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A B S T R A C T   

Natural product compounds have lately attracted interest in the scientific community as a possible treatment for 
gastrointestinal (GI) cancer, due to their anti-inflammatory and anticancer properties. There are many preclin-
ical, clinical, and epidemiological studies, suggesting that the consumption of polyphenol compounds, which are 
abundant in vegetables, grains, fruits, and pulses, may help to prevent various illnesses and disorders from 
developing, including several GI cancers. The development of GI malignancies follows a well-known path, in 
which normal gastrointestinal cells acquire abnormalities in their genetic composition, causing the cells to 
continuously proliferate, and metastasize to other sites, especially the brain and liver. Natural compounds with 
the ability to affect oncogenic pathways might be possible treatments for GI malignancies, and could easily be 
tested in clinical trials. Resveratrol is a non-flavonoid polyphenol and a natural stilbene, acting as a phytoes-
trogen with anti-cancer, cardioprotective, anti-oxidant, and anti-inflammatory properties. Resveratrol has been 
shown to overcome resistance mechanisms in cancer cells, and when combined with conventional anticancer 
drugs, could sensitize cancer cells to chemotherapy. Several new resveratrol analogs and nanostructured delivery 
vehicles with improved anti-GI cancer efficacy, absorption, and pharmacokinetic profiles have already been 
developed. This present review focuses on the in vitro and in vivo effects of resveratrol on GI cancers, as well as 
the underlying molecular mechanisms of action.   
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1. Introduction 

Gastrointestinal malignancies are frequently only discovered at a late 
stage, due to the absence of distinctive early symptoms. Because of the 
likely occurrence of metastasis in advanced disease, therapy is a com-
plex procedure that seldom results in a complete cure. Lifestyle and 
nutrition are two factors that influence the initiation and progression of 
many cancers. Numerous studies have indicated that eating a healthy, 
well-balanced diet containing large amounts of vegetables and fruits is 
able to decrease the risk of cancer [1–3]. As a result, increased attention 
is being paid to naturally derived compounds that occur in the normal 
diet, and have been utilized in traditional medicine for centuries. 

Polyphenols are organic compounds containing multiple phenolic 
units, primarily found as phytochemicals, and are divided into five main 
groups: lignans, phenolic acids, stilbenes, flavonoids, and tannins. Fla-
vonoids are divided into seven sub-classes: flavonols, anthocyanidins, 
chalcones, isoflavones, flavones, flavanones, and flavan-3-ols. Poly-
phenols, which are secondary plant metabolites, are generally formed in 
response to stressful or infectious processes in plants, and act to defend 
plants against harm from outside [4]. Similarly, polyphenols have been 
shown to stimulate the natural antioxidant systems in humans by acti-
vating a variety of antioxidant pathways and efficiently scavenging free 
radicals. Moreover, they have the potential to act as a metal chelator in 
humans, thus removing toxic metals which can produce excessive free 
radicals and lipid peroxidation [5]. Furthermore, polyphenols have been 
shown to have a variety of biological benefits, in addition to their 
antioxidant activity, including anti-cancer, anti-inflammatory, immu-
nomodulatory, anti-diabetic effects, and can be protective towards the 
GI tract, heart, and nervous system [6,7]. 

Resveratrol is among the most intensively investigated plant poly-
phenols. Resveratrol (3,5,4’-trihydroxy-trans-stilbene) is a small- 
molecule stilbene compound, with two aromatic rings in its structure. 
Resveratrol was initially isolated from the roots of white hellebore 
(Veratrum grandiflorum) in 1940. [8]. It has also been isolated from other 
sources, such as berries, grapes, and peanuts. [9]. Although studies on 
the effects of resveratrol on the pathogenesis of several diseases have 
produced some conflicting results, its chemopreventive properties are 
noteworthy [10–13]. These chemopreventive properties are linked with 

its antioxidant, anti-inflammatory and antiangiogenic effects [14,15]. 
The ability of resveratrol to inhibit cell proliferation, target several 
molecular pathways, and induce apoptosis in solid tumors has been 
shown in recent publications [14,16]. The primary goal of the current 
review is to discuss recent research on the pharmacological effects of 
resveratrol in human GI cancers. 

2. Resveratrol: Potential, bioavailability and mechanisms of 
action in cancer therapy 

Stilbenoids are natural phenolic compounds, largely acting as phy-
toalexins, which are synthesized in plants to preserve them from fungal 
infections and environmental toxins, while also inhibiting pathogen 
activity [17]. The most intensively researched stilbenoid, resveratrol (3, 
5,4′-trihydroxy-trans-stilbene; resveratrol, Fig. 1), is found in foodstuffs 
such as grape skin, blueberries, peanuts, and raspberries [18]. The 
Japanese scientist Michio Takaoka from Imperial University of Hok-
kaido, first isolated resveratrol from Veratrum grandiflorum in 1940 [19]. 
Its structure contains two phenolic rings attached to each other through 
a double styrene bond. This double bond can undergo stereo-
isomerization, and hence two isomeric forms (cis and trans) exist, with 
the trans isomer predominating in comparison to the cis isomer [20]. 
However, another study showed that the cis isomer was a better inhib-
itor of tumor cells [21], so there is some evidence that the isomerization 
of this molecule affects the bioactivity. The use of pure resveratrol as a 
nutraceutical is limited because of its low oral bioavailability, poor 
water solubility (<0.05 mg/mL), and pronounced chemical instability 
[22,23]. When resveratrol was consumed orally, about 75 % was 
eventually absorbed (25 mg oral dose) [24,25], but it is questionable if 
this rate would be the same at higher doses. The absorption or uptake of 
resveratrol by different types of cells has been reported in previous 
studies [26–29]. Despite its high absorption, poor bioavailability was 
observed [25]. We can detect resveratrol in the bloodstream 30–60 min 
after ingestion, showing it is rapidly absorbed from the GI tract [24,25]. 
Resveratrol is rapidly metabolized by sulfation and glucuronidation in 
the small intestine, and in the large intestine these compounds can be 
metabolized by the gut microbiota to generate dihydroresveratrol, 
lunularin, and 3,4’-dihydroxy-trans-stilbene. Furthermore, the effect of 

Fig. 1. Some signaling pathways involved in the suppression of biological responses of malignant cancer cells by resveratrol, including stemness, proliferation, EMT 
progress, migration, antiapoptosis, invasion and ROS levels [70]. 
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circadian rhythms on its bioavailability has also been proposed [30], as 
well as the effect of the type of meal containing resveratrol [31]. With 
this in mind, chronopharmacokinetic studies have been proposed to 
identify the ideal time for taking a drug [32]. Accordingly, it has been 
found that resveratrol has higher bioavailability when taken in the 
morning [30]. Vaz-da-Silva et al. asked whether a high-fat diet 
consumed along with 400 mg of resveratrol may alter the bioavailability 
[33], and reported that the overall bioavailability was not markedly 
changed, although resveratrol absorption was delayed when consumed 
with food, in comparison with fasting. 

Emerging evidence has revealed that resveratrol can be beneficial in 
several diseases, especially cancers, including prostate [34], colorectal 
[35], breast [36], and lung [37]. Moreover, it has been suggested that 
resveratrol could exert its antiproliferative effects via cell cycle arrest 
[38], apoptosis induction [39], metastasis inhibition [40], and reversing 
drug resistance [40]. 

As reported in many previous studies, resveratrol could be a suitable 
candidate for the prevention and treatment of various cancers, since it 
has shown antitumor properties in the laboratory [41,42]. Experimental 
research has suggested its ability to inhibit cancer at all the stages to 
some extent [43–45]. Many studies have found that resveratrol has 
chemopreventive as well as chemotherapeutic activity, attributed to its 
pro-apoptosis, anti-oxidant, and anti-inflammatory properties [45,46]. 
Additionally, resveratrol is thought to modulate various transcription 
factors, upstream kinases, and their regulators to affect intracellular 
signaling pathways, involving cell viability and death, pro-inflammatory 
mediators, as well as angiogenic and metastatic circuits [47]. For 
example, Lin Li et al. clarified the mechanism behind the 
anti-proliferative and pro-apoptotic effects of resveratrol on cervical 
cancer cell lines. The authors discovered that resveratrol was able to 
stimulate shrinkage and apoptosis of HeLa cells by activating caspase-3 
and caspase-9, decreasing the expression of anti-apoptotic proteins 
(B-cell lymphoma) Bcl-XL, Bcl-2, and cyclin B, and increasing the 
pro-apoptotic Bcl-2-associated X (BAX) protein, p21, p27, and p53 [48]. 
Nrf2 is referred to as a double-edged sword, so that the activation of Nrf2 
has cell protective and chemotherapeutic effects on the one hand, and 
inhibits apoptosis, induces proliferation and also increases cell survival 
on the other hand. It has been reported that oncogenes such as Myc, 
Kras, and Braf genes induce the transcription of Nrf2 in cells, and 
overexpression of Nrf2 can reduce oxidative stress [49]. Resveratrol has 
previously been shown to have suppressive effects on proteins and lipid 
oxidation and can protect the hepatocytes in oxidative stress conditions 
through increasing in the Nrf2 mRNA concentration and the regulation 
of superoxide dismutase (SOD), glutathione peroxidase (GPX), catalase 
(CAT), and activation of the Sirt1/AMPK and Nrf2 pathways [50]. Ac-
cording to Cheng et al., Nrf2 signaling could inhibit NAF-1 expression, 
and induce the production of reactive oxygen species (ROS), which led 
to apoptosis. They found it could inhibit pancreatic cancer (PC) cell 
proliferation, and had anticancer effects [51]. Regarding to anti-
proliferative and antioxidant activity of resveratrol, it also acts via 
PI3K/Akt/Nrf2 pathway and Keap1-Nrf2 pathway. Keap1, a negative 
Nrf2 controller, has oxidative sensors and can detect oxidative stress in 
the cells. The Keap1-Nrf2 signaling pathway is essential for the regula-
tion of the anabolic pathways in the cells and reduction of oxidant [52]. 

Moreover, resveratrol by Nrf2/HO-1 pathway and STAT3/NF-κB 
signaling reduces TNF-α, TGF-β1, STAT3, LDH, and IL-6 and suppress 
the expression of P-glycoprotein, thereby reducing inflammation [53]. 

Resveratrol is a histone deacetylase inhibitor (epigenetic reversal 
agent) with antiproliferative activity, attributed to its ability to promote 
apoptosis, autophagy, mitotic cell death, cell cycle arrest in cancer cells, 
increasing ROS production and oxidative stress, and inhibiting angio-
genesis [54]. The 4′-OH group in trans-conformation with the 
4′-hydroxystyryl moiety is essential for inhibition of cell proliferation 
[55]. Enzymatic assays have shown an interaction between resveratrol 
and DNA polymerase enzymes leading to the inhibition of DNA synthesis 
[55]. Another in vitro study found that inactivation of the NF-κB protein 

(a transcription factor that regulates gene expression) by resveratrol 
could improve the effectiveness of chemotherapy. Because NF-κB can 
mediate resistance to cytotoxic drugs, when resveratrol inhibits this 
transcription factor, drugs can operate more efficiently [9,56,57]. In 
colon cancer cells, resveratrol was shown to inhibit the nuclear trans-
location, phosphorylation, and acetylation of NF-κB. Additionally in 
colon cancer cells, resveratrol application was associated with lower 
levels of iNOS, which is an enzyme producing nitric oxide in inflam-
matory responses. High amounts of nitric oxide can induce inflamma-
tion and cellular damage, and has been proposed to be partly responsible 
for colon carcinogenesis. Moreover, resveratrol administration has been 
associated with inhibition of the IGF-1R/Akt/Wnt signaling pathway, as 
well as the activation of p53, leading to anticancer activity [58]. Fig. 1 
shows schematically several signaling pathways involved in the sup-
pression of biological responses of malignant cancer cells by resveratrol. 

Furthermore, the phytoestrogen resveratrol has been frequently 
studied as a potential chemopreventive agent against breast cancer, and 
as a treatment either alone or in combination with chemotherapeutic 
drugs [36,59]. In combination with other drugs, resveratrol can increase 
the sensitivity of tumor cells to drugs and consequently can overcome 
chemoresistance [45]. Resveratrol was also reported to be able to 
enhance the susceptibility of pancreatic cancer (PC) cells to gemcitabine 
treatment [51]. Resveratrol reduced the risk of nephrotoxicity caused by 
cisplatin, a chemotherapeutic drug used to treat bladder, ovarian, 
testicular, and many other cancers [60]. Many in vitro and animal 
studies have shown similar preventative activity against prostate, colon, 
breast, cervical, and lung cancer [45,61–66]. The antioxidant effects of 
resveratrol in cancer cells have also been demonstrated [67]. Further-
more, resveratrol when used as a support during cancer therapy, has 
favorable benefits to the patients [68–70]. Bearing in mind the molec-
ular structure and properties of resveratol, along with experimental and 
clinical trial data, it has been proposed to be useful for several in-
dications in cancer. These are: (i) as a neoadjuvant therapy before cancer 
surgery to reduce the tumor size, due to apoptosis and inhibition of 
proliferation; (ii) as an adjuvant therapy after surgery to prevent tumor 
invasion and metastasis; (iii) as a chemotherapy sensitizer along with 
chemotherapeutic drugs, such as doxorubicin, gemcitabine, docetaxel, 
capsaicin, and temozolomide; (iv) for individuals at high risk of devel-
oping cancer for chemoprevention; (v) as a radioprotective agent to 
decrease radiotherapy-related adverse such as mucositis and 
xerostomia. 

3. Resveratrol and gastrointestinal cancer 

Resvertrol is becoming recognized as an anti-cancer drug; it has 
powerful anti-cancer activity in various cancer cells and organs. Previ-
ous research in cell lines and animal models, has shown that resveratrol 
can dramatically affect numerous cell signaling pathways, and inhibit or 
slow tumor cell growth [64,71]. In addition to the protective role of 
resveratrol in the GI tract, the therapeutic effects of resveratrol in 
different gastrointestinal cancers are reviewed below. The main mech-
anisms of action are: (a) inducing apoptosis and autophagy via regu-
lating AMPK, MAPK/ERK, PI3K/Akt, JAK/STAT, and JNK [50,71,72]; 
(b) regulating Smad, PI3K/AKT (PTEN), and TGF-signaling pathways to 
limit epithelial cell growth by affecting cell cycle proteins such cyclins 
and CDKs [73,74]; (c) inhibiting cell invasion, migration, and angio-
genesis by modulating the MAPK and Wnt/catenin signaling pathways 
[75]; (d) improving DNA repair systems by upregulating TSGs such as 
p53 (to repair mitochondria and DNA) [50]; (e) modulating NLRP 
(Nod-like receptor protein), NF-kB, and Toll-like receptor (TLR) 
signaling pathways to modulate the secretion of various cytokines [76]; 
(f) modulating claudin and occludin proteins, thus improving the 
integrity of the GFI mucosa [71]. Moreover, resveratrol can inhibit 
urease synthesis by H. pylori, thus reducing the pH of the GI mucosal 
niche, contributing to the elimination of H. pylori bacteria [77,78]. 
Furthermore, it is well known that resveratrol can regulate the bacterial 
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protein synthesis of several virulence factors (e.g. CagA) that promote 
H. pylori-induced gastric cancer [79]. It could also dramatically reduce 
iNOS and IL-8 levels and enhance antioxidant activity in an 
H. pylori-induced gastritis model via up-regulation of the Nrf2/HO-1 
(nuclear factor-E2-related factor/heme oxygenase-1) signaling 
pathway [80]. Resveratrol administration could increase the growth of 
Lactobacillus lactis (beneficial bacteria) while inhibiting the growth of 
Enterococcus faecalis (harmful bacteria), thereby favorably regulating 
host immunity, lowering inflammatory reactions, and improving gut 
homeostasis [81]. Moreover, resveratrol has been found to be beneficial 
in the treatment of irritable bowel syndrome (IBS) and inflammatory 
bowel disease (IBD) [82,83]. 

3.1. Resveratrol and pancreatic cancer 

Ying Xiao et al. showed that pancreatic stem cells (PSC) could be 
activated by hypoxia, and then showed that resveratrol could reduce 
activated PSCs and intratumoral hypoxia, thus slowing the growth of 
pancreatic ductal adenocarcinoma [84]. Hypoxia activates PSCs via 
HIF-1a, and then activated PSCs release interleukin 6 (IL6), vascular 
endothelial growth factor (VEGF) A, and stromal cell-derived factor 1, 
which can enhance the epithelial-mesenchymal transition (EMT) and 
the invasion of PC cells, while reducing apoptosis. In a KPC 
(LSL-KrasG12D/+, Trp53fl/+, and Pdx1-Cre) mouse model, resveratrol 
reduced PC and stromal desmoplasia, inhibited hypoxia-induced PSC 
activation, inhibited the progression of PC cells, and suppressed the 
interactions between PC cells and PSCs [85]. 

Weikun Qian et colleagues used KC mice in a study to see if resver-
atrol could delay PC tumorigenesis by blocking NF-kB activation (Fig. 2) 
[86]. KC mice (LSL-KrasG12D/+; Pdx1-Cre) spontaneously develop 
pancreatic precancerous lesions, and were used as a model to identify 
the mechanisms behind resveratrol treatment of PC. 3-Dimensional (3D) 
culture of pancreatic acinar cells was used to study in vitro 
acinar-to-ductal metaplasia (ADM) and pancreatic intraepithelial 
neoplasia (PanIN). The abnormal morphology of pancreatic tissues was 
investigated using histopathology. Resveratrol suppressed the activation 
of the NF-kB signaling pathway, and delayed the growth of pancreatic 
precancerous lesions in pancreatic tissues from KC mice. Furthermore, 
experimental research has shown that resveratrol could reduce the 
severity of cerulein-induced pancreatitis and the development of 
ADM/PanINs, which may be explained by its inactivation of NF-kB. 
Furthermore, stimulation of the NF-kB signaling pathway enhanced 
the development of ADM/PanIN in mice, and this effect was inhibited by 
resveratrol. In conclusion, resveratrol could reduce PC tumorigenesis by 

decreasing NF-kB activity [86]. 
A study by Violetta Krajka-Kuniak et al. investigated four phyto-

chemicals, phenethyl isothiocyanate (PEITC), indole-3-carbinol (I3C), 
xanthohumol (XAN), and resveratrol, as well as their mixtures, on the 
expression and function of NF-kB and Nrf2 in the human PC cell line 
PANC-1 [87]. The combination of XAN and PEITC was more effective 
than either compound alone, and lowered NF-kB p65 subunit binding to 
DNA by 47–60 %, and p65 gene expression by 28–48 %. The combina-
tion of XAN and PEITC also increased Nrf2 activation and expression, 
and the expression of GSTP, NQO1, and SOD genes that are all regulated 
by this transcription factor. The combination of XAN and PEITC was 
reported to inhibit PANC-1 cell growth by modulating the activity of 
NF-B and Nrf2. These findings suggest that a combination of XAN and 
PEITC might be a useful for the treatment as well as prevention of PC 
[87]. 

Mustafa et al. designed a study to explore how resveratrol and 
quercetin could affect cell survival and EMT in PC stem cells [88]. Im-
munostaining for TNF-α and vimentin was greater on CD133 + cells 
than on CD133- cells, and further enhanced in quercetin-treated 
CD133 + cells, although lower levels of N-cadherin, actin alpha 2 
(ACTA-2), and IL-1 were observed. Lower values of TNF-α and N-cad-
herin were observed in CD133 + cells treated with resveratrol. Since the 
decrease in ACTA-2 and N-cadherin was larger compared to the increase 
in vimentin immunoreactivity, resveratrol was found to be less efficient 
than quercetin at inhibiting the EMT in PC stem cells. Therefore, quer-
cetin may be more beneficial than resveratrol in terms of metastasis 
prevention [88]. 

Cancan Zhou et al. found that resveratrol reduced lipid production 
and increased apoptosis produced by gemcitabine in PC cells, and 
postulated that the mechanism was the reduction of Sterol regulatory 
element-binding transcription factor 1 (SREBP1) expression. Further-
more, experimental research has shown that resveratrol could inhibit 
gemcitabine-induced stemness in PC cells [89]. Resveratrol increased 
gemcitabine sensitivity and inhibited lipid production through SREBP1. 
SREBP1 knockdown inhibited spheroid production in cell culture, and 
decreased the expression of CSC markers. Additionally, 
resveratrol-induced inhibition of SREBP1 abrogated 
gemcitabine-induced stemness. Similar results were found in the KPC 
mouse model. Their findings showed that resveratrol reversed pluripo-
tency caused by gemcitabine, by targeting SREBP1 both in vitro and in 
vivo. They concluded that resveratrol may be a valuable agent for 
enhancing chemotherapy sensitivity of PC, and moreover SREBP1 may 
be a viable target for PC treatment [89]. 

Jiguang Ma et al. tested how resveratrol could reduce BxPC-3 human 

Fig. 2. Schematic of resveratrol function in prevention of NF-κB activity, slowing pancreatic cancer tumorigenesis [86].  
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Table 1 
Effects of resveratrol in pancreatic cancer.  

Dose Targets Results Model (in vitro/ 
in vivo/ human) 

Cell line Ref. 

0–200 μM STAT3, NFκB Suppressed nuclear translocation In vitro Panc-1 [92] 
50,100, 200 µM Ihh, Ptch, Smo Inhibited proliferation and induced apoptosis of MIA 

& PaCa-2 PC cells 
In vitro MIA PaCa-2 [93] 

10, 50, 100 µM Bax, VEGF-B Inhibited proliferation, promoted apoptosis In vitro Capan-2 [94] 
12.5, 25, 50, 100, 

200, 400 μM 
Gli1, Ptc1, CCND1, BCL-2 Inhibited the growth of PC cells in a concentration and 

time-dependent manner 
In vitro Panc-1, AsPC-1, 

BxPC-3 
[95] 

0, 12.5, 25, 50, 100, 
200 μM 

CDH2, CDH1, vimentin, MMP-2, MMP-9, 
Akt, NF-κB 

Suppressed PC migration and invasion In vitro BxPC-3, Panc-1 [96] 

12.5, 25, 50 µM uPA, MMP2, HIF-1α Suppressed hypoxia-driven ROS-induced PC In vitro BxPC-3, Panc-1 [97] 
50 µM uPA, CDH1, Glut-1, ERK, p38, NF-κB Suppressed hyperglycemia-driven ROS-induced 

migration & invasion of PC 
In vitro Panc-1 [98] 

50 µM SREBP1 Reversed the stemness induced by gemcitabine In vitro, in vivo MIA PaCa-2, Panc- 
1 

[89] 

10, 25, 50, 100 μM 
40 mg/kg PO daily 

NF-κB, Bcl-2, Bcl-xL, COX-2, cyclin D1, 
MMP-9, ICAM-1, survivin, Ki-67, CD31, 
VEGF 

Suppressed markers of invasion, proliferation, 
angiogenesis & metastasis. 

In vitro, in vivo AsPC-1, MIA PaCa- 
2, Panc-1, Panc-28 

[99] 

10, 20, 30 μM 
40 mg/kg 

Nanog, Sox-2, c-Myc, Oct-4, ABCG2, Zeb-1, 
Slug, Snail, capase-3/7, Bcl-2, XIAP, cyclin 
D1 

Inhibited pluripotency maintaining factors, Induced 
apoptosis, inhibited CSC’s invasion, migration, and 
markers of EMT 

In vitro, in vivo Human, mice CSCs [100] 

0, 12.5, 25, 50, 100, 
200 μM 

miR-21 Inhibited PCC invasion & migration In vitro PSCs, Panc-1 [101] 

0, 6.25, 12.5, 25, 50, 
100 μM 

– Induced apoptosis In vitro Panc-1, AsPC-1 [102] 

100 µM 
60 mg/kg 

VEGF-B, Bax, Bcl-2, β-actin, p-GSK-3β, p- 
Akt, cleaved-caspase3 

Inhibited VEGF-B signaling pathway In vitro, in vivo Miapaca-2, Panc-1, 
Capan-2 

[103] 

0, 20, 50, 100, 
200 µM 

Caspase-3, p53, p21 Activated caspase-3, up-regulated p53 and p21 In vitro Capan-1, 
colo357 

[104] 

0, 25, 50, 100 μM MIC-1 Inhibited cell growth In vitro CD18, 
S2–013 

[105] 

10, 50, 100 μM MiR-21, BCL-2 Induced apoptosis In vitro Panc-1, CFPAC-1, 
MIA PaCa2 

[106] 

0, 1, 5, 10, 25, 50 μM BubR1, Aurora B, Cyclin B, phosphorylated 
histone H3 

Killed and/or inhibited the growth of breast and PC 
cell lines 

In vitro Panc-1, AsPC-1, 
Colo-357 

[107] 

100 µM MAPK, P-ERK Antioxidant effect, induced cell proliferation In vitro AR42J [108] 
5, 10, 25, 50, 100, 

150, 200 µM 
Caspases, Bcl-2, 
Bcl-xL, XIAP, Bax 

Inhibited proliferation, promoted apoptosis In vitro Panc-1, BxPC-3, 
AsPC-1 

[109] 

0–100 µM Src and Stat3 signaling, cyclin D1, Bcl-xL, 
Mcl-1 

Inhibited Stat3 signaling, antitumor activity In vitro Panc-1, Colo-357 [110] 

0, 10, 20, 50, 100 µM Mitochondrial cytochrome c, caspase-3, 
NF-κB 

Inhibited PC growth, prevented metastasis by 
inducing mitochondrial dysfunction and apoptosis 

In vitro MIA PaCa-2, 
BSp73AS 

[111] 

20, 50 μM H2.aX Inhibited growth, promoted apoptosis In vitro Capan-2, Panc-28 [112] 
1, 10, 50, 100 µM SIRT1, β-catenin, β-actin, GSK3β, Siah1, 

cyclin-D1 
Suppressed levels of β-catenin protein & mRNA, 
inhibited proliferation 

In vitro Panc-1 [113] 

50 μg/mL ROS Increased apoptosis, possible intracellular drug 
accumulation 

In vitro AsPC-1 [114] 

10 ppm COX-2 Decreased total number of pancreatic lesions, 
including atypical hyperplasia 

In vivo – [115] 

25, 50, 75 and 
100 µM 

ADRB-2-HIF-1α axis Inhibited proliferation of cancer cells under chronic 
stress 

In vitro BxPC-3 [90] 

1, 10, 100 µM, 1 mM c-Jun N-terminal kinase Released Ca2+ from intracellular stores, reduced cell 
viability. 

In vitro AR42J [116] 

0, 25, 50, 100, 150, 
200, 300 µM 

RNA ribose, flavonoid luteolin Inhibited glycogen synthesis & tumor cell 
proliferation 

In vitro MIA PaCa-2 [117] 

10, 50, 100 µM Akt, caspase Antiproliferative & proapoptotic effects In vitro INS-1E [118] 
100 µM P53, P21, survivin, cyclin D1, Bax, Bak, 

Bcl-2, Bcl-XL, CD95 
Promoted apoptosis, induced cell cycle arrest 
associated with survivin depletion 

In vitro MIA PaCa2 [119] 

5, 10, 20, 30 µM LTA4H, LTB4, BLT1 Suppressed proliferation & 
anchorage-independent growth of PC, inhibited tumor 
formation 

In vitro, in vivo MIA PaCa-2, Panc- 
1 

[120] 

20, 40, 60 mg/kg bw LTA4H 
LTB4 

Suppressed pancreatic tumor growth. In vitro, in vivo HCT15, H1299, 
LNCaP 
MaCa-2, Panc- 
1epG2, hTERT- 
HPNE 

[121] 

50 µM caspase-3, p21, p27 Induced cell cycle arrest, apoptosis, inhibited FOXO 
phosphorylation & increased nuclear translocation 

In vitro Panc-1, Hs766T, 
AsPC-1 

[122] 

5, 10, 25, 50, 100 μM N-cadherin, TNF-α, vimentin, N-cadherin, 
ACTA-2 

Reduced cell proliferation, prevented EMT In vitro CD133, Panc-1 [88] 

50 mg/kg/day NAF-1, SOX2, NANOG, OCT4 Inhibited the ability of migration and invasion of PC 
cells 

In vitro, in vivo Panc-1, BxPC-3 [123] 

1, 2.5, 5, 10, 15, 25, 
50, 100 and 
150 μM 

NF-Κb, p50, p65, COX-2 Decreased the activation of NF-Κb, Reduced COX-2 
expression 

In vitro Panc-1 [87] 

(continued on next page) 
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pancreatic cancer cell proliferation and increase apoptosis, by reducing 
the catecholamine neurotransmitters that are activated by the Adreno-
ceptor beta 2 (ADRB2)/ Hypoxia-inducible factor 1 (HIF1) axis in cancer 
[90]. Under prolonged cellular stress, resveratrol was able to stimulate 
apoptosis in malignant cells. Furthermore, the researchers discovered 
that resveratrol could inhibit malignant cells under chronic stress by 
down-regulation of the ADRB2. HIF-1 has been shown to play a vital role 
in cancer biology and is overexpressed in human cancers as a result of 
intra-tumor hypoxia and genetic changes [91]. Ma et al. indicated that 
resveratrol could decrease the protein expression of HIF 1 in a 
dose-dependent manner. Their results supported the idea that resvera-
trol could be useful in the treatment and prevention of PC [90]. 

Table 1 summarizes the effects of resveratrol in pancreatic cancer. 

3.2. Resveratrol and gastric cancer 

Recently, it has been demonstrated that resveratrol prevented gastric 
cancer (GC) metastasis and reversed the progression of EMT by targeting 
GC derived mesenchymal stem cells (GC–MSCs) [124]. Numerous 
studies revealed that Wnt/β-catenin signaling is linked to EMT process 
and tumor metastasis [125]. The study by Yin et al. confirmed that 
GC–MSCs also accelerate GC metastasis and promote EMT progression 
through activating Wnt/β-catenin signaling pathway [124]. They 
revealed that resveratrol could block these processes and prevent GC 
growth by regulating the GC–MSCs [124]. β-catenin, a major component 
of the canonical Wnt/β-catenin pathway, binds E-cadherin with α-cat-
enin in the cytoplasm, causing E-cadherin to become anchored in the cell 
membrane, promoting cell adhesion and preventing cell metastasis. In 
resveratrol-pretreated GC cells expression of β-catenin and its down-
stream proteins, CD44 and Cyclin D3, decreased. Interestingly, resto-
ration of β-catenin expression with CP21 almost completely abolished 
the suppressive impact of resveratrol on the progression of EMT and GC 
metastases. GC-MSCs express various Wnt genes, among which Wnt5a 
mRNA expression is the highest in these cells that can promote GC in-
vasion [124]. Based on results, resveratrol dramatically eliminated 
Wnt5a mRNA and protein expression of GC–MSC, thus inactivating 
Wnt/β-catenin pathway of GC, inhibiting GC cell migration, and sup-
pressing GC metastasis [124]. 

Mengting Ren et al. reported that resveratrol could be combined with 
cisplatin (DDP) for GC treatment. They tested if RES could sensitize GC 
cells to DDP in another investigation [126]. They discovered that the 
combination of resveratrol and cisplatin caused G2/M phase cell cycle 
arrest in AGS cells, as well as lower viability and increased apoptosis. 
Resveratrol was also found to increase Bax, cleaved caspase-12, cleaved 
poly-ADP-ribose polymerase (PARP), glucose-regulated protein 78 
(GRP78), CCAAT/enhancer binding protein homologous protein 
(CHOP), p-eukaryotic translation initiation factor 2 (p-eIF2), and 
PRKR-like ER kinase (PERK) expression, when combined with cisplatin. 
Resveratrol and cisplatin co-treatment also increased p21Waf1/Cip1, 
phosphorylated cyclin-dependent kinase 1 (p-CDK1, Tyr15), and 
p27Kip1 proteins, while decreasing the level of Cdc25C protein. Finally, 
by activating caspase-12 and the PERK/eIF2/ATF4/CHOP signaling 
pathway, and by inhibiting the CDK1-cyclin B1 complex, resveratrol and 
cisplatin caused endoplasmic reticulum (ER) stress-mediated apoptosis 
and G2/M phase arrest, which inhibited the proliferation of the GC cell 
line AGS [126]. 

Sujin Kim et al. evaluated the effects of resveratrol on the 

proliferation, metastatic spread, and survival of GC cells, looking at PIM- 
1 (proto-oncogene serine/threonine-protein kinase 1) as a potential 
target [127]. The researchers discovered that resveratrol bound directly 
to PIM-1, limiting its catalytic activity in SNU-601 GC cells. Phosphor-
ylation of the pro-apoptotic protein Bad (a known PIM-1 substrate) was 
suppressed as a result. By inactivating PIM-1, resveratrol suppressed cell 
anchorage-independent growth and proliferation. They used molecular 
docking software to investigate the molecular interactions between 
resveratrol and PIM-1, and discovered that resveratrol interacted 
directly with PIM-1 in the ATP-binding pocket. Finally, inhibition of 
PIM-1 kinase activity could explain the pro-apoptotic and 
anti-proliferative effects of resveratrol in SNU-601 cells, and could be a 
mechanism behind the anti-tumor and chemopreventive properties of 
resveratrol [127]. 

Yu Hu et al. attempted to improve the effectiveness of a new treat-
ment approach in gastric carcinoma. To treat gastric cancer, they 
devised a novel method that combined a non-chemotherapeutic drug 
resveratrol with anti-miR21. Mesoporous silica nanoparticles (MSNs) 
coated with hyaluronic acid (HA) were employed as a delivery vehicle. 
Extensive in vivo research was carried out utilizing xenograft animal 
models [128]. Anti-miR21 and resveratrol-loaded HA-MSNs coupled 
with HA were investigated o improve treatment effectiveness in GC. The 
appearance of a greyish shell on the black MSNs clearly indicated the 
surface coating with HA. They found a synergistic action of the 
anti-miR21 and resveratrol combination. Resveratrol plus mirNP pro-
duced a substantial reduction in tumor burden. Indeed, HA/ resveratrol 
mirNP produced a threefold larger anti-tumor effect compared to free 
resveratrol, and a twofold tumor larger anti-tumor effect than resvera-
trol mirNP, demonstrating good anticancer activity. The proportion of 
TUNEL-positive cells was much higher in HA/resveratrol mirNP-treated 
cells than the other groups, showing that apoptosis and cell necrosis 
were involved in the mechanism underlying the improved anticancer 
activity of HA/resveratrol mir-NPs. As a result, combining resveratrol 
and anti-miR21 in a tailored nanocarrier could be a potential delivery 
strategy for GC treatment [128]. 

