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Background Information
Cysteine cathepsins have been widely implicated as playing a causal 

role in cancer by facilitating tumor progression. There are almost a 
dozen cysteine cathepsins which are primarily lysosomal proteases that 
catalyze the hydrolysis of proteins, originally being studied for their 
role in protein turnover [1]. One such cysteine protease, cathepsin B, 
has been widely studied for decades due to its uniqueness among the 
cysteine cathepsin family. Cysteine cathepsins generally have either 
endopeptidase or exopeptidase activity. Cathepsin B is one of two 
cysteine cathepsins having both protease activities, specifically due to a 
structure distinctive to only cathepsin B termed the occluding loop [2]. 
The occluding loop of cathepsin B confers substrate accommodation 
changes to the active site, determining larger substrate endopeptidase 
activity or smaller substrate exopeptidase activity. Movement of the 
occluding loop and subsequently changes to cathepsin B protease 
activity is actuated by alterations in pH.  

Cathepsin B is ubiquitous, having a wide variety of substrates it 
binds and indeed has been implicated in many cellular processes and 
found on cell surface membranes and in the extracellular matrix. 
Cathepsin B is involved with the activation of β-galactosidase, renin, 
and trypsin [3]. It is involved with TNF-α induced apoptosis and the 
processing of proteins for MHC II antigen presentation. In addition, 
cathepsin B has also been shown to be critical in the maturity of 
the postnatal central nervous system [4]. Due to its role in many 
processes, regulation of cathepsin B is tightly controlled including 
compartmentalization, optimal pH activation, zymogen activation, 
and regulatory endogenous inhibitors [5]. 

Cathepsin B and Cancer
Cathepsin B is probably the most well studied of the cathepsin 

family for its role in tumor progression, being highly expressed in 
a variety of malignant tumors [6]. In order for a tumor to become 
malignant, cells must invade beyond the tissue it originated and enter 
circulation [7]. The formation of a microenvironment that favors 

tumor growth is the first step in cancer invasion. Cathepsin B functions 
optimally in a low pH environment such as that found in lysosomes and 
the microenvironment formed during cancer progression, making the 
microenvironment an ideal digestive environment for cathepsin B [8]. 
Understanding the mechanisms of and altering this microenvironment 
is an important aspect of cancer research [7].

Tumor progression can be defined in several steps with respect to 
cysteine cathepsins (Figure 1). The first step requires that surrounding 
tissue be cleared to create a pathway for growth by modification and 
degradation of the extracellular matrix and basement membrane by 
cysteine cathepsins. Cathepsin B is one of the cathepsins that has been 
directly linked to extracellular matrix degradation [1]. The second 
is a proteolytic cascade where cysteine cathepsins activate matrix 
metalloproteinases and urokinase plasminogen activator (uPA), 
resulting in further tissue invasion [4]. Cathepsin B has a direct role in 
activating uPA, plasminogen, plasmin, and enhances activity of matrix 
metalloproteinases by degrading their inhibitors [9]. The last is cleavage 
of E-cadherin at adherin junctions, detaching cells to enter circulation 
and migrate [4]. Cathepsin B also has a role in mediating the cleavage 
of E-cadherin via activation of TGF- β1 mediating fibroblasts release 
of MMP-3 [10-14]. Cathepsin B has a clear role in the primary steps 
of tumor invasion and if the cancer cells enter circulation and then 
survive at a secondary location, metastasis has occurred [4]. In addition, 
cathepsin B has also been shown to have a significant role in activating 
signaling pathways involved with angiogenesis, the formation of new 
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Abstract
Cathepsin B is a ubiquitous and tightly controlled cysteine protease having been implicated in a wide variety 

of cellular processes such as protein conversion, activation, and signaling. Cathepsin B has also been found to 
have many roles in several stages of tumor progression up to and beyond metastasis. As a result, current research 
has focused on either identifying potential cathepsin B inhibitors that can directly be used for treatment or as a 
model for drug development. Development of cathepsin B inhibitors is still in progress with none currently reaching 
clinical trials. Some drugs such as VBY-825 and the quinolone antibiotic nitroxoline have shown promise in direct 
application, while others such as chalcones, curcumin, and IGFBP-4 can be used as models for developing future 
cathepsin B inhibitors for clinical use. Drugs already successful in clinical trials to treat other conditions unrelated 
to cathepsin B, such as osteoporosis with odanacatib, have similar analogues that have been shown to inhibit 
cathepsin B and not only could be used as a model for new cathepsin B inhibitor development, but also result 
in reaching the market sooner due to a known high safety profile. Further studies beyond developing cathepsin 
B inhibitors should focus on a combinatory treatment of cathepsin B inhibitor with chemotherapy, radiation, and/
or inhibition of other proteins involved with tumor progression. This combinatory approach has been shown to be 
highly effective in tumor cell sensitization and death.
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blood vessels from existing ones, further mediating tumor progression 
and the ability of cancer cells to enter circulation [15].

