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Abstract 

 

Pancreatic ductal adenocarcinoma is an aggressive and highly lethal disease frequently 

characterized by a dense stromal or desmoplastic response. Accumulating evidence exist that 

tumor desmoplasia plays a central role in disease progression and that e.g. activated 

pancreatic stellate cells (PSCs) are responsible for the excess matrix production. The 

mechanisms underlying the tumor versus stroma interplay are complex. Pancreatic cancer 

cells release mitogenic and fibrogenic stimulants, such as transforming growth factor ß1, 

platelet-derived growth factor  (PDGF), sonic hedgehog, galectin 3, endothelin 1 and serine 

protease inhibitor nexin 2, all of which may promote the activated PSC phenotype. Stellate 

cells in turn secrete various factors, including PDGF, stromal-derived factor 1, epidermal 

growth factor, insulin-like growth factor 1, fibroblast growth factor, secreted protein acidic 

and rich in cysteine, matric metalloproteinases, small leucine-rich proteoglycans, periostin 

and collagen type I that mediate effects on tumor growth, invasion, metastasis and resistance 

to chemotherapy. This review intends to shed light on the mechanisms by which PSCs in the 

stroma influence pancreatic cancer development. The increased understanding of this 

interaction will be of potential value in designing new modalities of targeted therapy. 
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Introduction 

 

Pancreatic ductal adenocarcinoma (PDAC) is a devastating disorder for most people who are 

afflicted, with a reported 5-year survival of less than 1% [1]. In Western countries, pancreatic 

adenocarcinoma comprises the fourth most common cause of malignancy-related death, and 

the annual incidence has been estimated to be approximately 10 cases per 100,000 population 

[2]. Cigarette smoking, advanced age and genetic disorders (e.g. hereditary pancreatitis, 

familial breast cancer, and hereditary non-polyposis colon cancer) are recognized as 

established risk factors.  

The current model of progression of normal ductal epithelium, via pancreatic intraepithelial 

neoplasias, to invasive ductal adenocarcinoma, includes activating point mutations in K-ras, 

and loss of P53, p16 and SMAD4/DPC4 tumor suppressors. More recently, the 

microenvironment surrounding the pancreatic cancer cells has received increased attention. 

The cancer microenvironment is characterized by a desmoplastic reaction with the stromal 

part often being greater than the epithelial component of the tumor itself [3]. The stroma is a 

dynamic milieu, where fibroblasts, pancreatic stellate cells (PSCs), extracellular matrix 

(ECM), matrix metalloproteinases (MMPs), tissue inhibitors of MMP, inflammatory cells, 

macrophages, nerve fibers, stem cells, endothelial cells as well as different growth factors and 

cytokines can interact with cancer cells and alter their behavior. Although it has been 

postulated that the cancer-associated stroma may represent a host defense against malignant 

spread [4], most lines of evidence indicate that the desmoplasia of pancreatic cancer is 

paramount to tumor promotion and progression [5-10].   

This review will summarize recent advances in the understanding of the mechanisms involved 

in tumor-stroma interactions, with particular focus on PSCs and future directions in stroma-

targeted therapies.  
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The pancreatic stellate cell 

 

In 1998, the star-shaped cells in the pancreas were identified and characterized, termed PSCs 

[11, 12]. These cells are considered to be critical for the development of the desmoplastic 

reaction associated with chronic pancreatitis, as well as pancreatic cancer. In the normal 

pancreas, PSCs represent approximately 4% of the resident cells and are located in the 

periacinar and interlobular space. A central feature of the desmoplastic response is the 

transformation of PSCs from quiescent vitamin A-containing cells into activated 

myofibroblast-like cells. Characteristic features of this transition include an increase in the 

production of ECM, including type I and III collagens, laminin, fibronectin, as well as matrix 

metalloproteinases (MMPs), and tissue inhibitors of metalloproteinases. Other important 

features of activation include loss of vitamin A lipid droplets, proliferation, enhanced α-

smooth muscle actin expression, and upregulation of various cytokines and growth factors. 

Included in this latter group are transforming growth factor-β1 (TGF- β1), platelet-derived 

growth factor (PDGF), and vascular endothelial growth factor [13]. During pancreatic injury 

or cancer, a variety of factors, such as epidermal growth factor (EGF), PDGF, interleukin 1, 

tumor necrosis factor-α, fibroblast growth factor (FGF) and TGF-ß1, participate in the 

induction of PSC activation. PSCs may also be activated by ethanol and its metabolites, 

oxidant stress and endotoxin (Figure 1). Sustained activation of PSCs is further maintained by 

autocrine signaling via e.g. TGF-ß1, PDGF, connective tissue growth factor, interleukins 1ß 

and 15, and endothelin 1 (ET-1). Moreover, activin A, a member of the TGF-ß family, also 

has autocrine properties, increasing the secretion and expression of collagen and TGF-ß [14]. 

Several signal transduction molecules involved in PSC activation have successfully been 

characterized, including mitogen-activated protein (MAP) kinase, peroxisome proliferator-

activated receptor γ, phosphatidylinositol 3-kinase/Akt, ρ-kinase, NF-κβ, JAK/signal 
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transduction and activation of transcription factor (STAT), TGF-ß/SMADs, and reactive 

oxygen species [15].  

