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Introduction
Breast cancer is the second leading cause of cancer death 

among women and also is the most common malignancy in 
women, worldwide, accounting for 1.2 million new cases annually. 
Breast cancer alone is expected to account for 29% all new cancer 
diagnoses in women [1]. Individualized, multimodality treatment 
including surgery, radiation, chemotherapy, with/without 
immunotherapeutic agent and hormone therapy is presently 
being used for the treatment of breast cancer. Although many 
anti-cancer therapies are clinically applicable, they generally 
have strong cytotoxicity and severe side effects [2]. In an effort 
to increase the therapeutic efficacy and minimize the systemic 
toxicity of chemotherapeutic agents, dietary supplements and 
other phytotherapeutic agents are being investigated for their 
synergistic effects with anticancer drugs. Silibinin is one of such 
agents that has shown chemopreventive and anticancer effects 
in various studies [3-6]. Silibinin is major and active constituent 
of Silymarin, which is a mixture of flavonolignans extracted 
from milk thistle (Silybummarianum). Milk thistle extracts are 
being used over years in traditional medicine, and are widely 
consumed herbal remedies with several putative beneficial 
effects on health. Consuming Silibinin has been found safe and 
no substantial adverse effects have been reported when Silibinin  

 
is given to humans and rodents at doses as high as 1% (w/w) or 
2g/kg body weight [7,8]. Many studies have shown that Silibinin 
blocks experimentally induced malignancies of the prostate, 
skin, and colon [8-10]. Human trials of Silibinin are underway 
for treating prostate cancer, and a completed phase I study has 
shown no toxic effects [11]. Silibinin plays an important role in 
breast cancer cells [2-12]. However, the molecular mechanisms 
associated with the chemopreventive effects of Silibinin have 
not been clearly and systemically elucidated for breast cancer. 
In the present article we have tried to summarize the possible 
mechanisms of action of Silibinin on human breast cancer cells 
from the literature available so far.

Physical and Chemical Properties of Silibinin

Figure1: Chemical structure of Silibinin.
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Abstract

Chemotherapies for breast cancer generally have strong cytotoxicity and severe side effects. Thus, significant emphasis has been placed 
on combinations of naturally occurring chemopreventive agents. Silibinin is a major bioactive flavonolignan extracted from milk thistle with 
known chemopreventive activity in various organs. However, the mechanism underlying the inhibitory action of Silibinin in breast cancer has 
not been completely elucidated. Several investigations have been and are being conducted, to study the effect of Silibinin in human breast 
cancer cells and protective effect in normal cells. The aim of the present article is to review and summarize the physical properties, mechanism 
of action, pharmacokinetics, role and potential of Silibinin in breast cancer.
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Silibinin (Chemical formula: C25H22O10), (Figure 1) has 
molecular mass of 482.44g/mol. It has stability of over 2 years at 
-20 °C. Silibinin has poor water solubility but is readily soluble in 
organic solvents like ethanol [13-20].

Pharmacokinetic Properties
Silymarin, the active substance in milk thistle, is a mixture 

of flavonolignans including isomerssilybins A and B, isosilybin 
A and B, silychristin (also known as silichristin), silydianin (also 
known as silidianin), and their flavonoid precursor, taxifolin. In 
the literature, the mixture of the silybins A and B is often referred 
to as Silibinin. Silibinin is prepared as glycosides of Silybin, 
which shows more water solubility [21]. Silymarin has very 
poor bioavailability due to the poor water solubility (<0.04mg/
ml) of its flavonolignan structure [22]. The poor bioavailability 
considerably limits the clinical applications and therapeutic 
efficiency of oral Silibinin administration [23]. Newer 
formulations like Silipide and phosphatidylcholine (Lecithin) 
have ten times more bioavailability compared to Silymarin [24]. 
Silymarin inclusion complex with β-cyclodextrin is much more 
soluble than Silymarin [25].

Metabolism and Excretion
Silymarin undergoes Phase I and Phase II metabolism. Phase 

II metabolism is by conjugation reactions. Excretion is through 
bile and urine. Silymarin is known to inhibit P-gp-mediated 
cellular efflux. The modulation of P-gp activity may lead to 
altered absorption and bioavailability of drugs. Silymarin is 
known to inhibits cytochrome (CYPs) enzymes [26,27].

Toxicity
Milk thistle is being used for thousands of years and is 

generally well tolerated by humans. In rare instances, acceptable 
and mild side effects may be noted with Silibinin ingestion, 
which include headache and fleeting gastrointestinal distress 
[26]. Other possible side effects include- allergic skin reactions, 
itching, bloating, blood clots, loss of appetite, nausea, constipation 
or diarrhoea, thrombocytopenia, elevated liver enzymes and 
bilirubin, fever, giddiness, heartburn, hives, impotence, increased 
creatinine, insomnia, irritability, joint pain, non-specific muscle 
and joint pains, taste changes, tremor, and weakness.

The more serious concerns about safety stem from possible 
drug interactions. P450 substrate agents may interact negatively 
with Silybummarianum supplementation [27]. 