Many studies have shown a clear link between cathepsin B 
expression and tumor invasion. Manipulation by increasing expression 
levels of cathepsin B in murine melanoma tumor cells increased the 
invasiveness of the tumor, while inhibition significantly reduced 
invasion, indicating that invasiveness is directly related to expression 
of cathepsin B [16]. Cathepsin B expression has been shown to be an 
accurate biomarker of more advanced endometrial cancer, pancreatic 
ductal adenocarcinoma in mice, glioblastoma cell lines, breast cancer, 
and can be used to predict aggressiveness of the tumors [17-20]. Studies 
are now beginning to show the pathways by which overexpression of 
cathepsin B occurs in tumor cells such as secretion of sphingosine-
1-phosphate (S1P) in prostate cancer resulting in transcriptional 
upregulation of cathepsin B by activation and nuclear expression 
of Ets1 [21]. Another molecular mechanism has been determined 
in melanoma tumor cells showing that SPARC promotes cathepsin 
B expression and ultimately invasiveness of the tumor [22]. The 
promoter region of the cathepsin B gene is also altered in cancer cells 
with increased SP1 transcription factor binding sites [19]. Additionally, 
in breast cancer cells cathepsin B upregulation has been linked to 
ErbB2 induced myeloid zinc finger-1 transcription factor binding to 

the cathepsin B gene [23]. Cathepsin B overexpression in cancer cells 
also relies on control of the endogenous inhibitors, cystatins [24]. 
Endogenous cystatin inhibitors such as cystatin C, cystatin M, and 
stefin A have all been shown to have reduced expression in tumors in 
addition to a lower capacity to inhibit cysteine cathepsins. Degradation 
of the extracellular matrix could be favored by this new imbalanced 
ratio of cysteine cathepsins to endogenous cystatins.

Cathepsin B Inhibitors
Due to its causal role in tumor progression and invasion, efforts 

have been made to develop cathepsin B inhibitors. There has been 
progress in the past several years by using different strategies in 
developing inhibitors of cathepsin B that target the occluding loop, but 
none have made it to clinical trials [25]. Considering the important 
role cathepsin B has for protein turnover, potential toxicity must be 
taken into account when developing an inhibitor [26]. Inhibitors for 
cathepsin B that cannot enter the cell could have great therapeutic 
value, targeting secreted and cell surface cathepsin B that are part of 
the tumor microenvironment, but sparing intracellular cathepsins to 
limit toxicity. This could limit treatment as some studies have shown 
inhibition of only intracellular cathepsin B has a significant effect 
on tumor progression [16]. In addition, when targeting a protease 

Figure 1: Tumor progression and cathepsin B. (A) Cathepsin B directly degrades ECM constituents such type IV collagen, fibronectin, and laminin [1]. (B) Cathepsin 
B converts both pro-MMP and pro-uPA to MMP and uPA which results in a proteolytic cascade of further ECM degradation [4]. (C) Cathepsin B converts pre-TGF-β1 
to TGF- β1 [11,12] which activates fibroblasts [13]. Fibroblasts release MMP3 which degrades E-cadherin facilitating tumor cell invasion [13,14].
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including cathepsin B, and its efficacy was shown in significantly 
decreasing pancreatic islet cancer tumor cells [39]. Virobay has filed 
several patents exploring many potential formulas for inhibition 
of cathepsin B, with the most recent filed March 25th, 2014 for the 
treatment of bone cancer [40].

