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Abstract 

Quercetin is a flavonoid, subclass flavonols, possessing potential anticancer properties. It has been 

often defined as a functionally pleiotropic molecule, since it can simultaneously target multiple 

pathways bypassing or ameliorating the onset of drug resistance in malignant cells. In this context, 

we reviewed the sometime paradoxical antioxidant properties of quercetin and the functional role of 

its glucuronide and/or sulfate conjugates to discuss the low bioavailability of the molecule 

measured in vivo. We recently demonstrated that the quercetin is able to sensitize several leukemia 

cell lines as well as B-cells isolated from patients affected by chronic lymphocytic leukemia (CLL) 

to death ligands agonists (anti-CD95 and rTRAIL). The flavonol also potentiates the effect of 

canonical and innovative chemotherapeutic drugs (fludarabine and ABT-737) against CLL. The 

apoptosis-enhancing activity of quercetin in cell lines and B-CLL cells depends upon the modulated 

expression and activity of Mcl-1, an anti-apoptotic proteins belonging to the Bcl-2 family. Here, we 

suggest that the pleotropic activity of quercetin in CLL is obtained by direct inhibition of key 

protein kinases which positively regulate Mcl-1 activity and by indirect down-regulation of Mcl-1 

mRNA and protein levels acting on its mRNA stability and proteasome-mediated degradation. 

Finally, we highlighted the pros and cons of quercetin supplementation in cancer therapy and in 

prevention. 

 

Key words: polyphenols; flavonoids; quercetin; protein kinases; antioxidant; chemoprevention; 

chronic lymphocytic leukemia 
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Abbreviations: v-Akt murine thymoma viral oncogene homolog 1/protein kinase B (Akt/PKB); B-

cell lymphoma-2 (Bcl-2); Casein kinase 2 (CK2); Electrophile response element, (EpRE); 

Extracellular signal-regulated kinase 1/2 (ERK1/2); Glycogen synthase kinase-3 (GSK-3); Keap1, 

kelch-like ECH-associated protein 1; Mitogen-activated protein kinase kinase 1 (MEK1 or 

MAP2K1); Myeloid cell leukaemia-1 (Mcl-1); Nuclear factor (erythroid-derived 2)-like 2 (Nrf2); 

Peripheral blood mononucleated cell (PMBC); Phosphatase and tensin homolog (PTEN); 

Phosphatidylinositol-4,5-bisphosphate 3-kinase (PI3K); Quercetin 3-O-glucuronide (Q3GlcA); 

Quercetin–quinone (QQ); Reactive oxygen species (ROS); TNF-related apoptosis-inducing ligand 

(TRAIL).
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Introduction 

The term phytochemicals generally indicate a large group of non-nutritional compounds (> 10,000) 

often associated to the prevention of degenerative pathologies, such as cancer, cardiovascular and 

neurodegenerative diseases 
1-4

. The large part of phytochemicals is represented by polyphenols 

which, in turn, are classified into two major types: flavonoid and non-flavonoid phenolics 

(essentially phenolic acids, stilbenes and lignans) 
5
. The formers count more than 6,500 different 

compounds 
6
 with the common chemical structure consisting of two benzene rings linked through a 

heterocyclic pyrone C ring (Fig. 1) and divided into the subclasses of: anthocyanins; chalcones; 

dihydrochalcones; flavanols (also called catechins); flavanones; flavones; flavonols; isoflavonoids 
7, 

8
. Quercetin (3,3',4',5,7-pentahydroxyflavone) (Fig. 1) is the major dietary flavonol found in fruits, 

vegetables and beverages, such as tea and red wine 
9
. This molecule has been employed in different 

studies aimed to demonstrate its antioxidant, anti-inflammatory, anti-angiogenic, anti-proliferative 

and pro-apoptotic effects 
10-12

. As we will more extensively discuss in the next paragraphs, the 

dietary intake of quercetin, as aglycone or in its different glycosylated forms (Fig. 1), is limited to 

few milligrams per day and the circulating concentrations of the molecule and its metabolites are 

extremely low (nanomolar range or below) and very far from those required to exert any biological 

activity. Despite these limits, a recent search on PubMed retrieved more than 2,000 articles in the 

last 10 years with the term “quercetin” included in the title and the trend over the years is growing. 

The interest for this molecule probably resides in its pleiotropic nature, an attribute common to 

other well-known and intensively investigated polyphenols, such as resveratrol, green tea catechins, 

etc. When applied to biological compounds, the Greek etymology of ‘‘pleiotropy’’, which means 

‘‘in more places’’, positively indicates the capacity to trigger simultaneously multiple cellular 

intermediates of different pathways which converge on common targets. In such a way, it is 

possible to hypothesize that even at a very low intracellular concentration, the largely discussed 

anticancer efficacy of quercetin 
11, 12

 can be the result of an additive or synergistic effects, deriving 
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from its pleiotropy, which generates a domino effect, leading to arrest or retard cancer growth. This 

hypothesis can also explain how the combination of several phytochemicals, as normally happens in 

a diet rich in fruit and vegetables, might be more protective than single compounds, since low doses 

minimize toxicity without reducing efficacy which is warranted by their multiple modes of action 
13, 

14
. 

The pleiotropic functions of quercetin and other phytochemicals depend upon the simultaneous 

occurrence of several positive events, all going in the same direction: i. uptake of the active form of 

the molecules; ii. intracellular concentration in a range (usually micromolar) compatible with the 

affinity constants required to bind their supposed targets; iii. resistance to chemical and biochemical 

modification within the cell (i.e., phase I and II enzymatic systems); iv. early effects, e.g. capacity 

to bind cellular target in a very short time (within minutes); v. absence of simultaneous, 

counteracting effects which may reduce or cancel the primary aim. The latter case is well illustrated 

by examples regarding quercetin itself: the molecule can be protective against hydrogen peroxide-

induced cytotoxicity and apoptosis at lower concentrations, but, on the same cell line, can induce 

cytotoxicity, DNA fragmentation and caspase activation at higher concentrations 
15

. If the two 

events coexist at intermediate concentrations, the result is a null effect.  

In the present review, we will focus on key aspects of the anticancer effect of quercetin that can be 

explained recurring to its pleiotropic capacity. 

 

 

Who does the job ? Quercetin or its metabolites ? 