In another study, Yang et al. reported that resveratrol was able to 
inhibit cell viability in the human GC cell line BGC823 in a 
concentration-dependent fashion. They also found that resveratrol 
inhibited cell invasion and migration. The authors displayed that 
resveratrol could inhibit the expression of metastasis-associated lung 
adenocarcinoma transcript 1 (MALAT1), which has been postulated to 
be upregulated in GC cells [129]. MALAT1 is a prognostic biomarker of 
GC that can promote tumor growth and metastasis by inducing EMT 
process. MALAT1 knockdown inhibits cell viability, migration, and in-
vasion, and promotes apoptosis of GC cells [130]. MALAT1 over-
expression destabilized the phosphatase and tensin homolog (PTEN) 
mRNA in GC cells and impaired autophagy flux in these cells via stim-
ulating PTEN/AKT/mTOR signaling pathway. As a consequence of 
autophagy inhibition, sequestosome 1 accumulation stimulates NF-κB 
translocation to elevate IL-6 expression, which convert fibroblasts to 
cancer-associated fibroblasts to promote GC progression [131]. 
Furthermore, binding of MALAT1 to EZH2 in GC reduces the expression 
of the tumor suppressor gene protocadherin-10 and enhances GC cell 
motility and invasion [132]. MALAT1 may also trigger GC cell growth 
through the overexpression of splicing factor 2/alternative splicing 
factor (SF2/ASF) in the nucleolus, whereas downregulation of MALAT1 
or SF2/ASF prompts cell cycle arrest at the G0/G1 phase and decreases 

Table 1 (continued ) 

Dose Targets Results Model (in vitro/ 
in vivo/ human) 

Cell line Ref. 

50 mg/kg/day p-IKK, p-IKB, p-NFκB, MMP9, p-ERK, p- 
STAT3, COX2, CyclinD1, Bcl2 

Pro-inflammatory, inhibited proliferation, promoted 
apoptosis 

In vitro, in vivo 3D culture [86] 

50 mg/kg/day HIF-1α, α-SMA, IL-6, SDF-1, VEGF-A, Bcl- 
2, caspase-3 

Suppressed malignant progression of PC, increased 
apoptosis 

In vitro, in vivo Panc-1, MIA PaCa2 [85]  
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cell growth [133]. Resveratrol via inhibition of MALAT1-mediated EMT 
suppresses the invasion and migration of human GC cells [134]. 

Mieszala et al. investigated how resveratrol affected the expression 
of ANXA1, ABCB1, and TXN genes, and their related proteins, in two GC 
cell lines, RDB and RNOV. It is known that these genes are associated 
with multidrug resistance (MDR) in RNOV and RDB cells, which are 
resistant to mitoxantrone and daunorubicin, respectively [135]. When 
compared to untreated cells, resveratrol at both 30 and 50 µM concen-
trations had a significant effect on the expression of the aforementioned 
genes in RDB cells. At the protein level, TXN and P-gp showed similar 
results. In comparison to the control cells, resveratrol decreased TXN 
expression at both protein and mRNA levels in the RNOV cell line. 
Therefore, resveratrol may increase cancer cell chemosensitivity by 
influencing the expression of several MDR-related proteins and genes 
[135]. 

Table 2 illustrates the effects of resveratrol in gastric cancer. 

3.3. Resveratrol and colorectal cancer 

Numerous studies have reported the effects of different doses of 
resveratrol on colorectal cancer (Table 3). Wang et al. studied the effect 
of resveratrol on the toxicity of cetuximab using two colorectal cancer 
(CRC) cell lines, CT26 and HCT116. The goal was to see how resveratrol 
affected p-Akt in CRC cells, whether it affected cetuximab resistance, 
and how resveratrol-induced changes in Cx43 affected p-Akt [157]. 
Resveratrol promoted growth suppression induced by cetuximab in 
untreated or cetuximab-treated parental CT26 and HCT116 cells. The 
combination increased the expression and phosphorylation of connexin 
43, improved gap junction function, and suppressed Akt and NF-κB 
activation both in vitro and in vivo. In cells transfected with connexin 
43-shRNA, resveratrol showed no effect, suggesting that connexin 43 
overexpression contributed to Akt inhibition in these cells. According to 
these findings, resveratrol could increase the sensitivity of CRC cells to 
cetuximab by overexpressing connexin 43, which also inhibited the Akt 
signaling pathway [157]. 

Another anti-cancer mechanism of resveratrol expressed in 

Table 2 
Effects of resveratrol in gastric cancer.  

Dose Targets Results Model (in vitro / 
in vivo /human) 

Cell line Ref. 

0, 5, 10, 25, 50, 100, 
200, 400 µM 

MALAT1 Inhibited migration & invasion In vitro SGC7901, 
BGC823 

[129] 

1–100 µM p21, p53, Fas, Fas-L Up-regulated anti proliferative & pro- 
apoptotic signaling 

In vitro SNU-1, KATO-III [136] 

10, 20, 50, 100, 
200 mg/L 

PTEN Prevented EMT by modulating PTEN/Akt 
signaling pathway 

In vitro, in vivo SGC7901, MGC803 [137] 

5.7 µg/mL p53 Modulated p53 post-translational 
modifications 

In vivo – [138] 

30, 50 µM ABCB1, ANXA1, TXN, P-gp Reduced cancer cell resistance by affecting the 
expression of several proteins & genes related 
to MDR 

In vitro EPG85–257RDB, 
EPG85–257RNOV 

[135] 

0, 50, 75, 100 µM cyclin D, c-myc, β-catenin Inhibited proliferation of MGC-803 
cells by inhibiting the Wnt signaling pathway 

In vitro MGC-803 [139] 

0, 10, 50, 100, 200, 
400 µM 

NF-κB, Bax, Bcl2, caspase-3, caspase-8 Inhibited viability, induced apoptosis In vitro SGC-7901 [140] 

3.125300 µM Gli-1, Ecadherin, Ncadherin Inhibited EMT & Hh signaling pathway, 
suppressed metastasis & invasion in GC 

In vitro SGC7901 [141] 

0, 5, 10, 25, 50, 100, 
200 µM 
40 mg/kg/d 

cyclin D1, CDK4, CDK6, 
p21, p16, Sirt1 

Inhibited viability & clonogenic capacity of GC 
cells in a Sirt1-dependent manner 

In vitro, in vivo AGS, BGC-823, SGC- 
7901 

[142] 

100 µM SIRT1, STAT3, NF-κB Inhibited viability, increased senescence In vitro AGS, MKN-45 [143] 
0, 10, 50, 100 µM P53 Increased cytotoxicity, cell cycle arrest In vitro SNU-1, SNU-668, HT-29 [144] 
100 µM caspase 3, cytochrome C oxidase Engaged apoptotic signaling In vitro AGS, SNU-1 [145] 
500, 1000, 1500 mg/ 

kg 
Bcl-2, BAX Induced apoptosis in transplanted tumors In vivo – [146] 

0, 10, 20, 30, 40, 50, 
100 µM 

IL-6, Raf/MAPK pathway Prevented IL-6 induced GC metastasis In vitro SGC7901, HSC-39 [147] 

– survivin Inhibited proliferation, promoted apoptosis In vitro SGC7901 [148] 
6.25, 12.5, 25, 50, 

100, 200, 400 µM 
p-GSK3β, p-PTEN, cyclin D1, p-PKB, p-PI3K Provoked cell cycle arrest In vitro MGC803 [149] 

50 mg/kg/2 days PARP, caspase-3, pro-caspase 9, 
cytochrome c, Bax and Bcl-2 

Induced apoptosis through mitochondrial 
pathway 

In vitro, in vivo SGC-7901 [150] 

0, 25, 50, 100, 200 µM Sirtuin1, caspase 3, γH2AX, ku70 Induced apoptosis via ROS In vitro SGC7901 [151] 
10 mg/kg – Increased cytotoxicity & apoptosis In vitro, 

in vivo 
BGC823 [128] 

1,5, 10, 25, 50, 
100 µM 

NOS Induced antioxidant activity In vitro SNU-1 [152] 

5, 10, 20 µg/mL Micronuclei Decreased the high frequency of micronuclei 
at 72 h 

In vitro – [153] 

0–100 µM PKC, ERK1/ERK2 Inhibited proliferation In vitro KATO-III, RF-1 [154] 
50 µM LC3, β-Actin and PARP Induced autophagy In vitro HGC-27 [155] 
20 μM TTP Induced TTP protein expression In vitro AGS [156] 
0, 25, 50, 100 μM PIM-1 kinase, Bad, caspase-3, PARP, 

Ser112 
Inhibited anchorage-independent growth & 
proliferation, increased proportion of 
apoptotic cells 

In vitro SNU-216, SNU-601, 
SNU-668 

[127] 

0, 5, 10, 20, 30, 40, 
50, 60, 70, 80 μM 

Bax, PARP, GRP78, PERK, p‑eIF2α, CHOP, 
caspase‑12, Bcl‑2, p‑CDK1, Tyr15, p21, 
p27, Cdc25C 

Inhibited viability, stimulated apoptosis, 
provoked G2/M phase cell cycle arrest in AGS 
cells 

In vitro AGS, NCI‑N87, 
MKN‑45, KATO III, 

[126] 

5, 10, 20, 50, 100 μM IL-6, IL-8, VEGF, β-catenin, MCP-1, CD44, 
CyclinD3 

Activated Wnt/β-catenin signaling, reversed 
the EMT 

In vitro, in vivo HGC-27, AGS [124]  
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Table 3 
Effects of resveratrol in colorectal cancer.  

Dose Targets Results Model (in 
vitro/ in vivo/ 
human) 

Cell line Ref. 

5, 10, 20, 50, 100, 250 µM PD-L1, γH2AX, caspase 3, p38-MAPK, c-Myc, NF-κB, 
p65 

Decreased tumor cell survival In vitro HCT116, 
SW480, HT29, 
SW620 

[165] 

25,50,100,200, 400 µM vimentin, ZEB-1, E-cadherin Induced apoptosis, invasion In vitro HCT116 [166] 
0–200 μM STAT3, pSTAT3, 

pAkt, Akt, CD44, slug, vimentin 
Anti-telomeric & pro-apoptotic effects In vitro HCT116, DLD1 [167] 

0, 5 μM FAK, Sirt1, caspase-3, β1-Integrin, NF-κB, Ki-67, MMP- 
9, MMP-13, CXCR4 

Anti-invasion effects In vitro HCT116, SW480 [168] 

0–100 μM p53, Bax, Bcl-XL, BCL-2, P-gp Promoted apoptosis & enhanced 
intracellular uptake of DOX 

In vitro HCT116, HT-29 [169] 

5, 10, 20, 50, 100 μM TTP, E2F1, cIAP2, LATS2, and Lin28 Inhibited proliferation, invasion, & 
metastasis 

In vitro HCT116, SNU81 [170] 

0, 50, 100, 150 mg/kg E-cadherin, vimentin, Snail, TGF-β1/Smads signaling 
pathway, MMP9, MMP2, Slug, ZEB1, Twist1 

Inhibited EMT, invasion & metastasis In vitro, in vivo LoVo [171] 

0, 12.5, 15, 25, 30, 50, 100, 
200, 300 μM 

c-Myc, MMP-7, MALAT1 Down-regulated MALAT1, inhibited 
invasion & metastasis 

In vitro LoVo, HCT116 [172] 

0, 5 μM CD133, CD44, ALDH1, TNF-β, TNF-α, caspase-3, NF- 
κB, MMP-9, CXCR4 

Modulated TNF-β signaling pathway, 
induced apoptosis 

In vitro HCT116 [173] 

51.3 μM, 47.3 μM PMAIP1, BID, ZMAT3, CASP3, CASP7, FAS Inhibited proliferation, induced 
apoptosis 

In vitro DLD-1, Caco-2 [174] 

5, 10, 20, 40, 80, 160 μM COX, oxidative phosphorylation (OXPHOS) Increased fatty acid oxidation & oxygen 
consumption, increased mitochondrial 
biogenesis, induced apoptosis 

In vitro SW620 [175] 

1, 10, 25, 50,100 μM NADPH oxidase, histone 
γH2AX, sirtuin 6 

Anti-tumor effect In vitro HCT116, 
HT-29 

[176] 

0, 12.5, 25, 50, 100 μM TCF4, ERK, p38, β-catenin, c-myc, NF-κB, PARP, 
caspase-3 

Induced apoptosis, decreased half-life of 
TCF4 

In vitro HCT116, 
SW480, LoVo, 
HT-29, 
CaCo-2 

[177] 

5, 10, 25, 50 μM PDP1, PDP2, PDK1, PDHE1α, AMPK Improved oxidative metabolism In vitro Caco2, MCF7, 
HCT 116 

[178] 

5 μM TNF-β, TNF-βR, FAK, NF-κB Induced growth, proliferation, & 
invasion 

In vitro HCT116, RKO, 
SW480 

[179] 

0.1, 1, 2, 5, 10, 20, 50 μM NF-κB, claudin-2, E cadherin, MMP-9, caspase-3, IκBα 
kinase, slug, vimentin 

Inhibited EMT phenotype, up-regulated 
intercellular junctions 

In vitro HCT116, SW480 [180] 

0, 10, 100 μM AKT1, IL6 Suppressed proliferation, promoted 
apoptosis 

In vitro HCT116 [181] 

1, 2, 3, 5, 10, 20, 50 µM Sirt1, Ki-67, NF-κB, MMP-9, CXCR4 Suppressed tumorigenesis In vitro HCT116, SW480 [182] 
0, 12.5, 25, 50, 100, 200 µM MDR1, NF-κB, p65, CREB, AMPK Inhibited transcription of cAMP- 

responsive element (CRE) 
In vitro HCT116/LOHP [183] 

100 mg/kg miR-34c, L-6, TNF-α, KITLG, p53, PI3K, IL-6, mir-28, 
mir34a 

Suppressed tumor growth, cell viability, 
proliferation, invasion, & migration 

In vitro, 
in vivo 

HCT-116, HT-29 [184] 

– cyclin D1, cyclin E2, BCL2, BCL2 associated X, p53, 
AKT1, AKT2 

Inhibited proliferation, induced 
apoptosis 

In vitro DLD1, HCT15 [185] 

0, 10, 20, 30, 50 µM Cox-2 and PGE2 Inhibited proliferation, induced 
apoptosis 

In vitro, 
in vivo 

HCA-17, SW480, 
and HT29 

[186] 

24, 36, 48, 64, 88 µM COX-2 Suppressed proliferation via inhibition 
of COX-2 expression 

In vitro HCT-116 [187] 

0, 12.5, 25, 30, 37.5, 50 µM P53, BAX, Bcl2, PUMA, SET7/9, caspase-3, PARP Increased p53 stability in colon cancer 
cells, activated p53-mediated apoptosis 

In vitro HCT116, 
CO115, SW48 

[188] 

0, 10, 20, 40, 60, 80 µM Akt1/2/3, BMP7, PI3K Decreased phosphorylation of PTEN In vitro HCT116 [189] 
0, 0.001, 0.01, 0.1, 1, 10 µM AMPK, p21, mTOR, NQO1, LC3-I/II, ACC, P70S6K, 

4EBP1 
Slowed tumor progression In vivo, 

in vitro 
Apc10.1 [190] 

0, 5 µM TNF-β, TNF-α, NF-κB, caspase-3 Inhibited inflammation & tumor cell 
growth 

In vitro HCT116 [191] 

– PTEN, Caspase-3, p53, p-AKT Anti-proliferative effects, promoted 
apoptosis 

in vitro SW480 and 
Caco-2 

[192] 

0, 60 µM Kras, miR-96, β-catenin, Kras, pBraf, LGR5, pERK, 
pAkt 

Prevented the development and growth 
of colorectal tumors 

In vivo, in vitro HCT116, SW480 [193] 

15 µg/mL FOXOa Anti-proliferative effect, increased 
apoptosis 

In vitro HCT116 [194] 

100 mg/kg ACC, AMPK, Caspase-3a, Cyt c Slowed cell cycle progression, 
stimulated intrinsic pathway apoptosis 

In vitro, 
in vivo 

HCT116, RKO [195] 

0.3, 1, 3, 30 µM VEGF, COX-2, ERK, CD31 Anti-angiogenic effects, suppressed 
angiogenesis 

In vitro, 
in vivo 

HT-29 [196] 

10 µM PDE4, cleaved caspase-3 Induced apoptosis In vitro HCT116 [197] 
1–500 µM P-gp /MDR1, MRP1, BCRP, CYP3A4, GST, caspase-3, 

PS, hPXR 
Inhibited ABC-transporter expression & 
overall efflux, induced apoptosis & 
metabolic enzymes GST 

In vitro Caco-2 [198] 

5 μg/mL CCNB1, CCNB2, CDK1, p21, CDKN3, CHEK1, KPNA2, 
MAD2L1, SERTAD1 

Inhibited cell cycle at G0/G1 and G2/M 
phases 

In vitro CRC cell [199] 

12.5,25,50,100 μM p53 Potent growth-inhibitory effect. In vitro HCT-116 [200] 

(continued on next page) 
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Table 3 (continued ) 

Dose Targets Results Model (in 
vitro/ in vivo/ 
human) 

Cell line Ref. 

0.5 or 1.0 g Ki-67 Anti-carcinogenic effect Human CRC cell [201] 
25, 50, 100 μM Ptch, Smo, Gli-1 Inhibited migration & viability, 

stimulated apoptosis, suppressed 
protein production 

In vitro HCT116 [202] 

10, 50, 100, 150 μM CDK2, CDK4, cyclin D1, P21, PCNA, caspase-7, 
caspase-9 

Induced cell cycle arrest In vitro HCT116, Caco-2 [203] 

12.5, 25, 50, 100, 200 μM pyruvate kinase, leptin, c-Myc, VEGF, caspases 3 and 
8, Bax, BCl2 

Exerted cytotoxic, apoptotic, & 
antiangiogenic effects 

In vitro HCT116, Caco2 [204] 

10, 25, 60 μM IL-6, IL-1ra, IL-10, TNFα Modulated immune recognition by 
peripheral blood mononuclear cells of 
two human CRC cell lines 

In vitro HT-29, 
RKO 

[205] 

0, 10, 25, 50, 100, 200 µM Akt, mTOR, p70S6K, GRP78, GADD153, β-TrCP, cyclin 
D1, Sp1, caspase-3/7, PARP, AMPK 

Induced dose-dependent energy 
reduction, suppressed glucose uptake, 
increased ER stress response 

In vitro HCT-116, Caco- 
2 

[206] 

10, 30, 50 μM PPARγ, caspase-3 Induced apoptosis In vitro SW480, 
HCT116, Caco- 
2, 

[207] 

0–100 μM cleaved caspae-3, PARP Provoked apoptosis, inhibited growth & 
colony formation 

In vitro HCT116, HT29, 
Caco-2 

[208] 

25 μM PARP-1, p53, γ-H2AX, TOPO II, ATM kinase Induced DNA damage by inactivating 
topoisomerase II, activated ATM kinase 
to promote apoptosis 

In vitro HCT-116 [209] 

50 or 150 mg/kg PTEN, Akt1/2, β-catenin, PCNA, caspase 3, GSK-3β Inhibited proliferation In vitro, 
in vivo 

HCT116, SW480 [210] 

240 mg/kg – Inhibited proliferation In vitro, 
in vivo 

HCA-7, 
HT-29 

[211] 

100 μmol/l Bak, Bax Induced apoptosis In vitro HCT116 [212] 
30, 50, 100, 200 μM PPARγ, cytokeratin 20, p38 MAPK, PGC-1α, SIRT1, 

SSAT 
Inhibited proliferation, activated 
ligand-dependent signaling, induced 
cytokeratin 20 

In vitro Caco-2, HCT- 
116 

[213] 

8 mg/kg β-glucuronidase, β-glucosidase, β-galactosidase Inhibited DMH-induced colon 
carcinogenesis 

In vivo – [214] 

30, 50 μM Survivin, 
Bcl-2, caspase-3 

Restored survivin expression at mRNA 
& protein levels 

In vitro HCT116 [215] 

50, 100, 150 μM p27, cyclin D1, IGF-1R, Akt, p53, PARP, GSK3β, 
β-catenin, sp1, MDM2, FKHRL1 

Inhibited proliferation, induced 
apoptosis 

In vitro HT-29, SW480 [216] 

12.5–200 µM CD133, CD44, MICA/B Inhibited proliferation, induced cell 
cycle arrest & apoptosis 

In vitro HCT116 [217] 

50, 150 mg/kg P38 MAPK, BMPR, BMP9, PCNA Attenuated the antiproliferative effect In vitro, in vivo LoVo [218] 
10, 30, 50, 100 µM Fas, caspase 3, 8, 9, Bax, Bak, PARP, Cyt c, Mcl-1, Bcl-2 Induced the redistribution of Fas 

receptor, induced apoptosis 
In vitro SW480, SW620, 

HCT116 
[219] 

150 mg/kg EGFR, HER2, HER3, IGF-1R, IGF-1, IGFBP3, NF-κB Reduced proliferation, stimulated 
apoptosis 

In vitro, in vivo HT-29, HCT-116 [220] 

1 – 100 μM UGT1A1 Inhibited viability In vitro Caco-2 [221] 
200, 800 mg/kg Bcl-2, Bax Inhibited proliferation, induced 

apoptosis, reduced anti-apoptotic 
factors 

In vitro, 
in vivo 

ls174t [222] 

0–100 μM COX-2, VEGF Protected against nutrition-induced 
oxidative stress damage 

In vitro SW480, LT 97, 
HT29 

[223] 

0, 5, 10, 20 μM Akt, Erk1/2, miR-34a, caspase-9, PARP-1, JNK, P38, 
Sirt1, C-myc 

Modulated apoptosis & growth-related 
signaling pathways 

In vitro DLD-1, SW480, 
COLO201 

[224] 

50, 100, 200, 250 μM TOPII Induced apoptosis, negligible 
cytotoxicity 

In vitro HT29, Caco-2 [225] 

10, 50, 100 μM ATF3, Egr-1, KLF4 Induced apoptosis by increased ATF3 
expression 

In vitro HCT-116, HT- 
29, Caco-2, 
LoVo, SW480 

[226] 

2 g/kg ACF Anti-inflammatory & antioxidant 
activity, 

In vivo – [227] 

0, 2, 4, 8, 10, 12, 16, 20, 40, 
60, 80, 100 μM 

Bax, caspases 3 & 9 Induced mitochondrial apoptosis In vitro HCT116 [228] 

0, 10, 25, 50, 100 μM ATF3, Id1 Induced ATF3, suppressed Id1 In vitro HCT-116 [229] 
5, 10, 15, 20, 30, 40, 50, 60, 

80, 100 μM 
POL-β, POLH, FEN1, DDB2, P21, CDC-2, PCNA, 
caspase-3, PTEN 

Increased genotoxicity, induced 
apoptosis 

In vitro HCT-116 [230] 

1, 3, 10, 30, 50, 100 μM CD95, caspase-3 & 8, FADD, FLIPL, DR5, DR4, cav-2 Induced apoptosis, redistributed death 
receptors into lipid rafts 

In vitro HT29, SW620, 
HCT116 

[231] 

0, 10, 25, 50, 100, 200 μM NO•, Bax, Bcl-2, p53, cytochrome c, caspase 8,9,3, 
DR4, CD95 

Induced apoptosis In vitro HCT116 [232] 

1, 10, 100 μM cathepsin D, Bax, cytochrome c, caspase 3 Cytotoxicity involving a hierarchy of 
proteolytic pathways 

In vitro DLD1, 
HT29 

[233] 

0, 10, 20 μM PARP, BID, Bcl2, caspase-3 Induced apoptosis In vitro CT26 [234] 
200 μM caspase-6, lamin A, p53 Induced apoptosis In vitro HCT116 [235] 
50,100,200,300,400 μM PKCα, ERK Inhibited cell growth, induced apoptosis In vitro HT-29 [236] 
10, 20, 30, 40, 50 μM iNOS, TLR-4, IκB-α In vitro Caco-2, SW480 [237] 

(continued on next page) 
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Table 3 (continued ) 

Dose Targets Results Model (in 
vitro/ in vivo/ 
human) 

Cell line Ref. 

Reduced LPS-induced inflammation, 
inhibited NF-κB-dependent molecular 
mechanisms 

75, 150, 300 μM AKT, S6, G6PD, TKT, PGD, PKM2 Inhibited aerobic glycolysis In vitro CACO-2, DLD-1, 
LoVo 

[238] 

0, 13, 25, 50, 100 μM COX-2 Suppressed COX-2 promoter activity In vitro DLD-1 [239] 
30, 50, 60, 100 μM p34CDC2, CDK7, cyclin A, cyclin B Induced cell cycle arrest, inhibited 

proliferation 
in vitro HT29 [240] 

1, 5, 10, 30, 50,100 μM cyclin A, cyclin Bl, Cdkl, Cdk2 Inhibited proliferation, modulated 
cyclin activity 

In vitro SW480 [241] 

50 µM TGF-β1, p27, E-cadherin Inhibited butyrate-induced TGF-β1 
secretion 

In vitro Caco-2 [242] 

5, 10, 25, 50, 100 μM CYP1A1 Suggested the involvement of Ah 
receptor 

In vitro Caco-2 [243] 

100 mM p53, Bax, p21, villin, caspase-3 Triggered p53-independent apoptosis In vitro HCT116 [244] 
0.3–0.4 mg/mouse/d TTF1, cyclin D1 & D2, DP-1, YB-1, CTLA-4, LIF, 

TSG101, TGF-β, desmocollin 2, follistatin, MAP kinase, 
homeobox protein 4.2, glutamate receptor NMDA2B, 
thrombopoietin 

Inhibited cell cycle progression & 
proliferation, activated immune cells, 
inhibited carcinogenesis & tumor 
growth 

In vivo – [245] 

10, 20, 25, 30, 50 μM ODC Reduced intracellular putrescine, 
inhibited proliferation 

In vitro CaCo-2 [246] 

0, 20, 40, 50, 60, 80, 100 μM CHOP, JNK, DEVDase, PARP, caspase 3, cIAP1, XIAP, 
Sp1 

Induced apoptosis In vitro HT29 [247] 

0–70 μM 12(S)-LOX Induced apoptosis in a dose-dependent 
manner. 

In vitro SW480 [248] 

100 μM Survivin, luciferase Induced apoptosis In vitro HCT116 [249] 
50, 100, 200 μM ODC, c-myc Induced ceramide de novo biosynthesis, 

but not hydrolysis of sphingomyelin 
In vitro Caco-2 [250] 

100 μM Beclin1, LC3 II, class III PI3K, Lamp2b Induced apoptosis In vitro DLD1 [251] 
0, 20, 40, 50, 60, 80, 100 μM eIF-2α, XBP1, CHOP, GRP-78, PARP, caspase 3,12,4 Induced apoptosis In vitro HT29 [252] 
0, 4, 20, or 90 mg/kg PGE2, COX-2 Decreased PGE2 levels In vivo – [253] 
50, 100, 200 μM ODC, c-Myc, SAMDC, SSAT, c-Fos Increased cell cycle arrest, inhibited 

polyamine synthesis, increased 
polyamine catabolism 

In vitro Caco-2 [254] 

100 μM P53, p21 Induced apoptosis In vitro HCT116 [255] 
1,5,10,25,50,75,100 μM AP-1–luciferase Dose dependent increase of AP-1- 

luciferase activity 
In vitro HT-29 [256] 

0.3, 3.3 and 33.3 μg/mL NAG-1 Induced NAG-1 expression In vitro HCT116 [257] 
8 mg/kg AgNORs, TBARS Suppressed DMH-induced colon 

carcinogenesis at various stages. 
In vivo – [258] 

10(− 7), 10(− 6), 10(− 5), 10 
(− 4) M 

p53 Reduced p53 content of MCF-7 breast 
cancer cells 

In vitro Colo 320 HSR 
(+) 

[259] 

0, 50, 100, 200 μM lamin A, ribosomal protein P0, dUTPase, stathmin 1, 
Caspase-6, proteases 

Induced apoptosis In vitro HCT116 [260] 

200 µg/kg/day Bax, P21CIP Induced apoptosis In vivo – [261] 
2.5, 5, 10, 20, 43 μM β-catenin, legless (lgs), pygopusI (pygoI), SEAP Increased proliferation, inhibited Wnt In vitro HT29, RKO [262] 
25, 50, 100, 200 μM caspase-6, lamin A Promoted apoptosis In vitro HCT116 [263] 
3.13, 6.25, 12.5, 25, 50, 100, 

200 μM 
P53, Bax, Bcl-2 Inhibited proliferation, promoted 

apoptosis & cell cycle arrest 
In vitro LoVo [264] 

25, 50,100 μM Bak, FADD Induced apoptosis, increased FADD & 
Bak protein percentage ratios 

In vitro CaCo-2 [265] 

5, 10, 20, 40 μg/mL Telomerase Inhibited proliferation In vitro HT-29 [266] 
45 μg/kg CYP1A1, CYP1B1, glutathione-S-transferase Increased BaP aqueous (phase II) 

metabolites (detoxification). 
In vivo – [164] 

0 – 300 µM ERK, JNK, Akt, FAK, Fyn, Grb2, Ras, caspase 3, SOS 
proteins 

Activated lipid raft signaling pathways, 
induced apoptosis 

In vitro SW480, SW620, 
HT29 

[267] 

20 μM 4EBP1, Myc Increased intracellular cAMP, decreased 
colony formation & proliferation 

In vitro HCT116, KM12C [163] 

150 mg/kg E‑cadherin, N‑cadherin, phospho (p)‑AKT1, 
p‑GSK‑3β, Snail 

Suppressed metastasis & invasion via 
reversal of EMT 

In vitro, 
in vivo 

SW480, 
SW620 

[162] 

1 mg/ kg Rbfox2, AMPK Inhibited metastasis & proliferation, 
promoted cell cycle arrest 

In vitro B16-F10, HeLa [268] 

1, 2, 5, 10 μM Sirt1, TNF-β, TGF- β3, caspase-3, p65-NF-κB, CD133, 
CD44, ALDH1 

Promoted crosstalk between CRC & 
stromal cells to enhance migration & 
survival 

In vitro HCT116 [160] 

100 μM RKIP Increased RKIP & pRKIP expression in 
two CRC cell lines 

In vitro HT-29, HCT116 [159] 

1 mg/kg connexin 43, Akt, NFκB Inhibited proliferation, increased gap 
junction function 

In vitro, 
In vivo 

HCT116, CT26 [157]  
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literatures is mediated by MALAT1. Resveratrol by regulating the 
MALAT1 and Wnt/β-catenin signaling pathways exerts its inhibitory 
effect on invasion and metastasis of CRC. In detail, resveratrol inhibits 
Wnt/β-catenin signaling by down-regulating MALAT1, resulting in 
lower nuclear localization of β-catenin and c-Myc and MMP-7 expres-
sion, which inhibits CRC invasion and metastasis [158]. 

Begum Dariya et al. used a combinatorial in silico approach with 
several computational tools to assess the effects of resveratrol on Raf 
kinase inhibitory protein (RKIP) and RKIP-phosphorylation [159]. They 
discovered that resveratrol increased RKIP protein expression. Compu-
tational analysis was used to evaluate resveratrol binding affinity and 
ligand efficiency against RKIP, in order to fully understand the funda-
mental nature of the interaction. This study suggested that RKIP could 
decrease metastasis in CRC, and its structural configuration changed 
during resveratrol-target interaction [159]. 

Constanze Buhrmann et al. studied if resveratrol could alter para-
crine signaling mechanisms in CRC cells undergoing a multicellular TME 
[160]. The investigators found that multicellular-TME, similar to 
TNF-α-induced TME, increased CRC proliferation, invasion, colony for-
mation, and CSC activation. The malignancy of multicellular-TME was 
reversed by co-treatment with resveratrol. In 3D-alginate cultures of 
HCT116 cells with either multicellular-TME or TNF-α-induced TME, but 
not Sirt-1, resveratrol inhibited the NF-κB activation, protein secretion, 
and nuclear translocation induced by T-lymphocytes or fibroblasts. They 
found significant associations between the expression of NF-κB bio-
markers and CSC invasion, proliferation, and survival. Their findings 
suggested that multicellular-TME improved the contact between stromal 
cells and CRC cells, increasing HCT116 migration and survival, and that 

the resveratrol/Sirt1 axis reduced this loop activity via altering NF-κB 
activation and paracrine agent secretion. It is possible that resveratrol 
could target fibroblasts and T-lymphocytes to prevent CRC metastasis 
[160]. 

EMT plays an important role in the progression of cancer metastasis 
[161]. PI3K/Akt, JAK/Stat3, TGF-β/Smad, and Wnt/β-catenin signaling 
cascades have all been implicated in the regulation of the EMT process. 
Furthermore, the Akt/GSK-3β /Snail signaling pathway promotes tumor 
invasion and metastasis. In this route, Akt activation decreases GSK-3β 
activity, which in turn suppresses Snail phosphorylation, resulting in 
Snail protein stability and nucleus localization, ultimately triggering 
EMT.After AKT1 knockdown, the inhibitory effects of resveratrol on 
CRC invasion and metastasis, along with its likely mechanism of action, 
were investigated in vitro and in vivo [162]. In their study, Yuan et al. 
observed that following AKT1 knockdown, the anti-cancer effects of 
resveratrol were attenuated or even nullified. As a result, they propose 
that resveratrol may regulate EMT in colon cancer cells and limit colon 
cancer invasion and metastasis via the AKT1/GSK-3β /Snail signaling 
pathway [162]. 

