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1. Introduction 

Although they tend to develop some independence upon malignant transformation, tumor 

cells and tumors remain“social” moieties. In many steps during tumor progression, tumor 

cells’ interaction with each other and with their microenvironment is an essential element in 

their survival, growth and progression. This dependence on cell-cell interactions provides 

an opportunity for therapeutic interventions. In addition to long range interactions through 

growth factors, cytokines and other released molecules, the cells use various structures to 

interact directly, including gap junctions (GJ), tight junctions, adherens junctions and 

desmosomes. 

Gap junction intercellular communication (GJIC), is a process involved in the transfer of 
second messengers such as cAMP, cGMP, glutamate, NAD+, IP3, glutathione, and Ca++ ions, 
between cells, through channel structures called gap junctions (GJ). It is involved in various 
biological functions including regulation of cell growth, cell differentiation, and 
maintenance of tissue homeostasis (Wei et al. 2004). Structurally, gap junctions are formed 
by two head-to-head opposing hexameric transmembrane channels called connexons or 
hemichannels contributed by two interacting cells (Yeager and Harris 2007). The building 
units of connexons are the connexin proteins (Cxs), which are tetraspan integral membrane 
proteins (Nakagawa et al. 2010). 
Expression and functional analysis of connexins and GJIC revealed that, in general, they are 
lost in cancer (Kandouz and Batist 2010) and their restoration has tumor inhibitory effects, 
which led to the concept that this type of intercellular communication plays a tumor 
suppressor role. Consequently, it early became clear that restoring GJIC and connexin 
expression, using different chemical treatments or by gene transfer, can be used to inhibit 
tumor cell growth (Fernstrom et al. 2002). 
GJIC and Cxs have also been suggested to be involved during metastasis, although this role 
is still largely unclear. For example, on one hand connexin43 (Cx43) affects angiogenesis in 
vitro and in vivo, via an effect on proteins such as the Monocyte chemotactic protein-1 (MCP­
1) and Interleukin-6 (McLachlan et al. 2006) , although this effect seems GJIC-independent 
(McLachlan et al. 2006) . On the other hand, Cx43-mediated GJIC facilitates metastatic 
homing to the lung via increased adhesion to endothelial cells (Elzarrad et al. 2008). GJIC as 
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a result of overexpression of Cx43 in MDA-MET, an aggressive derivative of the metastatic 
breast cancer cell line MDA-MB-231, decreased cell invasion (Li et al. 2008a). Cx43 and Cx26 
have been suggested to contribute to metastasis of breast cancer to the lymph nodes 
(Kanczuga-Koda et al. 2006). 
However, although connexins and gap junctions are tightly associated, connexins are 
capable of functions of their own. The exact role of GJIC-dependent versus –independent 
functions of connexins is still ill-understood and sometimes even paradoxical (Mesnil et al. 
2005) (Dbouk et al. 2009).  For example, connexins seem to act as tumor suppressors as well 
as tumor facilitators in the breast (McLachlan et al. 2007). The above-mentioned role of Cx43 
in angiogenesis seems GJIC-independent (McLachlan et al. 2006). 
Visibly, more studies are needed to understand the complex role of GJIC and Cxs in cancer. 
This lack of information is a major obstacle to the full use of the therapeutic potential of Cxs 
and GJIC in cancer. Nevertheless, this obstacle didn’t prevent from a attempting many 
creative and promising therapeutic strategies. 

2. Connexins and GJIC in gene therapy: the bystander effect 

A major limitation to cancer gene therapy is the often limited transfection efficiency of target 
cells. This is the specific aspect where the field of gap junctions has been particularly 
helpful, using a mechanism to amplify the cytotoxic signal originating from a limited 
population of target cells. 