 

Phenol Explorer web site currently represents the most comprehensive and updated database on 

polyphenol content in foods 
9, 16

. Searching for “quercetin” is an useful exercise to evidence the 

differences existing between the concentrations present in the foods of origin and those circulating 

in the bloodstream in terms of aglycone, glycosides and metabolites. It is worthwhile to note that 
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the large majority of data present in the literature refer to “total” concentration of quercetin in food, 

tissues or blood without discriminate between the free aglycone and its conjugated form. This may 

generate confusion when the biological activity of quercetin is measured in vivo after oral 

supplementation. In the Western population the estimate daily intake of total flavonols is in the 

range of 20-50 mg/day, about 13.82 mg/day correspond to quercetin glycosides 
17

. The biological 

consequences of the abundance of quercetin glycosides in food and beverage compared to quercetin 

aglycone are important for its absorption and metabolism. In fact, the partition coefficient (log 

octanol/water) is in favor of quercetin aglycone (of 1.2 ± 0.1), compared to its glycosides (0.37 ± 

0.06) which show greater hydrophilicity 
18

. This means that, since the large part of quercetin in 

foods is present in glycosylated forms, the hydrophilic moiety must be removed by cellular 

glycosidases to allow passive diffusion of the molecule across biological membranes.  

More than 20 quercetin glycosides have been described; those mostly present in foods as 

glucosides, such as 3-O-Glucoside, 4’-O-Glucoside, 3,4’- O-di-Glucoside (Fig. 1). Another well-

known quercetin glycoside is rutin (quercetin-3-O-rutinoside; Fig. 1). Hydrolysis of quercetin 

glucosides to aglycone occurs in saliva, although epithelial cells in the small intestine represent the 

main site for the hydrolysis of quercetin glucosides by the activity of lactase phlorizin hydrolase on 

the cell surface and/or intracellular -glucosidase 
19-21

.  

After absorption, quercetin is firstly metabolized in the cells of the small intestine. Here, the 

molecule is conjugated to methyl and sulfate groups and glucuronic acid to generate its major 

conjugates in humans: 3-O-methyl-quercetin (isorhamnetin), quercetin-3-O-glucuronide (Q3GlcA), 

isorhamnetin 3-O-glucuronide, quercetin-3’-O-sulfate and quercetin glutathione conjugate 
22-24

 (Fig. 

1). Other organs where quercetin aglycone conversion may occur are large intestine, colon, liver 

and kidney. Across the hepatic portal vein, quercetin metabolites reach the liver where metabolic 

conversion is completed. Certainly the liver possesses all the enzymatic systems necessary to 

metabolize quercetin, as demonstrated using several excellent cell free models 
25, 26

; however, if the 

large part of the aglycone is converted at the intestinal level, what is the effect of phase II enzymes 
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 7 

on quercetin metabolism into the liver and the other organs? Major interorgan and interspecies 

differences in phase II metabolism of quercetin exist since in humans, in contrast with rats, 

methylation takes place mainly in the liver, whereas sulfation of quercetin is mainly performed by 

the intestine 
26

. In addition, in hepatic cell free systems, sulfated and glucuronidated metabolites of 

4’-O-methyl-quercetin and 3’-O-methyl-quercetin have been identified 
26

; in HepG2 cells, 

quercetin-7- and quercetin-3-glucoronides can be methylated or hydrolyzed by endogenous -

glucuronidases followed by sulfation to quercetin-3’-sulfate 
27

. We should also consider the 

possibility that a portion of the quercetin aglycone and/or quercetin glycosides escapes intestinal 

transformation and is metabolized at hepatic level. Is this hypothesis rationale ? Certainly, in 

contrast to dietary intake, pharmacological doses of quercetin can saturate the intestinal conjugating 

phase-II enzymes and pass into the hepatic portal vein in a free unconjugated form 
27

. Alternatively, 

the absence of quercetin glucosides in the circulation 
28, 29

 and the observation that human liver 

possesses -glucosidase activity 
30

 suggest that liver phase II enzymes can transform quercetin 

glycosides which escaped intestinal metabolism. From this view emerged a still unclear and 

partially unknown interplay of quercetin metabolites between intestine, liver and other organs in 

terms of uptake, efflux and bioconversion. This remains a key point since the regioselectivity of 

phase II conjugations is of great importance to determine the biological activity of quercetin which 

is known to be dependent on the number and position of especially unconjugated free hydroxyl 

groups 
31

. 

Two corollarial deductions of the above discussed issues are: i. none of the in vitro models is able to 

fully convert quercetin to a phase II metabolite mixture similar to plasma metabolite pattern of 

quercetin present in vivo 
26, 27

; ii. no quercetin aglycone or its glycosides can be present in the 

bloodstream following nutritional doses. The latter conclusion have been reached after intense 

debates 
28

. To summarize the results of the interventional study performed on human subjects 

supplemented with quercetin, its glycosides or quercetin-enriched food as reported in several 

excellent reviews, the maximal concentration in plasma ranged between 0.14-7 M resulting from 
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 8 

an ingestion of quercetin or quercetin equivalents of 0.008 - 4 gr 
28, 32, 33

. Quercetin is not found in 

the plasma as aglycone or as the parent glucosides since, at the doses generally employed in the 

intervention studies, it would be found exclusively as methyl, sulfate, or glucuronic acid conjugates.  

These conclusions make a paradox which can be extended to other biologically active 

phytochemicals: if the free quercetin aglycone is absent in vivo after a dietary intake or 

supplementation with high doses, how can we explain the large biological activity of the molecule 

largely described in vitro? Two main hypotheses can be considered which may coincide, both 

supported by experimental data: i. conjugated forms of quercetin are biologically active; ii. after 

cellular uptake, quercetin metabolites are de-conjugated regenerating the free aglycone. De-

conjugation of quercetin can occur in liver 
27

, in fibroblasts 
34

, in human neutrophils during 

inflammation 
35

 leading to reactivation of the molecule. The number of papers describing an active 

role of quercetin metabolites per se are rapidly growing. Plasma antioxidant status is significantly 

higher in animals to which quercetin is administrated, suggesting that quercetin metabolites can 

retain some antioxidant activity when the o-catechol group does not undergo conjugation reactions 