Kim et al. investigated the physiological activity of PDE4B, a member 
of the PDE4 gene family, in CRC as well as the underlying mechanism 
[163]. PDE4B was found to be a key controller of intracellular cyclic 
AMP (cAMP) levels in CRC cells, as shown by the fact that forskolin, an 
adenylyl cyclase (AC) inducer, raised cAMP levels in PDE4B-low cells 
but not in PDE4B-high cells. cAMP altered AKT and AMPK activity in a 
PDE4B-dependent manner, which resulted in a considerable reduction 
in mTOR-Myc signaling and oncogenic characteristics of CRC cells, such 
as anchorage-independent growth and colony formation. They 

Fig. 3. Schematic of resveratrol potential to target various signaling pathways, introducing a new therapeutic approach in the colorectal cancer treatment [35].  
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discovered that the Myc proto-oncogene was a significant downstream 
target of the AKT/mTOR and AMPK/mTOR pathways, resulting in an 
anti-tumor effect of cAMP. Resveratrol, which has been proven to inhibit 
PDE4, also inhibited the mTOR-Myc axis, which has anti-cancer prop-
erties. They found that Myc served as a transcriptional activator of 
PDE4B in CRC cells, which contain low levels of intracellular cAMP and 
promoted cell longevity. These results suggested that cAMP/PDE4B 
signaling helps to control the malignant phenotype of CRC cells [163]. 

Ashley C Huderson et al. sought to gain a molecular understanding of 
how resveratrol could inhibit benzo (a) pyrene (BaP)-induced colon 
polyp growth in mice, by modifying cytochrome P450-mediated meta-
bolic pathways [164]. Higher expression of CYP1A1 in the liver and 
colon, as well as CYP1B1 in the liver, was found in mice treated with 
BaP, whereas resveratrol reduced the activity of CYP1A1 enzymes in the 
corresponding samples. There was an increase in the expression of GST 
in the colon of BaP-treated mice when resveratrol was given before or 
concurrently with BaP. There was no difference in GST expression in the 
liver between the BaP and resveratrol groups. Higher values of BaP 
aqueous (phase II) metabolites were detected compared to BaP organic 
(phase I) intermediates, suggesting that although resveratrol inhibited 
BaP phase I metabolism (activation), it promoted phase II metabolism 
(detoxification). Besides that, the level of BaP-DNA adducts in the colon 
and liver of BaP plus resveratrol-treated mice were lower in comparison 
to BaP alone. Altogether, their findings showed that resveratrol reduced 
BaP-induced colon carcinogenesis via affecting metabolism and DNA 
adduct production, and thus may have anti-carcinogenic potential 
[164]. The resveratrol exerts its anti-tumorigenic performance in colo-
rectal cancer cells by modulating various signaling pathways, as seen in  
Fig. 3. 

3.4. Resveratrol and esophageal cancer 

Yu-Sen Lin et al. studied the effects of resveratrol on cell migration in 
lung cancer and esophageal squamous cell carcinoma (ESCC) cells, along 
with the biochemical pathways involved [269]. They discovered that 
resveratrol reduced cancer cell migration and survival in lung and 
esophageal cancer cells by regulating ADAM9. Resveratrol reduced the 
levels of ADAM9 protein in cancer cells via ubiquitin-proteasome 
degradation. Furthermore, when combined with clinical chemothera-
peutic drugs, resveratrol showed synergistic anticancer effects. Their 
findings revealed that resveratrol may slow the growth of human lung 
cancer and ESCC by reducing ADAM9 expression, offering a possible 
explanation for its anticancer activity [269]. 

The anti-tumor activity of resveratrol in human ESCC cells, the role 
of EGFR in resveratrol activity, and the factors underlying the inhibition 
of EGFR by resveratrol were assessed in a study by Zixuan Jin et al. 
[270]. According to their findings, resveratrol or an analog, could be 
effective in the treatment of human ESCC. The authors showed that 
resveratrol inhibited proliferation of human ESCC, which was attributed 
to its capability to cause cell death and cell cycle arrest at G0/G1 phase, 

and was associated with lower cyclin D1 and higher expression of 
cleaved PARP and cleaved caspase-3, respectively. Downregulation of 
epidermal growth factor receptor (EGFR) signaling was proposed to be 
responsible for the anticancer activity of resveratrol in this model. It was 
also reported that resveratrol treatment was associated with inhibition 
of EGF-induced EGFR activation, as well as the reduction of total protein 
values of EGFR, and its membrane/nuclear localization in ESCC cells 
[270]. 

Qishan Tang et al. dissected the effects of resveratrol in ESCC cells, 
looking at autophagy, apoptosis, cell growth, and the cell cycle [271]. 
They found that resveratrol caused cell cycle arrest at sub-G1 phase and 
induced apoptosis in a concentration-dependent manner. Autophagy 
was induced by resveratrol in ESCC cells, but was not mediated by the 
AMPK/mTOR pathway. Because both genetic and small molecule inhi-
bition of autophagy increased resveratrol-induced cytotoxicity in ESCC 
cells, this could be a new strategy for increasing the effects of resveratrol 
(and other chemotherapeutic drugs) in the treatment of ESCC [271]. 

Using an established rat surgical model, Charles E Woodall et al. 
investigated how resveratrol affected the progressive development of 
reflux esophagitis into Barrett’s metaplasia, and then to dysplasia and 
finally to esophageal adenocarcinoma (EAC) [272]. Thirty-one animals 
in the 5-month resveratrol group showed less severe esophagitis, a lower 
incidence of intestinal metaplasia and carcinoma, than the saline control 
group. Histopathology revealed that the resveratrol group had 
morphological characteristics consistent with less esophagitis, as well as 
lower rates of metaplasia and EAC. Resveratrol inhibited carcinogenesis 
and metaplasia advancement in reflux esophagitis, and human studies 
could be useful to investigate the clinical potential in this common 
condition [272]. 

The anti-cancer activity of resveratrol in ESCC cells might be related 
to induce their apoptosis. Bax and Bcl-2 proteins are essential regulators 
of the mitochondrial-dependent apoptotic pathway. Bax that positively 
regulates apoptosis promotes mitochondrial damage, whereas Bcl-2 that 
negatively regulates apoptosis stimulates cell survival [273]. As an 
apoptosis index, the Bax/Bcl2 ratio determines the fate of the cell in the 
direction of cell death or apoptosis. Based on evidence, the impact of 
Bcl2 gene downregulation on apoptosis process is more significant than 
the impact of upregulation of Bax gene. It is demonstrated that resver-
atrol leads to the downregulation of Bcl2 in HCT-116 colon cancer cells 
through downregulation of miR-21 and the PTEN/AKT axis [274]. The 
increased ratio of Bax/Bcl-2 by resveratrol has been also reported in 
treated liver cancer cells. Hai-Bo Zhou et al. investigated 
resveratrol-induced apoptosis in esophageal cancer cells, as well as the 
link between apoptosis and the expression of Bax and Bcl-2 [275]. They 
reported that resveratrol inhibited the proliferation of EC-9706 esoph-
ageal cancer cells in a time and dose-dependent manner. Additionally, 
TUNEL assay showed that after the treatment of EC-9706 cells with 
resveratrol, expression of Bcl-2 and Bax genes decreased and increased, 
respectively. Therefore, increasing the Bax/Bcl-2 ratio leading to in-
duction of apoptosis may be one of the inhibitory effects of resveratrol in 

Table 4 
Effects of resveratrol in esophageal cancer.  

Dose Target (s) Results Model (in vitro / in vivo 
/human) 

Cell line Ref. 

0, 50, 100, 200, 
400 μM 

ADAM9 Inhibited migration & viability In vitro CE48T, CE81T, 
CE146T 

[269] 

0, 20, 40, 80 μM cyclin D1, cleaved PARP/cleaved caspase-3, 
EGFR 

Caused cell cycle arrest & cell death In vitro KYSE15, KYSE51, 
Eca109 

[270] 

0, 10, 50, 100, 
150 μM 

Caspase-3, Bcl-2, Bax, Beclin-1, ATG-5, LC3I, 
LC3II, LKB-1, AMPK 

Inhibited proliferation In vitro EC109, EC9706, 
K562 

[271] 

0.1, 1, 10, 
100 mM 

Bcl-2, Bax Induced apoptosis In vitro EC-9706 [275] 

7 mg/kg Catalase, PCNA Decreased esophagitis, lowered incidence of 
metaplasia & EAC 

In vivo – [272] 

1, 2 mg/kg COX-1, COX-2, PGE2 Inhibited DMBA induced esophageal 
carcinogenesis in F344 rats 

In vivo – [276]  
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esophageal cancer [275]. 
The effects of resveratrol in esophageal cancer summarized in  

Table 4. 

3.5. Resveratrol and oral cancer 

In oral cancer cells (SSC-25 and OEC-M1) Chia-Cheng Lin et al. 
investigated how thyroxine (T4) affected the expression of checkpoint 
genes PD-L1 and BTLA, as well as the proliferation gene CCND1. In SSC- 
25 and OEC-M1 cells, T4 suppressed pro-apoptotic BAD expression 
while enhancing proliferative CCND1 expression. It boosted PD-L1 and 
BTLA expression in both cell lines. Resveratrol inhibited the growth- 
promoting effects of T4. T4 inhibited the expression of pro-apoptotic 
genes, but resveratrol co-treatment reversed BAD expression. Further-
more, resveratrol inhibited the increase of PD-L1 in the nucleus caused 
by T4. These data suggest that T4 increases the expression of other 
checkpoint genes in addition to PD-L1, allowing cancer to evade the 
immune response. Resveratrol, on the other hand, could inhibit the ef-
fects of pro-thyroid hormones [277]. 

Yi-Ru Chen et al. investigated how T4 could interfere with the anti- 
proliferative effect of resveratrol in oral cancer cells [278]. T4 reversed 
resveratrol-induced anti-proliferation by promoting pro-inflammatory 
gene expression (IL-1 or TGF-1) and PD-L1 protein expression in two 
oral cancer cell lines. The resveratrol-induced increase in nuclear COX-2 
was reduced by co-incubation with T4, and COX-2 was retained in the 
cytoplasm. S31–201, a selective inhibitor of signal transducer and 
activator of transcription 3 (STAT3), blocked the effects of T4, while 
restoring resveratrol-induced nuclear COX-2 accumulation. This showed 
that STAT3 signaling inhibited the expression of proinflammatory genes 
and PD-L1, but this could be reduced by T4. Therefore, resveratrol could 
restore COX-2/p53-dependent gene expression and inhibit cell prolif-
eration by blocking the T4-activated STAT3 signal transduction axis 
[278]. 

Yih Ho et al. investigated the mechanisms behind the anti- 
proliferative effects of NDAT (nano-diamino-tetrac, a tetraiodothyrox-
ine deaminated nano-particulate analog) and resveratrol in human oral 
cancer cells. The expression of proinflammatory cytokines IL-1 and TNF- 
α were decreased by both resveratrol and NDAT. These compounds also 
lowered the expression of PD-L1and CCND1. In OEC-M1 and SCC-25 
cells, both NDAT and resveratrol stimulated BAD expression, however 
only resveratrol stimulated COX-2 expression. The combined treatment 
lowered gene expression in both cancer cell lines when compared to 
resveratrol treatment alone. Resveratrol decreased nuclear PD-L1 
accumulation, which was increased by S31–201, a STAT3 inhibitor, or 
NDAT, showing that NDAT can inhibit PD-L1 expression by inactivating 
STAT3. In the presence of T4, NDAT boosted the anti-proliferative ef-
fects of resveratrol in both cell lines. These findings suggest the ability of 
NDAT to inhibit the pro-inflammatory effects of T4, which reduce the 
anticancer activity of resveratrol [279]. 

DNTTIP1 (deoxynucleotidyltransferase terminal interacting protein 
1) has been shown to be overexpressed in oral squamous cell carcinoma 
(OSCC) cell lines and primary OSCCs. Yuki Sawai and colleagues eval-
uated the clinical significance of DNTTIP1 in cancer, using a knockdown 
model and resveratrol as an HDAC inhibitor [280]. They found that the 
interaction between DNTTIP1 and HDAC could promote tumor growth 
by deacetylating p53, and that DNTTIP1 could be a key target for OSCC 
treatment by resvertrol [280]. 

According to Hayashi et al., TRIML2 (tripartite motif family like 2) 
up-regulation has been observed in human OSCC cells and primary 
OSCCs [281]. TRIML2 knockdown in OSCC cells was associated with 
reduced proliferation, caused by cell cycle arrest at G1 phase and 
decreased expression of cyclin D1, CDK4, and CDK6, along with over-
expression of p27Kip1 and p21Cip1. Resveratrol was found to reduce 
TRIML2 expression, and also produced cell-cycle arrest in the G1 phase. 
They suggested that TRIML2 could be critical for tumor growth, and 
resveratrol could disrupt TRIML2 function as a potential treatment for 

OSCC [281]. 
Resveratrol is known to be an effective chemopreventive agent 

against multiple cancers. However, increasing drug resistance can lead 
to treatment failure in oral cavity cancer. Chang et al. [282] investigated 
the antitumor activity of resveratrol and its mechanism in 
cisplatin-resistant human oral cancer CAR cells. They found that 
resveratrol had low toxicity in normal oral cells, but provoked auto-
phagic cell death in CAR cells. This was shown by the formation of acidic 
vesicular organelles (AVOs) and autophagic vacuoles stained by acridine 
orange (AO) and monodansylcadaverine (MDC). Resveratrol also 
enhanced phosphorylation of AMPK and regulated autophagy and 
pro-apoptotic signals in resveratrol-treated CAR cells. Importantly, 
resveratrol also increased the mRNA expression of autophagy-related 
genes, including Atg5, Atg12, Beclin-1 and LC3-II in CAR cells. Over-
all, they suggested that resveratrol could induce autophagic and 
apoptotic death in drug-resistant oral cancer cells (Fig. 4) and might be a 
new approach for oral cancer treatment in the near future. 

Resveratrol is a known chemo-preventive phytochemical agent in the 
control of various tumor cells. However, a serious challenge in the 
treatment of oral cancer is the growing emergence of drug resistance. In 
a study by Chang et al. [282], the resveratrol was examined for its oral 
antitumor potential and relevant pathways in human cisplatin-resistant 
oral cancer cell line (CAR). According to their findings, the resveratrol 
was found in normal oral cells with ultra-low toxicity and triggered an 
autophagic cell death, thereby generating acidic vesicular organelles 
(AVOs) as well as autophagic vacuoles in CAR cells, using mono-
dansylcadaverine (MDC) and acridine orange (AO) staining protocols. 
The CAR cells exposed to resveratrol exhibited an increase in the AMPK 
phosphorylation and a regulation in autophagy-related and proapopto-
tic signals. It should be noted that the resveratrol-treated CAR cells 
experienced an elevation in the expression level of autophagic mRNA 
genes, such as Beclin-1, LC3-II, Atg5 and Atg12. Their findings revealed 
that the apoptotic and autophagic cell death may be induced by the 
resveratrol in drug-resistant oral cancer cells (Fig. 4), suggesting a novel 
therapeutic strategy for oral cancers in the future. Table 5 summarizes 
the effects of resveratrol in oral cancer. 

Fig. 4. Schematic of molecular mechanism employed by resveratrol-induced 
apoptosis and autophagy in human cisplatin-resistant oral cancer CAR cell 
line [282]. 
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3.6. Resveratrol and hepatocellular cancer 

Gene therapy with suicide genes is an appealing therapeutic option 
for hepatocellular carcinoma (HCC), and thymidine kinase (TK), ob-
tained from the herpes simplex virus (HSV), is a suicide gene that has 
received much research [298]. A clinical trial has already shown that 
HSV-TK/GCV therapy for HCC treatment is feasible and safe [299]. 
Evidence proves that cytotoxicity of multiple drugs is augmented via 
bystander effect, which is partly mediated by cell-cell communication 
mediated by gap junction [300]. Unfortunately, HCC cells have poor 
cell-to-cell communication due to a lack of gap junctions; also, HCC cells 
prefer to suppress connexin (Cx) expression. 

Jianyong Xiao et al. theorized that the killing effect of the HSV-TK 
suicide gene on HCC cells is boosted by resveratrol via elevation of the 
bystander effect [301]. The researchers also looked at Cx expression in 
HCC cells following resveratrol treatment, because of the strong rela-
tionship between resveratrol and GJIC (gap junctional intercellular 
communication) [301]. Their findings showed that resveratrol could 
enhancement the bystander effect of the HSV-TK/GCV (gancyclovir) 
suicide gene system via improving Cx-mediated gap junctional 
communication. In murine hepatoma cells (CBRH7919), they discov-
ered that resveratrol increased expression of both essential elements of 
gap junctions, Cx43 and Cx26. Theoretically, resveratrol-induced gap 
junction upregulation could improve the HSV-TK/GCV bystander effect 
in hepatoma cells. Resveratrol could increase intercellular communi-
cation at gap junctions allowing GCV to kill the CBRH7919-TK cells. The 
long-term inhibitor of gap junctions, alpha-glycyrrhetinic acid reduced 
the cytotoxicity of HSV-TK/GCV gene therapy. Furthermore, 
co-treatment of tumor-bearing mice (CBRH7919-TK or CBRH7919-WT 
cells) with GCV and resveratrol at a ratio of 2:3 produced a marked 
reduction in tumor weight and size when compared to GCV or resver-
atrol alone [301]. 

Based on these findings, the authors conclude that when resveratrol 
is administered in low doses, it works synergistically with HSV-TK/GCV 

therapy to induce HCC cell killing, and the underlying mechanism 
mainly involves GJIC [301]. 

Qin Jiang et al. looked at the effects of paclitaxel in combination with 
resveratrol in order to minimize the dose and side effects of paclitaxel, 
while still maintaining the anti-tumor effect [302]. The researchers 
compared the anti-tumor effect of resveratrol and paclitaxel in HepG2 
human liver cancer cells in vitro. They concluded that resveratrol could 
improve the anti-tumor effect of paclitaxel in HepG2 cells, and that 
resveratrol may be an effective paclitaxel sensitizing agent [302]. 

Feng Gao and colleagues discovered that the c-Met signaling 
pathway played an important role in the anti-cancer effect of resveratrol 
in HCC cells. Inhibiting the activation of HGF-c-Met signaling could be 
an approach for HCC prevention and treatment, according to their 
findings [303]. Resveratrol suppressed the HGF-c-Met signaling 
pathway, contributing to its anti-tumor effect in HCC cells. Resveratrol 
suppressed both anchorage-dependent and anchorage-independent HCC 
cell growth in a concentration-dependent manner. The activation of the 
HGF-induced c-Met signaling pathway was reduced by short-term 
resveratrol exposure, whereas long-term resveratrol treatment sup-
pressed c-Met expression on the cell membrane. In addition, treatment 
with resveratrol suppressed HGF-induced cell invasion, while c-Met 
knockdown reduced HCC cell sensitivity to resveratrol treatment. 
Finally, the anticancer effect of resveratrol was confirmed in a xenograft 
tumor model, where resveratrol reduced tumor development in vivo. 
Their data suggested that c-Met could be a useful molecular target for 
HCC treatment [303]. 

The effects of resveratrol and IFN-α on the apoptosis, proliferation, 
and cell cycle of SMMC7721 cells were studied by Zhanchun Yang and 
colleagues. Their findings suggested that phytoestrogens affected the 
SIRT1/STAT1 pathway, which could lead to a new approach to reduce 
tumor resistance to IFN-α by targeting STAT1. They discovered that IFN- 
α inhibited SMMC7721 proliferation and induced apoptosis, which 
could be increased by resveratrol, and prevented by EX527 (a Sirt-1 
inhibitor). Resveratrol was shown to be able to activate SIRT1 as well 

Table 5 
Effects of resveratrol in oral cancer.  

Dose Targets Results Model (in vitro/ in 
vivo/ human) 

Cell line Ref. 

1, 10, 100 µM – Inhibited proliferation & DNA synthesis In vitro SCC-25 [283] 
40 μM PD-L1, BTLA, CCND1, BAD Increased expression of pro-apoptotic genes In vitro OEC-M1, SCC- 

25 
[277] 

25, 50, 75, 100, 
200 μM 

LC3-II, PI3K class III, Stimulated apoptosis & autophagic death in drug- 
resistant oral cancer 

In vitro CAR cells [284] 

25, 50, 100 μM ZEB1, miR-200c, EZH2, H3K27me3, 
ACTA2, COL1A1, S100A4, α-SMA 

Inhibited EB1 expression to suppress the myofibroblast 
activity of fBMFs 

In vitro fBMF1, fBMF2, 
fBMF3 

[285] 

25, 50, 75, 100 μM MMP-9, JNK 1/2, ERK 1/2 Inhibited gene expression & proliferation In vitro SCC-9 [286] 
10, 40 μM CCND1, PD-L1, COX-2, BAD, ERK1/2 Inhibited proliferation gene expression In vitro OEC-M1, SCC- 

25 
[278] 

10 μM IL-1β, TNF-α, CCND1, PD-L1, COX-2, BAD Inhibited gene expression In vitro OEC-M1, SCC- 
25 

[279] 

0.5, 0.7,1.0 μg/mL Phosphorylated-cdc2 (Tyr 15), cyclin B1, 
cyclin A2 

Inhibited proliferation In vitro SCC-VII, SCC- 
25, YD-38 

[287] 

50 µM DNTTIP1, HDAC Promoted tumor growth In vitro, in vivo HSC-2, HSC-4 [280] 
50 µM TRIML2 Affected tumor growth In vitro Sa3, SAS [288] 
6.25, 12.5, 25, 50, 

100 µM 
– Boosted doxorubicin cytotoxicity In vitro HSC-2 [289] 

20–100 μM Tetrazolium-1, fura-2 fluorescence Caused Ca2 + -independent apoptosis. In vitro OC2 [290] 
10–500 µM Bak, Bax, Bcl-2, Bcl-xl, Apaf-1, PARP, 

ICAD, E-cadherin 
Increased apoptotic cell ratio, inhibited invasion & 
migration 

In vitro CAL-27, 
SCC15, SCC25 

[291] 

5, 10, 25, 50, 100 µM – Increased cytotoxicity, reduced migration In vitro PE/CA-PJ15 [292] 
0.25 % Res (w/w) phospho-AMPK (Thr172), p62 Prevented 4NQO-induced oral tumorigenesis, inhibited 

proliferation, induced apoptosis & autophagy 
In vivo 4NQO [293] 

25, 50, 100 µM – Inhibited adhesion, migration, & invasion In vitro KB [294] 
20 µM 

100 mg/kg 
uPAR, pERK1/2, integrin β1 Reversed cetuximab resistance in OSCC. In vitro, in vivo SAS, Sa3, HSC- 

3 
[295] 

5, 10, 50, 100 µM HIF-1α, VEGF, Erk1/2, PI-3 K/Akt, p42/ 
p44 MAPK 

Chemopreventive effects In vitro SCC-9 [296] 

5, 10, 15, 20, 30, 45, 
70, 100 µM 

– Inhibited DMBA carcinogenesis in hamster cheek pouch In vivo HCPC I [297]  
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Table 6 
Effects of resveratrol in hepatocellular cancer.  

Dose Targets Results Model (in 
vitro/ in vivo/ 
human) 

Cell line Ref. 

0–10 μg/mL caspase-3,8,9, Bax, p53, p21, IκB-α, TIMP-1,2, 
Bcl-2, Bcl-xL, HIAP-1,2 cIAP-1, cIAP-2, NF-κB, 
COX-2,MMP-2,9, EGF, VEGF, Fit 1 

Increased the anti-tumor effect of paclitaxel In vitro HepG2 [302] 

30 mg/kg HGF-c-Met Inhibited tumor growth in vivo using a xenograft 
model 

In vitro, in vivo Hep3B, MHCC9L [303] 

0, 25, 50, 75, 100 µM ADRB-2-HIF-1α axis Inhibited proliferation under chronic stress In vitro HepG2 [306] 
12.5, 25, 50, 100 μM p53 Inhibited proliferation In vitro HepG2 [200] 
20, 50, 80, 110, 140, 

170, 200 µM 
Bax, PARP, Bcl-2, caspase-3, caspase-7, SIRT1, 
PI3K, AKT, p-Fox O3a, PCNA, Ac-FoxO1, 
DLC1 

Inhibited proliferation & migration In vitro HepG2, Bel-7402, 
SMMC7721 

[307] 

10, 20, 30 µM STAT1, SIRT1 Increased the response of HCC to IFN-α treatment In vitro SMMC7721 [308] 
0, 10, 20, 40, 60, 80, 

100, 150, 200 µM 
Beclin1, LC3 II/I, p62, p53, p-Akt Inhibited proliferation & migration In vitro MHCC9H [309] 

12.5, 25, 50, 100, 
200 µg/mL 

ASCT2, cytochrome c, caspase-3, and caspase- 
9 

Sensitized human hepatoma cells to cisplatin In vitro C3A, SMCC7721 [140] 

80 µM IL-6, CXCR4, Gli-1, MMP-9, uPA Inhibited proliferation In vitro HepG2 [310] 
100, 150 mg/kg Cx26, Cx43 Enhanced intercellular gap junction 

communication 
In vitro, 
in vivo 

CBRH7919 [311] 

50, 100 mg/kg cyclin D1, Akt, and p70S6K Inhibited proliferation. In vitro, 
in vivo 

HBV 
X- Huh7 

[312] 

0.39, 0.78, 1.56, 
3.13, 6.25, 12.5, 
25 μg/mL 

Caspase3, 7 Inhibited proliferation in a time & dose- 
dependent manner. 

In vitro HepG2 [313] 

0, 5, 10, 25, 50, 
100 μM 

XBP1, CHOP, caspase-3, SCD1 Inhibited saturated FA content primarily by 
reducing triglyceride accumulation 

In vitro HepG2 [314] 

10–160 µM caspase-3, 8, 9, XIAP, survivin Inhibited proliferation in a concentration & time- 
dependent manner. 

In vitro Hepa1–6 [315] 

20, 40, 80 µM 
10 mg/kg bw 

HK2, lactate, caspase-3, 9, cleaved PARP, 
PKM2, Bax 

Sensitized aerobic glycolytic cells to apoptosis In vitro, 
in vivo 

Bel-7402, HepG2, 
HCCLM3 

[316] 

0, 10, 20, 40 µM VEGF Inhibited proliferation, suppressed VEGF gene 
expression 

In vitro HepG2 [317] 

20 mg/kg PARP, caspase-3, p53, cytochrome-c, Bax, 
Bcl2 

Activated apoptosis in male Wistar rats In vivo – [318] 

0, 25, 50, 75, 100, 
200 µM 

u-PA, JNK1/2, SP-1, PAI-1 Upregulated SP-1 pathway transcription factors In vitro Huh7 [319] 

0, 10, 100, 200 µM SIRT1, cyclin D1, VEGF, MMP-9, Inhibited proliferation In vitro HepG2 [320] 
10, 15 mg/kg 5-FU Inhibited murine hepatoma 22 tumor growth In vivo Hepatoma 22 [321] 
50, 75, 100, 125, 

150, 175, 200, 225, 
300 µM 

cyclin D1, p38, Akt, Pak1, p-ERK1, p-ERK2, 
PCNA, GSK3β 

Chemopreventive agent against liver cancer In vitro HepG2 [322] 

10, 20, 40, 60 µg/mL p21/WAF1, cyclin E, cyclin A, CDK 2, caspase 
8, 9, Atg5, Atg7, Atg9, Atg12, Bcl-2, Bcl-xL 

Chemopreventive agent against hepatitis C virus- 
induced hepatoma 

In vitro Huh-7 [323] 

20, 40, 80 µM caspase-3 Promoted apoptosis, inhibited proliferation In vitro Hepa 1–6 [324] 
– IL-8 Chemotherapeutic potential & 

immunomodulation activity 
In vitro, in vivo Bel-7402 [325] 

– MMP-9 Inhibited proliferation, down-regulated gene 
expression. 

In vitro SMMC-7721 [326] 

10-12, 10-11, 10-10, 10- 

9
, 10-8, 10-6 M 

ROS, eNOS, iNOS Promoted apoptosis, inhibited proliferation, 
decreased ROS levels 

In vitro HepG2 [327] 

200 mM PTEN, Bcl-xl Inhibited proliferation In vitro HepG2 [328] 
2.5, 5, 10, 20, 40, 80, 

160, 320 µM 
– Inhibited proliferation in a dose & time- 

dependent manner 
In vitro HepG2 [329] 

5, 10, 20, 50, 100 µM HDACs Concentration-dependent anti-proliferation effect 
on all cell lines. Inhibited HDACs only in HepG2 
cells 

In vitro HepG2, Hep3B, HuH7 [330] 

0.2, 0.4, 2, 4, 6.25, 
12.5, 25, 50, 
100 µM 

– Slight increase in viability at all doses except 
100 µM 

In vitro HepG2 [331] 

5, 10, 20, 25, 50, 100, 
200 µM 

PARP-1, caspase-9, 3,Bax, Bcl-2, p53 Decreased viability In vitro HepG2 [332] 

50, 100 and 300 
mg/kg 

nitric oxide synthase, 3-NT, Nrf2 Prevented diethylnitrosamine (DENA)-induced 
liver carcinogenesis in rats 

In vivo  [333] 

6.25, 12.5, 25, 50, 
100 μM 

MEK, phospho-CDK2, chk 2, CDK4, CDK6, 
Cyclin D1, D3, E, p21, caspase-7, PARP, Bax, 
Bim, Puma, phospho-ERK, -PDK-1, -Raf, Akt 

Inhibited proliferation & DNA synthesis, induced 
apoptosis & cell cycle arrest 

In vitro HepG2 [334] 

10, 50, 100 μM MMP-9, NF-kappa B Inhibited TNF-α-induced MMP-9 & invasion In vitro HepG2 [335] 
50, 100, 300 mg/kg Bax, Bcl-2 Induced apoptosis signaling In vivo Induced HCC [336] 
15 mg/kg CAV1, caspase-3, ERK, p-p38 Induced HepG2 cell death in a concentration & 

time-dependent manner 
In vitro, in vivo HepG2 [337] 

10, 50 ppm Total chol, HDL, VLDL, LDL Increased fecal excretion of neutral sterols & bile 
acids 

In vivo AH109A [338] 

In vitro SK-Hep-1 [339] 

(continued on next page) 
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as phosphorylated STAT1. Inhibition of STAT1 reduced the combined 
anticancer effects of IFN-α and resveratrol, reduced apoptosis, and 
boosted the survival of SMMC7721 cells. On the other hand, over-
expression of STAT1 increased the anticancer effect of the resveratrol 
and IFN-α combination. Their findings suggested that resveratrol could 
be a potential approach to improve HCC response to IFN-α therapy via 
the SIRT/STAT1 pathway [304]. 

Seungmo Park et al. evaluated the anti-tumor effect of resveratrol 
against HBV-induced HCC using Huh7-HBx human hepatoma cells 
overexpressing the HBV X-protein. They also assessed how resveratrol 
affected survivin expression, STAT3 downstream mediators, and cyclin 
D1 in BALB/c nude mice implanted with Huh7-HBx cells [305]. 
Resveratrol reduced cell viability according to the MTT assay. Resver-
atrol caused G1 cell cycle arrest without any effect on the sub-G1 cell 
population, according to flow cytometrty. As a result, they looked into 
how resveratrol affected cyclin D1 regulation, which is crucial during 
the G1/S cell cycle transition. The cyclin D1 signaling pathway, as well 
as the ERK, p90RSK, Akt, and p70S6K signaling pathways, were all 
suppressed by resveratrol, but not the ERK signaling pathway. In a 
xenograft mouse model, an intraperitoneal infusion of resveratrol 
decreased tumor volume. Downregulation of survivin was observed, 
although cyclin D1 expression was unaltered. The findings suggested 
that resveratrol administration may help the management of 

HBV-induced HCC by regulating survivin levels [305]. 
Effects of resveratrol in hepatocellular cancer is summarized in  

Table 6. 

3.7. Resveratrol and biliary tract cancer 

Resveratrol strongly decreased the acetylation of FOXO1 (Forkhead 
Box O1) and the interaction between Ac-FOXO1 and Atg7, preventing 
autophagy in human cholangiocarcinoma QBC939 cells and triggering 
apoptosis and decreasing viability. In vitro findings show that treatment 
of these cells with resveratrol suppressed autophagy progression and 
enhanced the oxidative stress and mitochondrial dysfunction (MtD). 
Likewise, pharmacological suppression of autophagy worsens 
resveratrol-induced oxidative stress, MtD, and apoptosis whereas rapa-
mycin promotion autophagy and mitigates these effects. As a result, one 
of the mechanisms by which resveratrol triggers apoptosis in QBC939 
cells is oxidative stress and MtD caused by autophagy suppression [363]. 

Suyanee et al. showed that resveratrol could suppress the ability of 
IL-6 to stimulate growth and migration in CCA cells and immortalized 
cholangiocytes. Resveratrol stimulated autophagy and increased the 
expression of E-cadherin over N-cadherin in migrating cells. They 
showed that resveratrol had anticancer effects through affecting pro- 
tumorigenic metabolic and cytokine-mediated cross-talk between CAFs 

Table 6 (continued ) 

Dose Targets Results Model (in 
vitro/ in vivo/ 
human) 

Cell line Ref. 

50, 100, 150, 200, 
225, 250 μM 

Ras-related protein Rab 37, annexin A8, 
thymidine kinase, maspin 

Caused cytotoxicity, inhibited expression of 
antioxidant proteins 

0–200 μmol/l phospho-AMPK, surviving Induced apoptosis. In vitro HepG2 [340] 
50 mg/kg bw MLCK Decreased MLCK expression, promoted apoptosis, 

inhibited liver carcinogenesis in a DENA-induced 
HCC rat model 

In vivo HCC [341] 

5, 10, 15 mg/kg cyclin B1, D1, p34cdc2 Anti-tumor activity In vivo H22 [342] 
500, 1000, 1500 mg/ 

kg 
IgG, PFC Inhibited proliferation In vitro in vivo H22 [343] 

10, 30 µM UGT1A1, UGT2B7 and ST1E1 Increased mRNA expression levels of three 
metabolic enzymes 

In vitro HepG2 [344] 

0–350 µM caspases 2, 3, 7, 8, 10 Activated anticancer pathways In vitro H4IIE [345] 
1, 3, 10, 30, 50, 100, 

150, 200 µM 
– Inhibited proliferation at µM range in a 

concentration and time-dependent manner 
In vitro HepG2, Fao [346] 

0–100 µM HGF Reversed the increase in peroxide levels & 
expression of HGF in ROS-stimulated tumor cells. 