While there have not been clinical drug trials specifically for 
cathepsin B inhibitors, efforts have been made to test drugs that 
target other cathepsins or cathepsin like proteases [9]. These drugs 
have already entered preclinical or clinical drug trials and could help 
speed up treatment options for deadly cancers such as metastatic 
neuroblastoma where radiation treatment is not always as viable 
for children. One drug named K11777, developed to treat Chagas 
disease, has already shown promise at inhibiting cathepsin B and 
causing cell death in neuroblastoma cells [41]. This same study also 
showed dipeptidyl nitrile cathepsin K inhibitors can inhibit cathepsin 
B, producing the same effects on neuroblastoma cells. Odanacatib, 
a dipeptidyl nitrile cathepsin K inhibitor, was developed to treat 
osteoporosis and has already completed a phase III clinical trial [42]. 
Considering the success and low toxicity profiles of these drugs during 
clinical trials, there is potential for using them as a model to quickly 
move forward with developing and testing cathepsin B inhibitors for 
therapeutic cancer treatment.

Although cathepsin B has an integral role in cancer progression, 
care must also be taken when considering using cathepsin B inhibitors 
for cancer therapy. Much in the same way chemotherapy drugs have 
adverse effects on normal cells in the body, cathepsin B inhibitors 
could potentially come with side effects. For instance, TNF-α mediated 
apoptosis is dependent on cathepsin B in hepatocytes, neuronal cells, 
and certain immune cells. Apoptosis is one of many integral processes 
involved with maintaining homeostasis in the body and dysregulation 
can result in pathological conditions [43]. Cathepsin B is also 
involved in the degradation of MMP-2 which is a protease involved 
in extracellular matrix remodeling [44]. Inhibition of cathepsin B has 
been shown to deregulate MMP-2 resulting in increased levels which 
could potentially lead to unchecked tissue damage and inflammation 
in organ systems.

Combinatory Approach to Cancer Treatment
One of the most progressive techniques in developing therapeutic 

cancer treatments involving cathepsin B is a combinatory approach of 
various treatments including a cathepsin B inhibitor paired with one or 
more of the following: chemotherapy drug, radiotherapy, or inhibiting 
other molecules in proteolytic pathways involving cathepsin B. Studies 
have shown that combining both a cathepsin B inhibitor with other 
modes of treatment have the greatest therapeutic result [9]. One study 
showed that knockdown of both urokinase plasminogen activator 
receptor (uPAR) and cathepsin B inhibited tumor migration and 
angiogenesis by decreasing expression of VEGF in glioma cells. Further, 
inhibiting both uPAR and cathepsin B also sensitized glioma cancer 
cells to radiation, ultimately inducing apoptosis. Obstacles to cancer 
treatment include chemotherapy drug resistance acquired during 
treatment and also partial resistance of the tumor by protection against 
apoptosis in early development [45]. Two anticancer drugs, gemcitabin 
(Gem) and 5-fluorouracil (5-FU), are often resisted by tumor cells 
during treatment [46]. One study has shown a further increase in 
cathepsin B secretion when administering these drugs, potentially 
counteracting the anti-tumor effects of these drugs indirectly. This 
adds further support to combining cathepsin B inhibitors with 
traditional cancer treatments and proposes that cathepsin B may be 
involved in a chemoprotective effect on the tumor. Another study 

for inhibition, the drug should bind reversibly and selectively while 
having a high bioavailability [27]. Unfortunately, many of the peptidyl 
based inhibitors have reactivity toward other proteins and/or low 
bioavailability. Since synthetic cystatin based inhibitors have low 
bioavailability, being quickly degraded and excreted, focus has turned 
to designing other synthetic cathepsin B inhibitors. Some attention 
has been given to peptidomimetics to inhibit cysteine cathepsins [28]. 
One such class, called azapeptides, replace one α-CH with N. Many 
azapeptides have been developed that are specific for cathepsin B, some 
of which have extremely high affinity and selectivity. 

Antibiotics have been shown to be effective in inhibiting cathepsin 
B. Nitroxoline, a quinolone antibiotic, is one such that non-covalently 
and reversibly inhibits cathepsin B, again by interacting with the 
occluding loop, while also having a Ki value similar to other inhibitors 
[29]. Nitroxoline has low toxicity and was shown to impair tumor 
progression by decreased extracellular matrix degradation. Derivatives 
of nitroxoline have also been developed that are even more potent 
and highly selective at inhibiting cathepsin B, while still maintaining 
therapeutic results of significantly reducing extracellular matrix 
degradation and tumor progression [30]. Nicotinamide which is an 
antimicrobial, compound of the vitamin B3 group, and precursor to 
the synthesis of NAD+, has recently been shown to be an inhibitor of 
a cathepsin B like compound in Trypanosoma brucei, the organism 
that causes African trypanosomiasi [31]. Inhibition of the cathepsin 
B like compound has been shown to be the causal agent in cell death 
of these organisms. Since nicotinamide does not produce cell death 
in mammalian cells, but does show protease inhibitory activity, its 
effect was tested on pancreatic cancer cells resulting in increased 
chemosensitivity and decreased tumor invasiveness [32].