Since, milk thistle extracts are known to suppress PPAR, 
(peroxisome proliferator-activated reactor gamma) individuals 
suffering from diabetes must seek endocrinologist opinion 
before taking milk thistle or Silymarin. Milk thistle extract 
supplements are also known galactogogues. Galactogogues 
stimulates lactation (milk production). Silibinin or milk thistle 
supplementation may not be appropriate for pregnant or nursing 
women. It’s also not advisable to take Silibinin or Silymarin with 
medications used to treat autoimmune diseases or conditions.

Mechanism of Action of Silibinin in Breast Cancer
Several publications have suggested the presence of 

Silibinin activity in breast cancer cell lines. The combination 
of Silibinin and cytostatic drugs was analyzed by Tyagi et al. 
[28] Combination of Silibinin and Carboplatin showed strong 
apoptotic effects in Michigan Cancer Foundation-7 (MCF-7) cells. 
However, this effect was not observed when Cisplatin was used. 
The combination of Silibinin and Doxorubicin resulted in higher 
rates of apoptotic death compared to each agent alone in the 
MCF-7 and MDA-MB468 cell lines [28]. 

Kim et al. [29] while studying the effect of Silibinin on 
triple negative breast cancer (TNBC) cell motility, found that it 
suppresses TGF-β2 expression and compared the effects with 
those in non-TNBC cells. The study suggested that Silibinin 
suppresses metastatic potential of TNBC cells. In-vitro studies 
conducted by Wang et al. [30] concluded that Silibinin promotes 
the sustained superoxide production that was specifically 
scavenged by exogenous superoxide dismutase (SOD) in MCF-7 
cells, while the activity of endogenous SOD was not changed by 
Silibinin. Study by Tiwari P et al. [31] suggested that Silibinin-
induced apoptosis in breast cancer cells (MCF-7 and T47D) is 
p53-independent and caspase-dependent, mediated by both 
extrinsic and intrinsic pathways of apoptosis. The action involves 
both casapase-8 activation and mitochondrial changes and 
includes loss of mitochondrial membrane potential and Bax/Bcl-
2 redistribution. In another experiment they found that Silibinin-
mediated cytotoxic effects were dose and time-dependent in both 
cell lines and T47D cells were more sensitive than MCF-7 [32]. 
Kim et al. [29] observed that Silibinin suppressed the epidermal 
growth factor receptor (EGFR) signaling pathway in SKBR-3 and 
BT-474 breast cancer cells and may be used as an effective drug 
for the inhibition of metastasis of human breast cancer [33].

Noh et al. [34] also observed that Silibinin, in pretreated 
MCF-7 human breast cancer cells, enhances UV B-induced 
apoptosis. Nejati-Koshki et al. [35] found, the cytotoxic effects 
of Silibinin on T47D to be dependent on inhibition of estrogen 
receptor β-expression levels and expression of leptin hormone. 
The anti-proliferative effect of Silibinin on SKBR3, an ErbB2-
overexpressed and ER-negative human breast carcinoma cell line 
is regulated by the high inhibitory effect on NF-κB [35]. Lu et al. 
[36] observed that Silibinin inhibited Wnt/β-catenin signaling by 
suppressing Wnt co-receptor LRP6 expression in human breast 
cancer cells (MDA-MB-231 and T-47D). Dastpeyman et al. [37] 
while studying the effect of Silibinin on migration and adhesion 
capacity of MDA-MB-231 cells (a highly metastatic human 
breast cancer cell line), showed significant dose-dependent 
inhibitory effect of Silibinin on proliferation, migration and 
adhesion of these MDA-MB-231 cells to distant organs. Ohj et 
al. [38] suggested that Silibinin suppresses 12-O-tetradecanoyl-
phorbol-13-acetate (TPA) induced cell migration and matrix 
metallopeptidase-9 (MMP-9) expression through the MEK/
ERK-dependent pathway in MCF-7 breast cancer cells. Xu et 
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al. [39] used Silibinin-loaded lipid nano-particles (SLNs) and 
found that those were quiet effective in inhibiting the growth 
of MDA-MB-231 cells. SLNs exhibited stronger inhibitory 
effects compared to free Silibinin, on invasion and migration 
of MDA-MB-231 cells. In an experimental work by Kim et al, 
Silibinin induced apoptosis in MCF-7 and MDA-MB-231 was 
found to be dependent on generation of reactive oxygen species 
(ROS). Silibinin induces cell death through an AIF-dependent 
mechanism in MCF7 cells and caspase-3 dependent mechanism 
in MDA-MB231 cells. This results in ROS generation and Notch-1 
signaling act upstream of the ERK and Akt pathway [40,41]. 
Silibinin and Curcumin combination inhibited the growth of 
T47D human breast cancer cells in a study. The combination 
was also found to inhibit telomerase expression in T47D cells 
[42,43]. It was confirmed by Pirouzpanah et al. [44] that Silibinin 
induced apoptosis mediated by increase in p53, p21, Bak, ATM 
in mRNA levels. This study announced that Silibinin inhibited 
proliferation, induced apoptosis and caused cell cycle arrest at 
G0/G1 phase in human breast cancer (MCF-7) cells. In fact this 
was the molecular event which was associated with the up-
regulation of Bak, p53, p21 and down-regulation of Bcl-xl.