 

Cancer cells stimulate PSCs 

Pancreatic cancer cells can specifically activate surrounding PSCs. This may occur through 

cancer cell-induced release of mitogenic and fibrogenic factors, such as PDGF, FGF2 and 

TGF-ß1. PDGF induce proliferation of PSCs through Src-dependent activation of the JAK2-

STAT3 pathway [16] and the MAP kinase pathway extracellular signal-reduced kinases 

(ERK) 1/2 [17, 18] and p38 [19]. Pancreatic cancer cells also possess an attracting effect on 

PSCs. PDGF can induce migration of PSCs through activation of the phosphatidylinositol 3- 

kinase/Akt pathway [18, 20]. TGF-ß1 exerts its effects on PSCs through SMADs 2, 3 and 4 as 

well as SMAD-independent pathways such as MAP kinases [21]. Moreover, cancer cells 

express a surface glycoprotein known as ECM metalloproteinase inducer, which has been 

demonstrated to induce MMP-2 synthesis in PSCs [13, 22]. MMPs are associated with the 

development of tumor desmoplasia, as well as cancer cell invasiveness through the 

degradation of the basement membrane. Other mechanisms of cancer cell-induced PSC 

activation have recently been elucidated and include the action of sonic hedgehog protein, 

galectin 3, cyclooxygenase (COX), ET-1 and serine protease inhibitor nexin 2 (serpine 2). 

 

Sonic hedgehog protein 

There are three known human hedgehog family members: sonic (SHH), Indian, and desert. 

SHH has recently been detected in precursor lesions and tumors from patients with PDAC. An 

experimental model aiming at understanding the contribution of SHH to pancreatic cancer 

revealed an increase in PSCs, collagen I and fibronectin production, and increased tumor 

weight using a transformed primary pancreatic epithelial cell line in which SHH was 
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overexpressed [23]. SHH may stimulate PSCs and desmoplasia directly or via TGF-ß 

signaling. In a transgenic mouse model of pancreatic cancer, inhibition of hedgehog signalling 

was found to reduce tumor-associated stromal tissue and ameliorate gemcitabine uptake in 

tumor cells [24]. In another experimental study, inhibition of SHH was associated with 

prolonged survival of 6 days [25]. Clinical trials using pharmacological SHH inhibitors would 

be of potential future interest when investigating pancreatic cancer. 

 

Galectin 3 

This is a member of the ß-galactoside-binding protein family, which has been strongly 

implicated in inflammation and cancer. Galectin-3 has been shown to stimulate proliferation 

of PSCs in in vitro experiments using the pancreatic cancer cell line SSW1990 [9]. This 

finding further implies that ECM and polysaccharides might play a role in the progress of 

pancreatic cancer, given that galectin 3 is a lectin that senses various glycoconjugates. 

   

Cyclooxygenase 

Cyclooxygenase enzymes are rate-limiting enzymes in the conversion of arachidonic acid to 

prostaglandins. Two isoforms of the enzyme, COX-1 and COX-2, have been recognized. 

COX-1 is constitutively expressed in most tissues under normal conditions, whereas COX-2 

is inducible in response to inflammation. The conditioned medium from pancreatic cancer 

cells has been found to upregulate the COX-2 protein in PSCs [26]. Inhibition of COX-2 

decreased growth of PSCs in response to pancreatic cancer-conditioned media, implying a 

central role for COX-2 in pancreatic-cancer-cell-stimulated PSC proliferation. The induction 

of COX-2 by pancreatic cancer cells was most likely mediated by ERK 1/2.  
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Endothelin 1 

Endothelins have been suggested to play an important role in fibrogenesis in several organs, 

with ET-1 and its receptor being expressed in pancreatic cancer cell as well as PSCs, 

suggesting the presence of autocrine signaling. Bosentan, a combined endothelin A and B 

receptor antagonist, has been demonstrated to inhibit the growth of both cell types in vitro 

[27].  

 

Serpine 2 

Serpine 2 is an extracellular serine protease inhibitor that is upregulated in pancreatic cancer. 

Xenografts models demonstrated that tumors that express serpine 2 show a higher degree of 

invasiveness and desmoplasia than those negative for serpine 2 [28, 29]. Type I collagen, 

vimentin and fibronectin are all upregulated in tumors expressing serpine 2, and these are 

proposed as possible mediators for the effects of  serpine 2, together with an altered MMP 

production [29].  

Details of ways in which pancreatic cancer cells influence PSCs are thus slowly emerging 

(Figure 2). In conclusion, current data indicate that cancer cells promote proliferation, 

migration and ECM production of PSCs.  

 

PSCs promote tumor progression 

 

The integral role of PSCs in pancreatic tumor progression is becoming increasingly clear. 

Conditioned medium of PSCs has been shown to induce proliferation, migration and invasion 

of pancreatic cancer cells in a dose-dependent manner [8, 30]. The proliferation of pancreatic 

cancer cells is partly mediated by PDGF secretion from PSCs. Other factors that are suspected 
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to promote proliferation of cancer cells are stromal-derived factor-1, EGF, insulin-like growth 

factor 1 and FGF [8]. 

An in vitro approach revealed that cancer cell proliferation significantly increased in direct 

culture with PSCs as compared to the indirect coculture system [31]. In addition, the direct 

coculture of PSCs and cancer cells enhanced Notch signaling, suggesting the presence of 

direct cell-cell contact regulatory mechanisms between PSCs and cancer cells.  

Studies with xenograft and orthotopic models in nude mice, in which human PSCs and cancer 

cells have been implanted simultaneously, directly link PSCs with increased tumor frequency, 

volume, proliferation and stromal production [7, 8, 22, 30]. In addition, transferase-mediated 

uridine nick end labeling staining shows that PSCs are capable of reducing cancer cell 

apoptosis [8].  