36
. In many cases, the beneficial activities of quercetin metabolites result in ameliorating the 

response to oxidative stress following inflammation. As an example, Q3GlcA appears more 

effective than its aglycone in the protection against oxidative stress induced by the extracellular 

attack of ROS, because its higher chemical stability 
20

. In fact, Q3GlcA at physiological level (1 

M) efficiently inhibits peroxynitrite-induced nitrotyrosine formation in human serum albumin 
37

, 

exerts antioxidant activity more effectively than quercetin aglycone in 3T3 mouse fibroblast 

exposed to hydrogen peroxide 
38

 and is a potential inhibitor of myeloperoxidase at physiological 

concentrations against neutrophil-mediated low-density lipoprotein oxidation 
39

. It has been 

postulated that inflammation enhances intracellular -glucuronidase leading cells exposed to 

glucuronide conjugates of quercetin to release their aglycone 
20

. In contrast, a recent article suggests 

that Q3GlcA did not affect inflammatory gene expression, since proinflammatory microRNA-155 is 

down-regulated by quercetin and isorhamnetin but not by Q3GlcA 
40

. In vascular systems, quercetin 
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 9 

and its conjugated metabolites, at physiologically achievable concentrations, modulate vascular 

function in human and animal models comprising vascular endothelial and smooth cells 
41-43

. To our 

knowledge, only one report has been published on the antiproliferative effects of quercetin 

metabolites (Q3GlcA and quercetin-3'-sulfate) in malignant cells, significantly increasing PPAR-γ 

expression 
44

. A recent work on cell lines of different origin suggested that conjugation of quercetin 

with glucose or glucuronic acid eliminated the anti-proliferative effects of the aglycone, while 

methylated and sulphated metabolites (isorhamnetin and quercetin-4'-O-sulphate, respectively) 

decreased its anti-proliferative effects, but maintained some anti-proliferative activity 
45

. 

In this scenario, key issues remain to be addressed: i. to determine the efficacy of the mechanisms 

of uptake of quercetin metabolites must be clarified; ii. to assay the substrate specificity of each 

metabolite which is largely unknown; iii. to establish if all biological activities of quercetin 

metabolites require a preliminary de-conjugation to the aglycone form. The use of pure compounds 

tested in in vitro models is welcomed to shed light on these questions. 

 

 

Quercetin is a pleiotropic kinase inhibitor 

 

Exhaustive reviews on quercetin and its role in cancer and other degenerative diseases frequently 

appear in the current literature 
10, 12, 24, 46-48

. These recent articles well describe the different 

properties of quercetin which cover many ‘‘hallmarks of cancer’’, including the antiproliferative 

and growth-suppressing effects, the induction of senescence and telomerase inhibition; the 

induction of cell death and autophagy, the anti-angiogenic activity, the activation of immune 

destruction reviewed elsewhere 
12

. To our knowledge, no clinical trials on the administration of 

quercetin to cancer patients in monotherapy or in combination with other chemotherapeutic drugs 

have been published so far; therefore, all the conclusions on the potential chemopreventive and 
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 10 

chemotherapeutic use of quercetin in vivo, must take in account the criticisms discussed above on 

its metabolism, tissue distribution and uptake. 

Recently, we and other reviewed the ability of quercetin to inhibit protein kinases regulating cell 

growth in cancer cells 
32, 49

. Early works demonstrated that quercetin was able to inhibit both 

tyrosine and serine-threonine kinases 
50-52

. However, the direct binding between quercetin and the 

inhibited kinases has only been reported in a few cases and linked to a cause-effect mechanism 

responsible for growth suppression 
32

. The cellular kinases directly targeted by quercetin are: MEK-

1, PI3KIKK Hck (Src tyr kinase family), GSK-3CK2 (Table 1 and reference 
32

). It is 

worthwhile to note that in vitro screenings identified more than 100 kinases inhibited by greater 

than 95% at 30 μM by quercetin, very close to the mean IC50 calculated for the molecule in many 

cell lines 
53

. At lower concentrations (2 μM), quercetin decreased the activity of ~15 kinases by 

greater than 95% and that of a remaining set of ~50 kinases by 80-95%, suggesting that these 

kinases may represent specific targets for quercetin. With a similar approach, 34 kinases obtained 

after tissue purification or expressed in prokaryotic or eukaryotic systems, have been earlier 

identified as potential substrates for quercetin inhibition 
54

 with a decrease of the enzymatic 

activities by less than 30% at 20 M concentration. However, discrepancies emerged between these 

in vitro large screenings and studies on single kinases, suggesting that the inhibitory effect 

measured must be confirmed on native kinases in cellular models and associated with deregulation 

of cell growth or other biological effects 
32

. 

In the next paragraphs, we will focus our attention on MEK-1 and PI3K, since their inhibition by 

quercetin can magnify the concept of quercetin as a pleiotropic multi-kinase inhibitor (Table 1). 

Quercetin interferes with the PI3K-Akt/PKB and RAS/RAF/MEK/ERK pathways which inhibit 

apoptosis, increase proliferation and cellular growth, invasion, and metastasis. In the first case, X-

ray crystallographic structure of PI3Kbound to quercetin indicates that the molecule fits into the 

ATP binding site with a Kd value of 0.28 M 
49, 55

. The direct binding of PI3K by quercetin inhibits 

downstream the PI3K-Akt pathway of signaling including inhibition of AP-1 and NF-B activation 
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56, 57
. In the case of RAS/RAF/MEK/ERK pathway, structural studies indicate that quercetin can 

directly bind with Raf-1 and MEK-1 ex vivo and in vitro, with stronger inhibition of MEK-1 kinase 

activity than Raf-1 
58

. In this case, quercetin seems to bind in a pocket separate from, but adjacent to 

the ATP-binding site of MEK-1 
49

. This interaction leads to inhibition of phorbol ester-induced 

phosphorylation of ERK and p90
RSK

, and the activation of AP-1 and NF-B. It is interesting that 

quercetin exerted stronger inhibitory effects than PD098059, a well-known pharmacologic inhibitor 

of MEK-1 
49, 58

. 

We will discuss now how the inhibition of these pathways can act in concert to ameliorate 

resistance to chemotherapeutic drugs in chronic lymphocytic leukemia (CLL). 