Zheng et al. [45] elaborated the mechanism of Silibinin 
induced apoptosis. They found that it involved both the extrinsic 
and intrinsic pathways (ERα-MEK/ ERK and ERα-Akt/mTOR 
pathways). In another study, by using an Erβ-selective agonist, 
they demonstrated that ERβ served as a growth suppressor 
in MCF-7 cells, and the incubation of Silibinin elevated ERβ 
expression, resulting in tumor growth inhibition. Unlike ERα, 
ERβ did not involve autophagic process in this regulation 
[45,46]. Khannazer et al. [47] reported that Silibinin treatment 
in MDA-MB-231 cells increased the expression of chemokine 
receptors like CXCR3, CCR5 and CCR7. Silibinin has also been 
found to induce autophagic cell death through ROS-dependent 
mitochondrial dysfunction and ATP depletion in MCF7 cells [48]. 
Gao et al. [49] studied the effects of Silibinin on IFNγ-induced 
FAT10 expression and chromosome instability in HCT116 and 
HepG2 cells. These cells were treated with Silibinin before 
karyotyping was performed. It was observed that Silibinin with 
FAT10 can modulate IFN-γ-induced chromosome instability, 
apoptosis sensitivity and suppression of TNF-α-induced tumor 
growth.

Efficacy and Results
Though the clinical studies for usefulness of Silibinin are 

in infancy, the extrapolation of outcomes in studies in various 
malignant conditions so far, leave us quite optimistic. Silymarin 
whole extract has been also used in clinical trials for the 
treatment of hepatotoxicity in childhood acute lymphoblastic 
leukemia (ALL). Silymarin (at target dose of 5.1mg/kg/day) was 
administered orally for 28 days and it significantally reduced liver 
toxicity in children with ALL [50]. Recently, a new Silibinin drug 
formulation, Legasil® administration improved hepatic failure 
due to extensive liver infiltration in a breast cancer patient [51]. 

A Phase II trial of the Silibinin containing cream, Difinsa-53 has 
also been proposed (ClinicalTrials.gov Identifier: NCT02534129) 
to determine efficacy in delaying, ameliorating, or preventing the 
radiation dermatitis in patients with breast cancer, undergoing 
whole breast irradiation. Many other trials are also going on and 
are likely to guide us further.

Conclusion 
Silibinin, a flavonolignan, the major active component of the 

milk thistle plant (Silybummarianum) has been used as medicinal 
herbs in the treatment of hepatic disorders. Silibinin has shown 
promising anti-neoplastic effects against skin, breast, lung, 
pancreatic, colon, cervical, prostate, bladder, and kidney cancer 
cells. It is safe and the adverse effects observed in the reviewed 
studies appear to be minimal. However, targeted randomized 
clinical trials on Silibinin are necessary to establish its safety, 
efficancy and synergistic effect with various chemotherapeutic 
drugs in human breast cancer cells. From our review of the 
literature into the mechanisms of Silibinin-induced apoptosis 
in MCF-7 and T47 D cells, many findings have contributed 
significantly to understanding the molecular mechanism of 
Silibinin-induced apoptosis in-vitro. It is hoped that a large 
clinical study would address the usefulness of Silibinin in breast 
cancer therapy.

References
1. Siegel RL, Miller KD, Jemal A (2016) Cancer statistics, 2016. CA Cancer 

J Clin 66(1): 7-30.

2. Lee SO, Jeong YJ, Im HG, Kim CH, Chang YC, et al. (2007) Silibinin 
suppresses PMA-induced MMP-9 expression by blocking the AP-1 
activation via MAPK signaling pathways in MCF-7 human breast 
carcinoma cells. Biochem Biophys Res Commun 354(1): 165-171. 

3. Tyagi AK, Agarwal C, Chan DC, Agarwal R (2004) Synergistic anti-cancer 
effects of silibinin with conventional cytotoxic agents doxorubicin, 
cisplatin and carboplatin against human breast carcinoma MCF-7 and 
MDA-MB 468 cells. Oncol Rep 11(2): 493-499. 

4. Li L, Gao Y, Zhang L, Zeng J, He D, et al. (2008) Silibinin inhibits cell 
growth and induces apoptosis by caspase activation, down-regulating 
survivin and blocking EGFR-ERK activation in renal cell carcinoma. 
Cancer Lett 272(1): 61-69. 

5. Kaur M, Agarwal R (2007) Silymarin and epithelial cancer 
chemoprevention: how close we are to bedside? Toxicol Appl 
Pharmacol 224(3): 350-359.

6. Singh RP, Agarwal R (2006) Prostate cancer chemoprevention by 
silibinin: bench to bedside. Mol Carcinog 45(6): 436-442. 

7. Wellington K, Jarvis B (2001) Silymarin: A review of its clinical 
properties in the management of hepatic disorders. Bio Drugs 15(7): 
465-489. 

8. Singh RP, Dhanalakshmi S, Tyagi AK, Chan DC, Agarwal C, et al. (2002) 
Dietary feeding of silibinin inhibits advance human prostate carcinoma 
growth in athymic nude mice and increases plasma insulin-like growth 
factor-binding protein-3 levels. Cancer Res 62(11): 3063-3069. 