 

The role of the ECM 

The  ECM is composed of collagens, noncollagen glycoproteins, glycosaminoglycans, growth 

factors, and proteoglycans .However, there exists also another group of ECM proteins, termed 

matricellular proteins, which lack structural roles but function as modulators of cell–matrix 

interactions and cell function [32]. Examples of these proteins include periostin, connective 

tissue growth factor, tenascin C, SPARC (secreted protein acidic and rich in cysteine) and 

thrombospondin (TSP).  

The ECM is an important component in regulating the development and progression of 

pancreatic cancer. PSCs secrete type I collagen, which has been associated with increased 

integrin mediated cell-cell adhesion, proliferation and migration of pancreatic cancer cells 

[33]. SPARC is a 32 kDa calcium-binding matricellular glycoprotein with antiproliferative 

and de-adhesive functions [34]. During cancer development, SPARC may function as a tumor 

promoter or tumor suppressor depending on the cancer type [35]. Recent studies have 
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revealed high levels of SPARC expression in stromal tissue from patients with pancreatic 

cancer, with SPARC being frequently absent in cancer cells [36, 37]. High SPARC expression 

in the stroma was correlated with a less favourable prognosis [37, 38]. Recent data by 

Mantoni et al. [38] and Chen et al. [39] have demonstrated that PSCs express higher levels of 

SPARC than pancreatic cancer cells, and that SPARC could be detected in the conditioned 

medium of PSCs [39]. However, the precise function of SPARC in PDAC progression 

remains conjectural. An increased invasiveness of pancreatic carcinoma cells in the presence 

of exogenous SPARC has been noted, which could explain the decreased survival rates of 

patients with stromal SPARC overexpression [38]. However, exogenous SPARC inhibits cell 

migration and proliferation, and inhibition of. endogenous SPARC in cultured cancer cells by 

shRNA augments growth and migration, suggesting that endogenous SPARC may act as a 

tumour suppressor in pancreatic cancer [39]. Additional studies are needed to clarify the exact 

role of SPARC in the progression of pancreatic cancer.  

Decorin, lumican and versican are strongly expressed in pancreatic cancer [40]. PSCs are the 

major source of these proteins. Decorin and lumican are small leucine-rich proteoglycans that 

may possess antitumor properties, while versican (a large proteoglycan) seems to facilitate 

cancer invasiveness and metastasis. Conditioned medium from pancreatic cancer cell lines 

suppressed the expression of decorin and lumican, but stimulated the expression of versican in 

cultured PSCs [40]. In this manner, tumor cells can alter the ECM, creating a less tumor 

hostile environment. 

The matricellular protein tenascin C is expressed in several contexts of tissue remodeling, 

including the desmoplastic reaction of pancreatic cancer. Increased expression of tenascin C 

and its receptor, annexin II, was observed in the progression from pancreatic intraepithelial 

neoplasia 1 lesions to pancreatic cancer [41]. Tumor necrosis factor α and TGF-ß1 were 

shown to induce the tenascin expression of PSCs.  
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Periostin is another matricellular protein that is expressed by PSCs. Coculture studies have 

demonstrated that periostin expression in PSCs is induced by pancreatic cancer cells. Low 

concentrations of periostin have suppressive effects on malignant behavior of pancreatic 

cancer cells, while higher concentrations induce phosphorylation of Akt and promote cell 

migration [42]. The level of periostin is suggested to regulate whether the desmoplastic 

reaction represents an advantage or disadvantage for tumor progression. 

MMPs are proteolytic enzymes that promote matrix degradation and cancer invasion. Both 

MMP-2 and MMP-9 have been associated with the development of pancreatic cancer. It has 

been shown that PSCs secrete MMP-2 and its inhibitors, i.e. tissue inhibitors of 

metalloproteinases 1 and 2 [43, 44]. Additionally, factors secreted by PSCs can promote 

MMP production in pancreatic cancer cells, e.g. TSP that is expressed in stromal cells and 

increase cancer cell production of MMP-9 [45]. In this manner, PSCs are able to facilitate the 

local spread of the tumor.  

The stromal component of pancreatic cancer has been suggested to cause resistance to 

chemotherapy and radiation in pancreatic cancer. In vitro, PSCs induce cancer cell resistance 

to both gemcitabine and radiation [30]. This effect may partly be mediated by PSC secretion 

of e.g. the ECM proteins laminin and fibronectin, which have been shown to have anti-

apoptotic effects [8]. 

 

Tumor angiogenesis and metastasis  

In pancreatic cancer, a hypoxic microenvironment exists within the tumor mass [46], with 

microvessel density being significantly reduced in PDAC compared to normal pancreatic 

tissue [47]. This is perplexing, given that that both cancer cell and PSCs can produce hypoxia-

inducible factor 1a [48] and that PSCs can secrete proangiogenic substances such as vascular 

endothelial growth factor, FGF, and periostin. However, the dichotomous role of PSCs as 
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both an angiogenesis stimulator and inhibitor must be considered. It has been shown that 

PSCs modulate the production of the antiangiogenic protein endostatin of pancreatic cancer 

cells. Supernatants from cocultured cancer cells and PSCs significantly increased the amount 

of endostatin (210 ± 14%, P < 0.001) [47]. During hypoxia, activated PSCs increase their 

profibrogenic response through the secretion of type I collagen and fibronectin [47,49]. Taken 

together, these studies indicate that PSCs may create a locally proangiogenic 

microenvironment at the invasive front of cancer cells (early event), while contributing to 

tissue hypoxia via antiangiogenic effects on cancer cells and fibrotic compression of vessels 

(later event).  