 

 

Pleiotropic effect of quercetin in CLL 

 

Our interest for quercetin in leukemia is dated more than a decade ago, when we demonstrated that 

the flavonol, in association with the agonistic antibody anti-CD95, able to bind and activate the 

death receptor CD95/Fas/Apo-1, induced apoptosis in HBP-ALL cells, a lymphoblastic leukemia 

cell line highly resistant to apoptogenic induction 
59

. The involvement of quercetin in leukemia was 

not new, since the group of Larocca and co-workers already described that quercetin inhibited the 

clonogenic activity of several acute myeloid and lymphoid leukemias (AML and ALL) inducing the 

expression of transforming growth factor- 1 in leukemic blasts as one of the growth-inhibitory 

mechanism 
60

. Our novel contribution was that no toxic doses of quercetin significantly ameliorated 

the apoptotic resistance when anti-CD95 was added. In other words, quercetin mono-treatment was 

neither cytotoxic, nor apoptotic, but in association with pro-apoptotic agents enhanced their efficacy 

in inducing apoptosis in leukemic cells. This finding has been confirmed in several human leukemia 

cell lines of lymphoid or myeloid origin and extended to another death ligand, namely rTRAIL 

(recombinant TRAIL) able to bind the TRAIL (TNF-related apoptosis-inducing ligand) receptor 
61

. 
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These observations represented the initial rationale to explore the effects of quercetin in CLL. In 

fact, CLL, the most frequent form of leukemia in adults in the Western world with an incidence 

which oscillates annually between 3.5 and 6.15 cases per 100,000 habitants, is characterized by a 

patient survival for years or decades without any treatment because of the relatively slow 

progression rate of the disease. Unfortunately, other patients can experience a rapid and fatal 

disease despite therapy, depending on the clinical staging (Rai or Binet) which classify patients 

according to tumor burden and hematopoietic impairment 
62-64

. 

CLL is considered a highly heterogeneous and still an incurable disease; patients with active 

symptoms or with advanced Binet or Rai stages require therapy, but most treated patients become 

resistant to the first-line chemotherapeutic treatment (e.g. fludarabine, cyclophosphamide and 

rituximab) and show apoptotic resistance. We firstly demonstrated that in B-cells isolated from 

peripheral blood of CLL patients and resistant to apoptosis induced by anti-CD95 and rTRAIL, the 

addition of quercetin, in combination with anti-CD95 and rTRAIL, significantly enhanced apoptosis 

when compared to mono-treatments with quercetin or death ligand agonists single treatment 
65

. 

Subsequently, we demonstrated that quercetin could also strengthen the efficacy of fludarabine. In 

fact, B-CLL resistant to 3.5–14 M fludarabine (a range of values corresponding to the therapeutic 

plasma concentration of fludarabine) showed an increase in cell death by approximately two-fold in 

the combined treatment when compared with quercetin and by six-fold respect to fludarabine 
65

. 

Overall, these data demonstrated that the presence of quercetin, only when associated with first-line 

therapeutic drugs (e.g., fludarabine) or death receptor inducers, ameliorated sensitivity to apoptosis 

in B-CLL normally resistant to cell death. More recently, we reported that the association between 

ABT-737 and quercetin synergistically induces apoptosis in B-cells and in five leukemic cell lines 

66
. ABT-737 is a so-called BH3 mimetic agent, i.e., a small molecule which binds with high affinity 

(<1 nM) to Bcl-2, Bcl-XL and Bcl-w, members of the family of the Bcl-2 (B-cell lymphoma-2) anti-

apoptotic factors, whose over-expression is considered a hallmark of CLL 
67

. In B-cells resistant to 

ABT-737, quercetin synergistically induced cell death when associated with ABT-737 
66

. 
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Resistance of B-cells to ABT-737 is due to the demonstration that this drug antagonizes several 

members of Bcl-2 protein family, but shows low affinity for Mcl-1 (Myeloid cell leukaemia-1, 

discovered as a pro-survival member of the Bcl-2 family), whose increased expression in CLL 

determine resistance to apoptosis 
68

. We hypothesized that, in multiple ways, quercetin could 

contribute to remove the block caused by Mcl-1 over-expression, allowing ABT-737 to show its 

therapeutic efficacy. How does quercetin make this effect? In a recent work from our laboratory, we 

reported that, in U-937 cells (derived from a histiocytic lymphoma), quercetin down-regulates Mcl-

1 acting directly or indirectly on its mRNA stability and protein degradation, suggesting that the 

same mechanism may bypass resistance to apoptosis in leukaemic cells isolated from CLL patients 

and sensitize B cells to apoptosis induced by drugs and death receptor inducers 
69

 (Fig. 2). In 

addition, in both cell lines of leukemic origin and in B-CLL cells, we demonstrated that quercetin 

down-regulated Mcl-1 protein interfering with PI3K/Akt and MEK/MAPK pathways 
66

. As 

discussed above and schematically summarized in Fig. 2, quercetin can directly bind to and inhibit 

PI3K 
55

 and MEK 
58

 which are both positive regulators of Mcl-1 anti-apoptotic activity 
70, 71

. 

Perhaps, the pleiotropic and synergistic effects of quercetin in inhibiting Mcl-1 can be affected by 

two additional kinases: CK2 and GSK-3 both are direct target for quercetin inhibition with an IC50 

of 0.92 and 2 M, respectively 
32, 49, 72, 73

 (Table 1) and both can regulate Mcl-1 activity, although in 

opposite manners. CK2 is a potential activator of PI3K/Akt pathway since it phosphorylates and 

inactivates PTEN (phosphatase and tensin homolog), which, in turn, inactivates PI3K 
74

; therefore, 

inhibition of CK2 activity by quercetin may contribute to switch off PI3K/Akt pathway (Fig. 2). On 

the opposite, GSK-3 is a negative regulator of Mcl-1 since it phosphorylates Mcl-1 at S159 

triggering its degradation 
75, 76

. In this case, a putative inhibition of GSK-3 kinase activity by 

quercetin could result in an unwanted activation of PI3K/Akt pathway (Fig. 2). However, it is also 

known that phosphorylated and active Akt inactivates GSK-3 by phosphorylation on its N-terminal 

serine. Inactive (phosphorylated) GSK-3 cannot phosphorylate Mcl-1 and drive its degradation, thus 

stabilized Mcl-1 can promote antagonism of pro-apoptotic factors and prevent cell death 
77

. If this is 
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the case, the potential binding of quercetin to GSK-3 generates a futile cycle. This apparent 

contradiction is a good example on the caution required before attributing pleiotropic functions to 

broad kinase inhibitors, whose targets regulate antagonistic processes, such as cell survival and cell 

death. For CK2 and GSK-3, it must be determined their biochemical and functional weight in terms 

of Mcl-1 activation in CLL and, more importantly, it is mandatory to verify if the two kinases are in 

vivo inhibited by quercetin in B-cells. 