Chalcones, natural aromatic ketones, have shown to be antibacterial, 
antifungal, antitumor, and anti-inflammatory compounds in addition 
to having a safe profile. Recent attention has been turned to them as 
a pool of potential new drugs based on derivatives. Interestingly, 
panduratin A and nicolaioidesin, natural chalcones, are inhibitors 
of cathepsin B as shown in human cell lines and are cytotoxic to 
prostate cancer cells [33]. Efforts have been made to synthesize 
dihydroxychalcone analogues which has resulted in novel inhibitors of 
cathepsin B which could be a promising direction for synthesis of new 
drugs [34,35].

Curcumin, found in the root turmeric, has long been known to 
produce anti-inflammatory and anti-tumor effects and the root has 
been used in ancient Chinese and Indian medicine [36]. Many studies 
have shown curcumin to inhibit cancer cell types such as colon, 
ovarian, lymphomas and breast. Surprisingly, curcumin inhibits 
cathepsin B, potentially being one mechanism responsible for the 
effects and therapeutic benefits as shown in these previous studies. 
Some researchers have tried alternative methods of reducing cathepsin 
B such as targeting the lysosome itself in tumors to initiate cell death 
and reduce the expression of cathepsin B [37]. Others are focused on 
finding additional endogenous compounds that can inhibit cathepsins. 
For instance, insulin like growth factor-binding protein 4 (IGFBP-4) 
has been shown to have anti-angiogenic and anti-tumor effects [38]. 
One fragment present (CIPB-4), blocks cathepsin B activity and could 
be responsible for the reduced tumor growth seen. This could provide 
yet another therapeutic potential in the development of new drugs that 
replicate the CIPB-4 domains that interact with cathepsin B.

Virobay, founded as a protease inhibitor drug discovery company, 
has made much progress in developing cathepsin B inhibitors. One 
such, VBY-825, is a potent and reversible inhibitor of many cathepsins, 
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highlighting the effectiveness of combined therapy studied the effects 
of paclitaxel (Taxol), a chemotherapy drug, and JPM, a research grade 
cathepsin B inhibitor, on mammary tumor cells in culture [47]. Taxol 
treatment alone resulted in higher levels of cathepsin B detected in 
the microenvironment compared to non-treated cells. Following 
the combined treatment with Taxol and JPM, there was significant 
inhibition of tumor growth compared to treatment with only Taxol 
indicating cathepsin B is either directly or indirectly attenuating the 
effectiveness of Taxol as a chemotherapeutic agent on tumor cells. 
Combining cathepsin B inhibitors with other successful methods of 
cancer treatment as discussed could augment the therapeutic effect and 
provide efficacy at safer doses with less toxic side effects (Table 1). 

Conclusion
While much progress has been made in understanding and treating 

cancer, the urgency for innovative new research is still great. Cancer is 
estimated to kill 1,600 people per day in the United States, being the 
second most common cause of death [48]. Original and more efficient 
methods of treatment are needed to not only improve patient outcome, 
but also reduce the long term treatment costs. Drug development is 
at the core of this and it begins with identifying a causal target and 
developing a way to minimize the causal effect of that target. Cathepsin 
B is a unique target due to how many tumor migration processes it 
is involved with. Inhibition of cathepsin B has repeatedly resulted in 
adverse effects to tumor cells and even greater results when combined 
with another mode of treatment. While little progress has been made 
in developing cathepsin B inhibitors for clinical use, there are many 
known models for inhibiting cathepsin B in vitro. Future directions 
should focus on the development and preclinical testing of novel 
cathepsin B inhibitors.

Acknowledgement

Department of Internal Medicine at University of Illinois College of Medicine 
at Peoria and the Carrie M. Craig Fellowship. The purpose of the Carrie M. Craig 
Medical Student Summer Research Fellowship Program is to enable medical 
students who are interested in research to conduct projects under the guidance 
of faculty on the Peoria campus of the University of Illinois College of Medicine 
(COM).