9. Katiyar SK, Korman NJ, Mukhtar H, Agarwal R (1997) Protective effects 
of silymarin against photocarcinogenesis in a mouse skin model. J Natl 
Cancer Inst 89(8): 556-66. 

10. Kohno H, Tanaka T, Kawabata K, Hirose Y, Sugie S, et al. (2002) 
Silymarin, a naturally occurring polyphenolic antioxidant flavonoid, 

http://dx.doi.org/10.19080/jgwh.2017.05.555669
https://www.ncbi.nlm.nih.gov/pubmed/26742998
https://www.ncbi.nlm.nih.gov/pubmed/26742998
https://www.ncbi.nlm.nih.gov/pubmed/17214970
https://www.ncbi.nlm.nih.gov/pubmed/17214970
https://www.ncbi.nlm.nih.gov/pubmed/17214970
https://www.ncbi.nlm.nih.gov/pubmed/17214970
https://www.ncbi.nlm.nih.gov/pubmed/14719089
https://www.ncbi.nlm.nih.gov/pubmed/14719089
https://www.ncbi.nlm.nih.gov/pubmed/14719089
https://www.ncbi.nlm.nih.gov/pubmed/14719089
https://www.ncbi.nlm.nih.gov/pubmed/18723275
https://www.ncbi.nlm.nih.gov/pubmed/18723275
https://www.ncbi.nlm.nih.gov/pubmed/18723275
https://www.ncbi.nlm.nih.gov/pubmed/18723275
https://www.ncbi.nlm.nih.gov/pubmed/17184801/
https://www.ncbi.nlm.nih.gov/pubmed/17184801/
https://www.ncbi.nlm.nih.gov/pubmed/17184801/
https://www.ncbi.nlm.nih.gov/pubmed/16637061
https://www.ncbi.nlm.nih.gov/pubmed/16637061
https://www.ncbi.nlm.nih.gov/pubmed/11520257
https://www.ncbi.nlm.nih.gov/pubmed/11520257
https://www.ncbi.nlm.nih.gov/pubmed/11520257
https://www.ncbi.nlm.nih.gov/pubmed/12036915
https://www.ncbi.nlm.nih.gov/pubmed/12036915
https://www.ncbi.nlm.nih.gov/pubmed/12036915
https://www.ncbi.nlm.nih.gov/pubmed/12036915
https://www.ncbi.nlm.nih.gov/pubmed/9106644
https://www.ncbi.nlm.nih.gov/pubmed/9106644
https://www.ncbi.nlm.nih.gov/pubmed/9106644
https://www.ncbi.nlm.nih.gov/pubmed/12216075
https://www.ncbi.nlm.nih.gov/pubmed/12216075


How to cite this article: Sulbha M, Yashpal V, Karun K. Silibinin in Human Breast Cancer: Scope Beyond Placebo!. J Gynecol Women’s Health 2017; 5(4): 
555669. DOI:10.19080/JGWH.2017.05.555669.004

Journal of Gynecology and Women’s Health

inhibits azoxymethane-induced colon carcinogenesis in male F344 
rats. Int J Cancer 101(5): 461-468. 

11. Flaig T, Agarwal R, Su L, Harrison GS, Gustafson DL, et al. (2005) A 
phase I study of silibinin in hormone refractory prostate cancer. 2005 
ASCO Annual Meeting, p. 23.

12. Kim S, Choi JH, Lim HI, Lee SK, Kim WW, et al. (2009) Silibinin prevents 
TPA-induced MMP-9 expression and VEGF secretion by inactivation 
of the Raf/MEK/ERK pathway in MCF-7 human breast cancer cells. 
Phytomedicine 16(6-7): 573-580. 

13. Chhabra N, Buzarbaruah S, Singh R, Kaur J (2013) Silibinin: A promising 
anti-neoplastic agent for the future? A critical reappraisal. International 
Journal of Nutrition, Pharmacology, Neurological Diseases 3(3): 206-
218.

14. Al-Anati L, Essid E, Reinehr R, Petzinger E (2009) Silibinin protects 
OTA-mediated TNF-alpha release from perfused rat livers and isolated 
rat Kupffer cells. Mol Nutr Food Res 53(4): 460-466. 

15. Jayaraj R, Deb U, Bhaskar AS, Prasad GB, Rao PV (2007) Hepatoprotective 
efficacy of certain flavonoids against microcystin induced toxicity in 
mice. Environ Toxicol 22(5): 472-479.

16. Saller R, Brignoli R, Melzer J, Meier R (2008) An updated systematic 
review with meta-analysis for the clinical evidence of silymarin. Forsch 
Komplementmed 15(1): 9-20.

17. Mokhtari MJ, Motamed N, Shokrgozar MA (2008) Evaluation of 
silibinin on the viability, migration and adhesion of the human prostate 
adenocarcinoma (PC-3) cell line. Cell Biol Int 32(8): 888-892.

18. Bhatia N, Zhao J, Wolf DM, Agarwal R (1999) Inhibition of human 
carcinoma cell growth and DNA synthesis by silibinin, an active 
constituent of milk thistle: Comparison with silymarin. Cancer Lett 
147(1-2): 77-84.