2.1 Bystander effect-mediated functions of connexins and GJIC 
For the GJIC researchers, it quickly became clear that the ability of cells to transmit signaling 
moieties to their neighbors would offer an interesting opportunity. This strategy, based on a 
process called “bystander effect” (BE) (Figure 1), doesn’t require the therapeutic agent to 
reach all tumor cells (van, I et al. 2002). Thanks to the BE, triggering the death process in a 
single cell could be amplified by transfer of the cytotoxic signaling molecules via the GJICs, 
resulting in similar changes and fate in interacting cells. A major mechanism of the BE 
involves direct gap junctional intercellular communication (GJIC) and changes in connexins’ 
levels translate into changes in the BE potential (Asklund et al. 2003; Elshami et al. 1996; 
Yamasaki and Katoh 1988). Therefore, the BE is an important factor in the efficiency of 
cancer therapy (Mothersill and Seymour 2004), but its function requires direct intracellular 
contacts to undergo cytotoxicity. So far, a major application for the BE has been gene 
therapy. Many authors have shown a decade ago that the BE promotes the so-called 
“suicide gene therapy”. 
The first explorations of the BE therapeutic potential involved the use of enzyme/prodrug 
gene therapy approaches. In this therapy, target cells are made to express an enzyme that 
converts a prodrug inside the cell into the cytotoxic active drug that is transmitted to and 
kills the interacting cells. Two combinations of enzymes and prodrugs have been 
particularly tested: the bacterial cytosine deaminase (CD) with the antifungal drug 5­
fluorocytosine (CD/5-FC) and, most widely, the herpes simplex virus thymidine kinase 
(HSVtk) with the antiherpetic ganciclovir (HSVtk/GCV) (Mesnil et al. 1996; Trinh et al. 
1995). In the CD/5-FC system, CD converts 5-FC into the active cytotoxic form 5­
fluorouracil (5-FU) (Mullen et al. 1992). While ganciclovir (GCV), a nucleoside analogue, is 
poorly metabolized by mammalian thymidine kinases, it is phosphorylated by the HSVtk 
and cellular kinases and thus converted into the nucleotide GCV triphosphate, a cytotoxic 
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219 Hopes and Disillusions in Therapeutic Targeting of Intercellular Communication in Cancer 

drug (Chen et al. 1994). The later works by incorporating into and blocking replication of 
DNA in dividing cells, resulting in induction of cell death (Thompson 1999). The 
phosphorylated form of GCV will be transmitted to neighboring cells via GJIC. For example, 
transfection of tumor cells expressing Cx43 with HSVtk will allow GCV to kill target as well 
as by-standing cells (Mesnil et al. 1996). GJIC and connexins have been shown to be 
involved during the BE-based HSV-tk/GCV therapy (Dilber et al. 1997; Vrionis et al. 1997; 
Elshami et al. 1996; Fick et al. 1995; Mesnil et al. 1996). BE using the UPRT/5-FU system 
(uracil phosphoribosyltransferase (UPRT) of E. coli origin and 5-fluorouracil (5-FU)) was 
found to be correlated to the level of Cx43 and GJIC (Kawamura et al. 2001). The extent of 
the role of GJIC and Cxs in BE-mediated cytotoxicity is most certainly underestimated. 
Many experimental therapeutic strategies make use of the BE but the role of GJICs or Cxs in 
their mechanism of action has not been investigated yet. 

Fig. 1. Bystander Effect. A death signal, such as the one from the enzyme/prodrug system, 
triggered in a single cell is transmitted, through GJIC-dependent or –independent 
mechanisms, to neighboring cells. These bystanding cells are, in turn, destined to die 
without being directly targeted by the cytotoxic stimuli. 

The efficacy of the enzyme/prodrug approach in vitro and in animal xenograft models has 
been demonstrated (Xu and McLeod 2001). However, there are many factors which 
immediately affect the efficacy of the approach. Although the % of cells expressing either 
HSVtk or CD has been shown to have some importance, the extent of contacts between cells 
was found to be the most crucial condition, as it requires contact between cells as well as 
their ability to transfer small cytotoxic molecules from one to another (Bi et al. 1993; Fick et 
al. 1995; Trinh et al. 1995). Using a murine breast cancer model transgenic for the activated 
rat neu oncogene under the control of the mouse mammary tumor virus long terminal 
repeat (MMTV-LTR), the efficacy of the HSVtk/GCV system has been shown in vivo. 
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220 Gene Therapy - Developments and Future Perspectives 