Early local and distant metastasis is one of the hallmarks of PDAC. The ability of PSCs to 

facilitate malignant cell spread has been studied in orthotopic models. Hwang et al. [30] found 

that coinjection of BxPC3 cancer cells with PSCs in an orthotopic murine model of pancreatic 

cancer resulted in increased tumor metastasis in a dose-dependent manner. In a study by 

Vonlaufen et al. [8], the incidence of regional and distant metastasis was significantly higher 

in mice injected with both MiaPaCa-2 tumor cells and PSCs, compared with MiaPaCa-2 

alone.  

In summary, PSCs exert their influence on the proliferation, migration and invasion of 

pancreatic cancer cells by paracrine factors (Figure 2), direct cell-cell contact and by altering 

the ECM surrounding the cancer cells. Further, PSCs may contribute to angiogenesis as well 

as the propensity for distant metastasis associated with pancreatic cancer. The development of 

PDAC is generally assumed to be a multistep process that involves a progressive 

accumulation of genetic alterations driving malignant transformation. Although PSCs can 

promote pancreatic cancer, it remains unknown whether PSCs also play a role in the initiation 

of tumor development, i.e. carcinogenesis. 

 



 12

Targeting PSCs 

 

As mentioned previously, several signaling pathways involved in PSC activation have 

recently been identified. Because activated PSCs are key players in PDAC promotion and 

progression, therapeutic targeting of these pathways may provide new avenues for anti-

fibrotic and anti-neoplastic therapies. Hitherto, most studies have focused on modulation of 

stellate cell function in the context of chronic pancreatitis, and studies targeting PSC 

activation in the setting of pancreatic tumorigenesis are few [50]. In the following, we 

describe some potential ways of targeting PSCs. 

Signaling by PDGF, the most potent mitogenic stimulus for PSC, is one therapeutic approach 

that has been studied. Administration of the PDGF inhibitor, trapidil, was found to suppress 

PDGF-induced ERK activation, leading to decreased PSC proliferation [51]. Similarly, 

treatment with curcumin (deferuloylmethane), a polyphenol compound found in turmeric, 

resulted in decreased PDGF-induced proliferation of PSC in vitro, along with reduction in α-

smooth muscle actin and collagen type 1 expression as well as secretion of monoyte 

chemotactic protein 1 [52]. The mechanism of action of curcumin is to some extent mediated 

by inhibition of ERK 1/2 activation through the induction of hemooxygenase 1 expression. 

Upregulation of hemooxygenase 1 inhibits ERK 1/2- mediated PDGF activation and may 

therefore have the potential to become a novel strategy in the prevention of pancreatic fibrosis 

[53]. Epigallocatechin-3-gallate, a natural antioxidant purified from green tea, has also shown 

beneficial effects with regard to PDGF-induced PSC proliferation. In a study on male Wistar 

rats, it was found that epigallocatechin-3-gallate inhibited PDGF-induced proliferation and 

migration of PSCs [54]. The antifibrotic effects of epigallocatechin-3-gallate were related to 

PDGF-induced phosphorylation of the PDGF-ß receptor and the activation of the downstream 

signaling molecules ERK and phosphatidylinositol 3-kinase/Akt.  
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Another potential strategy is to target TGF-ß, a major fibrogenic cytokine and activator of 

PSCs. A recent study examining the effects of SMAD7, an intracellular inhibitor of TGF-ß 

signaling, using a transgenic mouse model reported antifibrotic activity and reduced PSC 

activation [55]. However, the role of TGF-ß in pancreatic cancer is complex. In normal 

epithelial cells and early tumours, it may act as a tumour suppressor, while during tumour 

progression it may become an oncogenic factor that induces effects on proliferation, 

angiogenesis, invasion, and immune response [56]. Future potential therapies should therefore 

focus on selective inhibitors that do not involve the tumor-suppressive effects of TGF-ß.  

 

The inhibitory role of interferons on hepatic stellate cells [57], suggests that these cytokines 

may also be relevant to setting of pancreatic fibrogenesis. Interestingly, interferon (IFN) ß and 

γ have shown inhibitory effects on PSC proliferation and collagen type I production [58]. 

Both IFN-ß and IFN-γ were found to strongly induce the phosphorylation of the STAT1 and 

STAT3, resulting in growth inhibition of PSCs. In another experiment, IFN-γ decreased the 

expression of 2 autocrine mediators of PSC activation, connective tissue growth factor  and 

ET-1 [59].  

 

Fitzner et al [27] have investigated the effects of ET receptor modulation in models of 

pancreatic fibrosis and cancer. The ET-1 receptor antagonist bosentan was able to inhibit 

proliferation of both PSCs and pancreatic cancer cells in vitro as well as collagen synthesis in 

PSCs. These findings indicate that bosentan has both antifibrogenic and antitumor effects, 

making it an intriguing potential therapeutic substance for patients with PDAC. 

 

As described previously, decorin is a small leucine-rich proteoglycan, which not only 

functions as an ECM organizer, but also has antitumor properties. This latter effect possibly 
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involves the inhibition of various growth factors, such as TGF-ß, EGF, PDGF, which can be 

released by cancer cells. Decorin is notably downregulated in several cancer forms. It has 

been demonstrated that decorin expression and production by PSCs are upregulated in 

pancreatic cancer, possibly representing a protective host reaction aimed at tumor growth 

inhibition [60]. With these results in mind, decorin surprisingly attenuated the 

chemotherapeutic effects of gemcitabine on 4 pancreatic cancer cell lines in vitro. Further 

studies should be undertaken regarding the potential attenuating effects of decorin on 

gemcitabine efficiency. 