References

1.	 Jedeszko C, Sloane BF (2004) Cysteine cathepsins in human cancer. Biol 
Chem 385: 1017-1027.

2.	 Illy C, Quraishi O, Wang J, Purisima E, Vernet T, et al. (1997) Role of the 
occluding loop in cathepsin B activity. J Biol Chem 272: 1197-1202.

3.	 Berdowska I (2004) Cysteine proteases as disease markers. Clin Chim Acta 
342: 41-69.

Table 1: Cathepsin B Inhibitor Summary.

Cathepsin B Inhibitors Attributes Status References
Cystatins Endogenous inhibitor, derivatives have low bioavailability Derivatives, but no clinical trials [27]

Azapeptides Peptidyl derivatives based on cystatins, low molecular mass, high 
bioavailability Derivatives, but no clinical trials [28]

Nitroxoline Quinolone antibiotic, reversible inhibitor Market, no clinical trials for cancer treatment [29]
Nicotinamide Antimicrobial, Cathepsin B like inhibitor Market, no clinical trials for cancer treatment [32]

Panduration A and Nicolaioidesin Natural aromatic ketones (chalcones) No derivatives or clinical trials [33]
Curcumin Natural (turmeric root) No derivatives or clinical trials [36]

CIPB-4 Inhibiting domain found on insulin like growth factor-binding 
protein 4 (IGFBP-4) No derivatives or clinical trials [38]

VBY-825 Potent and reversible Preclinical studies [39]
K11777 Irreversible inhibitor of cysteine proteases Late preclinical studies [41]

Dipeptidyl nitriles (Odanacatib) Developed to reversibly inhibit cathepsin K Phase III clinical trial of Odanacatib completed, 
good safety profile [42]

http://www.ncbi.nlm.nih.gov/pubmed/17245112
http://www.ncbi.nlm.nih.gov/pubmed/17245112
http://www.ncbi.nlm.nih.gov/pubmed/22024571
http://www.ncbi.nlm.nih.gov/pubmed/22024571
http://www.ncbi.nlm.nih.gov/pubmed/22024571
http://www.ncbi.nlm.nih.gov/pubmed/2097084
http://www.ncbi.nlm.nih.gov/pubmed/2097084
http://www.ncbi.nlm.nih.gov/pubmed/12663862
http://www.ncbi.nlm.nih.gov/pubmed/12663862
http://www.ncbi.nlm.nih.gov/pubmed/1740187
http://www.ncbi.nlm.nih.gov/pubmed/1740187
http://www.ncbi.nlm.nih.gov/pubmed/23293836
http://www.ncbi.nlm.nih.gov/pubmed/23293836
http://www.ncbi.nlm.nih.gov/pubmed/20563251
http://www.ncbi.nlm.nih.gov/pubmed/20563251
http://www.ncbi.nlm.nih.gov/pubmed/20563251
http://www.ncbi.nlm.nih.gov/pubmed/23063511
http://www.ncbi.nlm.nih.gov/pubmed/23063511
http://www.ncbi.nlm.nih.gov/pubmed/23063511
http://www.ncbi.nlm.nih.gov/pubmed/24790080
http://www.ncbi.nlm.nih.gov/pubmed/24790080
http://www.ncbi.nlm.nih.gov/pubmed/24790080
http://www.ncbi.nlm.nih.gov/pubmed/16572188
http://www.ncbi.nlm.nih.gov/pubmed/24845259
http://www.ncbi.nlm.nih.gov/pubmed/24845259
http://www.ncbi.nlm.nih.gov/pubmed/24845259
http://www.ncbi.nlm.nih.gov/pubmed/16389945
http://www.ncbi.nlm.nih.gov/pubmed/16389945
http://www.ncbi.nlm.nih.gov/pubmed/11309313
http://www.ncbi.nlm.nih.gov/pubmed/11309313
http://www.ncbi.nlm.nih.gov/pubmed/19110306
http://www.ncbi.nlm.nih.gov/pubmed/19110306
http://www.ncbi.nlm.nih.gov/pubmed/19110306
http://www.ncbi.nlm.nih.gov/pubmed/22157328
http://www.ncbi.nlm.nih.gov/pubmed/22157328
http://www.ncbi.nlm.nih.gov/pubmed/22157328
http://www.ncbi.nlm.nih.gov/pubmed/11494030
http://www.ncbi.nlm.nih.gov/pubmed/11494030
http://www.ncbi.nlm.nih.gov/pubmed/11494030
http://www.ncbi.nlm.nih.gov/pubmed/22266111
http://www.ncbi.nlm.nih.gov/pubmed/22266111
http://www.ncbi.nlm.nih.gov/pubmed/22266111
http://www.ncbi.nlm.nih.gov/pubmed/21850018
http://www.ncbi.nlm.nih.gov/pubmed/15576321
http://www.ncbi.nlm.nih.gov/pubmed/15576321
http://www.ncbi.nlm.nih.gov/pubmed/8995421
http://www.ncbi.nlm.nih.gov/pubmed/8995421
http://www.ncbi.nlm.nih.gov/pubmed/15026265
http://www.ncbi.nlm.nih.gov/pubmed/15026265