19. Hogan FS, Krishnegowda NK, Mikhailova M, Kahlenberg MS (2007) 
Flavonoid, silibinin, inhibits proliferation and promotes cell-cycle 
arrest of human colon cancer. J Surg Res 143(1): 58-65.

20. Sharma G, Singh RP, Chan DC, Agarwal R (2003) Silibinin induces 
growth inhibition and apoptotic cell death in human lung carcinoma 
cells. Anticancer Res 23(3B): 2649-2655.

21. Kosina P, Kren V, Gebhardt R, Grambal F, Ulrichová J, et al. (2002) 
Antioxidant properties of silybin glycosides. Phytother Res 16(1): 
S33-S39.

22. Cufí S, Bonavia R, Martin AV, Faja BC, Ferraros CO, et al. (2013) Silibinin 
meglumine, a water-soluble form of milk thistle silymarin, is an orally 
active anti-cancer agent that impedes the epithelial-to-mesenchymal 
transition (EMT) in EGFR-mutant non-small-cell lung carcinoma cells. 
Food Chem Toxicol 60: 360-368. 

23. Hoh C, Boocock D, Marczylo T, Singh R, Berry DP, et al. (2006) Pilot 
study of oral silibinin, a putative chemopreventive agent, in colorectal 
cancer patients: silibinin levels in plasma, colorectum and liver and 
their pharmacodynamic consequences. Clin Cancer Res 12(9): 2944-
2950.

24. Kidd P, Head K (2005) A review of the bioavailability and clinical 
efficacy of milk thistle phytosome: A silybin-phosphatidylcholine 
complex (Siliphos). Altern Med Rev 10(3): 193-203.

25. Voinovich D, Perissutti B, Grassi M, Passerini N, Bigotto A (2009) Solid 
state mechanochemical activation of Silybummarianum dry extract 
with betacyclodextrins: Characterization and bioavailability of the 
coground systems. J Pharm Sci 98(11): 4119-4129.

26. Zhou S, Lim LY, Chowbay B (2004) Herbal modulation of P-glycoprotein. 
Drug Metab Rev 36(1): 57-104.

27. Wu JW, Lin LC, Tsai TH (2009) Drug-drug interactions of silymarin on 
the perspective of pharmacokinetics. J Ethnopharmacol 121(2): 185-
193.

28. Tyagi AK, Agarwal C, Chan DCF, Agarwal R (2004) Synergistic 
anti-cancer effects of silibinin with conventional cytotoxic agents 
doxorubicin, cisplatin and carboplatin against human breast carcinoma 
MCF-7 and MDA-MB468 cells. Oncol Rep 11(2): 493-499.

29. Kim S, Choi JH, Lim HI, Lee SK, Kim WW, et al. (2009) Silibinin prevents 
TPA-induced MMP-9 expression and VEGF secretion by inactivation 
of the Raf/MEK/ERK pathway in MCF-7 human breast cancer cells. 
Phytomedicine 16(6-7): 573-580.

30. Wang HJ, Jiang YY, Wei XF, Huang H, Tashiro S, et al (2010) Silibinin 
induces protective superoxide generation in human breast cancer 
MCF-7 cells. Free Radic Res 44(1): 90-100.

31. Tiwari P, Kumar A, Balakrishnan S, Kushwaha HS, Mishra KP (2011) 
Silibinin-induced apoptosis in MCF7 and T47D human breast carcinoma 
cells involves caspase-8 activation and mitochondrial pathway. Cancer 
Invest 29(1): 12-20.

32. Tiwari P (2015) Silibinin in cancer therapy: A promising prospect. 
Cancer Research Frontiers 1(3): 303-318.

33. Kim S, Han J, Kim JS, Kim JH, Choe JH, et al. (2011) Silibinin suppresses 
EGFR ligand-induced CD44 expression through inhibition of EGFR 
activity in breast cancer cells. Anticancer Res 31(11): 3767-3773.

34. Noh EM, Yi MS, Youn HJ, Lee BK, Lee YR, et al. (2011) Silibinin enhances 
ultraviolet B-induced apoptosis in mcf-7 human breast cancer cells. J 
Breast Cancer 14(1): 8-13.

35. Koshki KN, Zarghami N, Moghaddam MP, Yamchi MR, Mollazade M, et al. 
(2012) Inhibition of leptin gene expression and secretion by silibinin: 
possible role of estrogen receptors. Cytotechnology 64(6): 719-726.

36. Lu W, Lin C, King TD, Chen H, Reynolds RC, et al. (2012) Silibinin 
inhibits Wnt/beta-catenin signaling by suppressing Wntcoreceptor 
LRP6 expression in human prostate and breast cancer cells. Cell Signal 
24(12): 2291-2296.

37. Dastpeyman M, Motamed N, Azadmanesh K, Mostafavi E, Kia V, et 
al. (2012) Inhibition of silibinin on migration and adhesion capacity 
of human highly metastatic breast cancer cell line, MDA-MB-231, by 
evaluation of β1-integrin and downstream molecules, Cdc42, Raf-1 and 
D4GDI. Med Oncol 29(4): 2512-2518.

38. Oh SJ, Jung SP, Han J, Kim JS, Nam SJ, et al. (2013) Silibinin inhibits TPA-
induced cell migration and MMP-9 expression in thyroid and breast 
cancer cells. Oncol Rep 29(4): 1343-1348. 