Downregulation of TSP-2 is yet another potential therapeutic approach because of the central 

role that TSP-2 has in migration and invasiveness of pancreatic cancer cells. TSP-2 is a 

matricellular protein which promotes adhesion to ECM proteins via integrins. PSCs are 

known to express TSP-2. Coculture of tumor-derived PSCs and pancreatic cancer cells 

resulted in the migration of cancer cells towards tumor-derived PSCs [61]. When TSP-2 

expression was reduced with a selective siRNA, pancreatic cancer cell invasion mediated by 

tumor-deived PSCs decreased.  

Very recently, adrenomedullin (AM), a hypotensive peptide originally isolated from human 

pheocromocytoma, has been found to be highly expressed in human pancreatic 

adenocarcinoma (43 of 48 samples) and in pancreatic cancer cell lines [62]. Exposure of 

pancreatic cancer cell lines to AM induces pancreatic cell proliferation and invasion in vitro. 

Systemic silencing of AM on both human MPan96 cancer cells and mouse cells reduced 

tumor growth with 88 ± 0.4% (p<0.05) without having any deleterious effect on the animals. 

It has been suggested that the effects of AM are exerted via the AM receptor in an autocrine 

manner. Furthermore, recent data imply that the AM receptor exists not only in cancer cells, 

but also in PSCs and endothelial cells, suggesting that AM also mediates paracrine effects on 

PSCs and endothelial cells [63].   
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Finally, several other compounds appear to have inhibiting effects toward PSCs. Included in 

this group are peroxisome proliferator-activated receptor γ ligands, inhibitors of the renin-

angiotensin system, antioxidants, protease inhibitors, and MAP kinase inhibitors [64].  

 

Concluding remarks 

 

In summary, a series of recent studies provides insight into mechanisms by which PSCs 

influence pancreatic cancer growth and progression. Pancreatic cancer cells produce 

mitogenic and fibrogenic factors such as TGF-ß1, PDGF, SHH, galectin 3, ET-1, and serpine 

2, all of which may promote the activated PSC phenotype. In a positive feedback loop, 

activated stellate cells release a variety of stimuli, including PDGF, stromal-derived factor 1, 

EGF, insulin-like growth factor 1, FGF, SPARC, MMPs, small leucine-rich proteoglycans, 

periostin and collagen type I that mediate effects on tumor growth, invasion, metastasis and 

resistance to chemotherapy. Continued research will hopefully allow the potential 

development of novel therapeutic strategies targeted against the tumor microenvironment.  

 

 



 16

References 

1. Aho U, Zhao X, Löhr M, Andersson R. Molecular mechanisms of pancreatic cancer 

and potential targets of treatment. Scand J Gastroenterol 2007;42:279-296. 

 

2. Jemal A, Tiwari RC, Murray T, Ghafoor A, Samuels A, Ward E, Feuer EJ, Thun MJ; 

American Cancer Society. Cancer statistics 2004. Ca J Clin 2004;54:8-29. 

 

3. Vonlaufen A, Phillips PA, Xu Z, Goldstein D, Pirola RC, Wilson JS, Apte MV. 

Pancreatic stellate cells and pancreatic cancer cells: an unholy alliance. Cancer Res 

2008 1;68:7707-7710. 

 

4. Hartel M, Di Mola FF, Gardini A, Zimmermann A, Di Sebastiano P, Guweidhi A, 

Innocenti P, Giese T, Giese N, Büchler MW, Friess H. Desmoplastic reaction 

influences pancreatic cancer growth behavior. World J Surg 2004;28:818-825. 

 

5. Mahadevan D, Von Hoff DD. Tumor-stroma interactions in pancreatic ductal 

adenocarcinoma. Mol Cancer Ther 2007;6:1186-97. 

 

6. Korc M. Pancreatic cancer-associated stroma production. Am J Surg 2007;194(4 

Suppl):S84-6. 

 

7. Bachem MG, Schunemann M, Ramadani M, Siech M, Beger H, Buck A, Zhou S, 

Schmid-Kotsas A, Adler G. Pancreatic carcinoma cells induce fibrosis by stimulating 

proliferation and matrix synthesis of stellate cells. Gastroenterology 2005;128:907-21. 

 



 17

8. Vonlaufen A, Joshi S, Qu C, Phillips PA, Xu Z, Parker NR, Toi CS, Pirola RC, 

Wilson JS, Goldstein D, Apte MV. Pancreatic stellate cells: partners in crime with 

pancreatic cancer cells. Cancer Res 2008;68:2085-93. 

 

9. Jiang HB, Xu M, Wang XP. Pancreatic stellate cells promote proliferation and 

invasiveness of human pancreatic cancer cells via galectin-3. World J Gastroenterol 

2008;14:2023-8. 

 

10. Neesse A, Wagner M, Ellenrieder V, Bachem M, Gress TM, Buchholz M. Pancreatic 

stellate cells potentiate proinvasive effects of SERPINE2 expression in pancreatic 

cancer xenograft tumors. Pancreatology 2007;7:380-5. 

 

11. Apte MV, Haber PS, Applegate TL, Norton ID, McCaughan GW, Korsten MA, Pirola 

RC, Wilson JS. Periacinar stellate-shaped cells in rat pancreas: identification, isolation 

and culture. Gut 1998;43:128-33. 