Citation: Lampe CM, Gondi CS (2014) Cathepsin B Inhibitors for Targeted Cancer Therapy. J Cancer Sci Ther 6: 417-421. doi:10.4172/1948-
5956.1000302

Volume 6(10) 417-421 (2014) - 421 
J Cancer Sci Ther 
ISSN:1948-5956 JCST, an open access journal

Gastrointestinal Cancer

SPARC promotes cathepsin B-mediated melanoma invasiveness through a 
collagen I/Î±2Î²1 integrin axis. J Invest Dermatol 131: 2438-2447.

23.	Rafn B, Nielsen CF, Andersen SH, Szyniarowski P, Corcelle-Termeau E, et
al. (2012) ErbB2-driven breast cancer cell invasion depends on a complex
signaling network activating myeloid zinc finger-1-dependent cathepsin B 
expression. Mol Cell 45: 764-776.

24.	Mohamed MM, Sloane BF (2006) Cysteine cathepsins: multifunctional enzymes 
in cancer. Nat Rev Cancer 6: 764-775.

25.	Schenker P, Alfarano P, Kolb P, Caflisch A, Baici A (2008) A double-headed 
cathepsin B inhibitor devoid of warhead. Protein Sci 17: 2145-2155.

26.	Palermo C, Joyce JA (2008) Cysteine cathepsin proteases as pharmacological 
targets in cancer. Trends Pharmacol Sci 29: 22-28.

27.	Turk B (2006) Targeting proteases: successes, failures and future prospects.
Nat Rev Drug Discov 5: 785-799.

28.	Wieczerzak E, Rodziewicz-MotowidÅ‚o S, Jankowska E, GieÅ‚doÅ„ A,
Ciarkowski J (2007) An enormously active and selective azapeptide inhibitor of 
cathepsin B. J Pept Sci 13: 536-543.

29.	MirkoviÄ‡ B, Renko M, Turk S, SosiÄ I, Jevnikar Z, et al. (2011) Novel
mechanism of cathepsin B inhibition by antibiotic nitroxoline and related
compounds. ChemMedChem 6: 1351-1356.

30.	Sosič I, Mirković B, Arenz K, Stefane B, Kos J, et al. (2013) Development of 
new cathepsin B inhibitors: combining bioisosteric replacements and structure-
based design to explore the structure-activity relationships of nitroxoline
derivatives. J Med Chem 56: 521-533. 

31.	Unciti-Broceta JD, Maceira J, Morales S, García-Pérez A, Muñóz-Torres ME,
et al. (2013) Nicotinamide inhibits the lysosomal cathepsin b-like protease and
kills African trypanosomes. J Biol Chem 288: 10548-10557.

32.	Zhang JG, Zhao G, Qin Q, Wang B, Liu L, et al. (2013) Nicotinamide prohibits
proliferation and enhances chemosensitivity of pancreatic cancer cells through 
deregulating SIRT1 and Ras/Akt pathways. Pancreatology 13: 140-146. 

33.	Kim SH, Lee E, Baek KH, Kwon HB, Woo H, et al. (2013) Chalcones, inhibitors 
for topoisomerase I and cathepsin B and L, as potential anti-cancer agents.
Bioorg Med Chem Lett 23: 3320-3324.

34.	Baek KH, Karki R, Lee ES, Na Y, Kwon Y (2013) Synthesis and investigation
of dihydroxychalcones as calpain and cathepsin inhibitors. Bioorg Chem 51:
24-30.

35.	Raghav N, Garg S2 (2014) SAR studies of o-hydroxychalcones and their
cyclized analogs and study them as novel inhibitors of cathepsin B and
cathepsin H. Eur J Pharm Sci 60: 55-63.