In vitro, in vivo AH109A [347] 

1, 5, 10, 20 µg/mL p53, p21, Bax Induced cell cycle arrest at G1 phase, increased 
expression of p21 & Bax in p53 + Hep G2 cells 

In vitro Hep G2,Hep 3B [348] 

2.5, 5, 25 µM HGF Decreased growth factor expression, induced 
invasion 

In vitro HepG2 [349] 

0, 1, 10, 50, 100 µM PS Decreased PS expression in an ER independent 
manner, 

In vitro HepG2 [350] 

50, 100 or 300 mg/ 
kg 

IL-1, IL-6, and TNF-α Normalized DENA-induced alterations, reduced 
expression of IL-1, IL-6, TNF-α 

In vivo hepatocarcinogenesis [351] 

1, 5, 10 µM PON-1, AhR Increased gene expression in primary human 
hepatocytes & hepatoma cell line 

In vitro HuH7 [352] 

0–200 µM 
1, 5, 10, 100 mg/ 
100 g bw 

– Inhibited invasion, ROS potentiated invasion In vitro, ex vivo AH109A [353] 

1.25, 2.50, 5.0, 10.0, 
20.0 µg/mL 

– Inhibited proliferation, induced apoptosis In vitro H22 [354] 

0.01–500 µM mTOR, S6K1 and eIF4E-BP1, eIF4F, eIF2α Inhibited global protein synthesis. In vitro H4-II-E [355] 
50, 100, 300 mg/kg HSP70, COX-2, NF-κB p65, IκBα Suppressed DENA-induced increased expression 

of hepatic HSP70 & COX-2. 
In vivo – [356] 

0–20 µM CYP1A1, AHR Inhibited CYP1A1 expression In vitro HepG2 [357] 
5, 10, 25, 50, 100 µM HO-1, PON-1, Nrf2 Induced antioxidant enzymes heme oxygenase-1 

& paraoxonase-1 in cultured hepatocytes. 
In vitro HUH7 [358] 

1 mg/kg bw – Induced apoptosis, reduced cell number. In vitro, In vivo AH-130 [359] 
0, 50, 100, 150, 

200 µM 
ZEB2 Decreased viability, promoted cell cycle arrest & 

apoptosis 
In vitro SNU398 [360] 

100 mg/kg Lactate dehydrogenase, sirtuin 1, catalase Normalized the levels of urea, lipid peroxidation, 
lactate, lactate dehydrogenase, downregulated 
the increased expression of sirtuin 1 

In vivo – [361] 

100 mg/kg Catalase, glutathione peroxidase, NF-κB, 
SIRT1, LPO 

Restored the levels of catalase & glutathione 
peroxidase in alcohol-aflatoxin B1-induced HCC 

In vivo – [362]  
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and cancer cells. They also revealed that conditioned media from 
cholangiocarcinoma-derived CAFs contained IL-6, which increased CCA 
cell migration. Surprisingly, resveratrol could prevent CAFs from 
secreting IL-6, essentially removing the pro-migration effect of their 
conditioned medium. The latter effect was linked to the induction of 
autophagy in CCA cells. They discovered that while IL-6 did promote the 
cell migration of invasive CCA cells, resveratrol strongly inhibited 
migration in both immortalized cholangiocytes and CCA cells. IL-6- 
mediated CCA cell motility was greatly enhanced by CAF-conditioned 
medium, while CAF-conditioned medium pre-treated with resveratrol 
fully prevented cancer cell motility and reversed the N-cadherin to E- 
cadherin switch in migrating cells. This was the first evidence that CAF 
secreted products could affect autophagy and CCA cell behavior, and 
that a nutraceutical such as resveratrol could reverse cancer cell ma-
lignancy by affecting CAF metabolism and secretion [364]. 

Leda Roncoroni et al. investigated whether inhibition of trans-
glutaminase 2 (TG2) could abolish the cytotoxic effect of resveratrol on 
cholangiocarcinoma and gallbladder cancer cell lines [365]. The addi-
tion of resveratrol to both cell lines resulted in a considerable decrease in 
proliferation, ranging from 24 % to 76 %. The TG2 inhibitors success-
fully lowered TG2 activity while leaving the protein quantity un-
changed. After TG2 suppression, the proliferation that had been 
inhibited by resveratrol was restored to normal. Furthermore, 
morphologic study indicated that RES had a cytotoxic effect and that this 
effect was reduced when TG2 was inhibited. The researchers discovered 
a relationship between the cytotoxic effects of resveratrol and TG2 
enzyme activity in cholangiocarcinoma and gallbladder cancer cell lines 
[365]. 

Gabriel and colleagues found that the addition of low doses of 
resveratrol to cholangiocarcinoma cells was associated with minor 
toxicity, and increased sensitivity to several chemotherapeutic drugs 
that are currently used in clinical settings. They also demonstrated that 
this sensitivity was linked to a reduction in expression of Cyp1b1, and 
knockdown of Cyp1b1 in these cells was also associated with increased 
sensitivity to chemotherapeutic drugs [366]. They looked at how 
resveratrol affected cholangiocarcinoma cell chemosensitivity and 
found a relationship between Cyp1b1 expression and chemosensitivity. 
Resveratrol was administered to cholangiocarcinoma cell lines before 
they were given mitomycin, gemcitabine, or 5-fluorouracil (5-FU). In 
vitro, resveratrol co-treatment with each chemotherapeutic drug 
reduced proliferation and enhanced apoptosis more compared to each 
chemotherapeutic drug alone. They found that treatment with 5-FU plus 
resveratrol produced a more pronounced reduction in tumor volume and 
higher TUNEL staining in vivo compared to treatment with 5-FU alone. 
Moreover, in Mz-ChA-1 cells and cholangiocarcinoma tumors, resvera-
trol reduced Cyp1b1 expression. In vitro investigation using 
stable-transfected cells with Cyp1b1 expression knocked down 
(Mz-Cyp1b1) showed that Mz-Cyp1b1 cells had higher sensitivity to 
chemotherapeutic drugs compared to mock-transfected cells, and 
Mz-Cyp1b1-induced tumors were more sensitive to 5-FU treatment in 
vivo than mock-transfected tumors. They suggested that resveratrol 

administration could be an adjuvant treatment for improving chemo-
sensitivity in patients suffering from cholangiocarcinoma [366]. 

Leda Roncoroni et al. investigated the effects of resveratrol on a 
human cholangiocarcinoma cell line (SK-ChA-1) in two and three- 
dimensional cultures [367]. Resveratrol inhibited cell growth in both 
types of cell culture, and led to 40 times higher ALP and LDH activity in 
the culture medium. Transglutaminase (TG) activity was increased in 
cell lysates, and cell cycle arrest was produced in the G(1)/S phase. Their 
findings suggested that resveratrol could be used as a chemo-
therapeutic/chemopreventive agent for cholangiocarcinoma [367]. 

Table 7 summarizes the effects of resveratrol in biliary tract cancer. 

4. Resveratrol and gastrointestinal cancer clinical trials 

The Clinicaltrials.gov showed more than 150 ongoing human clinical 
trials of resveratrol, 14 of which were associated with resveratrol against 
cancer. Numerous trials were performed to evaluate the safety, phar-
macokinetics, and bioavailability of resveratrol, and the only limited 
recorded trials focused on evaluating the efficacy of resveratrol in some 
cancers. Although the majority of the studies were focused on colorectal 
cancer, it also covered cancers such as breast cancer, multiple myeloma, 
follicular lymphoma, liver cancer, and neuroendocrine tumors. In vitro 
studies indicated that resveratrol suppresses growth and triggers 
apoptosis in human colon cells, and murine models of colorectal cancer 
revealed that resveratrol decreased colorectal carcinogenesis and 
inflammation [371]. 

Nguyen et al. conducted the first phase I clinical trial on resveratrol 
treatment in colon cancer patients [372]. They compared the use of 
low-dose plant-based resveratrol (20 or 80 mg/day; n = 2 and 1, 
respectively) with freeze-dried grape power resveratrol (80 or 
120 g/day; n = 3 and 2, respectively) in patients with colorectal cancer 
(n = 8) who had normal and cancerous intestinal mucosal samples 
biopsied at the time of diagnosis and two weeks after daily oral sup-
plementation. The Wnt signaling pathway, which is known to be 
implicated in colon cancer formation, was assessed in normal and ma-
lignant mucosa before and after resveratrol or grape powder adminis-
tration. The authors noted that after administration of resveratrol and 
grape powder, the inhibition in expression of Wnt, myc, and cyclin D1 
genes were notable in cases of normal colon mucosa, while no changes 
were observed in cancer cells [372]. The low-dose grape powder had the 
most significant results. As a result, the authors concluded that resver-
atrol, in combination with other compounds found in grapes, could 
potentially be utilized to lower the risk of colon cancer formation by 
reducing Wnt signaling pathway, although it might not be as effective 
against established colon cancer [372]. 

Since, despite all colorectal cancer research done with resveratrol, 
the optimal dose has not yet been discovered, one phase I clinical trial 
(NCT00433576) lunched to investigate the side effects and determine 
the optimal dose of resveratrol that will result in bioactive levels in 
patients with colorectal cancer [373]. 

In a pharmacokinetic study (NCT00920803) by Howells et al., they 

Table 7 
Effects of resveratrol in biliary tract cancer.  

Dose Targets Results Model (in vitro/ in vivo/ 
human) 

Cell line Ref. 

– bcl-2, c-myc, p53 Suppressed proliferation, induced apoptosis In vitro GBC [368] 
20 μM FOXO1, Atg7, 

LC3, p62 
Decreased viability, promoted apoptosis. In vitro QBC939 [369] 

20 mg/kg Cyp1b1 Decreased gene expression in cells & tumors. In vitro, in vivo Mz-ChA-1 [370] 
0, 8, 16, 32, 

64 μM 
LDH, ALP, TG Inhibited proliferation in both cell lines, produced 40 times more ALP and 

LDH activity in culture medium 
In vitro SK-ChA-1 [367] 

32, 64 μM TG2 In both cell cultures inhibited proliferation by 24–76 %. In vitro SK-ChA-1, 
MZChA1 

[365] 

50, 100 μM IL-6, N-cad, E-cad Abolished the secretion of pro-migratory factors, 
inhibited autophagy. 

In vitro CCA KKU-213, 
KKU-100 

[364]  
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Table 8 
Novel formulations of resveratrol for gastrointestinal cancer.  

Type of cancer Formulation Dose Targets Results Model (in 
vitro/ in 
vivo/ 
human) 

Cell line Ref. 

Breast, 
pancreatic, 
prostate 

Resveratrol-conjugated 
gold nanoparticles 

6.3 – 200 μg/mL – Gum Arabic increased the corona 
of resveratrol on the surface of 
AuNPs 

In vitro PANC-1 [380] 

Pancreatic cancer Resveratrol-loaded 
albumin nanoparticles  

HAS, RGD Highest inhibitory activity among 
tested drugs, good 
biocompatibility, no recurrence, 
no significant toxicity 

In vivo  [381] 

Hepatic 
carcinoma 

Resveratrol loaded 
chitosan nanoparticles 

0.25 mg/kg – Improved anticancer activity, 
superior cytotoxicity than B-CS 

In vitro, in 
vivo 

HepG2 [382] 

Hepatic 
carcinoma 

Pterostilbene 12.5, 25, 50, 
100 μM 

P53, SOD2 Increased ROS production, 
activated mitochondrial apoptosis 
pathway 

In vitro, in 
vivo 

HepG2 [383] 

Liver cancer Resveratrol 
nanoparticles 

6 mg/kg FA-HSA-RESNPs Demonstrated folate-receptor 
targeting 

In vitro, in 
vivo 

HepG2 [376] 

Hepatocellular 
carcinoma 

Resveratrol-loaded CS- 
TPP, R-CS-1, R-CS-5 

5, 10, 20, 30, 
40 μg/mL 

– Showed stability to long-term 
storage & UV light 

In vitro SMMC 7721 [384] 

Liver cancer GL-HSA-RES-NPs 5 mg/kg – Displayed efficient targeting to 
liver tumors, sustained-release 
property 

In vitro, in 
vivo 

HepG2 [385] 

Liver cancer Res-GNPs 1, 4, 8, 12 μg/mL pro-caspase-9, − 3, 
PI3K, Akt, caspase-8, 
Bax, VEGF 

Stimulated apoptosis, inhibited 
proliferation 

In vitro, in 
vivo 

HepG2 [377] 

Colon cancer RES loaded colloidal 
(MCM-48-RES) 

48, 100, 200, 
400 μM 

PARP, cIAP1, NF-κB Enhanced solubility by ~95 %, 
increased in vitro release kinetics, 
demonstrated anti-inflammatory 
activity 

In vitro HT-29, 
LS147T 

[386] 

Colorectal cancer Resveratrol-loaded 
calcium-pectinate beads 

1:1, 2:1, 3:1, 
4:1 µg/mL 

– Optimized Ca-pectinate beads In vitro – [387] 

Colorectal cancer Resveratrol-loaded Zn- 
pectinate beads 

1.1, 2.1, 3.1, 
4.1 µg/mL 

– Displayed improved delayed drug 
release pattern compared to Ca- 
pectinate beads. 

In vitro – [388] 

Colon cancer Resveratrol-LNC – – Gradual increase in target to non- 
target uptake with time 

In vitro HT29 [389] 

Colon cancer Technetium-99 m 
labeled resveratrol 
loaded AuNPs (99 mTc- 
Res-AuNP) 

5, 6.5, 10, 12.5, 
22.5, 40, 50, 80, 
100,160 μg/mL 

– Induced cancer cell uptake In vitro, in 
vivo 

HT29 [378] 

Colorectal cancer RCRL 50, 100, 200 μM – Enhanced cytotoxicity profile of 
liposomes 

In vitro HT-29 [390] 

Colorectal cancer RV-SLN, LNA-RV-SLN, 
DHA-RV-SLN 

5, 10, 50 μM caspase-3 Enhanced PUFA incorporation 
into cells, inhibited proliferation 

In vitro HT-29, 
HCT116 

[391] 

Colorectal cancer Resveratrol loaded INU- 
F68-SA nanomicelles 
(RSNM) 

3.75, 7.5, 15, 30, 
60, 90 μg/mL 

– Increased cytotoxicity to CRC 
cells, stimulated apoptosis, altered 
mitochondrial membrane 
potential 

In vitro, in 
vivo 

HCT 116 [392] 

Colon cancer 3,5,4′-trimethoxy-trans- 
stilbene loaded PEG-PE 
micelles 

0.25, 2.25, 4.97, 
11.05 μM 

caspase-3 Suppressed tumor growth, 
increased survival with very low 
damage to normal tissue 

In vitro, in 
vivo 

CT26 [393] 

Hepatic cancer NP-0S, NP-50S, NP- 
100S 

0.025, 0.25, 0.05, 
0.125 mg/mL 

– Improved cell uptake, reduced 
CCl4-induced hepatotoxicity by 
decreasing oxidative stress 

In vitro, in 
vivo 

Caco-2, CCl- 
13 

[394] 

Colon cancer As2O3 combined with 
resveratrol 

1, 3, 5, 25, 50 μM hERG, Bcl-2, Bax Inhibited proliferation, promoted 
apoptosis 

In vitro, in 
vivo 

HCT116 [395] 

Colon cancer Resveratrol-ferulic acid 
(FER), resveratrol -FER- 
FA-SLNs 

0.25, 0.5, 1.0, 5, 
10, 15, 20, 25, 
30 μg/mL 

cyclin D1, E, CDK4, 
CDK2, CDK-6, Bcl-2, 
p53, Bax, cytochrome C, 
caspase 3, 9 

Increased cytotoxicity, Induced 
apoptosis 

In vitro HT-29 [396] 

Colon cancer Albumin loaded99 mTc- 
resveratrol, AuNP 
loaded99 mTc- 
resveratrol 

– – Single-photon emission computed 
tomography (SPECT). 

In vivo colon cancer [397] 

Colorectal cancer NLCs, 
CSNLCs 

2.5, 5, 7, 10, 
12 μg/mL 

caspase-3, death 
receptor (DR-4) 

Inhibited proliferation, both NLC 
and CSNLC induced apoptosis in 
hepatocytes 

In vitro, in 
vivo 

Hep-G2, 
HCT-116 

[398] 

Colorectal cancer RBT/Res, Ru-CeO2- 
RBT/Res, 
Ru-CeO2-RBT/Res- 
DPEG 

20 μg/mL, 
5 mg/kg 

HIF-1α Good tumor penetration depth, 
antitumor effects, alleviated tumor 
hypoxia, inhibited metastasis 

In vitro, in 
vivo 

Caco-2, 
SW480, 
HCT116, 
CT26 

[399] 

Colorectal cancer Curcumin plus 
resveratrol 

0, 5, 10, 20, 25, 
30 μM 

– Improved bioavailability, 
anticancer activity 

In vitro HCT-116 [400]  
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observed the impacts of resveratrol or SRT501 therapy in colorectal 
cancer patients with hepatic metastasis scheduled to undergo hepatec-
tomy (n = 9) [374]. Following daily administration of 5 g of micro-
ionized resveratrol SRT501 for 10–21 days (n = 6), a significant increase 
in the expression of cleaved caspase-3 in tumor tissue compared with 
equivalent tissue from subjects on placebo-treated (n = 3) indicates 
increased apoptosis of cancerous cells. In this study, researchers re-
ported higher levels of resveratrol in plasma (1942 ± 1422 ng/mL) and 
hepatic tissues (1098 ± 1393 ng/g) after SRT501 administration in the 
patients. No significant change was observed in the other biomarkers 
tested, including AKT1, survivin, GSK-3, and PARP. It seems that 
micronized resveratrol was better tolerated by patients, with all adverse 
events evaluated as mild when compared to nonmicronized resveratrol. 
The researchers hypothesized that the doses would need to be slightly 
greater in order to induce meaningful apoptosis [374]. 

The other colon cancer trial (NCT00578396) was using seedless red 
grapes to identify the highest dietary doses of resveratrol that may be 
obtained. This is very relevant for colon cancer prevention since new 
dietary advice for the human population might be quickly provided/ 
created. 

These trials should provide some relevant information for future 
extensive human investigations targeted at introducing resveratrol to 
clinics for disease management. Furthermore, resveratrol-rich diets may 
be promoted for improved health and disease prevention. It is important 
to note that small sample sizes and potentially confounding effects of 
drugs limit conclusions, and that there is still insufficient human data on 
the effectiveness of resveratrol in the treatment of cancer. 

5. Novel formulations of resveratrol for gastrointestinal cancer 

Velaphi C Thipe et al. investigated whether gold nanoparticles 
(AuNPs) could be used to adsorb resveratrol onto their surface to form a 
phytochemical corona [375]. Their overall goal was to create a syner-
gistic anti-cancer nanosystem combining the intrinsic pro-apoptotic 
qualities of AuNPs with resveratrol in a new class of green 
nanotechnology-based phytochemical-embedded AuNPs for oncology 
applications. Gum arabic (GA) was used to improve the overall stability 
and provided a protein matrix support for greater trans-resveratrol 
loading onto the surface of the AuNPs. For the preparation of 
Res-AuNPs, resveratrol was used to convert Au3 + to Au0 at room 
temperature, and GA was employed to further encapsulate the nano-
particulate surface, enhancing the overall stability. They reported a 
3-fold increase in the resveratrol corona on the Res-conjugated AuNPs, 
which resulted in enhanced anti-cancer activity. Dark-field microscopy 
(CytoViva) images showed that the Res-AuNPs achieved optimum 
cellular uptake during a 24-hour incubation period. They carried out the 
synthesis and thorough characterization, and measured the in vitro 
stability of Res-AuNPs in various biological conditions. They proposed 
their use as anti-tumor drugs for prostate (PC-3), breast (MDAMB-231), 
and pancreatic (PANC-1) cancer cells [375]. 

Bolin Lian et al. [376] used folic acid (FA)-conjugated HSA to 
encapsulate RES, and produce RES-loaded NPs (FA-HSA-RESNPs), as a 
tailored drug delivery system for treating HCC (Fig. 1). A noninvasive 
live animal imaging system was used to evaluate the activity of the 
FA-HSA-RESNPs against tumors in vivo. They investigated factors such 
as, HSA concentration, aqueous-to-organic phase volume ratio, and the 
speed, time, pressure, and frequency of the high-pressure fluid 
nano-homogeneous emulsification process to optimize particle size and 
drug loading efficiency. An in vitro drug-release study showed that the 
NPs could reliably and slowly release resveratrol [376]. 

Duoduo Zhang et al. hypothesized that AuNPs loaded with resvera-
trol (RES-AuNPs) would have a greater anti-cancer effect than RES 
alone. To test this hypothesis, a series of experimental studies were 
conducted [377]. The RES-GNPs were characterized using UV-Prove, 
zetasizer, and transmission electron microscopy. The RES-GNPs had a 
better anticancer effect than free RES both in vitro and in vivo, which 

they proposed could be because the AuNPs carried more resveratrol into 
the cells and localized it in the mitochondria. They proposed this system 
could be useful in the treatment of liver cancer in the clinic [377]. 

Rozy Kamal et al. sought to overcome the low bioavailability and 
retention of resveratrol in biological systems, due to its limited aqueous 
solubility, poor absorption, and rapid metabolism. They hypothesized 
that adsorption of resveratrol onto AuNPs, which are biocompatible 
water-soluble carriers, could improve its solubility in biological fluids as 
well as provide chemical and biological protection against degradation 
in vivo [378]. Technetium-99 m labeled resveratrol-loaded AuNPs 
(RES-AuNP) were synthesized, characterized, and evaluated for their 
cancer targeting ability in HT29 colon cancer cells and in a rat xenograft 
cancer model. The results were compared to 99mTc-AuNP and 
99mTc-RES results. Internalization by cancer cells was substantially 
higher with 99mTc-RES-AuNP than with 99mTc-AuNP or 99mTc-RES. 
Furthermore, after i.v. injection of 99mTc-RES-AuNPs to colon 
tumor-bearing rats, a gradual increase in target to nontarget uptake ratio 
was seen, indicating that 99mTc-RES-AuNP showed better in vivo tar-
geting of colon adenocarcinoma than 99mTc-RES [378]. 

Simona Serini et al. speculated that the encapsulation of omega-3 
PUFA (polyunsaturated fatty acids) in solid lipid nanoparticles (SLN) 
composed of stearic acid (C18H36O2) esterified with resveratrol (RV- 
SLN), could increase their delivery to CRC cells, and could protect 
omega-3 PUFA against degradation and oxidation, thus increasing the 
anti-cancer effects. They evaluated the physicochemical properties and 
antioxidant activity of the newly developed RV-SLN. Furthermore, they 
investigated whether encapsulating the PUFAs, linoleic acid or docosa-
hexaenoic acid in RV-SLN could alter the uptake of these omega-3 
PUFAs in human HT-29 CRC cells, and thereby increase their anti-
cancer effects [379]. 

Below we have summarized Novel formulations of resveratrol for 
gastrointestinal cancer in Table 8. 

6. Analogues of resveratrol for gastrointestinal cancer treatment 

DMU-281 (4’-hydroxy-3,4,5-trimethoxystilbene, a metabolite of 
resveratrol) was found to have very little anti-proliferative activity in 
liver and breast cancer cell lines. However, Magorzata Józkowiak et al. 
found that this metabolite had high cytotoxicity in LOVO and DLD-1 
colon cancer cells. They also elucidated the mechanism of DMU-281 
anticancer activity in both cell lines [401]. They demonstrated that 
DMU-281 triggered cell cycle arrest at G2/M phase and stimulated 
apoptosis, which was shown by activation of caspases-3, 7, and 8. 
Furthermore, they found that DMU-281 could alter the expression 
pattern of proteins and genes involved in both intrinsic and extrinsic 
apoptosis pathways. Therefore, DMU-281 might be useful for colon 
cancer treatment by inducing apoptosis [401]. 

Hsu YH et al. investigated whether pterostilbene (PTE) could in-
crease the sensitivity of pancreatic ductal carcinoma (PDAC) cells to 
gemcitabine (GEM) [402]. They found that PTE could play an important 
role in the modulation of the MDR1 efflux pump for PDAC treatment. 
Their findings showed that PTE stimulated apoptosis, autophagic cell 
death, and cell cycle arrest at S-phase, and inhibited the expression of 
MDR1 via down-regulating RAGE/PI3K/Akt signaling in wild type MIA 
PaCa-2 and GEM-resistant MIA PaCa-2 cells. It is known that RAGE 
(receptor for advanced glycation end products) is involved in the GEM 
resistance process, and transfection of small interfering RNA against 
RAGE increased GEM sensitivity. Their findings showed that PTE 
increased chemosensitivity in PDAC cells via inhibiting proliferation and 
the expression of MDR1, which was modulated by the RAGE/PI3K/Akt 
axis [402]. 

Yu CL et al. investigated whether PTE caused autophagic cell death 
in HCC cells via ER stress signaling pathways [403]. They found that 
PTE inhibited HCC cell growth by triggering autophagy and ER stress, 
but did not induce apoptosis. Further efforts revealed that salubrinal (an 
inhibitor of eIF2α dephosphorylation) in combination with PTE could 
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Table 9 
Analogues of resveratrol for GI cancer treatment.  

Type of cancer Resveratrol compound Dose Targets Results Model (in 
vitro / in 
vivo 
/human) 

Cell line Ref. 

Pancreatic Triacetylresveratrol 0, 5, 50, 100, 
150, 200 μM 

STAT3, NFκB, Mcl-1, Bim, Puma, 
PARP, caspase-3 

Reduced viability, 
stimulated apoptosis 

In vitro PANC-1 BxPC- 
3 

[92] 

Pancreatic, 
breast cancer 

Cis-3,4’,5-trimethoxy-3’- 
hydroxystilbene 

5, 10, 25, 
50 μM 

Aurora B, Cyclin B, BubR1, 
phosphorylated histone H3 (p- 
HH3) 

Increased expression of 
mitotic checkpoint 
proteins; Cyclin B, Aurora 
B, BubR1, phosphorylated 
histone H3. 

In vitro PANC-1, AsPC- 
1, Colo-357 

[107] 

Melanoma, 
pancreatic 

Resveratrol 4’-acetate & 4’- 
palmitoate esters 

50 μM – Selective cytotoxicity to 
cancer cells compared to 
normal cells 

In vitro DM443, 
DM738, 
normal NHDF 

[122] 

Gastrointestinal, 
colorectal, 
pancreatic 

3,3’,4,4’,5,5’-Hexahydroxy- 
trans-stilbene 

0, 0.1, 0.5, 1, 
10, 50, 
100 μM 

Cyclin D, E Inhibited proliferation, 
accelerated senescence 

In vitro PSN-1, SW480 [406] 

Leukemia, 
pancreatic 

Digalloylresveratrol, 
arabinofuranosylcytosine 

4, 5 μM – Inhibited proliferation, 
additive effects in 
combination 

In vitro BxPC-3, PANC- 
1 

[407] 

Pancreatic, 
ovarian, 
colorectal 

DHS (trans-4,4’- 
dihydroxystilbene) 

0.137 – 
100 μM 
0, 1, 5, 10, 
20, 50 μM 

RRM2 (ribonucleotide reductase 
regulatory subunit M2) of 
Ribonucleotide reductase (RNR) 

Suppressed DNA 
replication & tumor 
growth, inhibited DNA 
replication, induced 
apoptosis, cell cycle arrest 
at S-phase, and DNA 
damage 

In vitro, in 
vivo 

PK9, RPK-9, 
HCT116, 
KB-Gem, KB- 
Hu 

[408] 

Hepatocellular RES-ASA hybrid (RAH) 0, 20, 40 
60 µM 

Cyclin D1, Cyclin E, caspase-3, 
Bim, Bax, Bad, Bak, Bcl2, BclXL 
and cytochrome c 

Enhanced anticancer 
activity 

In vitro, in 
vivo 

HCT-116, 
HT29 

[409] 

Colon Piceatannol (3, 3’, 4, 5’- 
trans-tetrahydroxystilbene) 

100, 200 μM ODC, c-Myc, SAMDC, SSAT, c- 
Fos 

Inhibited polyamine 
synthesis, caused growth 
arrest 

In vitro Caco-2 [254] 

Colon Melinjo seed extract 
(resveratrol & gnetin c) 

50, 100 mg/ 
kg/d 

caspase 3/7 Inhibited proliferation, 
induced early & late 
apoptisis 

In vivo CT26 [410] 

Pancreatic, 
melanoma 

Pterostilbene 30 mg/kg ACTH Downregulated 
antioxidants by a 
glucocorticoid & Nrf2 
dependent mechanism 

In vitro, In 
vivo 

ASPC-1, BxPC- 
3 

[411] 

Pancreatic Pterostilbene 10,20,30, 
40,50, 75 
100 μM 

Caspase-3/7 Inhibited proliferation, 
cell cycle arrest, 
mitochondrial membrane 
depolarization 

In vitro MIAPaCa, 
PANC-1 

[412] 

Pancreatic N-hydroxy-N′- 
3,4,5-trimethoxy- 
benzamidine (resveratrol 
analog) 

5, 7.5, 10, 20, 
40, 80 
160 μM 

Ribonucleotide reductase Inhibited proliferation, 
stimulated concentration- 
dependent apoptosis in 
both cell lines. 

In vitro AsPC-1, BxPC- 
3 

[413] 

Pancreatic Digalloylresveratrol (DIG) 1–100 μM Ribonucleotide reductase, Erk1/ 
2, p38, ATM, Chk2, Cdc25A 

Decreased number of cells 
in S phase 

In vitro AsPC-1, BxPC- 
3 

[414] 

Glioma, breast, 
pancreatic 

(E)− 4-(3,5- 
dimethoxystyryl)phenyl 
acetate 

0, 5, 15, 
20 μM 

Bcl-xL, cyclin D1, B1, survivin Reduced colony 
formation, induced cell 
cycle arrest 

In vitro PANC-1 [415] 

Pancreatic Triacetyl resveratrol 0, 1, 5, 10, 
20 μM 

miRNA200, E-cadherin, N- 
cadherin, Snail, Slug, Zeb1, 
cyclin D1, Bcl2, Gli1 

Inhibited colony 
formation & EMT, Induced 
apoptosis 

In vitro AsPC1, PANC1 [404] 

Oral Pinostilbene hydrate 0, 20, 40, 
80 μM 

MMP-2, ERK1/2, p38 Suppressed MMP-2 by 
inhibiting p38/ERK1/2 
signaling pathway 

In vitro SCC-9 
SASHSC3 

[416] 

Oral Polydatin (resveratrol 3- 
β-mono-D-glucoside) 

0 – 150 μM AHR, CYP1A1, HSP-90 Decreased protein 
expression. 