In summary, we accumulated evidence that the pleiotropic effects of quercetin in CLL can be the 

results of the following actions occurring at the same time and in the same cells: i. inactivation of 

PI3K-Akt/PKB pathway via direct inhibition of PI3K kinase; ii. inactivation of 

RAS/RAF/MEK/ERK via direct inhibition of MEK; iii. destabilization of Mcl-1 mRNA in U-937 

cells.; iv. induction of proteasome-dependent degradation of Mcl-1. The net result is the loss of 

function of anti-apoptotic Mcl-1 in CLL and the consequent sensitivity of B-cells to drugs which 

induce apoptosis. 

The possibility to prolong the period of latency of the disease in patients diagnosed with CLL and 

classified as Rai stage I/II (asymptomatic) with a chemopreventive intervention based on quercetin 

supplementation represents the rationale to design future clinical trials. In fact, the limited or absent 

cytotoxicity of quercetin mono-treatment on both leukemic cell lines and PMBC (peripheral blood 

mononucleated cell) used as “normal” counterpart of leukemic cells 
61, 66

 and the well-established 

tolerability of quercetin when administered orally to healthy subjects as supplement (reviewed in 

28
), suggests a potential chemopreventive use of the molecule. 

 

 

Conclusions 

 

We introduced the present review suggestion a correct use of the term pleiotropy when referred to 

the capacity of biologically active phytochemicals to hit multiple cellular targets leading to the 
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desired effect on cellular functions. This can be the case for quercetin in CLL. In fact, the molecule 

can switch the equilibrium between pro-apoptotic and anti-apoptotic factors towards the former in 

B-cells. A key issue in this scenario is to study the uptake of quercetin and/or its metabolites in B-

cells. Unfortunately, to our knowledge, no published data currently exist on this topic. We very 

recently reported that in HPB-ALL cells, derived from a T cell leukemia, quercetin applied at the 

dose of 50 M was clearly detectable after 1 hour at an approximate concentration of 200 nM. 

However, its intracellular concentration rapidly decreased after 3 h and became undetectable at 6 h 

78
. In addition, preliminary evidence from our laboratory suggest that quercetin is present as 

aglycone in B-CLL and inhibits PI3K-Akt/PKB pathway within few hours from treatment at 

concentrations in the micromolar range, enough to satisfy the Ki of its target substrates (paper in 

preparation).  

A part from the associations between quercetin and death ligands, or quercetin and 

fludarabine/ABT-737 described above, several examples are reported in the literature on the ability 

of the molecule to enhance the anticancer properties of chemotherapeutic drugs. This is the case of 

the co-treatment with cisplatin in ovarian cancer 
79, 80

, in nasopharyngeal carcinoma 
81

, in 

hepatocellular carcinoma 
82

 and in mesothelioma cells 
83

; with carboxyamidotriazole in breast 

carcinoma cells 
84

; with tiazofurin in ovarian carcinoma 
85

; with cytosine arabinoside in leukemic 

cells 
86

. These examples are referred to different types of cancer opening the possibility that 

quercetin may keep a broad capacity to lower the threshold of resistance to cytotoxic and apoptotic 

drugs in malignant cells other than leukemias acting on regioselective pathways and taking 

advantage of its pleiotropic functions. 

These observations make quercetin a potential agent in combination with first-line treatments and/or 

adjuvant chemotherapy in CLL and other malignancies. The main obstacle is how to ensure 

circulating doses of aglycone. Perhaps, pharmacological doses (2-4 g/day) administered orally 
11

, 

may saturate the metabolic pathways of conjugation (methylation, sulfatation and glucuronidation) 

which require the supply of cofactors such as UDP-glucuronic acid and are potentially bioavailable 
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and biologically active 
4, 33

. Alternatively, quercetin must be administered intravenously in patients 

subjected to chemotherapeutic treatment to avoid that the formation of conjugates in favor of the 

free aglycone. To this respect, in humans, the unique phase I clinical trial of quercetin so far 

completed recommended a dose of 1,400 mg/m
2
, which corresponds to about 2.5 g for a 70 kg 

individual, administered via intravenous infusion at 3-week or weekly intervals 
87

. However, if the 

use of pharmacological doses of quercetin with potential risks of toxicity can be tolerated in cancer 

patients, it becomes unacceptable in chemopreventive applications and in nutraceutical 

supplementation. In the latter case, we should count on the possibility that the mixture of quercetin 

metabolites obtained after intestinal absorption and metabolism are active and/or that, once in the 

cells, these compounds are de-conjugated to free aglycone. If future studies will confirm this 

possibility, it will be probably more clear the range of quercetin concentrations required to improve 

well-being and prevent degenerative diseases 
88

, versus those necessary for therapeutic use. Before 

this happens, caution is necessary in considering the enormous number of promising drug delivery 

systems, such as inclusion complexes, liposomes, nanoparticles or micelles aimed improve 

quercetin bioavailability 
89, 90

. Again, while improving quercetin aglycone bioavailability may 

represent a desirable goal in therapy, it can be useless or even dangerous in healthy subjects. In fact, 

the formation of quercetin–quinone (QQ) species have been described when the molecule is 

employed as an antioxidant 
91

. QQs, like other semiquinone radicals and quinones, are toxic 

because of their ability to arylate protein thiols. Protection against QQ may arise from GSH which, 

when present at the right concentration, quickly traps QQ 
19

. 

Therefore, scientists must be aware on the possibility that if quercetin (and other phytochemicals) 

exerts its biological activities in the wrong cell line or in an inappropriate space-to-time window of 

the cell physiology, the consequences observed can be opposite to those expected.  

 

Page 16 of 25Food & Function

Fo
od

&
Fu

nc
tio

n
A

cc
ep

te
d

M
an

us
cr

ip
t



 17 

Acknowledgments 

We thanks all members of the BJ-Lab who contributed to the data here reviewed. This work was 

supported by dedicated grants from the Italian Ministry of Economy and Finance to the National 

Research Council for the project ‘‘Innovazione e Sviluppo del Mezzogiorno - Conoscenze Integrate 

per Sostenibilità ed Innovazione del Made in Italy Agroalimentare (C.I.S.I.A.) - Legge n. 