36.	Ravish I, Raghav N (2014) Curcumin as inhibitor of mammalian Cathepsin B,
Cathepsin H, acid phosphatase and alkaline phosphatase: a correlation with
pharmacological activities. Med Chem Res 23: 2847-2855. 

37.	ÄŒesen MH, Pegan K, Spes A, Turk B (2012) Lysosomal pathways to cell
death and their therapeutic applications. Exp Cell Res 318: 1245-1251.

38.	Moreno MJ, Ball M, Rukhlova M, Slinn J, L’abbe D, et al. (2013) IGFBP-4 anti-
angiogenic and anti-tumorigenic effects are associated with anti-cathepsin B
activity. Neoplasia 15: 554-567.

39.	Elie BT, Gocheva V, Shree T, Dalrymple SA, Holsinger LJ, et al. (2010)
Identification and pre-clinical testing of a reversible cathepsin protease inhibitor 
reveals anti-tumor efficacy in a pancreatic cancer model. Biochimie 92: 1618-
1624. 

40.	Booth R (2014) US Patent No. 8,680,152. Cathepsin inhibitors for the treatment 
of bone cancer and bone cancer pain. Washington, DC: U.S. Patent and
Trademark Office. 

41.	Cartledge DM, Colella R, Glazewski L, Lu G, Mason RW (2013) Inhibitors of
cathepsins B and L induce autophagy and cell death in neuroblastoma cells.
Invest New Drugs 31: 20-29.

42.	Pérez-Castrillón JL, Pinacho F, De Luis D, Lopez-Menendez M, Dueñas Laita
A (2010) Odanacatib, a new drug for the treatment of osteoporosis: review of
the results in postmenopausal women. J Osteoporos 2010.

43.	Chwieralski CE, Welte T, Bühling F (2006) Cathepsin-regulated apoptosis.
Apoptosis 11: 143-149.

44.	Tholen S, Biniossek ML, Gansz M, Ahrens TD, Schlimpert M, et al. (2014)
Double deficiency of cathepsins B and L results in massive secretome 
alterations and suggests a degradative cathepsin-MMP axis. Cell Mol Life Sci
71: 899-916.

45.	Igney FH, Krammer PH (2002) Immune escape of tumors: apoptosis resistance 
and tumor counterattack. J Leukoc Biol 71: 907-920.

46.	Kwon EJ, Koh YS (2013) Resistance to Chemotherapy on Tumor through
Cathepsin B-dependent Activation of the NLRP3 Inflammasome. J Bacteriol 
Virol 43: 233-234. 

47.	Shree T, Olson OC, Elie BT, Kester JC, Garfall AL, et al. (2011) Macrophages
and cathepsin proteases blunt chemotherapeutic response in breast cancer.
Genes Dev 25: 2465-2479.