In vitro CAL-25 [417] 

Oral Pterostilbene 25, 50, 75, 
100 μM 

– Reduced tumor volume by 
22 % compared to control 
group 

In vitro, in 
vivo 

CAL27 [418] 

Oral Pterostilbene 0, 5, 10, 25, 
50, 75, 
100 μM 

Atg5, Atg7, Atg12, LC3-II,Beclin- 
1, caspase 3, 7, 9, MDR1, AKT, 
Bax, cytochrome c, Bcl-2 

Cell membrane rupture, 
autophagic vacuole 
formation, reduced 
viability, increased 
autophagy & apoptosis 

In vitro CAL27 [419] 

Gastric Caragaphenol A (resveratrol 
trimer) 

0, 1, 2.5, 3, 5, 
10 μM 

Cdk2, Cdk4, Cdk6, p27, 
CyclinB1, Cdk1, PARP, XIAP and 
Bcl-2 

Promoted apoptosis & cell 
cycle arrest 

In vitro AGS-5FU [420] 

Esophageal Pterostilbene 5, 10, 15, 50, 
100, 150 μM 

Caspase 3, 9, 12, GRP78, p-PERK, 
ATF6, CHOP, p-eIF2α, PUMA, 
Bcl-2, cytochrome c, Sp-1 

Reduced viability, 
adhesion & migration, 
increased apoptotic index 

In vitro, in 
vivo 

EC109, TE1 [421] 

20, 50 mg/kg In vivo – [422] 

(continued on next page) 
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Table 9 (continued ) 

Hepatic 
carcinogenesis 

trans-3,4,5,4’- 
tetramethoxystilbene (DMU- 
212) 

NF-κB (p65, p50), IκB, IKK, iNOS, 
STAT3, c-Fos 

Suppressed NF-κB 
activation, reduced iNOS 
protein level 

Liver Res-005 (3,5-dimethoxy- 
3′,4′-dihydroxy-trans- 
stilbene) 
Res-006 (3,5-diethoxy-3′,4′- 
dihydroxy-trans-stilbene) 

0, 25, 50, 60, 
65, 70, 75, 
80, 90, 100, 
150, 200, 
250 µM 

Caspase-3, PARP, IRE1α, JNK, 
Xbp1, Erdj4, PERK, eIF2α, Chop, 
ATF6α and Grp78 

Altered mitochondrial 
dynamics, increased level 
of mitochondrial ROS, 
caused mitochondrial 
membrane potential 
collapse, triggered cell 
death & ER stress 

In vitro Huh-7, HepG2 [423] 

Normal liver Pterostilbene, piceatannol 25 mg/kg Peroxisome 
proliferator-activated receptor 
α-isoform (PPARα) 

Lowered lipid & glucose 
levels 

In vitro, in 
vivo 

H4IIEC3 [424] 

Hepatocellular 
carcinoma 

Pterostilbene 50, 250 mg/ 
kg 

VEGF, EGF, MMP-9 Increased enzyme activity, 
protein & mRNA levels, 
inhibited VEGF expression 

In vitro, in 
vivo 

HepG2 [425] 

Hepatoma Piceatannol 5, 10 mg/kg – Promoted apoptosis & cell 
cycle arrest 

In vitro, in 
vivo 

AH109A [426] 

Liver Phoyunbene B (trans-3,4’- 
dihydroxy-2’,3’,5- 
trimethoxystilbene) 

30, 50, 
100 μM 

Cyclin B1, Bcl-2, Bax Inhibited proliferation, 
promoted apoptosis & cell 
cycle arrest 

In vitro HepG2, FHCC- 
98 

[427] 

Hepatocellular 
carcinoma 

RESG (resveratrol-4-O-d-(2’- 
galloyl)-glucopyranoside 

0, 2.5, 5, 10, 
20, 40 μM 

caspase 3, 9, p-JNK, p-ERK Inhibited viability, 
induced apoptosis 

In vitro, in 
vivo 

HepG2, 
SMMC–7721, 
BEL-7402 

[428] 

Hepatic 
carcinogenesis 

3,4,4’,5- 
tetramethoxystilbene 

20, 50 mg/kg Caspase 4, 8, 9, 12 Increased mRNA of genes 
driving mitochondrial 
apoptosis, reduced mRNA 
of anti-apoptotic genes 

In vivo – [429] 

Hepatocellular 
carcinoma 

Pterostilbene 0, 10, 25, 50, 
100, 250 μM 

– Marked increase in early 
apoptosis 

In vitro HepG2 [430] 

Hepatocellular 
carcinoma 

MR-3 (2,4’,5’,-trimethoxy- 
trans-stilbene) 
MR-5 (3,5,3’,4’,5’- 
pentamethoxystilbene) 

1, 5, 10, 25, 
50, 75, 
100 μM 

TIMP-1, TIMP-2, MMP-2, MMP- 
9, 

Reduced MMP-9 & MMP-2 
activity, increased TIMP-2 
protein in a concentration- 
dependent manner 

In vitro HepG2, Hep3B [431] 

Hepatocellular 
carcinoma 

Oxyresveratrol 20, 25, 40, 
50, 80, 100, 
120, 160 μM 

CD31, VEGFR3, VEGF-C Inhibited proliferation & 
migration, inhibited tumor 
growth 

In vitro, in 
vivo 

QGY-7701, 
SMMC-7721 

[432] 

Colon, liver (Z)− 3,5,4′- 
trimethoxystilbene (E)−
3,5,4′-trimethoxystilbene 

0.1, 0.5, 1, 5, 
10, 50, 100, 
200, 500 μM 

For E-isomer: cAMP, AMPK, SHP 
& SIRT1 

Inhibited proliferation, 
caused S phase cell cycle 
arrest 

In vitro CaCo-2, 
HepG2, HT-29 

[433] 

Colon DMU-212 0 – 20 μM Bak1, Bik, Bok, Noxa, Bax, Bad, 
Apaf1, p53, Bcl-xL, Bcl-2, Bag1 

Up-regulated pro- 
apoptotic mRNAs 

In vitro DLD-1, LOVO [434] 

Colorectal 3,4,4′trimethoxystilbene 
3,5,4′trimethoxystilbene 

0, 10, 20, 40, 
80 μM 

γ‑tubulin Inhibited proliferation, 
induced apoptosis 

In vitro HCT116, 
SW620 

[435] 

Colorectal Piceatannol 0.5, 1, 1.5, 2, 
2.5, 3 µM 

miRNA-129, Bcl-2 Inhibited proliferation, 
induced apoptosis 

In vitro HCT116, HT29 [436] 

Colon R3A (3,5,4’- 
triacetylresveratrol) 

10, 30, 50 μM cyclin A, CDK2, H1 histone Increased cells in early S 
phase, inhibited 
proliferation 

In vitro SW480, 
SW620, 
HCT116 

[437] 

Intestinal 
epithelial 
cancer 

trans- 
resveratrol, 
cis-resveratrol, 
transtrimethoxy-resveratrol 

0.25, 0.5, 0.1, 
1, 10, 25, 50, 
100, 200 μM 

– Showed antioxidant 
activity, 
inhibited eicosanoid 
synthesis & proliferation 

In vitro Caco-2 [438] 

Colon trans 3,4,5,4′- 
tetramethoxystilbene (DMU- 
212) 

0.1, 1, 5, 10, 
20, 25, 30, 
40, 50 
100 μM 

PGE-2 
COX-2 (only for resveratrol) 

Decreased number of 
adenomas, decreased PGE- 
2 production 

In vitro, in 
vivo 

HCA-7 [439] 

Colon Polydatin (3,4′,5- 
trihydroxystilbene-3-β-D- 
glucoside) 

0 – 500 μM Hsp27, p21, ALP, PARP, Erk-1, 
Erk-2, Akt 

Modulated oxidative 
stress, cell cycle, 
differentiation, induced 
apoptosis 

In vitro Caco-2 [440] 

Colorectal (E)-N-(2-(4-methoxystyryl) 
phenyl) furan-2- 
carboxamide (CS) 

3, 6, 12 μM Fas, FADD, caspase 8, 3, PARP, 
p53, p21 

Caused cytotoxicity In vitro HT-29, 
HCT116 

[441] 

Colon Bakuchiol (4-[(1E,3 S)− 3- 
ethenyl-3,7-dimethylocta- 
1,6-dien-1-yl]phenol) 

0, 1,5, 10 μg/ 
mL 

DR4, DR5, cFLIP, survivin, XIAP, 
Bcl2, caspase-3, 8, 9, PARP, JNK 

Increased expression of 
cell death receptor, 
Inhibited proliferation 

In vitro HCT116, HT- 
29 

[442] 

Ovarian, 
colorectal, 
breast, 
cervical 

3,3′,4,4′,5,5′-trans- 
hexahydroxystilbene 
(M12) 

1.5 – 100 μM mitochondrial 
superoxide dismutase (MnSOD) 

IC50 values for M12 
correlated with MnSOD 
expression 

In vitro DLD-1, LOVO [443] 

Colon Pterostilbene (PTE) 
Pinostilbene (PIN) 

0 – 100 μM p53, cleaved PARP, Bax, cleaved 
caspase-3, p21Cip1/Waf1, cyclin E 
and p-Rb 

Inhibited proliferation, 
caused S phase cell cycle 
arrest, induced apoptosis 

In vitro, in 
vivo 

HCT116, HT29 [444] 

Colon R3S (resveratrol-3-sulfate) 
R3G (resveratrol-3- 
glucuronide) 

10, 20, 30 μM cyclin E, cyclin B, cyclin A, Cdk1, 
Cdk 2, H2AX, p53, p21, PARP, 
caspase-3 

Inhibited proliferation, 
caused S phase, cell cycle 
arrest 

In vitro SW480, SW620 [445] 

(continued on next page) 
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Table 9 (continued ) 

R4G (resveratrol-4- 
glucuronide) 

Colon resveratrol 3-O-D-sulfate, 
resveratrol 3-O-D- 
glucuronide, 
resveratrol 4’O-D- 
glucuronide 

1–500 μM cyclin D1, A3 adenosine 
receptors, AMPK 

Inhibited proliferation 
(IC50 9.8–31 μM) 
caused S phase cell cycle 
arrest, reversed by 
inhibitor of AMP-activated 
protein kinase 

In vitro Caco-2, HCT- 
116, SW480 

[446] 

Colorectal caffeic acid-conjugated 
resveratrol (UHA6052) 

0, 2.5, 5, 10, 
20, 40, 80 μM 

KRAS Inhibited proliferation, no 
effect on HKe3 cell 
spheroids 

In vitro HCT116. HKe3 [447] 

Colorectal Ferulic acid-resveratrol 
adducts 
UHA023 
UHA024 
UHA025 

0.625, 1.25, 
2.5, 5, 10, 
20 μM 

p15, KRAS Inhibited proliferation & 
CDK activity, inhibited 
oncogenic KRAS-signaling 
pathway 

In vitro HCT116, HKe3 [448] 

Colon (Z)− 3,5,4’- 
trimethoxystilbene 

0, 0.1, 0.2, 
0.3, 0.4, 0.5, 
0.6, 1, 2.5, 
10, 20, 30 μM 

ornithine decarboxylase, S- 
adenosyl methionine 
decarboxylase 

Decreased activity of 
ornithine decarboxylase & 
S-adenosyl methionine 
decarboxylase 

In vitro Caco-2, SW- 
480, SW-620 

[449] 

Colon 3,5-O-Digalloylresveratrol 
(DIG) 

1, 2, 4, 5, 8, 
10, 20, 40, 
80, 160 μM 

Ribonucleotide reductase (RR) Inhibited RR, decreased 
incorporation of14C- 
labeled cytidine into DNA, 
inhibited progression from 
S to G2/M phase 

In vitro HT-29 [450] 

Colon 3,5,4’-trimethoxystilbene 
(MR-3) 

0, 5, 10, 25, 
50, 100 μM 

cytochrome-c, caspase 3, 9, p21, 
PCNA, p53, Bax, Bcl-2, Fas 

Induced apoptosis, 
decreased proliferating 
cell nuclear antigen 
(PCNA) 

In vitro, in 
vivo 

HT-29, COLO 
205 

[451] 

Colon R3A (resveratrol triacetate) 
ε-viniferin (resveratrol 
dimer) 
ε-viniferin penta-acetate 

3, 30, 60, 
100 μM 
5, 10, 20, 
50 μM 

– Induced cell cycle arrest, 
inhibited proliferation 

In vitro SW480 [452] 

Colorectal 3,4,5,4′-tetramethoxy-trans- 
stilbene, 
3,4,5,4′- tetramethoxy-cis- 
stilbene 

0.5, 1, 2.5, 5, 
50, 100, 500, 
1000 μM 

cytochrome c Stimulated mitochondrial 
membrane permeability 
transition, rapid 
perinuclear mitochondrial 
clustering, cytochrome c 
release, inhibited 
apoptosis 

In vitro HCT116, Caco- 
2 

[453] 

Colon Vaticanol C (resveratrol 
tetramer) 

1.56, 5, 12.5, 
25, 50, 
100 μg/mL 

– Inhibited proliferation, 
promoted apoptosis 

In vitro SW480, DLD-1, 
COLO201 

[454] 

Colon (Z)− 3,5,4′- 
trimethoxystilbene (R3) [cis 
& trans] 

0.1, 0.2, 0.3, 
0.4, 0.5, 0.6, 
1, 2.5, 5, 10, 
20, 30 μM 

ornithine decarboxylase, s- 
adenosylmethionine 
decarboxylase 

Inhibited proliferation, 
caused cell cycle arrest 

In vitro CaCo-2, 
SW480, SW620 

[455] 

Colorectal Piceatannol 12.5, 25, 50, 
100, 200 µM 

cyclin D1, B1, cdk4, p27Kip1, 
cyclin E, cyclin A 

Reduced proliferation, 
caused cell cycle arrest 

In vitro Caco-2, HCT- 
116 

[456] 

Colon 4-(6-hydroxy-2-naphthyl)−
1,3-benzenediol (HS-1793) 

12.5, 25, 50, 
100 μM 

AKT, pro-caspase-8, pro-caspase- 
3, PARP, Bcl-2, Bax, cytochrome 
c, cyclin B1, Cdc2, Cdc25C, 
CDK2, CDK4, CDK6, ERK1/2 

Inhibited proliferation, 
promoted apoptosis 

In vitro HCT116 [457] 

Colorectal Resveratrol, nano-diamino- 
tetrac 

1, 10 μM RRM2, ERK1/2, COX-2 (protein 
& mRNA), tp53, p53 (serine 15), 
CDKN1A (p21) 

Inhibited proliferation. In vitro, in 
vivo 

HCT 116, HT- 
29 

[458] 

Colorectal Trans-scirpusin A 
(resveratrol oligomer) 

12.5, 25, 50, 
100 μM 

TNF-α mRNA, CD25, FoxP3, 
MDSCs, LC3, p-AMPK (T172), 
mTORC1, p-p70S6K 

Inhibited proliferation, 
increased autophagy 
proteins, stimulated 
apoptosis 

In vitro, in 
vivo 

CT26 [459] 

Hepatocellular 
carcinoma 

Pterostilbene 0, 25, 50, 75, 
100 μM 

p-eIF2α, Beclin-1, p62, LC3-II, 
Bip, PERK, ATF4, CHOP and Ki- 
67 

Inhibited proliferation 
without apoptosis, caused 
ER stress & autophagy 

In vitro, in 
vivo 

Huh-7, SK- 
Hep1, HA22T 
VGH, HepG2 

[403] 

Pancreatic Pterostilbene 0, 5, 10, 25, 
50, 75 μM 

RAGE, PI3K, Akt, MDR, Bcl-xL, 
Bax, Atg, Beclin-1, LC3-II 

Stimulated apoptosis, S- 
phase cell cycle arrest, 
autophagic cell death, 
inhibited proliferation 

In vitro MIA PaCa-2 [460] 

Colon DMU-281 (3,4,5,4′- 
tetramethoxystilbene) 
DMU-214 (3′-hydroxy- 
3,4,5,4′- 
tetramethoxystilbene) 
DMU-291 (4-hydroxy-3,5,4’- 
trimethoxystilbene) 
DMU-807 (3-hydroxy-4,5,4′- 
trimethoxystilbene) 

10, 20 μM caspase-9, 8, 3/7, procaspase-3, 
Bik, Tnf, Hmgb1, Birc2, Stat5b, 
Tnfsrf10c, Traf-1, Tnfsrf1b, Traf- 
3,Traf-5, Bad, Bak1, Fas, 
Tnfsrf10b,11b, Tnfsf8, Bcl-2, Bcl- 
2L1, Stat5a, Smac/Diablo, Bcl- 
xL, Hsp60, Fadd, Hsp27 

Induced cell cycle arrest & 
apoptosis, decreased anti- 
apoptotic proteins 

In vitro DLD-1, LOVO, 
CaCo-2 

[461]  
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moderate ER stress-related autophagy via the phospho-eukaryotic 
initiation factor 2/activating transcription factor-4/LC3 pathway, 
resulting in additional inhibition of eIF2 dephosphorylation and higher 
cell death. They also found that PTE inhibited tumor growth in a 
SK-Hep-1 tumor xenograft mouse model. The findings provided novel 
evidence that PTE could play a role in autophagy and ER stress-mediated 
cell death in HCC cells [403]. 

Junsheng Fu et al. investigated the molecular mechanisms by which 
TCRV, a resveratrol derivative, inhibited EMT and proliferation in PC 
cells, while inducing apoptosis. According to their findings, TCRV 
inhibited the growth of PC cells and stimulated apoptosis. TCRV 
inhibited the EMT by increasing the expression of E-cadherin and 
decreasing EMT-associated transcription factors. TCRV inhibited PC cell 
growth by affecting the sonic hedgehog (Shh) signaling pathway 
without any effect on normal human pancreatic ductal epithelial cells 
(HNPNE), implying that TCRV may be useful for PC prevention and 
treatment [404]. 

Chen C-W et al. investigated the anti-cancer effect of DHS (trans-4,4’- 
dihydroxystilbene) on a panel of human cancer cell lines compared to 
resveratrol and other synthetic resveratrol analogs. They found that DHS 
inhibited a broad spectrum of cancer cells more strongly than the other 
agents. The authors discovered that DHS bound to RRM2 (ribonucleo-
tide reductase regulatory subunit M2), and caused degradation of RRM2 
in proteasomes mediated by cyclin F. RRM2 degradation decreased 
cellular RNR activity, which reduced dNTP production, caused DNA 
damage, inhibited DNA replication, triggered cycle cell arrest at S phase 
and apoptosis. The addition of DHS to cisplatin or gemcitabine, syner-
gistically enhanced their cytotoxicity to cancer cells. DHS increased the 
killing of ovarian cancer cells resistant to cisplatin, as well as PC cells 
resistant to gemcitabine [405]. 

Analogues of resveratrol for gastrointestinal cancer treatment is 
summarized in Table 9. 

7. Conclusions 

Significant amounts of research have been conducted to investigate 
the promising health benefits of resveratrol in a wide range of diseases, 
with much emphasis placed on its applicability to the prevention and 
treatment of cancer. Herein, the role of resveratrol in gastrointestinal 
cancer suppression and its underlying mechanisms were discussed. 
Resveratrol appears to be a promising option for prevention and GI 
therapy. Ongoing research into exact mechanism and interaction of 
resveratrol with different molecular pathways may provide new avenues 
for GI therapy. Although the vast majority of experimental studies have 
produced evidence in favor of the biological benefits of resveratrol, 
several obstacles still hinder its translation into clinical practice. 
Resveratrol displays very low toxicity, and despite having numerous 
molecular targets, it mainly affects regulatory and protective pathways 
that are often deregulated in many cancers. This suggests that it has the 
potential to be used as an anticancer agent alone as well as in combi-
nation with other anticancer treatments. Preventing carcinogenesis en-
tails reducing inflammation, oxidative stress, and cancer cell growth, as 
well as restoring tightly controlled cell-death systems. However, owing 
to the intricacy and large number of cellular processes involved in 
carcinogenesis, additional research is merited to identify the mecha-
nisms behind the chemopreventive properties of resveratrol. Besides, 
when it comes to translating experimental studies into novel treatments, 
the limited bioavailability of resveratrol in humans has been a long-
standing problem. Despite the fact that clinical trials have achieved 
some promising findings, there have been numerous inconsistent results, 
which could be due in part to the formulations and dosage protocols 
employed. Further studies need to be carried out on resveratrol delivery 
methods, mixtures with other substances, and how its metabolism could 
be modified. Furthermore, the interactions of resveratrol with other 
compounds, and the development of more easily absorbed analogs of the 
chemical, could enhance its bioavailability to become a viable agent for 

cancer management. In addition, a new formulation of resveratrol with 
nano-delivery devices should be developed and tested pharmacokineti-
cally and pharmacodynamically in cancer patients. 

Finally, while the mentioned studies demonstrate that resveratrol 
has some pharmacological effects, it is unknown whether this effect is 
large enough to make it a helpful agent for GI cancer treatment. This will 
need a step back and many more pilot trials by researchers, but it will 
almost certainly result in a much more fruitful outcome for transferring 
resveratrol from the bench to the bedside. 
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[87] V. Krajka-Kuźniak, M. Cykowiak, H. Szaefer, R. Kleszcz, W. Baer-Dubowska, 
Combination of xanthohumol and phenethyl isothiocyanate inhibits NF-κB and 
activates Nrf2 in pancreatic cancer cells, Toxicol. Vitr. 65 (2020), 104799. 

[88] M. Hoca, E. Becer, H. Kabadayı, S. Yücecan, H.S. Vatansever, The effect of 
resveratrol and quercetin on epithelial-mesenchymal transition in pancreatic 
cancer stem cell, Nutr. Cancer 72 (7) (2020) 1231–1242. 

[89] C. Zhou, W. Qian, J. Ma, L. Cheng, Z. Jiang, B. Yan, J. Li, W. Duan, L. Sun, J. Cao, 
F. Wang, E. Wu, Z. Wu, Q. Ma, X. Li, Resveratrol enhances the chemotherapeutic 
response and reverses the stemness induced by gemcitabine in pancreatic cancer 
cells via targeting SREBP1, Cell. Prolif. 52 (1) (2019) e12514-e12514. 

[90] J. Ma, M. Xue, S. Zhang, L. Cheng, W. Qian, W. Duan, X. Shen, Resveratrol 
inhibits the growth of tumor cells under chronic stress via the ADRB‑2–HIF‑1α 
axis, Oncol. Rep. 41 (2) (2019) 1051–1058. 

[91] G.L. Semenza, Targeting HIF-1 for cancer therapy, Nat. Rev. Cancer 3 (10) (2003) 
721–732. 

[92] J. Duan, W. Yue, J.E., J. Malhotra, S.E. Lu, J. Gu, F. Xu, X.L. Tan, In vitro 
comparative studies of resveratrol and triacetylresveratrol on cell proliferation, 
apoptosis, and STAT3 and NFkappaB signaling in pancreatic cancer cells, Sci. 
Rep. 6 (2016) 31672. 

[93] Y. Qin, Z. Ma, X. Dang, W. Li, Q. Ma, Effect of resveratrol on proliferation and 
apoptosis of human pancreatic cancer MIA PaCa-2 cells may involve inhibition of 
the Hedgehog signaling pathway, Mol. Med. Rep. 10 (5) (2014) 2563–2567. 

[94] L. Yang, L. Yang, W. Tian, J. Li, J. Liu, M. Zhu, Y. Zhang, Y. Yang, F. Liu, 
Q. Zhang, Q. Liu, Y. Shen, Z. Qi, Resveratrol plays dual roles in pancreatic cancer 
cells, J. Cancer Res. Clin. Oncol. 140 (5) (2014) 749–755. 

[95] W. Mo, X. Xu, L. Xu, F. Wang, A. Ke, X. Wang, C. Guo, Resveratrol inhibits 
proliferation and induces apoptosis through the hedgehog signaling pathway in 
pancreatic cancer cell, Pancreatol 11 (6) (2011) 601–609. 

[96] W. Li, J. Ma, Q. Ma, B. Li, L. Han, J. Liu, Q. Xu, W. Duan, S. Yu, F. Wang, E. Wu, 
Resveratrol inhibits the epithelial-mesenchymal transition of pancreatic cancer 
cells via suppression of the PI-3K/Akt/NF-kappaB pathway, Curr. Med. Chem. 20 
(33) (2013) 4185–4194. 

[97] W. Li, L. Cao, X. Chen, J. Lei, Q. Ma, Resveratrol inhibits hypoxia-driven ROS- 
induced invasive and migratory ability of pancreatic cancer cells via suppression 
of the hedgehog signaling pathway, Oncol. Rep. 35 (3) (2016) 1718–1726. 

[98] L. Cao, X. Chen, X. Xiao, Q. Ma, W. Li, Resveratrol inhibits hyperglycemia-driven 
ROS-induced invasion and migration of pancreatic cancer cells via suppression of 
the ERK and p38 MAPK signaling pathways, Int. J. Oncol. 49 (2) (2016) 735–743. 

[99] K.B. Harikumar, A.B. Kunnumakkara, G. Sethi, P. Diagaradjane, P. Anand, M. 
K. Pandey, J. Gelovani, S. Krishnan, S. Guha, B.B. Aggarwal, Resveratrol, a 
multitargeted agent, can enhance antitumor activity of gemcitabine in vitro and 
in orthotopic mouse model of human pancreatic cancer, Int. J. Cancer 127 (2) 
(2010) 257–268. 

[100] S. Shankar, D. Nall, S.N. Tang, D. Meeker, J. Passarini, J. Sharma, R.K. Srivastava, 
Resveratrol inhibits pancreatic cancer stem cell characteristics in human and 
KrasG12D transgenic mice by inhibiting pluripotency maintaining factors and 
epithelial-mesenchymal transition, PLoS. One 6 (1) (2011), e16530. 

[101] B. Yan, L. Cheng, Z. Jiang, K. Chen, C. Zhou, L. Sun, J. Cao, W. Qian, J. Li, T. Shan, 
J. Lei, Q. Ma, J. Ma, Resveratrol Inhibits ROS-Promoted Activation and Glycolysis 
of Pancreatic Stellate Cells via Suppression of miR-21, Oxid. Med. Cell. Longev. 
2018 (2018), 1346958. 

[102] X.Z. Ding, T.E. Adrian, Resveratrol inhibits proliferation and induces apoptosis in 
human pancreatic cancer cells, Pancreas 25 (4) (2002) e71–e76. 

[103] M. Zhu, Q. Zhang, X. Wang, L. Kang, Y. Yang, Y. Liu, L. Yang, J. Li, L. Yang, J. Liu, 
Y. Li, L. Zu, Y. Shen, Z. Qi, Metformin potentiates anti-tumor effect of resveratrol 
on pancreatic cancer by down-regulation of VEGF-B signaling pathway, 
Oncotarget 7 (51) (2016) 84190–84200. 

[104] J.H. Zhou, H.Y. Cheng, Z.Q. Yu, D.W. He, Z. Pan, D.T. Yang, Resveratrol induces 
apoptosis in pancreatic cancer cells, Chin. Med. J. (Engl. ). 124 (11) (2011) 
1695–1699. 

[105] L. Golkar, X.Z. Ding, M.B. Ujiki, M.R. Salabat, D.L. Kelly, D. Scholtens, A. 
J. Fought, D.J. Bentrem, M.S. Talamonti, R.H. Bell, T.E. Adrian, Resveratrol 
inhibits pancreatic cancer cell proliferation through transcriptional induction of 
macrophage inhibitory cytokine-1, J. Surg. Res. 138 (2) (2007) 163–169. 

[106] P. Liu, H. Liang, Q. Xia, P. Li, H. Kong, P. Lei, S. Wang, Z. Tu, Resveratrol induces 
apoptosis of pancreatic cancers cells by inhibiting miR-21 regulation of BCL-2 
expression, Clin. Transl. Oncol. 15 (9) (2013) 741–746. 

[107] Y.B. Hong, H.J. Kang, H.J. Kim, E.M. Rosen, S. Dakshanamurthy, R. Rondanin, 
R. Baruchello, G. Grisolia, S. Daniele, I. Bae, Inhibition of cell proliferation by a 
resveratrol analog in human pancreatic and breast cancer cells, Exp. Mol. Med. 41 
(3) (2009) 151–160. 

[108] P. Chowdhury, J.J. Jayroe, B.E. White, E.R. Fenton, Effects of a natural 
polyphenol on nicotine-induced pancreatic cancer cell proliferation, Tob. Induc. 
Dis. 16 (2018) 50. 

[109] J. Cui, R. Sun, Y. Yu, S. Gou, G. Zhao, C. Wang, Antiproliferative effect of 
resveratrol in pancreatic cancer cells, Phytother. Res. 24 (11) (2010) 1637–1644. 

[110] A. Kotha, M. Sekharam, L. Cilenti, K. Siddiquee, A. Khaled, A.S. Zervos, B. Carter, 
J. Turkson, R. Jove, Resveratrol inhibits Src and Stat3 signaling and induces the 
apoptosis of malignant cells containing activated Stat3 protein, Mol. Cancer Ther. 
5 (3) (2006) 621–629. 

[111] M. Mouria, A.S. Gukovskaya, Y. Jung, P. Buechler, O.J. Hines, H.A. Reber, S. 
J. Pandol, Food-derived polyphenols inhibit pancreatic cancer growth through 
mitochondrial cytochrome C release and apoptosis, Int. J. Cancer 98 (5) (2002) 
761–769. 

[112] U. Shamim, S. Hanif, A. Albanyan, F.W. Beck, B. Bao, Z. Wang, S. Banerjee, F. 
H. Sarkar, R.M. Mohammad, S.M. Hadi, A.S. Azmi, Resveratrol-induced apoptosis 
is enhanced in low pH environments associated with cancer, J. Cell. Physiol. 227 
(4) (2012) 1493–1500. 

[113] I.R. Cho, S.S. Koh, W. Malilas, R. Srisuttee, J. Moon, Y.W. Choi, Y. Horio, S. Oh, Y. 
H. Chung, SIRT1 inhibits proliferation of pancreatic cancer cells expressing 
pancreatic adenocarcinoma up-regulated factor (PAUF), a novel oncogene, by 
suppression of beta-catenin, Biochem. Biophys. Res. Commun. 423 (2) (2012) 
270–275. 

[114] W. Sun, W. Wang, J. Kim, P. Keng, S. Yang, H. Zhang, C. Liu, P. Okunieff, 
L. Zhang, Anti-cancer effect of resveratrol is associated with induction of 
apoptosis via a mitochondrial pathway alignment, Adv. Exp. Med. Biol. 614 
(2008) 179–186. 

[115] Y. Kuroiwa, A. Nishikawa, Y. Kitamura, K. Kanki, Y. Ishii, T. Umemura, M. Hirose, 
Protective effects of benzyl isothiocyanate and sulforaphane but not resveratrol 
against initiation of pancreatic carcinogenesis in hamsters, Cancer Lett. 241 (2) 
(2006) 275–280. 

[116] L. Garcia-Sanchez, P. Santofimia-Castano, A. Miro-Moran, J.A. Tapia, G.M. Salido, 
A. Gonzalez, Resveratrol mobilizes Ca2+ from intracellular stores and induces c- 
Jun N-terminal kinase activation in tumoral AR42J cells, Mol. Cell. Biochem. 362 
(1–2) (2012) 15–23. 

[117] D.M. Harris, L. Li, M. Chen, F.T. Lagunero, V.L. Go, L.G. Boros, Diverse 
mechanisms of growth inhibition by luteolin, resveratrol, and quercetin in MIA 
PaCa-2 cells: a comparative glucose tracer study with the fatty acid synthase 
inhibitor C75, Metabolomics 8 (2) (2012) 201–210. 

[118] C. Bortolotti, T. Kunit, A. Moder, C. Hufnagl, S. Schmidt, A. Hartl, 
C. Langelueddecke, J. Furst, J.P. Geibel, M. Ritter, M. Jakab, The phytostilbene 
resveratrol induces apoptosis in INS-1E rat insulinoma cells, Cell. Physiol. 
Biochem. 23 (4–6) (2009) 245–254. 

[119] S. Fulda, K.M. Debatin, Sensitization for tumor necrosis factor-related apoptosis- 
inducing ligand-induced apoptosis by the chemopreventive agent resveratrol, 
Cancer Res. 64 (1) (2004) 337–346. 

[120] N. Oi, C.H. Jeong, J. Nadas, Y.Y. Cho, A. Pugliese, A.M. Bode, Z. Dong, 
Resveratrol, a red wine polyphenol, suppresses pancreatic cancer by inhibiting 
leukotriene A(4)hydrolase, Cancer Res. 70 (23) (2010) 9755–9764. 

[121] S.K. Roy, Q. Chen, J. Fu, S. Shankar, R.K. Srivastava, Resveratrol inhibits growth 
of orthotopic pancreatic tumors through activation of FOXO transcription factors, 
PLoS. One 6 (9) (2011), e25166. 

[122] Y. Wong, G. Osmond, K.I. Brewer, D.S. Tyler, M.B. Andrus, Synthesis of 4’-ester 
analogs of resveratrol and their evaluation in malignant melanoma and 
pancreatic cell lines, Bioorg. Med. Chem. Lett. 20 (3) (2010) 1198–1201. 

[123] T. Qin, L. Cheng, Y. Xiao, W. Qian, J. Li, Z. Wu, Z. Wang, Q. Xu, W. Duan, 
L. Wong, E. Wu, Q. Ma, J. Ma, NAF-1 inhibition by resveratrol suppresses cancer 
stem cell-like properties and the invasion of pancreatic cancer, Front. Oncol. 10 
(2020) 1038. 

[124] L. Yin, R. Zhang, Y. Hu, W. Li, M. Wang, Z. Liang, Z. Sun, R. Ji, W. Xu, H. Qian, 
Gastric-cancer-derived mesenchymal stem cells: a promising target for resveratrol 
in the suppression of gastric cancer metastasis, Hum. Cell. 33 (3) (2020) 652–662. 

[125] H. Cai, E. Scott, A. Kholghi, C. Andreadi, A. Rufini, A. Karmokar, R.G. Britton, 
E. Horner-Glister, P. Greaves, D. Jawad, Cancer chemoprevention: evidence of a 
nonlinear dose response for the protective effects of resveratrol in humans and 
mice, Sci. Transl. Med. 7 (298) (2015), 298ra117-298ra117. 

M. Roshani et al.                                                                                                                                                                                                                                

http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref76
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref76
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref76
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref77
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref77
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref77
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref78
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref78
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref78
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref79
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref79
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref79
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref80
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref80
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref80
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref81
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref81
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref81
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref81
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref82
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref82
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref83
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref83
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref83
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref84
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref84
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref84
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref84
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref85
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref85
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref85
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref85
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref86
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref86
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref86
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref87
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref87
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref87
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref88
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref88
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref88
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref89
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref89
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref89
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref89
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref90
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref90
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref90
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref91
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref91
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref92
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref92
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref92
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref92
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref93
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref93
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref93
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref94
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref94
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref94
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref95
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref95
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref95
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref96
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref96
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref96
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref96
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref97
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref97
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref97
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref98
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref98
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref98
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref99
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref99
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref99
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref99
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref99
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref100
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref100
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref100
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref100
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref101
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref101
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref101
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref101
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref102
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref102
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref103
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref103
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref103
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref103
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref104
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref104
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref104
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref105
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref105
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref105
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref105
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref106
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref106
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref106
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref107
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref107
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref107
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref107
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref108
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref108
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref108
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref109
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref109
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref110
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref110
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref110
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref110
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref111
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref111
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref111
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref111
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref112
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref112
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref112
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref112
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref113
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref113
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref113
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref113
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref113
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref114
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref114
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref114
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref114
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref115
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref115
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref115
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref115
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref116
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref116
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref116
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref116
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref117
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref117
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref117
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref117
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref118
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref118
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref118
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref118
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref119
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref119
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref119
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref120
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref120
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref120
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref121
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref121
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref121
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref122
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref122
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref122
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref123
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref123
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref123
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref123
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref124
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref124
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref124
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref125
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref125
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref125
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref125


Biomedicine & Pharmacotherapy 153 (2022) 113274

26

[126] M. Ren, X. Zhou, M. Gu, W. Jiao, M. Yu, Y. Wang, S. Liu, J. Yang, F. Ji, Resveratrol 
synergizes with cisplatin in antineoplastic effects against AGS gastric cancer cells 
by inducing endoplasmic reticulum stress‑mediated apoptosis and G2/M phase 
arrest, Oncol. Rep. 44 (4) (2020) 1605–1615. 

[127] S. Kim, W. Kim, D.H. Kim, J.H. Jang, S.J. Kim, S.A. Park, H. Hahn, B.W. Han, H. 
K. Na, K.S. Chun, B.Y. Choi, Y.J. Surh, Resveratrol suppresses gastric cancer cell 
proliferation and survival through inhibition of PIM-1 kinase activity, Arch. 
Biochem. Biophys. 689 (2020), 108413. 