 

12. Bachem MG, Schneider E, Gross H, Weidenbach H, Schmid RM, Menke A, Siech M, 

Beger H, Grünert A, Adler G. Identification, culture, and characterization of 

pancreatic stellate cells in rats and humans. Gastroenterology 1998;115:421-32. 

 

13. Bachem MG, Zhou S, Buck K, Schneiderhan W, Siech M. Pancreatic stellate cells - 

role in pancreas cancer. Langenbecks Arch Surg 2008;393:891-900 

 

14. Omary MB, Lugea A, Lowe AW, Pandol SJ. The pancreatic stellate cell: a star on the 

rise in pancreatic diseases. J Clin Invest 2007;117:50-59. 



 18

 

15. Masamune A, Shimosegawa. Signal transduction in pancreatic stellate cells. J 

Gastroenterol 2009;44:249-260.  

 

16. Masamune A, Satoh M, Kikuta K, Suzuki N, Shimosegawa T. Activation of JAK-

STAT pathway is required for platelet-derived growth factor-induced proliferation of 

pancreatic stellate cells. World J Gastroenterol 2005;11:3385-3391. 

 

17. Jaster R, Sparmann G, Emmrich J, Liebe S. Extracellular signal regulated kinases are 

key mediators of mitogenic signals in rat pancreatic stellate cells. Gut 2002;51:579–

584.  

 

18. Masamune A, Kikuta K, Satoh M, Kume K, Shimosegawa T. Differential roles of 

signaling pathways for proliferation and migration of rat pancreatic stellate cells. 

Tohoku J Exp Med 2003;199:69-84. 

 

19. Masamune A, Satoh M, Kikuta K, Sakai Y, Satoh A, Shimosegawa T. Inhibition of 

p38 mitogen-activated protein kinase blocks activation of rat pancreatic stellate cells. J 

Pharmacol Exp Ther 2003;304:8-14. 

 

20. McCarroll JA, Phillips PA, Kumar RK, Park S, Pirola RC, Wilson JS, Apte MV. 

Pancreatic stellate cell migration: role of the phosphatidylinositol 3-kinase (PI3-

kinase) pathway. Biochem Pharmacol 2004;67:1215-1225. 

 



 19

21. Aoki H, Ohnishi H, Hama K, Shinozaki S, Kita H, Osawa H, Yamamoto H, Sato K, 

Tamada K, Sugano K. Cyclooxygenase-2 is required for activated pancreatic stellate 

cells to respond to proinflammatory cytokines. Am J Physiol Cell Physiol 

2007;292:259-268. 

 

22. Schneiderhan W, Diaz F, Fundel M, Zhou S, Siech M, Hasel C, Möller P, Gschwend 

JE, Seufferlein T, Gress T, Adler G, Bachem MG. Pancreatic stellate cells are an 

important source of MMP-2 in human pancreatic cancer and accelerate tumor 

progression in a murine xenograft model and CAM assay. J Cell Sci 2007;120(Pt 

3):512-519. 

 

23. Bailey JM, Swanson BJ, Hamada T, Eggers JP, Singh PK, Caffery T, Ouellette MM, 

Hollingsworth MA. Sonic hedgehog promotes desmoplasia in pancreatic cancer. Clin 

Cancer Res 2008;14:5995-6004. 

 

24. Olive KP, Jacobetz MA, Davidson CJ, Gopinathan A, McIntyre D, Honess D, Madhu 

B, Goldgraben MA, Caldwell ME, Allard D, Frese KK, Denicola G, Feig C, Combs C, 

Winter SP, Ireland-Zecchini H, Reichelt S, Howat WJ, Chang A, Dhara M, Wang L, 

Rückert F, Grützmann R, Pilarsky C, Izeradjene K, Hingorani SR, Huang P, Davies 

SE, Plunkett W, Egorin M, Hruban RH, Whitebread N, McGovern K, Adams J, 

Iacobuzio-Donahue C, Griffiths J, Tuveson DA. Inhibition of Hedgehog Signaling 

Enhances Delivery of Chemotherapy in a Mouse Model of Pancreatic Cancer. Science 

2009;324:1457-1461. 

 



 20

25. Feldmann G, Habbe N, Dhara S, Bisht S, Alvarez H, Fendrich V, Beaty R, Mullendore 

M, Karikari C, Bardeesy N, Ouellette MM, Yu W, Maitra A. Hedgehog inhibition 

prolongs survival in a genetically engineered mouse model of pancreatic cancer. Gut 

2008;57:1420-30. 

 

26. Yoshida S, Ujiki M, Ding XZ, Pelham C, Talamonti MS, Bell RH Jr, Denham W, 

Adrian TE. Pancreatic stellate cells (PSCs) express cyclooxygenase-2 (COX-2) and 

pancreatic cancer stimulates COX-2 in PSCs. Mol Cancer 2005;4:27. 

 

27. Fitzner B, Brock P, Holzhuter SA, Nizze H, Sparmann G, Emmrich J, Liebe S, Jaster 

R. Synergistic growth inhibitory effects of the dual endothelin-1 receptor antagonist 

bosentan on pancreatic stellate and cancer cells. Dig Dis Sci 2009;54:309-320. 

 

28. Buchholz M, Biebl A, Neesse A, Wagner M, Iwamura T, Leder G, Adler G, Gress 

TM. SERPINE2 (protease nexin I) promotes extracellular matrix production and local 

invasion of pancreatic tumors in vivo. Cancer Res 2003;63:4945-4951.  