39. Xu P, Yin Q, Shen J, Chen L, Yu H, et al. (2013) Synergistic inhibition 
of breast cancer metastasis by silibinin-loaded lipid nanoparticles 
containing TPGS. Int J Pharm 454(1): 21-30.

40. Kim TH, Woo JS, Kim YK, Kim KH (2014) Silibinin induces cell death 
through reactive oxygen species-dependent downregulation of 
notch-1/ERK/Aktsignaling in human breast cancer cells. J Pharmacol 
Exp Ther 349(2): 268-278.

41. Yousefi M, Ghaffari SH, Zekri A, Hassani S, Alimoghaddam K, et al. (2014) 
Silibinin induces apoptosis and inhibits proliferation of estrogen 
receptor (ER)-negative breast carcinoma cells through suppression of 
nuclear factor kappa B activation. Arch Iran Med 17(5): 366-371.

42. Nasiri M, Zarghami N, Koshki KN, Mollazadeh M, Moghaddam MP, et al. 
(2013) Curcumin and silibinin inhibit telomerase expression in T47D 
human breast cancer cells. Asian Pac J Cancer Prev 14(6): 3449-3453.

43. Nejati-Koshki K, Akbarzadeh A, Pourhasan-Moghaddam M, Abhari A, 
Dariushnejad H (2014) Inhibition of leptin and leptin receptor gene 
expression by silibinin-curcumin combination. Asian Pac J Cancer Prev 
14(11): 6595-6599.

44. Pirouzpanah MB, Sabzichi M, Pirouzpanah S, Chavoshi H, Samadi N 
(2014) Silibilin-induces apoptosis in breast cancer cells by modulating 
p53, p21, Bak and Bcl-XL pathways. Asian Pac J Cancer Prev 16(5): 
2087-2092.