[128] Y. Hu, Z. Wang, Y. Qiu, Y. Liu, M. Ding, Y. Zhang, Anti-miRNA21 and resveratrol- 
loaded polysaccharide-based mesoporous silica nanoparticle for synergistic 
activity in gastric carcinoma, J. Drug. Target. 27 (10) (2019) 1135–1143. 

[129] Z. Yang, Q. Xie, Z. Chen, H. Ni, L. Xia, Q. Zhao, Z. Chen, P. Chen, Resveratrol 
suppresses the invasion and migration of human gastric cancer cells via inhibition 
of MALAT1-mediated epithelial-to-mesenchymal transition, Exp. Ther. Med. 17 
(3) (2019) 1569–1578. 

[130] A. Syllaios, D. Moris, G.S. Karachaliou, S. Sakellariou, I. Karavokyros, M. Gazouli, 
D. Schizas, Pathways and role of MALAT1 in esophageal and gastric cancer, 
Oncol. Lett. 21 (5) (2021) 1–7. 

[131] Z. Wang, X. Wang, T. Zhang, L. Su, B. Liu, Z. Zhu, C. Li, LncRNA MALAT1 
promotes gastric cancer progression via inhibiting autophagic flux and inducing 
fibroblast activation, Cell. Death. Dis. 12 (4) (2021) 1–17. 

[132] Y. Qi, H.S. Ooi, J. Wu, J. Chen, X. Zhang, S. Tan, Q. Yu, Y.-Y. Li, Y. Kang, H. Li, 
MALAT1 long ncRNA promotes gastric cancer metastasis by suppressing PCDH10, 
Oncotarget 7 (11) (2016) 12693. 

[133] J. Wang, L. Su, X. Chen, P. Li, Q. Cai, B. Yu, B. Liu, W. Wu, Z. Zhu, MALAT1 
promotes cell proliferation in gastric cancer by recruiting SF2/ASF, Biomed. 
Pharmacother. 68 (5) (2014) 557–564. 

[134] Z. Yang, Q. Xie, Z. Chen, H. Ni, L. Xia, Q. Zhao, Z. Chen, P. Chen, Resveratrol 
suppresses the invasion and migration of human gastric cancer cells via inhibition 
of MALAT1–mediated epithelial‑to‑mesenchymal transition, Exp. Ther. Med. 17 
(3) (2019) 1569–1578. 

[135] K. Mieszala, M. Rudewicz, A. Gomulkiewicz, K. Ratajczak-Wielgomas, 
J. Grzegrzolka, P. Dziegiel, S. Borska, Expression of genes and proteins of 
multidrug resistance in gastric cancer cells treated with resveratrol, Oncol. Lett. 
15 (4) (2018) 5825–5832. 

[136] M.J. Atten, E. Godoy-Romero, B.M. Attar, T. Milson, M. Zopel, O. Holian, 
Resveratrol regulates cellular PKC alpha and delta to inhibit growth and induce 
apoptosis in gastric cancer cells, Invest. New. Drugs 23 (2) (2005) 111–119. 

[137] J. Xu, D. Liu, H. Niu, G. Zhu, Y. Xu, D. Ye, J. Li, Q. Zhang, Resveratrol reverses 
Doxorubicin resistance by inhibiting epithelial-mesenchymal transition (EMT) 
through modulating PTEN/Akt signaling pathway in gastric cancer, J. Exp. Clin. 
Cancer Res. 36 (1) (2017) 19. 

[138] H. Xu, W.B. Yu, Y. Gao, M.J. Zhang, A. Malhotra, W.H. Yu, Modulatory potential 
of curcumin and resveratrol on p53 post-translational modifications during 
gastric cancer, J. Environ. Pathol. Toxicol. Oncol. 37 (2) (2018) 93–101. 

[139] H. Dai, H.B. Deng, Y.H. Wang, J.J. Guo, Resveratrol inhibits the growth of gastric 
cancer via the Wnt/beta-catenin pathway, Oncol. Lett. 16 (2) (2018) 1579–1583. 

[140] X. Wu, Y. Xu, B. Zhu, Q. Liu, Q. Yao, G. Zhao, Resveratrol induces apoptosis in 
SGC-7901 gastric cancer cells, Oncol. Lett. 16 (3) (2018) 2949–2956. 

[141] Q. Gao, Y. Yuan, H.Z. Gan, Q. Peng, Resveratrol inhibits the hedgehog signaling 
pathway and epithelial-mesenchymal transition and suppresses gastric cancer 
invasion and metastasis, Oncol. Lett. 9 (5) (2015) 2381–2387. 

[142] Q. Yang, B. Wang, W. Zang, X. Wang, Z. Liu, W. Li, J. Jia, Resveratrol inhibits the 
growth of gastric cancer by inducing G1 phase arrest and senescence in a Sirt1- 
dependent manner, PLoS. One 8 (11) (2013), e70627. 

[143] J. Lu, L. Zhang, X. Chen, Q. Lu, Y. Yang, J. Liu, X. Ma, SIRT1 counteracted the 
activation of STAT3 and NF-kappaB to repress the gastric cancer growth, Int. J. 
Clin. Exp. Med. 7 (12) (2014) 5050–5058. 

[144] K.O. Shin, N.Y. Park, C.H. Seo, S.P. Hong, K.W. Oh, J.T. Hong, S.K. Han, Y.M. Lee, 
Inhibition of sphingolipid metabolism enhances resveratrol chemotherapy in 
human gastric cancer cells, Biomol. Ther. (Seoul. ). 20 (5) (2012) 470–476. 

[145] W.L. Riles, J. Erickson, S. Nayyar, M.J. Atten, B.M. Attar, O. Holian, Resveratrol 
engages selective apoptotic signals in gastric adenocarcinoma cells, World J. 
Gastroenterol. 12 (35) (2006) 5628–5634. 

[146] H.B. Zhou, J.J. Chen, W.X. Wang, J.T. Cai, Q. Du, Anticancer activity of 
resveratrol on implanted human primary gastric carcinoma cells in nude mice, 
World J. Gastroenterol. 11 (2) (2005) 280–284. 

[147] T. Yang, J. Zhang, J. Zhou, M. Zhu, L. Wang, L. Yan, Resveratrol inhibits 
Interleukin-6 induced invasion of human gastric cancer cells, Biomed. 
Pharmacother. 99 (2018) 766–773. 

[148] M.L. Liu, S.J. Zhang, Effects of resveratrol on the protein expression of survivin 
and cell apoptosis in human gastric cancer cells, J. Buon. 19 (3) (2014) 713–717. 

[149] X. Jing, W. Cheng, S. Wang, P. Li, L. He, Resveratrol induces cell cycle arrest in 
human gastric cancer MGC803 cells via the PTEN-regulated PI3K/Akt signaling 
pathway, Oncol. Rep. 35 (1) (2016) 472–478. 

[150] Y. Yang, X. Huang, S. Chen, G. Ma, M. Zhu, F. Yan, J. Yu, Resveratrol induced 
apoptosis in human gastric carcinoma SGC-7901 cells via activation of 
mitochondrial pathway, Asia Pac. J. Clin. Oncol. 14 (5) (2018) e317–e324. 

[151] Z. Wang, W. Li, X. Meng, B. Jia, Resveratrol induces gastric cancer cell apoptosis 
via reactive oxygen species, but independent of sirtuin1, Clin. Exp. Pharmacol. 
Physiol. 39 (3) (2012) 227–232. 

[152] O. Holian, S. Wahid, M.J. Atten, B.M. Attar, Inhibition of gastric cancer cell 
proliferation by resveratrol: role of nitric oxide, Am. J. Physiol. Gastrointest. Liver 
Physiol. 282 (5) (2002) G809–G816. 

[153] P. Mitrut, F. Burada, A. Enescu, R. Scorei, D. Badea, A. Genunche-Dumitrescu, 
I. Rogoz, M. Manea, The genotoxicity study of resveratrol in primary gastric 
adenocarcinoma cell cultures, Rom, J. Morphol. Embryol. 50 (3) (2009) 429–433. 

[154] M.J. Atten, B.M. Attar, T. Milson, O. Holian, Resveratrol-induced inactivation of 
human gastric adenocarcinoma cells through a protein kinase C-mediated 
mechanism, Biochem. Pharmacol. 62 (10) (2001) 1423–1432. 

[155] P. Signorelli, J.M. Munoz-Olaya, V. Gagliostro, J. Casas, R. Ghidoni, G. Fabrias, 
Dihydroceramide intracellular increase in response to resveratrol treatment 
mediates autophagy in gastric cancer cells, Cancer Lett. 282 (2) (2009) 238–243. 

[156] S.R. Lee, J.Y. Mun, M.S. Jeong, H.H. Lee, Y.G. Roh, W.T. Kim, M.H. Kim, J. Heo, 
Y.H. Choi, S.J. Kim, H.J. Cha, M. Jun, S.H. Leem, Thymoquinone-induced 
tristetraprolin inhibits tumor growth and metastasis through destabilization of 
MUC4 mRNA, Int. J. Mol. Sci. 20 (11) (2019). 

[157] Y. Wang, W. Wang, X. Wu, C. Li, Y. Huang, H. Zhou, Y. Cui, Resveratrol sensitizes 
colorectal cancer cells to cetuximab by connexin 43 upregulation-induced akt 
inhibition, Front. Oncol. 10 (2020), 383-383. 

[158] Q. Ji, X. Liu, X. Fu, L. Zhang, H. Sui, L. Zhou, J. Sun, J. Cai, J. Qin, J. Ren, 
Resveratrol inhibits invasion and metastasis of colorectal cancer cells via 
MALAT1 mediated Wnt/β-catenin signal pathway, PloS One 8 (11) (2013), 
e78700. 

[159] B. Dariya, S.K. Behera, G. Srivani, S. Aliya, A. Alam, G.P. Nagaraju, Resveratrol 
binds and activates RKIP protein in colorectal cancer, Amino Acids 52 (9) (2020) 
1299–1306. 

[160] C. Buhrmann, P. Shayan, A. Brockmueller, M. Shakibaei, Resveratrol Suppresses 
Cross-Talk between Colorectal Cancer Cells and Stromal Cells in Multicellular 
Tumor Microenvironment: A Bridge between In Vitro and In Vivo Tumor 
Microenvironment Study, in: Molecules, Basel,, Switzerland, 2020, p. 4292. 

[161] A. Jafari, M. Rezaei-Tavirani, M. Salimi, R. Tavakkol, Z. Jafari, Oncological 
emergencies from pathophysiology and diagnosis to treatment: a narrative 
review, Soc. Work. Public. Health 35 (8) (2020) 689–709. 

[162] L. Yuan, M. Zhou, D. Huang, H.S. Wasan, K. Zhang, L. Sun, H. Huang, S. Ma, 
M. Shen, S. Ruan, Resveratrol inhibits the invasion and metastasis of colon cancer 
through reversal of epithelial‑ mesenchymal transition via the AKT/GSK‑3β/Snail 
signaling pathway, Mol. Med. Rep. 20 (3) (2019) 2783–2795. 

[163] D.U. Kim, B. Kwak, S.W. Kim, Phosphodiesterase 4B is an effective therapeutic 
target in colorectal cancer, Biochem. Biophys. Res. Commun. 508 (3) (2019) 
825–831. 

[164] A.C. Huderson, P.V. Rekha Devi, M.S. Niaz, S.E. Adunyah, A. Ramesh, Alteration 
of benzo(a)pyrene biotransformation by resveratrol in Apc(Min/+) mouse model 
of colon carcinogenesis, Invest. New. Drugs 37 (2) (2019) 238–251. 

[165] J. Lucas, T.C. Hsieh, H.D. Halicka, Z. Darzynkiewicz, J.M. Wu, Upregulation of 
PDL1 expression by resveratrol and piceatannol in breast and colorectal cancer 
cells occurs via HDAC3/p300mediated NFkappaB signaling, Int. J. Oncol. 53 (4) 
(2018) 1469–1480. 

[166] F. Karimi Dermani, M. Saidijam, R. Amini, A. Mahdavinezhad, K. Heydari, 
R. Najafi, Resveratrol inhibits proliferation, invasion, and epithelial-mesenchymal 
transition by increasing miR-200c expression in HCT-116 colorectal cancer cells, 
J. Cell. Biochem. 118 (6) (2017) 1547–1555. 

[167] S.S. Chung, P. Dutta, D. Austin, P. Wang, A. Awad, J.V. Vadgama, Combination of 
resveratrol and 5-flurouracil enhanced anti-telomerase activity and apoptosis by 
inhibiting STAT3 and Akt signaling pathways in human colorectal cancer cells, 
Oncotarget 9 (68) (2018) 32943–32957. 

[168] C. Buhrmann, P. Shayan, A. Goel, M. Shakibaei, Resveratrol regulates colorectal 
cancer cell invasion by modulation of focal adhesion molecules, Nutrients 9 (10) 
(2017). 

[169] S.A. Khaleel, A.M. Al-Abd, A.A. Ali, A.B. Abdel-Naim, Didox and resveratrol 
sensitize colorectal cancer cells to doxorubicin via activating apoptosis and 
ameliorating P-glycoprotein activity, Sci. Rep. 6 (2016) 36855. 

[170] S.R. Lee, H. Jin, W.T. Kim, W.J. Kim, S.Z. Kim, S.H. Leem, S.M. Kim, 
Tristetraprolin activation by resveratrol inhibits the proliferation and metastasis 
of colorectal cancer cells, Int. J. Oncol. 53 (3) (2018) 1269–1278. 

[171] Q. Ji, X. Liu, Z. Han, L. Zhou, H. Sui, L. Yan, H. Jiang, J. Ren, J. Cai, Q. Li, 
Resveratrol suppresses epithelial-to-mesenchymal transition in colorectal cancer 
through TGF-beta1/Smads signaling pathway mediated Snail/E-cadherin 
expression, BMC Cancer 15 (2015) 97. 

[172] Q. Ji, X. Liu, X. Fu, L. Zhang, H. Sui, L. Zhou, J. Sun, J. Cai, J. Qin, J. Ren, Q. Li, 
Resveratrol inhibits invasion and metastasis of colorectal cancer cells via 
MALAT1 mediated Wnt/beta-catenin signal pathway, PLoS One 8 (11) (2013), 
e78700. 

[173] C. Buhrmann, M. Yazdi, B. Popper, P. Shayan, A. Goel, B.B. Aggarwal, 
M. Shakibaei, Resveratrol chemosensitizes TNF-beta-Induced survival of 5-FU- 
treated colorectal cancer cells, Nutrients 10 (7) (2018). 

[174] L.I. Gavrilas, D. Cruceriu, C. Ionescu, D. Miere, O. Balacescu, Pro-apoptotic genes 
as new targets for single and combinatorial treatments with resveratrol and 
curcumin in colorectal cancer, Food Funct. 10 (6) (2019) 3717–3726. 

[175] M.D. Blanquer-Rossello, R. Hernandez-Lopez, P. Roca, J. Oliver, A. Valle, 
Resveratrol induces mitochondrial respiration and apoptosis in SW620 colon 
cancer cells, Biochim. Biophys. Acta Gen. Subj. 1861 (2) (2017) 431–440. 

[176] A. San Hipolito-Luengo, A. Alcaide, M. Ramos-Gonzalez, E. Cercas, S. Vallejo, 
A. Romero, E. Talero, C.F. Sanchez-Ferrer, V. Motilva, C. Peiro, Dual effects of 
resveratrol on cell death and proliferation of colon cancer cells, Nutr. Cancer 69 
(7) (2017) 1019–1027. 

[177] J.B. Jeong, J. Lee, S.H. Lee, TCF4 is a molecular target of resveratrol in the 
prevention of colorectal cancer, Int J. Mol. Sci. 16 (5) (2015) 10411–10425. 

[178] E. Saunier, S. Antonio, A. Regazzetti, N. Auzeil, O. Laprevote, J.W. Shay, 
X. Coumoul, R. Barouki, C. Benelli, L. Huc, S. Bortoli, Resveratrol reverses the 

M. Roshani et al.                                                                                                                                                                                                                                

http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref126
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref126
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref126
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref126
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref127
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref127
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref127
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref127
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref128
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref128
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref128
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref129
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref129
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref129
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref129
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref130
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref130
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref130
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref131
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref131
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref131
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref132
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref132
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref132
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref133
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref133
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref133
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref134
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref134
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref134
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref134
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref135
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref135
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref135
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref135
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref136
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref136
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref136
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref137
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref137
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref137
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref137
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref138
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref138
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref138
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref139
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref139
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref140
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref140
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref141
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref141
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref141
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref142
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref142
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref142
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref143
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref143
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref143
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref144
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref144
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref144
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref145
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref145
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref145
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref146
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref146
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref146
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref147
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref147
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref147
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref148
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref148
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref149
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref149
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref149
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref150
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref150
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref150
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref151
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref151
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref151
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref152
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref152
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref152
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref153
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref153
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref153
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref154
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref154
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref154
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref155
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref155
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref155
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref156
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref156
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref156
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref156
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref157
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref157
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref157
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref158
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref158
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref158
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref158
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref159
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref159
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref159
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref160
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref160
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref160
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref160
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref161
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref161
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref161
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref162
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref162
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref162
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref162
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref163
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref163
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref163
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref164
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref164
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref164
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref165
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref165
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref165
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref165
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref166
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref166
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref166
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref166
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref167
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref167
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref167
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref167
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref168
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref168
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref168
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref169
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref169
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref169
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref170
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref170
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref170
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref171
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref171
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref171
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref171
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref172
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref172
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref172
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref172
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref173
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref173
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref173
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref174
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref174
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref174
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref175
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref175
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref175
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref176
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref176
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref176
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref176
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref177
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref177
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref178
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref178


Biomedicine & Pharmacotherapy 153 (2022) 113274

27

Warburg effect by targeting the pyruvate dehydrogenase complex in colon cancer 
cells, Sci. Rep. 7 (1) (2017) 6945. 

[179] C. Buhrmann, M. Yazdi, B. Popper, A.B. Kunnumakkara, B.B. Aggarwal, 
M. Shakibaei, Induction of the epithelial-to-mesenchymal transition of human 
colorectal cancer by human TNF-beta (Lymphotoxin) and its reversal by 
resveratrol, Nutrients 11 (3) (2019). 

[180] C. Buhrmann, P. Shayan, P. Kraehe, B. Popper, A. Goel, M. Shakibaei, Resveratrol 
induces chemosensitization to 5-fluorouracil through up-regulation of 
intercellular junctions, epithelial-to-mesenchymal transition and apoptosis in 
colorectal cancer, Biochem. Pharmacol. 98 (1) (2015) 51–68. 

[181] D. Kashyap, H.S. Tuli, M.B. Yerer, A. Sharma, K. Sak, S. Srivastava, A. Pandey, V. 
K. Garg, G. Sethi, A. Bishayee, Natural product-based nanoformulations for cancer 
therapy: opportunities and challenges, Semin. Cancer Biol. (2019). 

[182] C. Buhrmann, P. Shayan, B. Popper, A. Goel, M. Shakibaei, Sirt1 is required for 
resveratrol-mediated chemopreventive effects in colorectal cancer cells, Nutrients 
8 (3) (2016) 145. 

[183] Z. Wang, L. Zhang, Z. Ni, J. Sun, H. Gao, Z. Cheng, J. Xu, P. Yin, Resveratrol 
induces AMPK-dependent MDR1 inhibition in colorectal cancer HCT116/L-OHP 
cells by preventing activation of NF-kappaB signaling and suppressing cAMP- 
responsive element transcriptional activity, Tumour Biol. 36 (12) (2015) 
9499–9510. 

[184] S. Yang, W. Li, H. Sun, B. Wu, F. Ji, T. Sun, H. Chang, P. Shen, Y. Wang, D. Zhou, 
Resveratrol elicits anti-colorectal cancer effect by activating miR-34c-KITLG in 
vitro and in vivo, BMC Cancer 15 (2015) 969. 

[185] D. Li, G. Wang, G. Jin, K. Yao, Z. Zhao, L. Bie, Y. Guo, N. Li, W. Deng, X. Chen, 
B. Chen, Y. Liu, S. Luo, Z. Guo, Resveratrol suppresses colon cancer growth by 
targeting the AKT/STAT3 signaling pathway, Int. J. Mol. Med. 43 (1) (2019) 
630–640. 

[186] M. Feng, L.X. Zhong, Z.Y. Zhan, Z.H. Huang, J.P. Xiong, Resveratrol treatment 
inhibits proliferation of and induces apoptosis in human colon cancer cells, Med. 
Sci. Monit. 22 (2016) 1101–1108. 

[187] W.H. Gong, N. Zhao, Z.M. Zhang, Y.X. Zhang, L. Yan, J.B. Li, The inhibitory effect 
of resveratrol on COX-2 expression in human colorectal cancer: a promising 
therapeutic strategy, Eur. Rev. Med. Pharmacol. Sci. 21 (5) (2017) 1136–1143. 

[188] Z. Liu, X. Wu, J. Lv, H. Sun, F. Zhou, Resveratrol induces p53 in colorectal cancer 
through SET7/9, Oncol. Lett. 17 (4) (2019) 3783–3789. 

[189] Y.H. Zeng, L.Y. Zhou, Q.Z. Chen, Y. Li, Y. Shao, W.Y. Ren, Y.P. Liao, H. Wang, J. 
H. Zhu, M. Huang, F. He, J. Wang, K. Wu, B.C. He, Resveratrol inactivates PI3K/ 
Akt signaling through upregulating BMP7 in human colon cancer cells, Oncol. 
Rep. 38 (1) (2017) 456–464. 

[190] H. Cai, E. Scott, A. Kholghi, C. Andreadi, A. Rufini, A. Karmokar, R.G. Britton, 
E. Horner-Glister, P. Greaves, D. Jawad, M. James, L. Howells, T. Ognibene, 
M. Malfatti, C. Goldring, N. Kitteringham, J. Walsh, M. Viskaduraki, K. West, 
A. Miller, D. Hemingway, W.P. Steward, A.J. Gescher, K. Brown, Cancer 
chemoprevention: evidence of a nonlinear dose response for the protective effects 
of resveratrol in humans and mice, Sci. Transl. Med. 7 (298) (2015) 298ra117. 

[191] C. Buhrmann, M. Yazdi, B. Popper, P. Shayan, A. Goel, B.B. Aggarwal, 
M. Shakibaei, Evidence that TNF-beta induces proliferation in colorectal cancer 
cells and resveratrol can down-modulate it, Exp. Biol. Med (Maywood) 244 (1) 
(2019) 1–12. 

[192] L.J. Lao, X.J. Song, J. Xu, [Effect of resveratrol in regulating proliferation and 
apoptosis of rectal cancer cells via up-regulating PTEN], Zhongguo. Zhong. Yao. 
Za. Zhi. 42(9) (2017) 1730–1735. 

[193] S.M. Saud, W. Li, N.L. Morris, M.S. Matter, N.H. Colburn, Y.S. Kim, M.R. Young, 
Resveratrol prevents tumorigenesis in mouse model of Kras activated sporadic 
colorectal cancer by suppressing oncogenic Kras expression, Carcinogenesis 35 
(12) (2014) 2778–2786. 

[194] A.M. Osman, H.S. Al-Malki, S.E. Al-Harthi, A.A. El-Hanafy, H.M. Elashmaoui, M. 
F. Elshal, Modulatory role of resveratrol on cytotoxic activity of cisplatin, 
sensitization and modification of cisplatin resistance in colorectal cancer cells, 
Mol. Med. Rep. 12 (1) (2015) 1368–1374. 

[195] D. Lissa, L. Senovilla, S. Rello-Varona, I. Vitale, M. Michaud, F. Pietrocola, 
A. Boileve, F. Obrist, C. Bordenave, P. Garcia, J. Michels, M. Jemaa, O. Kepp, 
M. Castedo, G. Kroemer, Resveratrol and aspirin eliminate tetraploid cells for 
anticancer chemoprevention, Proc. Natl. Acad. Sci. Usa. 111 (8) (2014) 
3020–3025. 

[196] W.H. Hu, G.K. Chan, R. Duan, H.Y. Wang, X.P. Kong, T.T. Dong, K.W. Tsim, 
Synergy of Ginkgetin and Resveratrol in Suppressing VEGF-Induced Angiogenesis: 
A Therapy in Treating Colorectal Cancer, in: Cancers, 11, Basel,, 2019. 

[197] T. Tsunoda, S. Ishikura, K. Doi, H. Matsuzaki, Y. Iwaihara, S. Shirasawa, 
Resveratrol induces luminal apoptosis of human colorectal cancer HCT116 cells 
in three-dimensional culture, Anticancer. Res. 34 (8) (2014) 4551–4555. 

[198] M.Z. El-Readi, S. Eid, A.A. Abdelghany, H.S. Al-Amoudi, T. Efferth, M. Wink, 
Resveratrol mediated cancer cell apoptosis, and modulation of multidrug 
resistance proteins and metabolic enzymes, Phytomedicine 55 (2019) 269–281. 

[199] I. Ali, D.P. Braun, Resveratrol enhances mitomycin C-mediated suppression of 
human colorectal cancer cell proliferation by up-regulation of p21WAF1/CIP1, 
Anticancer. Res. 34 (10) (2014) 5439–5446. 

[200] F. Amiri, A.H. Zarnani, H. Zand, F. Koohdani, M. Jeddi-Tehrani, M. Vafa, 
Synergistic anti-proliferative effect of resveratrol and etoposide on human 
hepatocellular and colon cancer cell lines, Eur. J. Pharm. 718 (1–3) (2013) 34–40. 

[201] K.R. Patel, V.A. Brown, D.J. Jones, R.G. Britton, D. Hemingway, A.S. Miller, K. 
P. West, T.D. Booth, M. Perloff, J.A. Crowell, D.E. Brenner, W.P. Steward, A. 
J. Gescher, K. Brown, Clinical pharmacology of resveratrol and its metabolites in 
colorectal cancer patients, Cancer Res. 70 (19) (2010) 7392–7399. 

[202] Z. Du, F. Zhou, Z. Jia, B. Zheng, S. Han, J. Cheng, G. Zhu, P. Huang, The 
hedgehog/Gli-1 signaling pathways is involved in the inhibitory effect of 
resveratrol on human colorectal cancer HCT116 cells, Iran, J. Basic. Med. Sci. 19 
(11) (2016) 1171–1176. 

[203] B. Liu, Z. Zhou, W. Zhou, J. Liu, Q. Zhang, J. Xia, J. Liu, N. Chen, M. Li, R. Zhu, 
Resveratrol inhibits proliferation in human colorectal carcinoma cells by inducing 
G1/Sphase cell cycle arrest and apoptosis through caspase/cyclinCDK pathways, 
Mol. Med. Rep. 10 (4) (2014) 1697–1702. 

[204] M.A. Fouad, A.M. Agha, M.M. Merzabani, S.A. Shouman, Resveratrol inhibits 
proliferation, angiogenesis and induces apoptosis in colon cancer cells: calorie 
restriction is the force to the cytotoxicity, Hum. Exp. Toxicol. 32 (10) (2013) 
1067–1080. 

[205] M. Bergman, G.S. Levin, H. Bessler, M. Djaldetti, H. Salman, Resveratrol affects 
the cross talk between immune and colon cancer cells, Biomed. Pharmacother. 67 
(1) (2013) 43–47. 

[206] S.A. Arafa el, A.H. Abdelazeem, H.H. Arab, H.A. Omar, OSU-CG5, a novel energy 
restriction mimetic agent, targets human colorectal cancer cells in vitro, Acta 
Pharmacol. Sin. 35 (3) (2014) 394–400. 

[207] V. Aires, B. Brassart, A. Carlier, A. Scagliarini, S. Mandard, E. Limagne, E. Solary, 
L. Martiny, M. Tarpin, D. Delmas, A role for peroxisome proliferator-activated 
receptor gamma in resveratrol-induced colon cancer cell apoptosis, Mol. Nutr. 
Food Res. 58 (9) (2014) 1785–1794. 

[208] W. Nutakul, H.S. Sobers, P. Qiu, P. Dong, E.A. Decker, D.J. McClements, H. Xiao, 
Inhibitory effects of resveratrol and pterostilbene on human colon cancer cells: a 
side-by-side comparison, J. Agric. Food Chem. 59 (20) (2011) 10964–10970. 

[209] B. Demoulin, M. Hermant, C. Castrogiovanni, C. Staudt, P. Dumont, Resveratrol 
induces DNA damage in colon cancer cells by poisoning topoisomerase II and 
activates the ATM kinase to trigger p53-dependent apoptosis, Toxicol. Vitr. 29 (5) 
(2015) 1156–1165. 

[210] Y.Z. Liu, K. Wu, J. Huang, Y. Liu, X. Wang, Z.J. Meng, S.X. Yuan, D.X. Wang, J. 
Y. Luo, G.W. Zuo, L.J. Yin, L. Chen, Z.L. Deng, J.Q. Yang, W.J. Sun, B.C. He, The 
PTEN/PI3K/Akt and Wnt/beta-catenin signaling pathways are involved in the 
inhibitory effect of resveratrol on human colon cancer cell proliferation, Int. J. 
Oncol. 45 (1) (2014) 104–112. 

[211] S. Sale, R.D. Verschoyle, D. Boocock, D.J. Jones, N. Wilsher, K.C. Ruparelia, G. 
A. Potter, P.B. Farmer, W.P. Steward, A.J. Gescher, Pharmacokinetics in mice and 
growth-inhibitory properties of the putative cancer chemopreventive agent 
resveratrol and the synthetic analogue trans 3,4,5,4’-tetramethoxystilbene, Br. J. 
Cancer 90 (3) (2004) 736–744. 

[212] T. Pohland, S. Wagner, M. Mahyar-Roemer, K. Roemer, Bax and Bak are the 
critical complementary effectors of colorectal cancer cell apoptosis by 
chemopreventive resveratrol, Anticancer. Drugs 17 (4) (2006) 471–478. 

[213] S. Ulrich, S.M. Loitsch, O. Rau, A. von Knethen, B. Brune, M. Schubert-Zsilavecz, 
J.M. Stein, Peroxisome proliferator-activated receptor gamma as a molecular 
target of resveratrol-induced modulation of polyamine metabolism, Cancer Res. 
66 (14) (2006) 7348–7354. 

[214] M. Sengottuvelan, N. Nalini, Dietary supplementation of resveratrol suppresses 
colonic tumour incidence in 1,2-dimethylhydrazine-treated rats by modulating 
biotransforming enzymes and aberrant crypt foci development, Br. J. Nutr. 96 (1) 
(2006) 145–153. 

[215] D.G. Park, Antichemosensitizing effect of resveratrol in cotreatment with 
oxaliplatin in HCT116 colon cancer cell, Ann. Surg. Treat. Res. 86 (2) (2014) 
68–75. 

[216] J. Vanamala, L. Reddivari, S. Radhakrishnan, C. Tarver, Resveratrol suppresses 
IGF-1 induced human colon cancer cell proliferation and elevates apoptosis via 
suppression of IGF-1R/Wnt and activation of p53 signaling pathways, BMC 
Cancer 10 (2010) 238. 

[217] J. Yang, J. Liu, X. Lyu, S. Fei, [Resveratrol inhibits cell proliferation and up- 
regulates MICA/B expression in human colon cancer stem cells], Xi Bao Yu Fen. Zi 
Mian Yi Xue Za Zhi 31 (7) (2015) 889–893. 

[218] S.X. Yuan, D.X. Wang, Q.X. Wu, C.M. Ren, Y. Li, Q.Z. Chen, Y.H. Zeng, Y. Shao, J. 
Q. Yang, Y. Bai, P. Zhang, Y. Yu, K. Wu, W.J. Sun, B.C. He, BMP9/p38 MAPK is 
essential for the antiproliferative effect of resveratrol on human colon cancer, 
Oncol. Rep. 35 (2) (2016) 939–947. 

[219] D. Delmas, C. Rebe, S. Lacour, R. Filomenko, A. Athias, P. Gambert, M. Cherkaoui- 
Malki, B. Jannin, L. Dubrez-Daloz, N. Latruffe, E. Solary, Resveratrol-induced 
apoptosis is associated with Fas redistribution in the rafts and the formation of a 
death-inducing signaling complex in colon cancer cells, J. Biol. Chem. 278 (42) 
(2003) 41482–41490. 

[220] A.P. Majumdar, S. Banerjee, J. Nautiyal, B.B. Patel, V. Patel, J. Du, Y. Yu, A. 
A. Elliott, E. Levi, F.H. Sarkar, Curcumin synergizes with resveratrol to inhibit 
colon cancer, Nutr. Cancer 61 (4) (2009) 544–553. 

[221] O.F. Iwuchukwu, R.J. Tallarida, S. Nagar, Resveratrol in combination with other 
dietary polyphenols concomitantly enhances antiproliferation and UGT1A1 
induction in Caco-2 cells, Life. Sci. 88 (23–24) (2011) 1047–1054. 

[222] J. Chen, X.S. Dong, X.G. Guo, [Inhibitory effect of resveratrol on the growth of 
human colon cancer ls174t cells and its subcutaneously transplanted tumor in 
nude mice and the mechanism of action], Zhonghua. Zhong. Liu. Za. Zhi. 31 (1) 
(2009) 15–19. 

[223] U. Kaindl, I. Eyberg, N. Rohr-Udilova, C. Heinzle, B. Marian, The dietary 
antioxidants resveratrol and quercetin protect cells from exogenous pro-oxidative 
damage, Food Chem. Toxicol. 46 (4) (2008) 1320–1326. 