 

29. Neesse A, Wagner M, Ellenrieder V, Bachem M, Gress TM, Buchholz M. Pancreatic 

stellate cells potentiate proinvasive effects of SERPINE2 expression in pancreatic 

cancer xenograft tumors.  Pancreatology 2007;7:380-385. 

 

30. Hwang RF, Moore T, Arumugam T, Ramachandran V, Amos KD, Rivera A, Ji B, 

Evans DB, Logsdon CD. Cancer-associated stromal fibroblasts promote pancreatic 

tumor progression. Cancer Res 2008;68:918-926. 

 



 21

31. Fujita H, Ohuchida K, Mizumoto K, Egami T, Miyoshi K, Moriyama T, Cui L, Yu J, 

Zhao M, Manabe T, Tanaka M. Tumor-stromal interactions with direct cell contacts 

enhance proliferation of human pancreatic carcinoma cells. Cancer Sci 

2009;100:2309-2317.  

 

32. Bomstein P. Matricellular proteins: an overview. J Cell Commun Signal 2009;3:163-5. 

 

33. Grzesiak JJ, Bouvet M. The alpha2beta1 integrin mediates the malignant phenotype on 

type I collagen in pancreatic cancer cell lines. Br J Cancer 2006;94:1311-1319. 

 

34. Yan Q, Sage EH. SPARC, a matricellular glycoprotein with important biological 

functions. J Histochem Cytochem 1999;47:1495-506. 

 

35. Tai IT, Tang MJ. SPARC in cancer biology: its role in cancer progression and 

potential for therapy. Drug Resist Updat 2008 11:231-46.  

 

36. Guweidhi A, Kleeff J, Adwan H, Giese NA, Wente MN, Giese T, Büchler MW, 

Berger MR, Friess H. Osteonectin influences growth and invasion of pancreatic cancer 

cells. Ann Surg 2005;242:224-234. 

 

37. Infante JR, Matsubayashi H, Sato N, Tonascia J, Klein AP, Riall TA, Yeo C, 

Iacobuzio-Donahue C, Goggins M. Peritumoral fibroblast SPARC expression and 

patient outcome with resectable pancreatic adenocarcinoma. J Clin Oncol 

2007;25:319-325. 

 



 22

38. Mantoni TS, Schendel RR, Rödel F, Niedobitek G, Al-Assar O, Masamune A, 

Brunner TB. Stromal SPARC expression and patient survival after chemoradiation for 

non-resectable pancreatic adenocarcinoma. Cancer Biol Ther 2008;7:1806-1815.  

 

39. Chen G, Tian X, Liu Z, Schmidt B, Henne-Bruns D, Bachem M, Kornmann M. 

Inhibition of endogenous SPARC enhances pancreatic cancer cell growth: modulation 

by FGFR1-III isoform expression. Br J Cancer 2010;102:188-195. 

 

40. Koninger J, Giese T, di Mola FF, Wente MN, Esposito I, Bachem MG, Giese NA, 

Büchler MW, Friess H. Pancreatic tumor cells influence the composition of the 

extracellular matrix. Biochem Biophys Res Commun 2004;322:943-949. 

 

41. Esposito I, Penzel R, Chaib-Harrireche M, Barcena U, Bergmann F, Riedl S, Kayed H, 

Giese N, Kleeff J, Friess H, Schirmacher P. Tenascin C and annexin II expression in 

the process of pancreatic carcinogenesis. J Pathol 2006;208:673-685. 

 

42. Kanno A, Satoh K, Masamune A, Hirota M, Kimura K, Umino J, Hamada S, Satoh A, 

Egawa S, Motoi F, Unno M, Shimosegawa T. Periostin, secreted from stromal cells, 

has biphasic effect on cell migration and correlates with the epithelial to mesenchymal 

transition of human pancreatic cancer cells. Int J Cancer 200815;122:2707-2718. 

 

43. Phillips PA, McCarroll JA, Park S, Wu MJ, Pirola R, Korsten M, Wilson JS, Apte 

MV. Rat pancreatic stellate cells secrete matrix metalloproteinases: implications for 

extracellular matrix turnover. Gut 2003;52:275-282. 

 



 23

44. Shek FW, Benyon RC, Walker FM, McCrudden PR, Pender SL, Williams EJ, Johnson 

PA, Johnson CD, Bateman AC, Fine DR, Iredale JP. Expression of transforming 

growth factor-beta 1 by pancreatic stellate cells and its implications for matrix 

secretion and turnover in chronic pancreatitis. Am J Pathol 2002;160:1787-98. 

 

45. Farrow B, Albo D, Berger DH. The role of the tumor microenvironment in the 

progression of pancreatic cancer. J Surg Res 2008;149:319-28. 

 

46. Koong AC, Mehta VK, Le QT, Fisher GA, Terris DJ, Brown JM, Bastidas AJ, Vierra 

M. Pancreatic tumors show high levels of hypoxia. Int J Radiat Oncol Biol Phys 

2000;48:919-922. 

 

47. Erkan M, Reiser- Erkan C, Michalski CW, Deucker S, Sauliunaite D, Streit S, et al. 

Cancer-stellate cell interactions perpetuate the hypoxia-fibrosis cycle in pancreatic 

ductal adenocarcinoma. Neoplasia 2009;11:497-508. 