191/2009’’ and from program FESR Campania Region 2007/2013, objectives 2.1, 2.2, project 

CAMPUS-QUARC. The present work has been written during the participation of GLR at the 

Fulbrigh Research Scholar Program 2013-14. 

Page 17 of 25 Food & Function

Fo
od

&
Fu

nc
tio

n
A

cc
ep

te
d

M
an

us
cr

ip
t



 18 

References 

 

1. D. Del Rio, A. Rodriguez-Mateos, J. P. Spencer, M. Tognolini, G. Borges and A. Crozier, 

Antioxidants & redox signaling, 2013, 18, 1818-1892. 

2. H. Boeing, A. Bechthold, A. Bub, S. Ellinger, D. Haller, A. Kroke, E. Leschik-Bonnet, M. J. 

Muller, H. Oberritter, M. Schulze, P. Stehle and B. Watzl, Eur J Nutr, 2012, 51, 637-663. 

3. R. H. Liu, Adv Nutr, 2013, 4, 384S-392S. 

4. M. Russo, C. Spagnuolo, I. Tedesco and G. L. Russo, Toxins (Basel), 2010, 2, 517-551. 

5. J. M. Landete, Crit Rev Food Sci Nutr, 2012, 52, 936-948. 

6. F. Ververidis, E. Trantas, C. Douglas, G. Vollmer, G. Kretzschmar and N. Panopoulos, 

Biotechnol J, 2007, 2, 1214-1234. 

7. J. B. Hairborne, The Flavonoids Advances in Research since 1986, Chapman & Hall, 

London, UK, 1993. 

8. J. Perez-Jimenez, V. Neveu, F. Vos and A. Scalbert, Journal of agricultural and food 

chemistry, 2010, 58, 4959-4969. 

9. J. A. Rothwell, M. Urpi-Sarda, M. Boto-Ordonez, C. Knox, R. Llorach, R. Eisner, J. Cruz, 

V. Neveu, D. Wishart, C. Manach, C. Andres-Lacueva and A. Scalbert, Database (Oxford), 

2012, 2012, bas031. 

10. G. S. Kelly, Altern Med Rev, 2011, 16, 172-194. 

11. D. W. Lamson and M. S. Brignall, Altern Med Rev, 2000, 5, 196-208. 

12. M. Russo, C. Spagnuolo, I. Tedesco, S. Bilotto and G. L. Russo, Biochem Pharmacol, 2012, 

83, 6-15. 

13. G. L. Russo, Biochem Pharmacol, 2007, 74, 533-544. 

14. M. B. Sporn and N. Suh, Nat Rev Cancer, 2002, 2, 537-543. 

15. W. Watjen, G. Michels, B. Steffan, P. Niering, Y. Chovolou, A. Kampkotter, Q. H. Tran-

Thi, P. Proksch and R. Kahl, The Journal of nutrition, 2005, 135, 525-531. 

16. V. Neveu, J. Perez-Jimenez, F. Vos, V. Crespy, L. du Chaffaut, L. Mennen, C. Knox, R. 

Eisner, J. Cruz, D. Wishart and A. Scalbert, Database (Oxford), 2010, 2010, bap024. 

17. J. Cao, Y. Zhang, W. Chen and X. Zhao, Br J Nutr, 2010, 103, 249-255. 

18. J. E. Brown, H. Khodr, R. C. Hider and C. A. Rice-Evans, The Biochemical journal, 1998, 

330 ( Pt 3), 1173-1178. 

19. A. W. Boots, G. R. Haenen and A. Bast, Eur J Pharmacol, 2008, 585, 325-337. 

20. J. Terao, K. Murota and Y. Kawai, Food Funct, 2011, 2, 11-17. 

21. A. J. Day, F. J. Canada, J. C. Diaz, P. A. Kroon, R. McLauchlan, C. B. Faulds, G. W. 

Plumb, M. R. Morgan and G. Williamson, FEBS letters, 2000, 468, 166-170. 

22. M. Harwood, B. Danielewska-Nikiel, J. F. Borzelleca, G. W. Flamm, G. M. Williams and T. 

C. Lines, Food Chem Toxicol, 2007, 45, 2179-2205. 

23. J. Lee and A. E. Mitchell, J Agric Food Chem, 2012, 60, 3874-3881. 

24. A. J. Vargas and R. Burd, Nutr Rev, 2010, 68, 418-428. 

25. A. J. Day, Y. Bao, M. R. Morgan and G. Williamson, Free radical biology & medicine, 

2000, 29, 1234-1243. 

26. H. van der Woude, M. G. Boersma, J. Vervoort and I. M. Rietjens, Chem Res Toxicol, 2004, 

17, 1520-1530. 

27. K. A. O'Leary, A. J. Day, P. W. Needs, F. A. Mellon, N. M. O'Brien and G. Williamson, 

Biochemical pharmacology, 2003, 65, 479-491. 

28. C. Manach, G. Williamson, C. Morand, A. Scalbert and C. Remesy, Am J Clin Nutr, 2005, 

81, 230S-242S. 

29. K. Murota and J. Terao, Arch Biochem Biophys, 2003, 417, 12-17. 

30. A. J. Day, M. S. DuPont, S. Ridley, M. Rhodes, M. J. Rhodes, M. R. Morgan and G. 

Williamson, FEBS letters, 1998, 436, 71-75. 

Page 18 of 25Food & Function

Fo
od

&
Fu

nc
tio

n
A

cc
ep

te
d

M
an

us
cr

ip
t



 19 

31. M. Russo, R. Palumbo, A. Mupo, M. Tosto, G. Iacomino, A. Scognamiglio, I. Tedesco, G. 

Galano and G. L. Russo, Oncogene, 2003, 22, 3330-3342. 

32. G. L. Russo, M. Russo, C. Spagnuolo, I. Tedesco, S. Bilotto, R. Iannitti and R. Palumbo, 

Cancer Treat Res, 2014, 159, 185-205. 

33. A. Scalbert and G. Williamson, J Nutr, 2000, 130, 2073S-2085S. 

34. J. P. Spencer, G. G. Kuhnle, R. J. Williams and C. Rice-Evans, Biochem J, 2003, 372, 173-

181. 