[224] M. Kumazaki, S. Noguchi, Y. Yasui, J. Iwasaki, H. Shinohara, N. Yamada, Y. Akao, 
Anti-cancer effects of naturally occurring compounds through modulation of 
signal transduction and miRNA expression in human colon cancer cells, J. Nutr. 
Biochem. 24 (11) (2013) 1849–1858. 

M. Roshani et al.                                                                                                                                                                                                                                

http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref178
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref178
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref179
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref179
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref179
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref179
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref180
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref180
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref180
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref180
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref181
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref181
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref181
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref182
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref182
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref182
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref183
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref183
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref183
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref183
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref183
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref184
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref184
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref184
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref185
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref185
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref185
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref185
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref186
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref186
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref186
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref187
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref187
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref187
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref188
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref188
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref189
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref189
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref189
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref189
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref190
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref190
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref190
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref190
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref190
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref190
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref191
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref191
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref191
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref191
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref192
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref192
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref192
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref192
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref193
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref193
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref193
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref193
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref194
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref194
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref194
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref194
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref194
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref195
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref195
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref195
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref196
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref196
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref196
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref197
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref197
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref197
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref198
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref198
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref198
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref199
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref199
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref199
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref200
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref200
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref200
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref200
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref201
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref201
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref201
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref201
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref202
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref202
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref202
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref202
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref203
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref203
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref203
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref203
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref204
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref204
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref204
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref205
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref205
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref205
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref206
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref206
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref206
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref206
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref207
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref207
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref207
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref208
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref208
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref208
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref208
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref209
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref209
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref209
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref209
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref209
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref210
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref210
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref210
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref210
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref210
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref211
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref211
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref211
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref212
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref212
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref212
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref212
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref213
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref213
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref213
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref213
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref214
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref214
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref214
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref215
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref215
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref215
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref215
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref216
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref216
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref216
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref217
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref217
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref217
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref217
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref218
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref218
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref218
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref218
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref218
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref219
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref219
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref219
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref220
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref220
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref220
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref221
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref221
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref221
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref221
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref222
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref222
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref222
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref223
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref223
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref223
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref223


Biomedicine & Pharmacotherapy 153 (2022) 113274

28

[225] A. Schroeter, I.A. Groh, G. Del Favero, M. Pignitter, K. Schueller, V. Somoza, 
D. Marko, Inhibition of topoisomerase II by phase II metabolites of resveratrol in 
human colon cancer cells, Mol. Nutr. Food Res. 59 (12) (2015) 2448–2459. 

[226] N.C. Whitlock, J.H. Bahn, S.H. Lee, T.E. Eling, S.J. Baek, Resveratrol-induced 
apoptosis is mediated by early growth response-1, Kruppel-like factor 4, and 
activating transcription factor 3, Cancer Prev. Res. (Philos. ) 4 (1) (2011) 
116–127. 

[227] W. Liao, H. Wei, X. Wang, Y. Qiu, X. Gou, X. Zhang, M. Zhou, J. Wu, T. Wu, 
F. Kou, Y. Zhang, Z. Bian, G. Xie, W. Jia, Metabonomic variations associated with 
AOM-induced precancerous colorectal lesions and resveratrol treatment, 
J. Proteome Res. 11 (6) (2012) 3436–3448. 

[228] M. Mahyar-Roemer, H. Kohler, K. Roemer, Role of Bax in resveratrol-induced 
apoptosis of colorectal carcinoma cells, BMC Cancer 2 (2002) 27. 

[229] F.G. Bottone Jr., B. Alston-Mills, The dietary compounds resveratrol and genistein 
induce activating transcription factor 3 while suppressing inhibitor of DNA 
binding/differentiation-1, J. Med. Food 14 (6) (2011) 584–593. 

[230] D. Das, R. Preet, P. Mohapatra, S.R. Satapathy, C.N. Kundu, 1,3-Bis(2- 
chloroethyl)-1-nitrosourea enhances the inhibitory effect of resveratrol on 5- 
fluorouracil sensitive/resistant colon cancer cells, World J. Gastroenterol. 19 (42) 
(2013) 7374–7388. 

[231] D. Delmas, C. Rebe, O. Micheau, A. Athias, P. Gambert, S. Grazide, G. Laurent, 
N. Latruffe, E. Solary, Redistribution of CD95, DR4 and DR5 in rafts accounts for 
the synergistic toxicity of resveratrol and death receptor ligands in colon 
carcinoma cells, Oncogene 23 (55) (2004) 8979–8986. 

[232] M.Y. Kim, L.J. Trudel, G.N. Wogan, Apoptosis induced by capsaicin and 
resveratrol in colon carcinoma cells requires nitric oxide production and caspase 
activation, Anticancer. Res. 29 (10) (2009) 3733–3740. 

[233] N.F. Trincheri, G. Nicotra, C. Follo, R. Castino, C. Isidoro, Resveratrol induces cell 
death in colorectal cancer cells by a novel pathway involving lysosomal cathepsin 
D, Carcinogenesis 28 (5) (2007) 922–931. 

[234] J.K. Tak, J.H. Lee, J.W. Park, Resveratrol and piperine enhance radiosensitivity of 
tumor cells, BMB Rep. 45 (4) (2012) 242–246. 

[235] S.C. Lee, J.Y. Chan, S. Pervaiz, Spontaneous and 5-fluorouracil-induced 
centrosome amplification lowers the threshold to resveratrol-evoked apoptosis in 
colon cancer cells, Cancer Lett. 288 (1) (2010) 36–41. 

[236] J.Y. Fang, Z.H. Li, Q. Li, W.S. Huang, L. Kang, J.P. Wang, Resveratrol affects 
protein kinase C activity and promotes apoptosis in human colon carcinoma cells, 
Asian Pac. J. Cancer Prev. 13 (12) (2012) 6017–6022. 

[237] M.A. Panaro, V. Carofiglio, A. Acquafredda, P. Cavallo, A. Cianciulli, Anti- 
inflammatory effects of resveratrol occur via inhibition of lipopolysaccharide- 
induced NF-kappaB activation in Caco-2 and SW480 human colon cancer cells, 
Br. J. Nutr. 108 (9) (2012) 1623–1632. 

[238] N. Shibuya, K. Inoue, G. Tanaka, K. Akimoto, K. Kubota, Augmented pentose 
phosphate pathway plays critical roles in colorectal carcinomas, Oncol 88 (5) 
(2015) 309–319. 

[239] M. Mutoh, M. Takahashi, K. Fukuda, Y. Matsushima-Hibiya, H. Mutoh, 
T. Sugimura, K. Wakabayashi, Suppression of cyclooxygenase-2 promoter- 
dependent transcriptional activity in colon cancer cells by chemopreventive 
agents with a resorcin-type structure, Carcinogenesis 21 (5) (2000) 959–963. 

[240] Y.C. Liang, S.H. Tsai, L. Chen, S.Y. Lin-Shiau, J.K. Lin, Resveratrol-induced G2 
arrest through the inhibition of CDK7 and p34CDC2 kinases in colon carcinoma 
HT29 cells, Biochem. Pharmacol. 65 (7) (2003) 1053–1060. 

[241] D. Delmas, P. Passilly-Degrace, B. Jannin, M. Cherkaoui Malki, N. Latruffe, 
Resveratrol, a chemopreventive agent, disrupts the cell cycle control of human 
SW480 colorectal tumor cells, Int. J. Mol. Med. 10 (2) (2002) 193–199. 

[242] F. Wolter, J. Stein, Resveratrol enhances the differentiation induced by butyrate 
in caco-2 colon cancer cells, J. Nutr. 132 (7) (2002) 2082–2086. 

[243] E. Le Ferrec, D. Lagadic-Gossmann, C. Rauch, C. Bardiau, K. Maheo, F. Massiere, 
M. Le Vee, A. Guillouzo, F. Morel, Transcriptional induction of CYP1A1 by 
oltipraz in human Caco-2 cells is aryl hydrocarbon receptor- and calcium- 
dependent, J. Biol. Chem. 277 (27) (2002) 24780–24787. 

[244] M. Mahyar-Roemer, A. Katsen, P. Mestres, K. Roemer, Resveratrol induces colon 
tumor cell apoptosis independently of p53 and precede by epithelial 
differentiation, mitochondrial proliferation and membrane potential collapse, Int. 
J. Cancer 94 (5) (2001) 615–622. 

[245] Y. Schneider, B. Duranton, F. Gosse, R. Schleiffer, N. Seiler, F. Raul, Resveratrol 
inhibits intestinal tumorigenesis and modulates host-defense-related gene 
expression in an animal model of human familial adenomatous polyposis, Nutr. 
Cancer 39 (1) (2001) 102–107. 

[246] Y. Schneider, F. Vincent, B. Duranton, L. Badolo, F. Gosse, C. Bergmann, N. Seiler, 
F. Raul, Anti-proliferative effect of resveratrol, a natural component of grapes and 
wine, on human colonic cancer cells, Cancer Lett. 158 (1) (2000) 85–91. 

[247] K.J. Woo, T.J. Lee, S.H. Lee, J.M. Lee, J.H. Seo, Y.J. Jeong, J.W. Park, T.K. Kwon, 
Elevated gadd153/chop expression during resveratrol-induced apoptosis in 
human colon cancer cells, Biochem Pharm. 73 (1) (2007) 68–76. 

[248] W. Bednar, K. Holzmann, B. Marian, Assessing 12(S)-lipoxygenase inhibitory 
activity using colorectal cancer cells overexpressing the enzyme, Food Chem. 
Toxicol. 45 (3) (2007) 508–514. 

[249] N. Sakoguchi-Okada, F. Takahashi-Yanaga, K. Fukada, F. Shiraishi, Y. Taba, 
Y. Miwa, S. Morimoto, M. Iida, T. Sasaguri, Celecoxib inhibits the expression of 
survivin via the suppression of promoter activity in human colon cancer cells, 
Biochem. Pharmacol. 73 (9) (2007) 1318–1329. 

[250] S. Ulrich, A. Huwiler, S. Loitsch, H. Schmidt, J.M. Stein, De novo ceramide 
biosynthesis is associated with resveratrol-induced inhibition of ornithine 
decarboxylase activity, Biochem. Pharmacol. 74 (2) (2007) 281–289. 

[251] N.F. Trincheri, C. Follo, G. Nicotra, C. Peracchio, R. Castino, C. Isidoro, 
Resveratrol-induced apoptosis depends on the lipid kinase activity of Vps34 and 
on the formation of autophagolysosomes, Carcinogenesis 29 (2) (2008) 381–389. 

[252] J.W. Park, K.J. Woo, J.T. Lee, J.H. Lim, T.J. Lee, S.H. Kim, Y.H. Choi, T.K. Kwon, 
Resveratrol induces pro-apoptotic endoplasmic reticulum stress in human colon 
cancer cells, Oncol. Rep. 18 (5) (2007) 1269–1273. 

[253] C.C. Ziegler, L. Rainwater, J. Whelan, M.F. McEntee, Dietary resveratrol does not 
affect intestinal tumorigenesis in Apc(Min/+) mice, J. Nutr. 134 (1) (2004) 5–10. 

[254] F. Wolter, L. Turchanowa, J. Stein, Resveratrol-induced modification of 
polyamine metabolism is accompanied by induction of c-Fos, Carcinogenesis 24 
(3) (2003) 469–474. 

[255] M. Mahyar-Roemer, K. Roemer, p21 Waf1/Cip1 can protect human colon 
carcinoma cells against p53-dependent and p53-independent apoptosis induced 
by natural chemopreventive and therapeutic agents, Oncogene 20 (26) (2001) 
3387–3398. 

[256] W.S. Jeong, I.W. Kim, R. Hu, A.N. Kong, Modulation of AP-1 by natural 
chemopreventive compounds in human colon HT-29 cancer cell line, Pharm. Res. 
21 (4) (2004) 649–660. 

[257] S.H. Lee, J.S. Kim, K. Yamaguchi, T.E. Eling, S.J. Baek, Indole-3-carbinol and 3,3’- 
diindolylmethane induce expression of NAG-1 in a p53-independent manner, 
Biochem. Biophys. Res. Commun. 328 (1) (2005) 63–69. 

[258] M. Sengottuvelan, P. Viswanathan, N. Nalini, Chemopreventive effect of trans- 
resveratrol–a phytoalexin against colonic aberrant crypt foci and cell proliferation 
in 1,2-dimethylhydrazine induced colon carcinogenesis, Carcinogenesis 27 (5) 
(2006) 1038–1046. 

[259] G.J. Soleas, D.M. Goldberg, L. Grass, M. Levesque, E.P. Diamandis, Do wine 
polyphenols modulate p53 gene expression in human cancer cell lines? Clin. 
Biochem. 34 (5) (2001) 415–420. 

[260] S.C. Lee, J. Chan, M.V. Clement, S. Pervaiz, Functional proteomics of resveratrol- 
induced colon cancer cell apoptosis: caspase-6-mediated cleavage of lamin A is a 
major signaling loop, Proteomics 6 (8) (2006) 2386–2394. 

[261] L. Tessitore, A. Davit, I. Sarotto, G. Caderni, Resveratrol depresses the growth of 
colorectal aberrant crypt foci by affecting bax and p21(CIP) expression, 
Carcinogenesis 21 (8) (2000) 1619–1622. 

[262] C. Hope, K. Planutis, M. Planutiene, M.P. Moyer, K.S. Johal, J. Woo, C. Santoso, J. 
A. Hanson, R.F. Holcombe, Low concentrations of resveratrol inhibit Wnt signal 
throughput in colon-derived cells: implications for colon cancer prevention, Mol. 
Nutr. Food Res. 52 Suppl 1 (2008) S52–S61. 

[263] J.Y. Chan, M.S. Phoo, M.V. Clement, S. Pervaiz, S.C. Lee, Resveratrol displays 
converse dose-related effects on 5-fluorouracil-evoked colon cancer cell 
apoptosis: the roles of caspase-6 and p53, Cancer Biol. Ther. 7 (8) (2008) 
1305–1312. 

[264] D. Hotnog, M. Mihaila, I.V. Lancu, G.G. Matei, C. Hotnog, G. Anton, M. Bostan, L. 
I. Brasoveanu, Resveratrol modulates apoptosis in 5-fluorouracyl treated colon 
cancer cell lines, Roum. Arch. Microbiol. Immunol. 72 (4) (2013) 255–264. 

[265] D. Cosan, A. Soyocak, A. Basaran, I. Degirmenci, H.V. Gunes, The effects of 
resveratrol and tannic acid on apoptosis in colon adenocarcinoma cell line, Saudi. 
Med. J. 30 (2) (2009) 191–195. 

[266] M.P. Fuggetta, G. Lanzilli, M. Tricarico, A. Cottarelli, R. Falchetti, G. Ravagnan, 
E. Bonmassar, Effect of resveratrol on proliferation and telomerase activity of 
human colon cancer cells in vitro, J. Exp. Clin. Cancer Res. 25 (2) (2006) 
189–193. 

[267] D. Colin, E. Limagne, S. Jeanningros, A. Jacquel, G. Lizard, A. Athias, P. Gambert, 
A. Hichami, N. Latruffe, E. Solary, D. Delmas, Endocytosis of resveratrol via lipid 
rafts and activation of downstream signaling pathways in cancer cells, Cancer 
Prev. Res. (Philos. ) 4 (7) (2011) 1095–1106. 

[268] S. Choi, M. Sa, N. Cho, K.K. Kim, S.H. Park, Rbfox2 dissociation from stress 
granules suppresses cancer progression, Exp. Mol. Med. 51 (4) (2019) 1–12. 

[269] Y.-S. Lin, C.-Y. Hsieh, T.-T. Kuo, C.-C. Lin, C.-Y. Lin, Y.-P. Sher, Resveratrol- 
mediated ADAM9 degradation decreases cancer progression and provides 
synergistic effects in combination with chemotherapy, Am. J. Cancer Res. 10 (11) 
(2020) 3828–3837. 

[270] Z. Jin, W. Feng, Y. Ji, L. Jin, Resveratrol mediates cell cycle arrest and cell death 
in human esophageal squamous cell carcinoma by directly targeting the EGFR 
signaling pathway, Oncol. Lett. 13 (1) (2017) 347–355. 

[271] Q. Tang, G. Li, X. Wei, J. Zhang, J.F. Chiu, D. Hasenmayer, D. Zhang, H. Zhang, 
Resveratrol-induced apoptosis is enhanced by inhibition of autophagy in 
esophageal squamous cell carcinoma, Cancer Lett. 336 (2) (2013) 325–337. 

[272] C.E. Woodall, Y. Li, Q.H. Liu, J. Wo, R.C. Martin, Chemoprevention of metaplasia 
initiation and carcinogenic progression to esophageal adenocarcinoma by 
resveratrol supplementation, Anticancer Drugs 20 (6) (2009) 437–443. 

[273] X. Ou, Y. Chen, X. Cheng, X. Zhang, Q. He, Potentiation of resveratrol-induced 
apoptosis by matrine in human hepatoma HepG2 cells, Oncol. Rep. 32 (6) (2014) 
2803–2809. 

[274] N. Shabab, S. Afshar, M. Saidijam, The induction of apoptosis by resveratrol 
through regulatory effect of miR-21 on the gene expression of Bcl2 and Bax in 
HCT-116 cells, Avicenna J. Med. Biochem. 7 (1) (2019) 21–27. 

[275] H.-B. Zhou, Y. Yan, Y.-N. Sun, J.-R. Zhu, Resveratrol induces apoptosis in human 
esophageal carcinoma cells, World J. Gastroenterol. 9 (3) (2003) 408–411. 

[276] Z. Li, Y. Shimada, A. Kawabe, F. Sato, M. Maeda, I. Komoto, T. Hong, Y. Ding, 
J. Kaganoi, M. Imamura, Suppression of N-nitrosomethylbenzylamine (NMBA)- 
induced esophageal tumorigenesis in F344 rats by JTE-522, a selective COX-2 
inhibitor, Carcinogenesis 22 (4) (2001) 547–551. 

[277] C.C. Lin, Y.T. Chin, Y.J. Shih, Y.R. Chen, Y.Y. Chung, C.Y. Lin, C.N. Hsiung, 
J. Whang-Peng, S.Y. Lee, H.Y. Lin, P.J. Davis, K. Wang, Resveratrol antagonizes 

M. Roshani et al.                                                                                                                                                                                                                                

http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref224
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref224
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref224
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref225
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref225
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref225
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref225
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref226
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref226
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref226
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref226
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref227
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref227
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref228
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref228
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref228
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref229
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref229
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref229
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref229
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref230
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref230
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref230
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref230
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref231
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref231
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref231
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref232
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref232
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref232
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref233
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref233
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref234
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref234
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref234
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref235
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref235
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref235
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref236
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref236
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref236
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref236
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref237
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref237
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref237
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref238
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref238
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref238
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref238
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref239
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref239
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref239
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref240
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref240
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref240
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref241
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref241
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref242
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref242
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref242
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref242
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref243
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref243
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref243
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref243
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref244
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref244
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref244
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref244
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref245
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref245
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref245
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref246
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref246
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref246
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref247
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref247
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref247
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref248
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref248
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref248
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref248
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref249
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref249
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref249
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref250
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref250
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref250
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref251
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref251
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref251
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref252
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref252
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref253
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref253
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref253
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref254
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref254
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref254
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref254
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref255
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref255
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref255
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref256
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref256
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref256
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref257
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref257
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref257
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref257
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref258
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref258
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref258
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref259
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref259
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref259
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref260
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref260
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref260
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref261
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref261
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref261
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref261
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref262
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref262
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref262
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref262
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref263
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref263
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref263
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref264
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref264
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref264
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref265
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref265
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref265
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref265
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref266
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref266
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref266
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref266
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref267
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref267
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref268
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref268
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref268
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref268
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref269
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref269
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref269
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref270
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref270
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref270
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref271
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref271
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref271
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref272
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref272
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref272
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref273
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref273
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref273
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref274
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref274
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref275
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref275
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref275
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref275
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref276
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref276


Biomedicine & Pharmacotherapy 153 (2022) 113274

29

thyroid hormone-induced expression of checkpoint and proliferative genes in oral 
cancer cells, J. Dent. Sci. 14 (3) (2019) 255–262. 

[278] Y.R. Chen, Y.S. Chen, Y.T. Chin, Z.L. Li, Y.J. Shih, Y.S.H. Yang, C.A. ChangOu, P. 
Y. Su, S.H. Wang, Y.H. Wu, H.C. Chiu, S.Y. Lee, L.F. Liu, J. Whang-Peng, H.Y. Lin, 
S.A. Mousa, P.J. Davis, K. Wang, Thyroid hormone-induced expression of 
inflammatory cytokines interfere with resveratrol-induced anti-proliferation of 
oral cancer cells, Food Chem. Toxicol. 132 (2019), 110693. 

[279] Y. Ho, C.Y. Wu, Y.T. Chin, Z.L. Li, Y.S. Pan, T.Y. Huang, P.Y. Su, S.Y. Lee, D. 
R. Crawford, K.W. Su, H.C. Chiu, Y.J. Shih, C.A. Changou, Y.S.H. Yang, J. Whang- 
Peng, Y.R. Chen, H.Y. Lin, S.A. Mousa, P.J. Davis, K. Wang, NDAT suppresses pro- 
inflammatory gene expression to enhance resveratrol-induced anti-proliferation 
in oral cancer cells, Food Chem. Toxicol. 136 (2020), 111092. 

[280] Y. Sawai, A. Kasamatsu, D. Nakashima, K. Fushimi, H. Kasama, M. Iyoda, 
Y. Kouzu, M. Shiiba, H. Tanzawa, K. Uzawa, Critical role of deoxynucleotidyl 
transferase terminal interacting protein 1 in oral cancer, Lab. Invest. 98 (8) 
(2018) 980–988. 

[281] F. Hayashi, A. Kasamatsu, Y. Endo-Sakamoto, K. Eizuka, K. Hiroshima, A. Kita, 
T. Saito, K. Koike, H. Tanzawa, K. Uzawa, Increased expression of tripartite motif 
(TRIM) like 2 promotes tumoral growth in human oral cancer, Biochem. Biophys. 
Res. Commun. 508 (4) (2019) 1133–1138. 

[282] C.-H. Chang, C.-Y. Lee, C.-C. Lu, F.-J. Tsai, Y.-M. Hsu, J.-W. Tsao, Y.-N. Juan, H.- 
Y. Chiu, J.-S. Yang, C.-C. Wang, Resveratrol-induced autophagy and apoptosis in 
cisplatin-resistant human oral cancer CAR cells: a key role of AMPK and Akt/ 
mTOR signaling, Int. J. Oncol. 50 (3) (2017) 873–882. 

[283] T.M. ElAttar, A.S. Virji, Modulating effect of resveratrol and quercetin on oral 
cancer cell growth and proliferation, Anticancer Drugs 10 (2) (1999) 187–193. 

[284] C.H. Chang, C.Y. Lee, C.C. Lu, F.J. Tsai, Y.M. Hsu, J.W. Tsao, Y.N. Juan, H. 
Y. Chiu, J.S. Yang, C.C. Wang, Resveratrol-induced autophagy and apoptosis in 
cisplatin-resistant human oral cancer CAR cells: A key role of AMPK and Akt/ 
mTOR signaling, Int. J. Oncol. 50 (3) (2017) 873–882. 

[285] Y.C. Chang, C.W. Lin, C.C. Yu, B.Y. Wang, Y.H. Huang, Y.C. Hsieh, Y.L. Kuo, W. 
W. Chang, Resveratrol suppresses myofibroblast activity of human buccal 
mucosal fibroblasts through the epigenetic inhibition of ZEB1 expression, 
Oncotarget 7 (11) (2016) 12137–12149. 

[286] F.Y. Lin, Y.H. Hsieh, S.F. Yang, C.T. Chen, C.H. Tang, M.Y. Chou, Y.T. Chuang, C. 
W. Lin, M.K. Chen, Resveratrol suppresses TPA-induced matrix metalloproteinase- 
9 expression through the inhibition of MAPK pathways in oral cancer cells, 
J. Oral. Pathol. Med. 44 (9) (2015) 699–706. 

[287] X.D. Yu, J.L. Yang, W.L. Zhang, D.X. Liu, Resveratrol inhibits oral squamous cell 
carcinoma through induction of apoptosis and G2/M phase cell cycle arrest, 
Tumour Biol. 37 (3) (2016) 2871–2877. 

[288] F. Hayashi, A. Kasamatsu, Y. Endo-Sakamoto, K. Eizuka, K. Hiroshima, A. Kita, 
T. Saito, K. Koike, H. Tanzawa, K. Uzawa, Increased expression of tripartite motif 
(TRIM) like 2 promotes tumoral growth in human oral cancer, Biochem. Biophys. 
Res. Commun. 508 (4) (2019) 1133–1138. 

[289] H. Sheng, T. Ogawa, Y. Niwano, K. Sasaki, K. Tachibana, Effects of polyphenols on 
doxorubicin-induced oral keratinocyte cytotoxicity and anticancer potency 
against oral cancer cells, J. Oral. Pathol. Med. 47 (4) (2018) 368–374. 

[290] H.J. Chang, C.T. Chou, H.T. Chang, W.Z. Liang, T.Y. Hung, Y.D. Li, Y.C. Fang, C. 
C. Kuo, D.H. Kuo, P. Shieh, C.R. Jan, Mechanisms of resveratrol-induced changes 
in cytosolic free calcium ion concentrations and cell viability in OC2 human oral 
cancer cells, Hum. Exp. Toxicol. 34 (3) (2015) 289–299. 

[291] S.E. Kim, S.H. Shin, J.Y. Lee, C.H. Kim, I.K. Chung, H.M. Kang, H.R. Park, B. 
S. Park, I.R. Kim, Resveratrol induces mitochondrial apoptosis and inhibits 
epithelial-mesenchymal transition in oral squamous cell carcinoma cells, Nutr. 
Cancer 70 (1) (2018) 125–135. 

[292] A.N. Atienzar, F. Camacho-Alonso, P. Lopez-Jornet, Effects of resveratrol and 
irradiation upon oral squamous cell carcinoma cells, Acta Odontol. Scand. 72 (7) 
(2014) 481–488. 

[293] S. Shrotriya, A. Tyagi, G. Deep, D.J. Orlicky, J. Wisell, X.J. Wang, R.A. Sclafani, 
R. Agarwal, C. Agarwal, Grape seed extract and resveratrol prevent 4-nitroqui-
noline 1-oxide induced oral tumorigenesis in mice by modulating AMPK 
activation and associated biological responses, Mol. Carcinog. 54 (4) (2015) 
291–300. 

[294] Z. Shan, G. Yang, W. Xiang, W. Pei-jun, Z. Bin, Effects of resveratrol on oral 
squamous cell carcinoma (OSCC) cells in vitro, J. Cancer Res. Clin. Oncol. 140 (3) 
(2014) 371–374. 

[295] K. Uzawa, A.L. Amelio, A. Kasamatsu, T. Saito, A. Kita, M. Fukamachi, Y. Sawai, 
Y. Toeda, K. Eizuka, F. Hayashi, I. Kato-Kase, M. Sunohara, M. Iyoda, K. Koike, 
D. Nakashima, K. Ogawara, Y. Endo-Sakamoto, M. Shiiba, Y. Takiguchi, 
M. Yamauchi, H. Tanzawa, Resveratrol targets urokinase-type plasminogen 
activator receptor expression to overcome cetuximab-resistance in oral squamous 
cell carcinoma, Sci. Rep. 9 (1) (2019) 12179. 

[296] Q. Zhang, X. Tang, Q.Y. Lu, Z.F. Zhang, J. Brown, A.D. Le, Resveratrol inhibits 
hypoxia-induced accumulation of hypoxia-inducible factor-1alpha and VEGF 
expression in human tongue squamous cell carcinoma and hepatoma cells, Mol. 
Cancer Ther. 4 (10) (2005) 1465–1474. 

[297] G.N. Berta, P. Salamone, A.E. Sprio, F. Di Scipio, L.M. Marinos, S. Sapino, M. 
E. Carlotti, R. Cavalli, F. Di Carlo, Chemoprevention of 7,12-dimethylbenz[a] 
anthracene (DMBA)-induced oral carcinogenesis in hamster cheek pouch by 
topical application of resveratrol complexed with 2-hydroxypropyl-beta- 
cyclodextrin, Oral. Oncol. 46 (1) (2010) 42–48. 

[298] G. Vassaux, P. Martin-Duque, Use of suicide genes for cancer gene therapy: study 
of the different approaches, Expert Opin. Biol. Ther. 4 (4) (2004) 519–530. 

[299] B. Sangro, G. Mazzolini, M. Ruiz, J. Ruiz, J. Quiroga, I. Herrero, C. Qian, 
A. Benito, J. Larrache, C. Olagüe, A phase I clinical trial of thymidine kinase- 

based gene therapy in advanced hepatocellular carcinoma, Cancer Gene Ther. 17 
(12) (2010) 837–843. 

[300] Y. Yang, J. Zhu, N. Zhang, Y. Zhao, W.-Y. Li, F.-Y. Zhao, Y.-R. Ou, S.-K. Qin, 
Q. Wu, Impaired gap junctions in human hepatocellular carcinoma limit intrinsic 
oxaliplatin chemosensitivity: a key role of connexin 26, Int. J. Oncol. 48 (2) 
(2016) 703–713. 

[301] J. Xiao, X. Wang, Y. Wu, Q. Zhao, X. Liu, G. Zhang, Z. Zhao, Y. Ning, K. Wang, 
Y. Tan, B. Du, Synergistic effect of resveratrol and HSV-TK/GCV therapy on 
murine hepatoma cells, Cancer Biol. Ther. 20 (2) (2019) 183–191. 

[302] Q. Jiang, M. Yang, Z. Qu, J. Zhou, Q. Zhang, Resveratrol enhances anticancer 
effects of paclitaxel in HepG2 human liver cancer cells, BMC Complement. Med. 
Ther. 17 (1) (2017) 477. 

[303] F. Gao, G. Deng, W. Liu, K. Zhou, M. Li, Resveratrol suppresses human 
hepatocellular carcinoma via targeting HGF-c-Met signaling pathway, Oncol. Rep. 
37 (2) (2017) 1203–1211. 

[304] Z. Yang, Q. Meng, Y. Zhao, R. Han, S. Huang, M. Li, X. Wu, W. Cai, H. Wang, 
Resveratrol promoted interferon-α-induced growth inhibition and apoptosis of 
SMMC7721 cells by activating the SIRT/STAT1, J. Interferon Cytokine Res. 38 (6) 
(2018) 261–271. 

[305] S. Park, J. Lim, J.R. Kim, S. Cho, Inhibitory effects of resveratrol on hepatitis B 
virus X protein-induced hepatocellular carcinoma, J. Vet. Sci. 18 (4) (2017) 
419–429. 

[306] R.G. Majzner, C.L. Mackall, Clinical lessons learned from the first leg of the CAR T 
cell journey, Nat. Med. 25 (9) (2019) 1341–1355. 

[307] R. Chai, H. Fu, Z. Zheng, T. Liu, S. Ji, G. Li, Resveratrol inhibits proliferation and 
migration through SIRT1 mediated posttranslational modification of PI3K/AKT 
signaling in hepatocellular carcinoma cells, Mol. Med. Rep. 16 (6) (2017) 
8037–8044. 

[308] Z. Yang, Q. Meng, Y. Zhao, R. Han, S. Huang, M. Li, X. Wu, W. Cai, H. Wang, 
Resveratrol promoted interferon-alpha-induced growth inhibition and apoptosis 
of SMMC7721 cells by activating the SIRT/STAT1, J. Interferon Cytokine Res 38 
(6) (2018) 261–271. 

[309] B. Zhang, X. Yin, S. Sui, Resveratrol inhibited the progression of human 
hepatocellular carcinoma by inducing autophagy via regulating p53 and the 
phosphoinositide 3kinase/protein kinase B pathway, Oncol. Rep. 40 (5) (2018) 
2758–2765. 

[310] Y. Yan, C. Zhou, J. Li, K. Chen, G. Wang, G. Wei, M. Chen, X. Li, Resveratrol 
inhibits hepatocellular carcinoma progression driven by hepatic stellate cells by 
targeting Gli-1, Mol. Cell. Biochem 434 (1–2) (2017) 17–24. 

[311] J. Xiao, X. Wang, Y. Wu, Q. Zhao, X. Liu, G. Zhang, Z. Zhao, Y. Ning, K. Wang, 
Y. Tan, B. Du, Synergistic effect of resveratrol and HSV-TK/GCV therapy on 
murine hepatoma cells, Cancer Biol. Ther. 20 (2) (2019) 183–191. 

[312] S. Park, J. Lim, J.R. Kim, S. Cho, Inhibitory effects of resveratrol on hepatitis B 
virus X protein-induced hepatocellular carcinoma, J. Vet. Sci. 18 (4) (2017) 
419–429. 

[313] J.O. Olugbami, R. Damoiseaux, B. France, E.M. Onibiyo, M.A. Gbadegesin, 
S. Sharma, J.K. Gimzewski, O.A. Odunola, A comparative assessment of 
antiproliferative properties of resveratrol and ethanol leaf extract of Anogeissus 
leiocarpus (DC) Guill and Perr against HepG2 hepatocarcinoma cells, BMC 
Complement. Med. Ther. 17 (1) (2017) 381. 