However, this approach showed an incomplete antitumor potential, the limiting factors 
being low viral transduction efficiency and functionality of the BE and GJIC in mammary 
tumor cells (Sacco et al. 1996; Sacco et al. 1995). 
As previously stressed, there is need for further deciphering of the respective roles played 
by GJIC, Cxs and the BE in these enzyme/prodrug systems in different cellular and cancer 
contexts. Characterizing the interdependence of the BE and GJIC in gene therapy systems 
could allow their more effective use. It has been reported that the BE resulting from the 
thymidine kinase/ganciclovir (tk/GCV) system requires functional GJIC while in the 
thymidine phosphorylase/5′-deoxy-5-fluorouridine (tp/DFUR) system, whereas thymidine 
phosphorylase (TP) converts 5′-deoxy-5-fluorouridine (5′-DFUR, doxifluridine) to 5-FU and 
its anabolite 5-fluoro-2′-deoxyuridine (5-FdUrd), the BE occurs via the cell culture medium 
and is independent of GJIC and apoptosis. Nevertheless, combining these two systems 
showed more BE than each system separately (Denning and Pitts 1997). It has also been 
reported that, in comparison to the HSVtk/GCV system, bystander killing resulting from 
the CD/5-FC system is GJIC-independent, and both communication-competent and ­
incompetent CD-transduced cells were killed dramatically more than bystander cells 
(Lawrence et al. 1998). Shared culture medium rather than direct cell-cell contacts were 
incriminated in the BE-mediated cell killing (Bai et al. 1999). Taken together, these findings 
particularly support the need for a better understanding of GJIC-independent BE to better 
rationalize the therapeutic use of this approach. This is particularly true when combining 
enzyme/prodrug targeting with connexin overexpression. 

2.2 Role of apoptosis in the bystander effect cytotoxicity 
The cytotoxic effects of these enzyme/prodrug systems via the BE are due to the induction 
of apoptosis (Hamel et al. 1996). GJIC can either mediate apoptotic cell death or potentiate 
the efficacy of pro-apoptotic agents. The BE allows these drugs or their signaling 
intermediates to reach by diffusion more cells than they would do alone (Peixoto et al. 2009) 
(Jensen and Glazer 2004; Udawatte and Ripps 2005). In fact, it has been shown that gap 
junctions remain open during the apoptotic process (Cusato et al. 2006). However, there are 
additional, less understood mechanisms for the role of gap junctions in BE cytotoxicity. In 
other respect, the BE can be instrumental in drug resistance. For instance, Src activation 
induces Cx43 tyrosine phosphorylation and GJIC decrease, resulting in resistance to 
Cisplatin (Peterson-Roth et al. 2009). 
Therefore, one expected limitation to the enzyme/prodrug gene therapy approach would 
come from the fact that in cancer cells, many apoptosis-related signaling pathways are often 
aberrant. It has been shown for example that HSV-tk/GCV-induced BE is influenced by 
mutations in p53 (van, I et al. 2005), a tumor suppressor gene frequently mutated in cancer 
and which regulates apoptotic cell death. A study by Garcia-Rodríguez et al. showed a 
strong correlation of E-cadherin expression and the TK/GCV bystander effect and that 
increasing the expression of E-cadherin improved TK/GCV cytotoxicity and triggered a 
potent antitumoral effect in vivo, through reduction of the anti-apoptotic protein Bcl-2 
(Garcia-Rodriguez et al. 2011a). Similarly, the efficacy of this gene therapy strategy could be 
undermined by certain treatment combinations. Treatment with dexamethasone 
significantly reduced their apoptotic response in glioma cells, as a result of diminished 
GJIC-dependent BE and efficacy of HSVtk gene therapy (Robe et al. 2005). This finding 
warns against future usage of dexamethasone as a symptomatic treatment if HSVtk gene 
therapy were to be attempted. Luckily, the outcome of this gene therapy strategy can also be 
improved by a multitude of other treatments (Robe et al. 2004) as will be discussed below. 
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221 Hopes and Disillusions in Therapeutic Targeting of Intercellular Communication in Cancer 

3. Strategies to potentiate the bystander effect-based therapy 

Attempts to use the BE in gene therapy studies are limited by the ability of target cells to 
communicate by gap junctions. Restoring GJIC to these cells in the enzyme/prodrug 
systems could not only bypass this limitation, it by itself has a gene therapy potential 
(Figure 2). Indeed, two different approaches have been used in the literature: 1) intratumoral 
delivery of Cx-encoding vectors that could either be used to enhance enzyme/prodrug gene 
therapy or potentiate the effect of pharmacological drugs, and 2) pharmacological induction 
of Cx expression and GJIC, which could be combined to enzyme/prodrug gene therapy. 