35. K. Shimoi, N. Saka, R. Nozawa, M. Sato, I. Amano, T. Nakayama and N. Kinae, Drug 

Metab Dispos, 2001, 29, 1521-1524. 

36. G. C. Justino, M. R. Santos, S. Canario, C. Borges, M. H. Florencio and L. Mira, Archives of 

biochemistry and biophysics, 2004, 432, 109-121. 

37. A. Yokoyama, H. Sakakibara, A. Crozier, Y. Kawai, A. Matsui, J. Terao, S. Kumazawa and 

K. Shimoi, Free radical research, 2009, 43, 913-921. 

38. M. Shirai, R. Yamanishi, J. H. Moon, K. Murota and J. Terao, Biosci Biotechnol Biochem, 

2002, 66, 1015-1021. 

39. W. M. Loke, J. M. Proudfoot, A. J. McKinley, P. W. Needs, P. A. Kroon, J. M. Hodgson 

and K. D. Croft, Journal of agricultural and food chemistry, 2008, 56, 3609-3615. 

40. C. Boesch-Saadatmandi, A. Loboda, A. E. Wagner, A. Stachurska, A. Jozkowicz, J. Dulak, 

F. Doring, S. Wolffram and G. Rimbach, J Nutr Biochem, 2011, 22, 293-299. 

41. F. Lodi, M. S. Winterbone, S. Tribolo, P. W. Needs, D. A. Hughes and P. A. Kroon, Planta 

Med, 2012, 78, 1571-1573. 

42. S. Al-Shalmani, S. Suri, D. A. Hughes, P. A. Kroon, P. W. Needs, M. A. Taylor, S. Tribolo 

and V. G. Wilson, British journal of pharmacology, 2011, 162, 1485-1497. 

43. F. Lodi, R. Jimenez, L. Moreno, P. A. Kroon, P. W. Needs, D. A. Hughes, C. Santos-

Buelga, A. Gonzalez-Paramas, A. Cogolludo, R. Lopez-Sepulveda, J. Duarte and F. Perez-

Vizcaino, Atherosclerosis, 2009, 204, 34-39. 

44. S. L. Yeh, C. L. Yeh, S. T. Chan and C. H. Chuang, Planta Med, 2011, 77, 992-998. 

45. L. Delgado, I. Fernandes, S. Gonzalez-Manzano, V. de Freitas, N. Mateus and C. Santos-

Buelga, Food & function, 2014, 5, 797-803. 

46. C. Spagnuolo, M. Russo, S. Bilotto, I. Tedesco, B. Laratta and G. L. Russo, Ann N Y Acad 

Sci, 2012, 1259, 95-103. 

47. F. Dajas, J Ethnopharmacol, 2012, 143, 383-396. 

48. K. Ishizawa, M. Yoshizumi, Y. Kawai, J. Terao, Y. Kihira, Y. Ikeda, S. Tomita, K. 

Minakuchi, K. Tsuchiya and T. Tamaki, J Pharmacol Sci, 2011, 115, 466-470. 

49. D. X. Hou and T. Kumamoto, Antioxid Redox Signal, 2010, 13, 691-719. 

50. B. D. Cunningham, M. D. Threadgill, P. W. Groundwater, I. L. Dale and J. A. Hickman, 

Anticancer Drug Des, 1992, 7, 365-384. 

51. H. Glossmann, P. Presek and E. Eigenbrodt, Naunyn Schmiedebergs Arch Pharmacol, 1981, 

317, 100-102. 

52. C. Cochet, J. J. Feige, F. Pirollet, M. Keramidas and E. M. Chambaz, Biochem Pharmacol, 

1982, 31, 1357-1361. 

53. R. Boly, T. Gras, T. Lamkami, P. Guissou, D. Serteyn, R. Kiss and J. Dubois, Int J Oncol, 

2011, 38, 833-842. 

54. S. P. Davies, H. Reddy, M. Caivano and P. Cohen, Biochem J, 2000, 351, 95-105. 

55. E. H. Walker, M. E. Pacold, O. Perisic, L. Stephens, P. T. Hawkins, M. P. Wymann and R. 

L. Williams, Mol Cell, 2000, 6, 909-919. 

56. N. Gulati, B. Laudet, V. M. Zohrabian, R. Murali and M. Jhanwar-Uniyal, Anticancer Res, 

2006, 26, 1177-1181. 

57. M. K. Hwang, N. R. Song, N. J. Kang, K. W. Lee and H. J. Lee, Int J Biochem Cell Biol, 

2009, 41, 1592-1600. 

Page 19 of 25 Food & Function

Fo
od

&
Fu

nc
tio

n
A

cc
ep

te
d

M
an

us
cr

ip
t



 20 

58. K. W. Lee, N. J. Kang, Y. S. Heo, E. A. Rogozin, A. Pugliese, M. K. Hwang, G. T. Bowden, 

A. M. Bode, H. J. Lee and Z. Dong, Cancer Res, 2008, 68, 946-955. 

59. M. Russo, R. Palumbo, I. Tedesco, G. Mazzarella, P. Russo, G. Iacomino and G. L. Russo, 

FEBS Lett, 1999, 462, 322-328. 

60. L. M. Larocca, L. Teofili, S. Sica, M. Piantelli, N. Maggiano, G. Leone and F. O. Ranelletti, 

Blood, 1995, 85, 3654-3661. 

61. M. Russo, P. Nigro, R. Rosiello, R. D'Arienzo and G. L. Russo, Leukemia, 2007, 21, 1130-

1133. 

62. G. Dighiero and T. J. Hamblin, Lancet, 2008, 371, 1017-1029. 

63. K. Abou-Nassar and J. R. Brown, Clin Adv Hematol Oncol, 2010, 8, 886-895. 

64. M. Hallek, Am J Hematol, 2013, 88, 803-816. 

65. M. Russo, C. Spagnuolo, S. Volpe, A. Mupo, I. Tedesco and G. L. Russo, Br J Cancer, 

2010, 103, 642-648. 

66. M. Russo, C. Spagnuolo, S. Volpe, I. Tedesco, S. Bilotto and G. L. Russo, Biochem 

Pharmacol, 2013, 85, 927-936. 