[314] C. Rojas, B. Pan-Castillo, C. Valls, G. Pujadas, S. Garcia-Vallve, L. Arola, 
M. Mulero, Resveratrol enhances palmitate-induced ER stress and apoptosis in 
cancer cells, PLoS One 9 (12) (2014), e113929. 

[315] Q. Du, B. Hu, H.M. An, K.P. Shen, L. Xu, S. Deng, M.M. Wei, Synergistic anticancer 
effects of curcumin and resveratrol in Hepa1-6 hepatocellular carcinoma cells, 
Oncol. Rep. 29 (5) (2013) 1851–1858. 

[316] W. Dai, F. Wang, J. Lu, Y. Xia, L. He, K. Chen, J. Li, S. Li, T. Liu, Y. Zheng, 
J. Wang, W. Lu, Y. Zhou, Q. Yin, H. Abudumijiti, R. Chen, R. Zhang, L. Zhou, 
Z. Zhou, R. Zhu, J. Yang, C. Wang, H. Zhang, Y. Zhou, L. Xu, C. Guo, By reducing 
hexokinase 2, resveratrol induces apoptosis in HCC cells addicted to aerobic 
glycolysis and inhibits tumor growth in mice, Oncotarget 6 (15) (2015) 
13703–13717. 

[317] H. Zhang, R. Yang, Resveratrol inhibits VEGF gene expression and proliferation of 
hepatocarcinoma cells, Hepatogastroenterology 61 (130) (2014) 410–412. 

[318] D. Rajasekaran, J. Elavarasan, M. Sivalingam, E. Ganapathy, A. Kumar, 
K. Kalpana, D. Sakthisekaran, Resveratrol interferes with N-nitrosodiethylamine- 
induced hepatocellular carcinoma at early and advanced stages in male Wistar 
rats, Mol. Med. Rep. 4 (6) (2011) 1211–1217. 

[319] C.B. Yeh, M.J. Hsieh, C.W. Lin, H.L. Chiou, P.Y. Lin, T.Y. Chen, S.F. Yang, The 
antimetastatic effects of resveratrol on hepatocellular carcinoma through the 
downregulation of a metastasis-associated protease by SP-1 modulation, PLoS 
One 8 (2) (2013), e56661. 

[320] D. Vecchio, T. Dai, L. Huang, L. Fantetti, G. Roncucci, M.R. Hamblin, 
Antimicrobial photodynamic therapy with RLP068 kills methicillin-resistant 
Staphylococcus aureus and improves wound healing in a mouse model of infected 
skin abrasion PDT with RLP068/Cl in infected mouse skin abrasion, 
J. Biophotonics 6 (9) (2013) 733–742. 

[321] S.L. Wu, Z.J. Sun, L. Yu, K.W. Meng, X.L. Qin, C.E. Pan, Effect of resveratrol and in 
combination with 5-FU on murine liver cancer, World J. Gastroenterol. 10 (20) 
(2004) 3048–3052. 

[322] P. Parekh, L. Motiwale, N. Naik, K.V. Rao, Downregulation of cyclin D1 is 
associated with decreased levels of p38 MAP kinases, Akt/PKB and Pak1 during 
chemopreventive effects of resveratrol in liver cancer cells, Exp. Toxicol. Pathol. 
63 (1–2) (2011) 167–173. 

M. Roshani et al.                                                                                                                                                                                                                                

http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref276
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref276
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref277
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref277
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref277
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref277
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref277
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref278
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref278
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref278
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref278
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref278
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref279
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref279
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref279
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref279
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref280
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref280
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref280
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref280
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref281
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref281
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref281
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref281
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref282
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref282
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref283
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref283
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref283
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref283
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref284
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref284
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref284
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref284
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref285
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref285
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref285
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref285
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref286
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref286
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref286
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref287
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref287
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref287
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref287
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref288
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref288
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref288
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref289
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref289
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref289
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref289
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref290
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref290
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref290
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref290
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref291
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref291
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref291
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref292
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref292
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref292
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref292
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref292
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref293
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref293
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref293
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref294
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref294
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref294
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref294
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref294
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref294
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref295
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref295
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref295
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref295
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref296
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref296
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref296
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref296
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref296
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref297
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref297
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref298
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref298
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref298
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref298
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref299
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref299
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref299
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref299
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref300
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref300
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref300
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref301
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref301
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref301
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref302
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref302
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref302
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref303
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref303
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref303
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref303
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref304
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref304
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref304
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref305
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref305
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref306
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref306
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref306
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref306
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref307
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref307
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref307
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref307
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref308
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref308
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref308
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref308
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref309
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref309
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref309
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref310
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref310
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref310
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref311
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref311
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref311
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref312
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref312
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref312
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref312
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref312
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref313
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref313
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref313
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref314
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref314
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref314
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref315
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref315
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref315
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref315
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref315
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref315
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref316
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref316
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref317
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref317
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref317
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref317
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref318
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref318
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref318
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref318
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref319
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref319
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref319
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref319
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref319
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref320
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref320
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref320
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref321
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref321
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref321
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref321


Biomedicine & Pharmacotherapy 153 (2022) 113274

30

[323] P.C. Liao, L.T. Ng, L.T. Lin, C.D. Richardson, G.H. Wang, C.C. Lin, Resveratrol 
arrests cell cycle and induces apoptosis in human hepatocellular carcinoma Huh-7 
cells, J. Med Food 13 (6) (2010) 1415–1423. 

[324] Q. Du, K.P. Shen, B. Hu, S. Deng, [Effects of resveratrol on apoptosis and ROS 
production in Hepa 1-6 hepatocarcinoma cells], Zhong. Yao. Cai. 35 (3) (2012) 
443–448. 

[325] T. Li, W. Wang, T. Li, [The mechanism of resveratrol on anti-hepatoma Bel-7402 
and modulating IL-8 in tumor model mice], Zhong. Yao. Cai. 31 (5) (2008) 
697–702. 

[326] H.B. Yu, C.E. Pan, W.J. Wu, S.H. Zhao, H.F. Zhang, [Effects of resveratrol on 
matrix metalloproteinase-9 expression in hepatoma cells], Zhong. Xi. Yi. Jie. He. 
Xue. Bao. 6 (3) (2008) 270–273. 

[327] G. Notas, A.P. Nifli, M. Kampa, J. Vercauteren, E. Kouroumalis, E. Castanas, 
Resveratrol exerts its antiproliferative effect on HepG2 hepatocellular carcinoma 
cells, by inducing cell cycle arrest, and NOS activation, Biochim. Biophys. Acta 
1760 (11) (2006) 1657–1666. 

[328] M. Zheng, R. Chen, H. Zhong, Q. Lin, X. Wang, Z. Zhao, L. Xie, Side-effects of 
resveratrol in HepG2 cells: reduced pten and increased bcl-xl mRNA expression, 
Mol. Med. Rep. 6 (6) (2012) 1367–1370. 

[329] U. Stervbo, O. Vang, C. Bonnesen, Time- and concentration-dependent effects of 
resveratrol in HL-60 and HepG2 cells, Cell. Prolif. 39 (6) (2006) 479–493. 

[330] S. Venturelli, A. Berger, A. Bocker, C. Busch, T. Weiland, S. Noor, C. Leischner, 
S. Schleicher, M. Mayer, T.S. Weiss, S.C. Bischoff, U.M. Lauer, M. Bitzer, 
Resveratrol as a pan-HDAC inhibitor alters the acetylation status of histone 
[corrected] proteins in human-derived hepatoblastoma cells, PLoS One 8 (8) 
(2013), e73097. 

[331] Z.L. Marcsek, Z. Kocsis, B. Szende, A. Tompa, Effect of formaldehyde and 
resveratrol on the viability of Vero, HepG2 and MCF-7 cells, Cell. Biol. Int. 31 (10) 
(2007) 1214–1219. 

[332] X. Ou, Y. Chen, X. Cheng, X. Zhang, Q. He, Potentiation of resveratrol-induced 
apoptosis by matrine in human hepatoma HepG2 cells, Oncol. Rep. 32 (6) (2014) 
2803–2809. 

[333] A. Bishayee, K.F. Barnes, D. Bhatia, A.S. Darvesh, R.T. Carroll, Resveratrol 
suppresses oxidative stress and inflammatory response in diethylnitrosamine- 
initiated rat hepatocarcinogenesis, Cancer Prev. Res. (Philos. ) 3 (6) (2010) 
753–763. 

[334] R. Zhou, M. Fukui, H.J. Choi, B.T. Zhu, Induction of a reversible, non-cytotoxic S- 
phase delay by resveratrol: implications for a mechanism of lifespan prolongation 
and cancer protection, Br. J. Pharm. 158 (2) (2009) 462–474. 

[335] H. Yu, C. Pan, S. Zhao, Z. Wang, H. Zhang, W. Wu, Resveratrol inhibits tumor 
necrosis factor-alpha-mediated matrix metalloproteinase-9 expression and 
invasion of human hepatocellular carcinoma cells, Biomed. Pharmacother. 62 (6) 
(2008) 366–372. 

[336] A. Bishayee, N. Dhir, Resveratrol-mediated chemoprevention of 
diethylnitrosamine-initiated hepatocarcinogenesis: inhibition of cell proliferation 
and induction of apoptosis, Chem. Biol. Inter. 179 (2–3) (2009) 131–144. 

[337] H.L. Yang, W.Q. Chen, X. Cao, A. Worschech, L.F. Du, W.Y. Fang, Y.Y. Xu, D. 
F. Stroncek, X. Li, E. Wang, F.M. Marincola, Caveolin-1 enhances resveratrol- 
mediated cytotoxicity and transport in a hepatocellular carcinoma model, 
J. Transl. Med. 7 (2009) 22. 

[338] D. Miura, Y. Miura, K. Yagasaki, Hypolipidemic action of dietary resveratrol, a 
phytoalexin in grapes and red wine, in hepatoma-bearing rats, Life. Sci. 73 (11) 
(2003) 1393–1400. 

[339] H.Y. Choi, S.A. Chong, M.J. Nam, Resveratrol induces apoptosis in human SK- 
HEP-1 hepatic cancer cells, Cancer Genom. Proteom. 6 (5) (2009) 263–268. 

[340] M. Tameda, K. Sugimoto, K. Shiraki, Y. Inagaki, S. Ogura, C. Kasai, M. Yoneda, 
R. Okamoto, N. Yamamoto, Y. Takei, M. Ito, T. Nobori, Resveratrol sensitizes 
HepG2 cells to TRAIL-induced apoptosis, Anticancer Drugs 25 (9) (2014) 
1028–1034. 

[341] X.L. Zhang, H. Yu, Y.Y. Xiong, S.T. Ma, L. Zhao, S.F. She, Resveratrol down- 
regulates Myosin light chain kinase, induces apoptosis and inhibits 
diethylnitrosamine-induced liver tumorigenesis in rats, Int. J. Mol. Sci. 14 (1) 
(2013) 1940–1951. 

[342] L. Yu, Z.J. Sun, S.L. Wu, C.E. Pan, Effect of resveratrol on cell cycle proteins in 
murine transplantable liver cancer, World J. Gastroenterol. 9 (10) (2003) 
2341–2343. 

[343] H.S. Liu, C.E. Pan, W. Yang, X.M. Liu, Antitumor and immunomodulatory activity 
of resveratrol on experimentally implanted tumor of H22 in Balb/c mice, World J. 
Gastroenterol. 9 (7) (2003) 1474–1476. 

[344] A. Lancon, N. Hanet, B. Jannin, D. Delmas, J.M. Heydel, G. Lizard, M.C. Chagnon, 
Y. Artur, N. Latruffe, Resveratrol in human hepatoma HepG2 cells: metabolism 
and inducibility of detoxifying enzymes, Drug. Metab. Dispos. 35 (5) (2007) 
699–703. 

[345] G. Michels, W. Watjen, N. Weber, P. Niering, Y. Chovolou, A. Kampkotter, 
P. Proksch, R. Kahl, Resveratrol induces apoptotic cell death in rat H4IIE 
hepatoma cells but necrosis in C6 glioma cells, Toxicol 225 (2–3) (2006) 
173–182. 

[346] D. Delmas, B. Jannin, M. Cherkaoui Malki, N. Latruffe, Inhibitory effect of 
resveratrol on the proliferation of human and rat hepatic derived cell lines, Oncol. 
Rep. 7 (4) (2000) 847–852. 

[347] D. Miura, Y. Miura, K. Yagasaki, Resveratrol inhibits hepatoma cell invasion by 
suppressing gene expression of hepatocyte growth factor via its reactive oxygen 
species-scavenging property, Clin. Exp. Metastas-.-. 21 (5) (2004) 445–451. 

[348] P.L. Kuo, L.C. Chiang, C.C. Lin, Resveratrol- induced apoptosis is mediated by 
p53-dependent pathway in Hep G2 cells, Life. Sci. 72 (1) (2002) 23–34. 

[349] V. De Ledinghen, A. Monvoisin, V. Neaud, S. Krisa, B. Payrastre, C. Bedin, 
A. Desmouliere, P. Bioulac-Sage, J. Rosenbaum, Trans-resveratrol, a grapevine- 
derived polyphenol, blocks hepatocyte growth factor-induced invasion of 
hepatocellular carcinoma cells, Int. J. Oncol. 19 (1) (2001) 83–88. 

[350] Y. Hiroto, K. Tadokoro, T. Tsuda, E. Nakazono, K. Ohnaka, R. Takayanagi, 
N. Hamasaki, H. Tsuda, Resveratrol, a phytoestrogen found in red wine, down- 
regulates protein S expression in HepG2 cells, Thromb. Res. 127 (1) (2011) e1–e7. 

[351] T. Mbimba, P. Awale, D. Bhatia, W.J. Geldenhuys, A.S. Darvesh, R.T. Carroll, 
A. Bishayee, Alteration of hepatic proinflammatory cytokines is involved in the 
resveratrol-mediated chemoprevention of chemically-induced 
hepatocarcinogenesis, Curr. Pharm. Biotechnol. 13 (1) (2012) 229–234. 

[352] C. Gouedard, R. Barouki, Y. Morel, Induction of the paraoxonase-1 gene 
expression by resveratrol, Arterioscler. Thromb. Vasc. Biol. 24 (12) (2004) 
2378–2383. 

[353] Y. Kozuki, Y. Miura, K. Yagasaki, Resveratrol suppresses hepatoma cell invasion 
independently of its anti-proliferative action, Cancer Lett. 167 (2) (2001) 
151–156. 

[354] Z.J. Sun, C.E. Pan, H.S. Liu, G.J. Wang, Anti-hepatoma activity of resveratrol in 
vitro, World J. Gastroenterol. 8 (1) (2002) 79–81. 

[355] E. Villa-Cuesta, J.M. Boylan, M. Tatar, P.A. Gruppuso, Resveratrol inhibits protein 
translation in hepatic cells, PLoS One 6 (12) (2011), e29513. 

[356] A. Bishayee, A. Waghray, K.F. Barnes, T. Mbimba, D. Bhatia, M. Chatterjee, A. 
S. Darvesh, Suppression of the inflammatory cascade is implicated in resveratrol 
chemoprevention of experimental hepatocarcinogenesis, Pharm. Res. 27 (6) 
(2010) 1080–1091. 

[357] H.P. Ciolino, P.J. Daschner, G.C. Yeh, Resveratrol inhibits transcription of 
CYP1A1 in vitro by preventing activation of the aryl hydrocarbon receptor, 
Cancer Res. 58 (24) (1998) 5707–5712. 

[358] A.E. Wagner, C. Boesch-Saadatmandi, D. Breckwoldt, C. Schrader, C. Schmelzer, 
F. Doring, K. Hashida, O. Hori, S. Matsugo, G. Rimbach, Ascorbic acid partly 
antagonizes resveratrol mediated heme oxygenase-1 but not paraoxonase-1 
induction in cultured hepatocytes - role of the redox-regulated transcription 
factor Nrf2, BMC Complement. Med. Ther. 11 (2011) 1. 

[359] N. Carbo, P. Costelli, F.M. Baccino, F.J. Lopez-Soriano, J.M. Argiles, Resveratrol, a 
natural product present in wine, decreases tumour growth in a rat tumour model, 
Biochem. Biophys. Res. Commun. 254 (3) (1999) 739–743. 

[360] P. Balcik-Ercin, M. Cetin, I. Yalim-Camci, T. Uygur, T. Yagci, Hepatocellular 
carcinoma cells with downregulated ZEB2 become resistant to resveratrol by 
concomitant induction of ABCG2 expression, Mol. Biol. 54 (1) (2020) 75–81. 

[361] D. Rawat, S. Shrivastava, R.A. Naik, S.K. Chhonker, R.K. Koiri, SIRT1-mediated 
amelioration of oxidative stress in kidney of alcohol-aflatoxin-B1-induced 
hepatocellular carcinoma by resveratrol is catalase dependent and GPx 
independent, J. Biochem. Mol. Toxicol. 34 (11) (2020), e22576. 

[362] D. Rawat, S.K. Chhonker, R.A. Naik, R.K. Koiri, Modulation of antioxidant 
enzymes, SIRT1 and NF-κB by resveratrol and nicotinamide in alcohol-aflatoxin 
B1-induced hepatocellular carcinoma, J. Biochem. Mol. Toxicol. n/a(n/a) 
e22625. 

[363] W. He, A. Zhang, L. Qi, C. Na, R. Jiang, Z. Fan, J. Chen, FOXO1, a potential 
therapeutic target, regulates autophagic flux, oxidative stress, mitochondrial 
dysfunction, and apoptosis in human cholangiocarcinoma QBC939 cells, cell, 
Physiol. Biochem 45 (4) (2018) 1506–1514. 

[364] S. Thongchot, A. Ferraresi, C. Vidoni, W. Loilome, P. Yongvanit, N. Namwat, 
C. Isidoro, Resveratrol interrupts the pro-invasive communication between cancer 
associated fibroblasts and cholangiocarcinoma cells, Cancer Lett. 430 (2018) 
160–171. 

[365] L. Roncoroni, L. Elli, P. Braidotti, D. Tosi, V. Vaira, L. Tacchini, V. Lombardo, 
F. Branchi, A. Scricciolo, L. Doneda, Transglutaminase 2 mediates the cytotoxicity 
of resveratrol in a human cholangiocarcinoma and gallbladder cancer cell lines, 
Nutr. Cancer 70 (5) (2018) 761–769. 

[366] G.A. Frampton, E.A. Lazcano, H. Li, A. Mohamad, S. DeMorrow, Resveratrol 
enhances the sensitivity of cholangiocarcinoma to chemotherapeutic agents, Lab. 
Invest 90 (9) (2010) 1325–1338. 

[367] L. Roncoroni, L. Elli, E. Dolfini, E. Erba, E. Dogliotti, C. Terrani, L. Doneda, M. 
G. Grimoldi, M.T. Bardella, Resveratrol inhibits cell growth in a human 
cholangiocarcinoma cell line, Liver Int. 28 (10) (2008) 1426–1436. 

[368] L. Sheng, L. An, Y. He, G. Fan, Y. Yuan, [Research on resveratrol’s effects on 
suppressing growth and inducing apoptosis of GBC cells], Zhong. Yao. Cai. 28 (6) 
(2005) 489–491. 

[369] W. He, A. Zhang, L. Qi, C. Na, R. Jiang, Z. Fan, J. Chen, FOXO1, a potential 
therapeutic target, regulates autophagic flux, oxidative stress, mitochondrial 
dysfunction, and apoptosis in human cholangiocarcinoma QBC939 cells, Cell 
Physiol. Biochem 45 (4) (2018) 1506–1514. 

[370] G.A. Frampton, E.A. Lazcano, H. Li, A. Mohamad, S. DeMorrow, Resveratrol 
enhances the sensitivity of cholangiocarcinoma to chemotherapeutic agents, Lab. 
Invest. 90 (9) (2010) 1325–1338. 

[371] D. Li, G. Wang, G. Jin, K. Yao, Z. Zhao, L. Bie, Y. Guo, N. Li, W. Deng, X. Chen, 
Resveratrol suppresses colon cancer growth by targeting the AKT/STAT3 
signaling pathway, Int. J. Mol. Med. 43 (1) (2019) 630–640. 

[372] A.V. Nguyen, M. Martinez, M.J. Stamos, M.P. Moyer, K. Planutis, C. Hope, R. 
F. Holcombe, Results of a phase I pilot clinical trial examining the effect of plant- 
derived resveratrol and grape powder on Wnt pathway target gene expression in 
colonic mucosa and colon cancer, Cancer Manag. Res. 1 (2009) 25. 

[373] C.K. Singh, M.A. Ndiaye, N. Ahmad, Resveratrol and cancer: challenges for 
clinical translation, Biochim, Biophys. Acta Mol. Basis Dis. 1852 (6) (2015) 
1178–1185. 

M. Roshani et al.                                                                                                                                                                                                                                

http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref322
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref322
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref322
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref323
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref323
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref323
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref324
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref324
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref324
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref325
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref325
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref325
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref326
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref326
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref326
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref326
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref327
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref327
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref327
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref328
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref328
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref329
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref329
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref329
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref329
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref329
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref330
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref330
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref330
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref331
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref331
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref331
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref332
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref332
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref332
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref332
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref333
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref333
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref333
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref334
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref334
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref334
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref334
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref335
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref335
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref335
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref336
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref336
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref336
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref336
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref337
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref337
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref337
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref338
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref338
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref339
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref339
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref339
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref339
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref340
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref340
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref340
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref340
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref341
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref341
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref341
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref342
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref342
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref342
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref343
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref343
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref343
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref343
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref344
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref344
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref344
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref344
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref345
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref345
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref345
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref346
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref346
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref346
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref347
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref347
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref348
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref348
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref348
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref348
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref349
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref349
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref349
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref350
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref350
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref350
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref350
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref351
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref351
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref351
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref352
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref352
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref352
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref353
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref353
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref354
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref354
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref355
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref355
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref355
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref355
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref356
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref356
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref356
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref357
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref357
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref357
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref357
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref357
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref358
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref358
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref358
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref359
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref359
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref359
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref360
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref360
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref360
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref360
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref361
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref361
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref361
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref361
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref362
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref362
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref362
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref362
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref363
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref363
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref363
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref363
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref364
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref364
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref364
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref365
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref365
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref365
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref366
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref366
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref366
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref367
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref367
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref367
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref367
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref368
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref368
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref368
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref369
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref369
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref369
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref370
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref370
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref370
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref370
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref371
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref371
http://refhub.elsevier.com/S0753-3322(22)00663-1/sbref371


Biomedicine & Pharmacotherapy 153 (2022) 113274

31

[374] L.M. Howells, D.P. Berry, P.J. Elliott, E.W. Jacobson, E. Hoffmann, B. Hegarty, 
K. Brown, W. Steward, A.J. Gescher, Phase I randomized, double-blind pilot study 
of micronized resveratrol (SRT501) in patients with hepatic metastases—safety, 
pharmacokinetics, and pharmacodynamics, Cancer Prev. Res 4 (9) (2011) 
1419–1425. 

[375] V.C. Thipe, K. Panjtan Amiri, P. Bloebaum, A. Raphael Karikachery, 
M. Khoobchandani, K.K. Katti, S.S. Jurisson, K.V. Katti, Development of 
resveratrol-conjugated gold nanoparticles: interrelationship of increased 
resveratrol corona on anti-tumor efficacy against breast, pancreatic and prostate 
cancers, Int. J. Nanomed. 14 (2019) 4413–4428. 

[376] B. Lian, M. Wu, Z. Feng, Y. Deng, C. Zhong, X. Zhao, Folate-conjugated human 
serum albumin-encapsulated resveratrol nanoparticles: preparation, 
characterization, bioavailability and targeting of liver tumors, Artif. Cells 
Nanomed. Biotechnol. 47 (1) (2019) 154–165. 

[377] D. Zhang, J. Zhang, J. Zeng, Z. Li, H. Zuo, C. Huang, X. Zhao, Nano-gold loaded 
with resveratrol enhance the anti-hepatoma effect of resveratrol in vitro and in 
vivo, J. J. Biomed. Nanotechnol. 15 (2) (2019) 288–300. 

[378] R. Kamal, V.D. Chadha, D.K. Dhawan, Physiological uptake and retention of 
radiolabeled resveratrol loaded gold nanoparticles ((99m)Tc-Res-AuNP) in colon 
cancer tissue, Nanomed.: Nanotechnol. Biol. Med 14 (3) (2018) 1059–1071. 

[379] S. Serini, R. Cassano, P.A. Corsetto, A.M. Rizzo, G. Calviello, S. Trombino, Omega- 
3 PUFA loaded in resveratrol-based solid lipid nanoparticles: physicochemical 
properties and antineoplastic activities in human colorectal cancer cells in vitro, 
Int. J. Mol. Sci. 19 (2) (2018) 586. 

[380] V.C. Thipe, K. Panjtan Amiri, P. Bloebaum, A. Raphael Karikachery, 
M. Khoobchandani, K.K. Katti, S.S. Jurisson, K.V. Katti, Development of 
resveratrol-conjugated gold nanoparticles: interrelationship of increased 
resveratrol corona on anti-tumor efficacy against breast, pancreatic and prostate 
cancers, Int. J. Nanomed. 14 (2019) 4413–4428. 

[381] T. Geng, X. Zhao, M. Ma, G. Zhu, L. Yin, Resveratrol-loaded albumin 
nanoparticles with prolonged blood circulation and improved biocompatibility 
for highly effective targeted pancreatic tumor therapy, Nanoscale. Res. Lett. 12 
(1) (2017) 437. 

[382] L. Bu, L.-C. Gan, X.-Q. Guo, F.-Z. Chen, Q. Song, Z. Qi, X.-J. Gou, S.-X. Hou, 
Q. Yao, Trans-resveratrol loaded chitosan nanoparticles modified with biotin and 
avidin to target hepatic carcinoma, Int. J. Pharm. 452 (1) (2013) 355–362. 

[383] L. Guo, K. Tan, H. Wang, X. Zhang, Pterostilbene inhibits hepatocellular 
carcinoma through p53/SOD2/ROS-mediated mitochondrial apoptosis, Oncol. 
Rep. 36 (6) (2016) 3233–3240. 

[384] J. Wu, Y. Wang, H. Yang, X. Liu, Z. Lu, Preparation and biological activity studies 
of resveratrol loaded ionically cross-linked chitosan-TPP nanoparticles, 
Carbohydr. Polym. 175 (2017) 170–177. 

[385] M. Wu, B. Lian, Y. Deng, Z. Feng, C. Zhong, W. Wu, Y. Huang, L. Wang, C. Zu, 
X. Zhao, Resveratrol-loaded glycyrrhizic acid-conjugated human serum albumin 
nanoparticles wrapping resveratrol nanoparticles: Preparation, characterization, 
and targeting effect on liver tumors, J. Biomater. Appl. 32 (2) (2017) 191–205. 

[386] N. Summerlin, Z. Qu, N. Pujara, Y. Sheng, S. Jambhrunkar, M. McGuckin, 
A. Popat, Colloidal mesoporous silica nanoparticles enhance the biological 
activity of resveratrol, Colloids Surf. B. Biointerfaces 144 (2016) 1–7. 

[387] S. Das, K.Y. Ng, Resveratrol-loaded calcium-pectinate beads: effects of 
formulation parameters on drug release and bead characteristics, J. Pharm. Sci. 
99 (2) (2010) 840–860. 

[388] S. Das, K.Y. Ng, P.C. Ho, Formulation and optimization of zinc-pectinate beads for 
the controlled delivery of resveratrol, AAPS Pharm. Sci. Tech. 11 (2) (2010) 
729–742. 

[389] M. Feng, L.X. Zhong, Z.Y. Zhan, Z.H. Huang, J.P. Xiong, Enhanced antitumor 
efficacy of resveratrol-loaded nanocapsules in colon cancer cells: physicochemical 
and biological characterization, Eur. Rev. Med. Pharmacol. Sci. 21 (2) (2017) 
375–382. 

[390] E. Soo, S. Thakur, Z. Qu, S. Jambhrunkar, H.S. Parekh, A. Popat, Enhancing 
delivery and cytotoxicity of resveratrol through a dual nanoencapsulation 
approach, J. Colloid Interface Sci. 462 (2016) 368–374. 

[391] S. Serini, R. Cassano, P.A. Corsetto, A.M. Rizzo, G. Calviello, S. Trombino, Omega- 
3 PUFA loaded in resveratrol-based solid lipid nanoparticles: physicochemical 
properties and antineoplastic activities in human colorectal cancer cells in vitro, 
Int. J. Mol. Sci. 19 (2) (2018). 

[392] A.K. Jangid, K. Patel, P. Jain, S. Patel, N. Gupta, D. Pooja, H. Kulhari, Inulin- 
pluronic-stearic acid based double folded nanomicelles for pH-responsive delivery 
of resveratrol, Carbohydr. Polym. 247 (2020), 116730. 

[393] J.Y. Wu, Y.J. Li, X.Y. Liu, J.X. Cai, X.B. Hu, J.M. Wang, T.T. Tang, D.X. Xiang, 
3,5,4’-trimethoxy-trans-stilbene loaded PEG-PE micelles for the treatment of 
colon cancer, Int. J. Nanomed. 14 (2019) 7489–7502. 

[394] C. Yang, Y. Wang, Y. Xie, G. Liu, Y. Lu, W. Wu, L. Chen, Oat protein-shellac 
nanoparticles as a delivery vehicle for resveratrol to improve bioavailability in 
vitro and in vivo, Nanomed. (Lond.) 14 (21) (2019) 2853–2871. 

[395] C. Yan, F. Li, Y. Zhang, Y. Li, M. Li, F. Wang, G. Zhang, Y. Li, B. Li, X. Zhao, Effects 
of As2O3 and resveratrol on the proliferation and apoptosis of colon cancer cells 
and the hERG-mediated potential mechanisms, Curr. Pharm. Des. 25 (12) (2019) 
1385–1391. 

[396] C. Senthil Kumar, R. Thangam, S.A. Mary, P.R. Kannan, G. Arun, B. Madhan, 
Targeted delivery and apoptosis induction of trans-resveratrol-ferulic acid loaded 
chitosan coated folic acid conjugate solid lipid nanoparticles in colon cancer cells, 
Carbohydr. Polym. 231 (2020), 115682. 

[397] Z. Jin, J.S. Li, D.N. Tang, Potential of utilization of albumin as a delivery module 
in cancer model, J. Buon. 24 (1) (2019) 347–353. 

[398] H.A. Elgizawy, A.A. Ali, M.A. Hussein, Resveratrol: isolation, and its 
nanostructured, inhibits cell proliferation, induces cell apoptosis in certain human 
cell lines carcinoma and exerts protective effect against paraquat-induced 
hepatotoxicity, J. Med. Food (2020). 

[399] X. Zhu, Y. Gong, Y. Liu, C. Yang, S. Wu, G. Yuan, X. Guo, J. Liu, X. Qin, Ru@CeO 
(2) yolk shell nanozymes: oxygen supply in situ enhanced dual chemotherapy 
combined with photothermal therapy for orthotopic/subcutaneous colorectal 
cancer, Biomaterials 242 (2020), 119923. 

[400] A. Gumireddy, R. Christman, D. Kumari, A. Tiwari, E.J. North, H. Chauhan, 
Preparation, characterization, and in vitro evaluation of curcumin- and 
resveratrol-loaded solid lipid nanoparticles, AAPS Pharm. Sci. Tech. 20 (4) (2019) 
145. 

[401] M. Jozkowiak, P. Skupin-Mrugalska, A. Nowicki, S. Borys-Wojcik, 
M. Wierzchowski, M. Kaczmarek, P. Ramlau, J. Jodynis-Liebert, H. Piotrowska- 
Kempisty, The Effect of 4’-hydroxy-3,4,5-trimetoxystilbene, the metabolite of 
resveratrol analogue DMU-212, on growth, cell cycle and apoptosis in DLD-1 and 
LOVO colon cancer cell lines, Nutrients 12 (5) (2020). 

[402] Y.-H. Hsu, S.-Y. Chen, S.-Y. Wang, J.-A. Lin, G.-C. Yen, Pterostilbene enhances 
cytotoxicity and chemosensitivity in human pancreatic cancer cells, Biomolecules 
10 (5) (2020) 709. 

[403] C.L. Yu, S.F. Yang, T.W. Hung, C.L. Lin, Y.H. Hsieh, H.L. Chiou, Inhibition of 
eIF2α dephosphorylation accelerates pterostilbene-induced cell death in human 
hepatocellular carcinoma cells in an ER stress and autophagy-dependent manner, 
Cell. Death. Dis. 10 (6) (2019) 418. 

[404] J. Fu, A. Shrivastava, S.K. Shrivastava, R.K. Srivastava, S. Shankar, Triacetyl 
resveratrol upregulates miRNA‑200 and suppresses the Shh pathway in 
pancreatic cancer: a potential therapeutic agent, Int. J. Oncol. 54 (4) (2019) 
1306–1316. 

[405] C.W. Chen, Y. Li, S. Hu, W. Zhou, Y. Meng, Z. Li, Y. Zhang, J. Sun, Z. Bo, M. 
L. DePamphilis, Y. Yen, Z. Han, W. Zhu, DHS (trans-4,4’-dihydroxystilbene) 
suppresses DNA replication and tumor growth by inhibiting RRM2 
(ribonucleotide reductase regulatory subunit M2), Oncogene 38 (13) (2019) 
2364–2379. 
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