48.	American Cancer Society (2014) Cancer Facts & Figures 2014. Atlanta:
American Cancer Society.

http://www.ncbi.nlm.nih.gov/pubmed/21850018
http://www.ncbi.nlm.nih.gov/pubmed/21850018
http://www.ncbi.nlm.nih.gov/pubmed/22464443
http://www.ncbi.nlm.nih.gov/pubmed/22464443
http://www.ncbi.nlm.nih.gov/pubmed/22464443
http://www.ncbi.nlm.nih.gov/pubmed/22464443
http://www.ncbi.nlm.nih.gov/pubmed/16990854
http://www.ncbi.nlm.nih.gov/pubmed/16990854
http://www.ncbi.nlm.nih.gov/pubmed/18796695
http://www.ncbi.nlm.nih.gov/pubmed/18796695
http://www.ncbi.nlm.nih.gov/pubmed/18037508
http://www.ncbi.nlm.nih.gov/pubmed/18037508
http://www.ncbi.nlm.nih.gov/pubmed/16955069
http://www.ncbi.nlm.nih.gov/pubmed/16955069
http://www.ncbi.nlm.nih.gov/pubmed/17617796
http://www.ncbi.nlm.nih.gov/pubmed/17617796
http://www.ncbi.nlm.nih.gov/pubmed/17617796
http://www.ncbi.nlm.nih.gov/pubmed/21598397
http://www.ncbi.nlm.nih.gov/pubmed/21598397
http://www.ncbi.nlm.nih.gov/pubmed/21598397
http://www.ncbi.nlm.nih.gov/pubmed/23252745
http://www.ncbi.nlm.nih.gov/pubmed/23252745
http://www.ncbi.nlm.nih.gov/pubmed/23252745
http://www.ncbi.nlm.nih.gov/pubmed/23252745
http://www.ncbi.nlm.nih.gov/pubmed/23443665
http://www.ncbi.nlm.nih.gov/pubmed/23443665
http://www.ncbi.nlm.nih.gov/pubmed/23443665
http://www.ncbi.nlm.nih.gov/pubmed/23561972
http://www.ncbi.nlm.nih.gov/pubmed/23561972
http://www.ncbi.nlm.nih.gov/pubmed/23561972
http://www.ncbi.nlm.nih.gov/pubmed/23608763
http://www.ncbi.nlm.nih.gov/pubmed/23608763
http://www.ncbi.nlm.nih.gov/pubmed/23608763
http://www.ncbi.nlm.nih.gov/pubmed/24095934
http://www.ncbi.nlm.nih.gov/pubmed/24095934
http://www.ncbi.nlm.nih.gov/pubmed/24095934
http://www.ncbi.nlm.nih.gov/pubmed/24780403
http://www.ncbi.nlm.nih.gov/pubmed/24780403
http://www.ncbi.nlm.nih.gov/pubmed/24780403
http://link.springer.com/article/10.1007%2Fs00044-013-0872-1
http://link.springer.com/article/10.1007%2Fs00044-013-0872-1
http://link.springer.com/article/10.1007%2Fs00044-013-0872-1
http://www.ncbi.nlm.nih.gov/pubmed/22465226
http://www.ncbi.nlm.nih.gov/pubmed/22465226
http://www.ncbi.nlm.nih.gov/pubmed/23633927
http://www.ncbi.nlm.nih.gov/pubmed/23633927
http://www.ncbi.nlm.nih.gov/pubmed/23633927
http://www.ncbi.nlm.nih.gov/pubmed/20447439
http://www.ncbi.nlm.nih.gov/pubmed/20447439
http://www.ncbi.nlm.nih.gov/pubmed/20447439
http://www.ncbi.nlm.nih.gov/pubmed/20447439
http://www.patentbuddy.com/Patent/8680152
http://www.patentbuddy.com/Patent/8680152
http://www.patentbuddy.com/Patent/8680152
http://www.ncbi.nlm.nih.gov/pubmed/22549440
http://www.ncbi.nlm.nih.gov/pubmed/22549440
http://www.ncbi.nlm.nih.gov/pubmed/22549440
http://www.ncbi.nlm.nih.gov/pubmed/20948576
http://www.ncbi.nlm.nih.gov/pubmed/20948576
http://www.ncbi.nlm.nih.gov/pubmed/20948576
http://www.ncbi.nlm.nih.gov/pubmed/16502253
http://www.ncbi.nlm.nih.gov/pubmed/16502253
http://www.ncbi.nlm.nih.gov/pubmed/23811845
http://www.ncbi.nlm.nih.gov/pubmed/23811845
http://www.ncbi.nlm.nih.gov/pubmed/23811845
http://www.ncbi.nlm.nih.gov/pubmed/23811845
http://www.ncbi.nlm.nih.gov/pubmed/12050175
http://www.ncbi.nlm.nih.gov/pubmed/12050175
http://www.komci.org/GSResult.php?RID=0079JBV%2F2013.43.3.233&DT=6
http://www.komci.org/GSResult.php?RID=0079JBV%2F2013.43.3.233&DT=6
http://www.komci.org/GSResult.php?RID=0079JBV%2F2013.43.3.233&DT=6
http://www.ncbi.nlm.nih.gov/pubmed/22156207
http://www.ncbi.nlm.nih.gov/pubmed/22156207
http://www.ncbi.nlm.nih.gov/pubmed/22156207
http://www.cancer.org/acs/groups/content/@research/documents/webcontent/acspc-042151.pdf
http://www.cancer.org/acs/groups/content/@research/documents/webcontent/acspc-042151.pdf

	Title
	Corresponding author
	Abstract
	Keywords
	Background Information 
	Cathepsin B and Cancer 
	Cathepsin B Inhibitors 
	Combinatory Approach to Cancer Treatment 
	Conclusion 
	Acknowledgement 
	Figure 1
	Table 1
	References 