http://dx.doi.org/10.19080/jgwh.2017.05.555669
https://www.ncbi.nlm.nih.gov/pubmed/12216075
https://www.ncbi.nlm.nih.gov/pubmed/12216075
https://www.ncbi.nlm.nih.gov/pubmed/19181503
https://www.ncbi.nlm.nih.gov/pubmed/19181503
https://www.ncbi.nlm.nih.gov/pubmed/19181503
https://www.ncbi.nlm.nih.gov/pubmed/19181503
http://www.ijnpnd.com/article.asp?issn=2231-0738;year=2013;volume=3;issue=3;spage=206;epage=218;aulast=Chhabra
http://www.ijnpnd.com/article.asp?issn=2231-0738;year=2013;volume=3;issue=3;spage=206;epage=218;aulast=Chhabra
http://www.ijnpnd.com/article.asp?issn=2231-0738;year=2013;volume=3;issue=3;spage=206;epage=218;aulast=Chhabra
http://www.ijnpnd.com/article.asp?issn=2231-0738;year=2013;volume=3;issue=3;spage=206;epage=218;aulast=Chhabra
https://www.ncbi.nlm.nih.gov/pubmed/19156713
https://www.ncbi.nlm.nih.gov/pubmed/19156713
https://www.ncbi.nlm.nih.gov/pubmed/19156713
https://www.ncbi.nlm.nih.gov/pubmed/17696131
https://www.ncbi.nlm.nih.gov/pubmed/17696131
https://www.ncbi.nlm.nih.gov/pubmed/17696131
https://www.ncbi.nlm.nih.gov/pubmed/18334810
https://www.ncbi.nlm.nih.gov/pubmed/18334810
https://www.ncbi.nlm.nih.gov/pubmed/18334810
https://www.ncbi.nlm.nih.gov/pubmed/18538589
https://www.ncbi.nlm.nih.gov/pubmed/18538589
https://www.ncbi.nlm.nih.gov/pubmed/18538589
https://www.ncbi.nlm.nih.gov/pubmed/10660092
https://www.ncbi.nlm.nih.gov/pubmed/10660092
https://www.ncbi.nlm.nih.gov/pubmed/10660092
https://www.ncbi.nlm.nih.gov/pubmed/10660092
https://www.ncbi.nlm.nih.gov/pubmed/17950073
https://www.ncbi.nlm.nih.gov/pubmed/17950073
https://www.ncbi.nlm.nih.gov/pubmed/17950073
https://www.ncbi.nlm.nih.gov/pubmed/12894553
https://www.ncbi.nlm.nih.gov/pubmed/12894553
https://www.ncbi.nlm.nih.gov/pubmed/12894553
https://www.ncbi.nlm.nih.gov/pubmed/11933137
https://www.ncbi.nlm.nih.gov/pubmed/11933137
https://www.ncbi.nlm.nih.gov/pubmed/11933137
https://www.ncbi.nlm.nih.gov/pubmed/23916468
https://www.ncbi.nlm.nih.gov/pubmed/23916468
https://www.ncbi.nlm.nih.gov/pubmed/23916468
https://www.ncbi.nlm.nih.gov/pubmed/23916468
https://www.ncbi.nlm.nih.gov/pubmed/23916468
https://www.ncbi.nlm.nih.gov/labs/articles/16675592/
https://www.ncbi.nlm.nih.gov/labs/articles/16675592/
https://www.ncbi.nlm.nih.gov/labs/articles/16675592/
https://www.ncbi.nlm.nih.gov/labs/articles/16675592/
https://www.ncbi.nlm.nih.gov/labs/articles/16675592/
https://www.ncbi.nlm.nih.gov/pubmed/16164374
https://www.ncbi.nlm.nih.gov/pubmed/16164374
https://www.ncbi.nlm.nih.gov/pubmed/16164374
https://www.ncbi.nlm.nih.gov/pubmed/19226635
https://www.ncbi.nlm.nih.gov/pubmed/19226635
https://www.ncbi.nlm.nih.gov/pubmed/19226635
https://www.ncbi.nlm.nih.gov/pubmed/19226635
https://www.ncbi.nlm.nih.gov/pubmed/15072439
https://www.ncbi.nlm.nih.gov/pubmed/15072439
https://www.ncbi.nlm.nih.gov/pubmed/19041708
https://www.ncbi.nlm.nih.gov/pubmed/19041708
https://www.ncbi.nlm.nih.gov/pubmed/19041708
https://www.ncbi.nlm.nih.gov/pubmed/14719089
https://www.ncbi.nlm.nih.gov/pubmed/14719089
https://www.ncbi.nlm.nih.gov/pubmed/14719089
https://www.ncbi.nlm.nih.gov/pubmed/14719089
https://www.ncbi.nlm.nih.gov/pubmed/19181503
https://www.ncbi.nlm.nih.gov/pubmed/19181503
https://www.ncbi.nlm.nih.gov/pubmed/19181503
https://www.ncbi.nlm.nih.gov/pubmed/19181503
https://www.ncbi.nlm.nih.gov/pubmed/19968587
https://www.ncbi.nlm.nih.gov/pubmed/19968587
https://www.ncbi.nlm.nih.gov/pubmed/19968587
https://www.ncbi.nlm.nih.gov/pubmed/21166494
https://www.ncbi.nlm.nih.gov/pubmed/21166494
https://www.ncbi.nlm.nih.gov/pubmed/21166494
https://www.ncbi.nlm.nih.gov/pubmed/21166494
https://www.ncbi.nlm.nih.gov/pubmed/22110198
https://www.ncbi.nlm.nih.gov/pubmed/22110198
https://www.ncbi.nlm.nih.gov/pubmed/22110198
https://www.ncbi.nlm.nih.gov/pubmed/21847388/
https://www.ncbi.nlm.nih.gov/pubmed/21847388/
https://www.ncbi.nlm.nih.gov/pubmed/21847388/
https://www.ncbi.nlm.nih.gov/pubmed/22526491
https://www.ncbi.nlm.nih.gov/pubmed/22526491
https://www.ncbi.nlm.nih.gov/pubmed/22526491
https://www.ncbi.nlm.nih.gov/pubmed/22820499
https://www.ncbi.nlm.nih.gov/pubmed/22820499
https://www.ncbi.nlm.nih.gov/pubmed/22820499
https://www.ncbi.nlm.nih.gov/pubmed/22820499
https://www.ncbi.nlm.nih.gov/pubmed/22101790
https://www.ncbi.nlm.nih.gov/pubmed/22101790
https://www.ncbi.nlm.nih.gov/pubmed/22101790
https://www.ncbi.nlm.nih.gov/pubmed/22101790
https://www.ncbi.nlm.nih.gov/pubmed/22101790
https://www.ncbi.nlm.nih.gov/pubmed/23353996
https://www.ncbi.nlm.nih.gov/pubmed/23353996
https://www.ncbi.nlm.nih.gov/pubmed/23353996
https://www.ncbi.nlm.nih.gov/pubmed/23830941
https://www.ncbi.nlm.nih.gov/pubmed/23830941
https://www.ncbi.nlm.nih.gov/pubmed/23830941
https://www.ncbi.nlm.nih.gov/pubmed/24472723
https://www.ncbi.nlm.nih.gov/pubmed/24472723
https://www.ncbi.nlm.nih.gov/pubmed/24472723
https://www.ncbi.nlm.nih.gov/pubmed/24472723
https://www.ncbi.nlm.nih.gov/pubmed/24784867
https://www.ncbi.nlm.nih.gov/pubmed/24784867
https://www.ncbi.nlm.nih.gov/pubmed/24784867
https://www.ncbi.nlm.nih.gov/pubmed/24784867
https://www.ncbi.nlm.nih.gov/pubmed/23886126
https://www.ncbi.nlm.nih.gov/pubmed/23886126
https://www.ncbi.nlm.nih.gov/pubmed/23886126
https://www.ncbi.nlm.nih.gov/pubmed/24377502
https://www.ncbi.nlm.nih.gov/pubmed/24377502
https://www.ncbi.nlm.nih.gov/pubmed/24377502
https://www.ncbi.nlm.nih.gov/pubmed/24377502
https://www.ncbi.nlm.nih.gov/pubmed/25773855
https://www.ncbi.nlm.nih.gov/pubmed/25773855
https://www.ncbi.nlm.nih.gov/pubmed/25773855
https://www.ncbi.nlm.nih.gov/pubmed/25773855


How to cite this article: Sulbha M, Yashpal V, Karun K. Silibinin in Human Breast Cancer: Scope Beyond Placebo!. J Gynecol Women’s Health 2017; 5(4): 
555669. DOI:10.19080/JGWH.2017.05.555669.005

Journal of Gynecology and Women’s Health

45. Zheng N, Zhang P, Huang H, Liu W, Hayashi T, et al. (2015) ER-α 
down-regulation plays a key role in silibinin-induced autophagy and 
apoptosis in human breast cancer MCF-7 cells. J Pharmacol Sci 128(3): 
97-107.