67. A. G. Buggins and C. J. Pepper, Leuk Res, 2010, 34, 837-842. 

68. J. M. Tromp, C. R. Geest, E. C. Breij, J. A. Elias, J. van Laar, D. M. Luijks, A. P. Kater, T. 

Beaumont, M. H. van Oers and E. Eldering, Clinical cancer research : an official journal of 

the American Association for Cancer Research, 2012, 18, 487-498. 

69. C. Spagnuolo, C. Cerella, M. Russo, S. Chateauvieux, M. Diederich and G. L. Russo, 

British journal of cancer, 2011, 105, 221-230. 

70. P. G. Longo, L. Laurenti, S. Gobessi, S. Sica, G. Leone and D. G. Efremov, Blood, 2008, 

111, 846-855. 

71. A. Petlickovski, L. Laurenti, X. Li, S. Marietti, P. Chiusolo, S. Sica, G. Leone and D. G. 

Efremov, Blood, 2005, 105, 4820-4827. 

72. S. Sarno, E. de Moliner, M. Ruzzene, M. A. Pagano, R. Battistutta, J. Bain, D. Fabbro, J. 

Schoepfer, M. Elliott, P. Furet, F. Meggio, G. Zanotti and L. A. Pinna, Biochem J, 2003, 

374, 639-646. 

73. J. L. Johnson, S. G. Rupasinghe, F. Stefani, M. A. Schuler and E. Gonzalez de Mejia, J Med 

Food, 2011, 14, 325-333. 

74. J. T. Barata, Adv Enzyme Regul, 2011, 51, 37-49. 

75. Q. Ding, X. He, J. M. Hsu, W. Xia, C. T. Chen, L. Y. Li, D. F. Lee, J. C. Liu, Q. Zhong, X. 

Wang and M. C. Hung, Mol Cell Biol, 2007, 27, 4006-4017. 

76. U. Maurer, C. Charvet, A. S. Wagman, E. Dejardin and D. R. Green, Molecular cell, 2006, 

21, 749-760. 

77. J. T. Opferman, Cell death and differentiation, 2006, 13, 1260-1262. 

78. M. Russo, C. Spagnuolo, S. Bilotto, I. Tedesco, G. Maiani and G. L. Russo, Food Res. Int., 

2014, in press. 

79. G. Scambia, F. O. Ranelletti, P. Benedetti Panici, M. Piantelli, G. Bonanno, R. De 

Vincenzo, G. Ferrandina, N. Maggiano, A. Capelli and S. Mancuso, Gynecol Oncol, 1992, 

45, 13-19. 

80. G. Scambia, F. O. Ranelletti, P. Benedetti Panici, G. Bonanno, R. De Vincenzo, M. Piantelli 

and S. Mancuso, Anticancer Drugs, 1990, 1, 45-48. 

81. M. Daker, M. Ahmad and A. S. Khoo, Cancer Cell Int, 2012, 12, 34. 

82. J. L. Zhao, J. Zhao and H. J. Jiao, Appl Biochem Biotechnol, 2013. 

83. A. Demiroglu-Zergeroglu, B. Basara-Cigerim, E. Kilic and G. Yanikkaya-Demirel, J 

Biomed Biotechnol, 2010, 2010, 851589. 

84. Y. A. Yeh, M. Herenyiova and G. Weber, Life sciences, 1995, 57, 1285-1292. 

85. F. Shen, M. Herenyiova and G. Weber, Life sciences, 1999, 64, 1869-1876. 

86. L. Teofili, L. Pierelli, M. S. Iovino, G. Leone, G. Scambia, R. De Vincenzo, P. Benedetti-

Panici, G. Menichella, E. Macri, M. Piantelli and et al., Leuk Res, 1992, 16, 497-503. 

Page 20 of 25Food & Function

Fo
od

&
Fu

nc
tio

n
A

cc
ep

te
d

M
an

us
cr

ip
t



 21 

87. D. R. Ferry, A. Smith, J. Malkhandi, D. W. Fyfe, P. G. deTakats, D. Anderson, J. Baker and 

D. J. Kerr, Clin Cancer Res, 1996, 2, 659-668. 

88. J. M. Davis, E. A. Murphy and M. D. Carmichael, Curr Sports Med Rep, 2009, 8, 206-213. 

89. X. Cai, Z. Fang, J. Dou, A. Yu and G. Zhai, Current medicinal chemistry, 2013, 20, 2572-

2582. 

90. L. Biasutto and M. Zoratti, Curr Drug Metab, 2013. 

91. A. W. Boots, J. M. Balk, A. Bast and G. R. Haenen, Biochem Biophys Res Commun, 2005, 

338, 923-929. 

 

 

Page 21 of 25 Food & Function

Fo
od

&
Fu

nc
tio

n
A

cc
ep

te
d

M
an

us
cr

ip
t



 22 

Figure Legends 

 

Fig. 1. Structure of quercetin aglycone and its most representative glycosides and metabolites in 

humans. Dietary quercetin glycosides are absorbed in the digestive tract, metabolized in the 

intestinal epithelial cells and in the liver cells by phase II enzymes and transferred to the blood 

circulation where almost exclusively quercetin conjugates are present (see text for details). 

Structures of quercetin glucosides and metabolites have been retrieved from Phenol-Explorer web 

site. 

 

Fig. 2. The scheme summarizes the capacity of quercetin (Q) to synergize with several apoptotic 

inducers, namely anti-CD95, rTRAIL (structures not reported in figure), fludarabine (F) and ABT-

737 (ABT) and enhance apoptosis in B-CLL cells. Data on cell lines and B-cells isolated from CLL 

patients suggest that key kinases, such as PI3K and MEK-1, can be inhibited by quercetin leading to 

inactivation of the anti-apoptotic factor Mcl-1. For CK2 and GSK-3 the potential role of quercetin 

inhibition has not been clarified yet (see text for further descriptions). Structures of Q, F and ABT 

have been retrieved from PubChem Compound
1
. 

                                                 
1
 http://www.ncbi.nlm.nih.gov/pccompound/ 
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Table 1 

Selected kinases involved in Mcl-1 regulation targeted by quercetin 

Targets Binding site Concentration Reference 

MEK-1 Activation loop 1 - 2 M 
49, 58

 

PI3Kγ ATP-binding site 3.8 M 
55

 

CK2 
ATP-binding site 

Competitive inhibitor 

IC50 = 0.92M 

Ki = 1.18 M 
72

 

GSK-3 ATP-binding site IC50 = 2M 
73
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