 

48. Reiser-Erkan C, Erkan M, Pan Z, Bekasi S, Giese NA, Streit S, Michalski CW, Friess 

H, Kleeff J. Hypoxia-inducible proto-oncogene Pim-1 is a prognostic marker in 

pancreatic ductal adenocarcinoma. Cancer Biol Ther 2008;7:1352-1359. 

 

49. Masamune A, Kikuta K, Watanabe T, Satoh K, Hirota M, Shimosegawa T. Hypoxia 

stimulates pancreatic stellate cells to induce fibrosis and angiogenesis in pancreatic 

cancer. Am J Physiol Gastrointest Liver Physiol 2008;295:G709-17. 

 



 24

50. Spector I, Honig H, Kawada N, Nagler A, Genin O, Pines M. Inhibition of Pancreatic 

Stellate Cell Activation by Halofuginone Prevents Pancreatic Xenograft Tumor 

Development. Pancreas. 2010 Pancreas 2010;00:00-00. 

 

51. Jaster R, Sparmann G, Emmrich J, Liebe S. Extracellular signal regulated kinases are 

key mediators of mitogenic signals in rat pancreatic stellate cells. Gut 2002;51:579-

584.  

 

52. Masamune A, Suzuki N, Kikuta K, Satoh M, Satoh K, Shimosegawa T. Curcumin 

blocks activation of pancreatic stellate cells. J Cell Biochem 2006;97:1080-1093. 

 

53. Schwer CI, Guerrero AM, Humar M, Roesslein M, Goebel U, Stoll P, Geiger KK, 

Pannen BH, Hoetzel A, Schmidt R. Heme oxygenase-1 inhibits the proliferation of 

pancreatic stellate cells by repression of the extracellular signal-regulated kinase1/2 

pathway. J Pharmacol Exp Ther 2008;327:863-871. 

 

54. Masamune A, Kikuta K, Satoh M, Suzuki N, Shimosegawa T. Green tea polyphenol 

epigallocatechin-3-gallate blocks PDGF-induced proliferation and migration of rat 

pancreatic stellate cells. World J Gastroenterol 2005;11:3368-3374. 

 

55. He J, Sun X, Qian KQ, Liu X, Wang Z, Chen Y. Protection of cerulein-induced 

pancreatic fibrosis by pancreas-specific expression of Smad7. Biochim Biophys Acta 

2009; 1792: 56-60.  

 



 25

56. Truty MJ, Urrutia R. Basics of TGF-beta and pancreatic cancer. Pancreatology 

2007;7:423-35.  

 

57. Shen H, Zhang M, Minuk Gym Gong Y. Different effects of rat interferon alpha, beta 

and gamma on rat hepatic stellate cell proliferation and activation. BMC Cell Biol 

2002; 3:9. 

 

58. Baumert JT, Sparmann G, Emmrich J, Liebe S, Jaster R. Inhibitory effects of 

interferons on pancreatic stellate cell activation. World J Gastroenterol 2006;12:896-

901. 

 

59. Fitzner B, Brock P, Nechutova H, Glass A, Karopka T, Koczan D, Thiesen HJ, 

Sparmann G, Emmrich J, Liebe S, Jaster R. Inhibitory effects of interferon-gamma on 

activation of rat pancreatic stellate cells are mediated by STAT1 and involve down-

regulation of CTGF expression. Cell Signal 2007;19:782-790. 

 

60. Koninger J, Giese NA, di Mola FF, Berberat P, Giese T, Esposito I, Bachem MG, 

Büchler MW, Friess H. Overexpressed decorin in pancreatic cancer: potential tumor 

growth inhibition and attenuation of chemotherapeutic action. Clin Cancer Res 

2004;10:4776-4783. 

 

61. Farrow B, Berger DH, Rowley D. Tumor-derived pancreatic stellate cells promote 

pancreatic cancer cell invasion through release of thrombospondin-2. J Surg Res 

2009;156:155-60. 

 



 26

62. Ramachandran V, Arumugam T, Hwang RF, Greenson JK, Simeone DM, Logsdon 

CD. Adrenomedullin is expressed in pancreatic cancer and stimulates cell proliferation 

and invasion in an autocrine manner via the adrenomedullin receptor, ADMR. Cancer 

Res 2007;67:2666-2675. 

 

63. Ramachandran V, Arumugam T, Langley R, Hwang RF, Vivas-Mejia P, Sood AK, 

Lopez-Berestein G, Logsdon CD. The ADMR receptor mediates the effects of 

adrenomedullin on pancreatic cancer cells and on cells of the tumor 

microenvironment. PLoS One 2009;4:e7502. 

 

64. Shimizu, M. Mechanisms of pancreatic fibrosis and applications to the treatment of 

chronic pancreatitis. J Gastroenterol 2008;43:823-832. 

 

 

 

 

 

 



Growth factors and cytokines (e.g. PDGF, 
IL-1, TNF-α, TGF-ß, activin A), ethanol, 
oxidative stress, endotoxin

Figure 1. A central feature of the desmoplastic response is the transformation of PSCs from quiescent vitamin A‐containing cells
into activated myofibroblast‐like cells. A variety of factors released during pancreatic injury or cancer, such as cytokines, growth
factors, ethanol, oxidative stress, and endotoxin participate in the induction of PSC activation.
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Figure 2. Signaling interactions between PSCs and tumor cells. Pancreatic cancer cells (PCC) produce a variety of mitogenic and
fibrogenic stimulants acting on PSCs. Activated PSCs produce growth and survival factors that can mediate effects on cancer cells either
directly or via altering the microenvironment. In this way, a positive stimulatory loop is maintained.