46. Zheng N, Liu L, Liu W, Zhang P, Huang H, et al. (2016) ER-β up-regulation 
was involved in silibinin-induced growth inhibition of human breast 
cancer MCF-7 cells. Arch Biochem Biophys 591: 141-149.

47. Khannazer N, Paylakhi SH, Mirshafiey A, Azizi G, Motamed N (2015) 
Silibinin, up-regulates chemokine receptor expression in MDA-MB-231 
breast cancer cell line. Bangladesh Journal of Medical Science 14(2): 
190-195.

48. Jiang K, Wang W, Jin X, Wang Z, Ji Z, et al. (2015) Silibinin, a natural 
flavonoid, induces autophagy via ROS-dependent mitochondrial 

dysfunction and loss of ATP involving BNIP3 in human MCF7 breast 
cancer cells. Oncol Rep 33(6): 2711-2718.

49. Gao Y, Theng SS, Mah WC, Lee CG (2015) Silibinin down-regulates 
FAT10 and modulate TNF-alpha/IFN-gamma-induced chromosomal 
instability and apoptosis sensitivity. Biol Open 4(8): 961-969.

50. Ladas EJ, Kroll DJ, Oberlies NH, Cheng B, Ndao DH, et al. (2010) A 
randomized, controlled, double-blind, pilot study of milk thistle for the 
treatment of hepatotoxicity in childhood acute lymphoblastic leukemia 
(ALL). Cancer 116(2): 506-513.

51. Barrera JB, Faja BC, Cuyas E, Castillo BM, Brunet J, et al. (2014) 
Silibinin administration improves hepatic failure due to extensive liver 
infiltration in a breast cancer patient. Anticancer Res 34(8): 4323-
4327.

Your next submission with Juniper Publishers    

      will reach you the below assets

• Quality Editorial service
• Swift Peer Review
• Reprints availability
• E-prints Service
• Manuscript Podcast for convenient understanding
• Global attainment for your research
• Manuscript accessibility in different formats 

         ( Pdf, E-pub, Full Text, Audio) 
• Unceasing customer service

             Track the below URL for one-step submission 
     https://juniperpublishers.com/online-submission.php

This work is licensed under Creative
Commons Attribution 4.0 Licens
DOI: 10.19080/JGWH.2017.05.555669

http://dx.doi.org/10.19080/jgwh.2017.05.555669
https://www.ncbi.nlm.nih.gov/pubmed/26117209
https://www.ncbi.nlm.nih.gov/pubmed/26117209
https://www.ncbi.nlm.nih.gov/pubmed/26117209
https://www.ncbi.nlm.nih.gov/pubmed/26117209
https://www.ncbi.nlm.nih.gov/pubmed/26767948
https://www.ncbi.nlm.nih.gov/pubmed/26767948
https://www.ncbi.nlm.nih.gov/pubmed/26767948
http://www.banglajol.info/index.php/BJMS/article/view/16740
http://www.banglajol.info/index.php/BJMS/article/view/16740
http://www.banglajol.info/index.php/BJMS/article/view/16740
http://www.banglajol.info/index.php/BJMS/article/view/16740
https://www.ncbi.nlm.nih.gov/pubmed/25891311
https://www.ncbi.nlm.nih.gov/pubmed/25891311
https://www.ncbi.nlm.nih.gov/pubmed/25891311
https://www.ncbi.nlm.nih.gov/pubmed/25891311
https://www.ncbi.nlm.nih.gov/pubmed/26142316
https://www.ncbi.nlm.nih.gov/pubmed/26142316
https://www.ncbi.nlm.nih.gov/pubmed/26142316
https://www.ncbi.nlm.nih.gov/pubmed/20014183
https://www.ncbi.nlm.nih.gov/pubmed/20014183
https://www.ncbi.nlm.nih.gov/pubmed/20014183
https://www.ncbi.nlm.nih.gov/pubmed/20014183
https://www.ncbi.nlm.nih.gov/pubmed/25075066
https://www.ncbi.nlm.nih.gov/pubmed/25075066
https://www.ncbi.nlm.nih.gov/pubmed/25075066
https://www.ncbi.nlm.nih.gov/pubmed/25075066
https://juniperpublishers.com/online-submission.php
http://dx.doi.org/10.19080/jgwh.2017.05.555669

	Title
	Abstract
	Keywords
	Introduction
	Physical and Chemical Properties of Silibinin
	Pharmacokinetic Properties
	Metabolism and Excretion
	Toxicity
	Mechanism of Action of Silibinin in Breast Cancer
	Efficacy and Results
	Conclusion
	References
	Figure1

