Metabolic Mechanisms for NASH- Related HCC
	Signaling Pathways in NASH-Dependent HCC Progression
	Summary
	References
	Figure 1
	Figure 2
	Figure 3
	Figure 4
	Figure 5
	Figure 6
	Figure 7