Fig. 2. Different GJIC, BE and/or Cx-based gene therapy approaches. Connexins (Cx) 
restoration could be performed either by direct gene delivery or by induction using 
pharmacological drugs. The Cx tumor suppressing effect is then either GJIC-dependent or 
independent (indep). Similarly, the BE-mediated cytotoxic effect of the enzyme/prodrug 
(E/P) approach could either be GJIC-dependent or independent. It could be improved by Cx 
restoration or by pharmacological intervention. 

3.1 Combined enzyme/prodrug/connexin gene therapy 
A major hurdle facing the enzyme/prodrug approach proved to be the loss of connexins 
and GJICs in the target cells, the malignant ones. Therefore, increasing the levels of Cxs and 
GJIC in cancer cells would result in a better response to BE-based gene therapy cytotoxicity. 
Transfecting cells with vectors encoding viral thymidine kinase and connexin genes has 
proven efficient in many studies (Cirenei et al. 1998; Ghoumari et al. 1998; Marconi et al. 
2000; Tanaka et al. 2001a)(table 1). 
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Enzyme/Prodrug 
system 

Connexin Targeting 
Vector 

Cell type Reference 

HSVtk/GCV Cx43 Retroviral Glioblastoma 
(U-87) 

(Cirenei et al. 
1998) 

HSVtk/GCV Cx43 Plasmid Hepatocellular 
carcinoma 
cells (Hepa1-6) 

(Ghoumari et 
al. 1998) 

HSVtk/GCV Cx43 A Herpes 
simplex viral 
vector (HSV) 

Glioblastoma 
(U-87) and 
fibrosarcoma 
(L929) 

(Marconi et al. 
2000) 

HSVtk/GCV Cx26 Adenoviral 
multigenic 

Bladder cancer 
(UM-UC-3 
and UM-UC­
14) 

(Tanaka et al. 
2001a) 

HSVtk/GCV Cx26 Retroviral Pancreatic 
tumor cells 
(NP-9, NP-18, 
NP-31) 

(Carrio et al. 
2001) 

HSVtk/GCV Cx43 Plasmid Cervical 
cancer (Hela) 

(Tanaka et al. 
2001c) 

HSVtk/GCV Cx43 Plasmid Cervical 
cancer (Hela) 

(Duflot-
Dancer et al. 
1998) 

HSVtk/GCV Cx43 Retroviral Breast cancer 
(MDA-MB­
435) 

(Grignet-
Debrus et al. 
2000) 

Table 1. Examples of gene therapy studies combining the enzyme/prodrug and Cx 
restoration approaches. 

Nevertheless, enforced expression of Cxs might not always be sufficient to alleviate the 
inefficiency of the enzyme/prodrug system. For example, in a study of the efficacy of the 
HSVtk/GCV system combined with overexpression of Cx26 in a panel of pancreatic tumor 
cells, not all cell lines showed improved CJIC or bystander cytotoxicity (Carrio et al. 2001). 
Inability of Cx43 to properly localize at the cell surface prevented human colon tumor cells 
from being targeted by the BE and cytotoxicity of HSVtk (McMasters et al. 1998). The 
localization of Cx43 and the level of gap junctions functionality were also found to influence 
the BE in glioblastoma cells (Cottin et al. 2008). Therefore, a better understanding of the 
mechanisms involved in the stability and trafficking of connexins as well as the process of 
gap junction formation is needed. In particular, connexins’ phosphorylation is an essential 
post-translational modification in their life cycle (Solan and Lampe 2009) and so are their 
stability and degradation by the lysosomal and proteasomal systems (Leithe and Rivedal 
2007). For example, abnormal trafficking and lysosomal degradation can impede with the 
function of Cx43 (Qin et al. 2003a). Apigenin, a cancer chemopreventive flavonoid, was able 
to improve the effect of HSVtk only after concurrent transfection with the Cx43 gene, which 
suggests that, unlike other chemicals, it affects gap junction functionality rather than 
inducing connexin expression (Touraine et al. 1998). It has also been suggested that different 
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connexins might have different abilities to modulate the BE. Cx32 and Cx26 were reported 
to be significantly more effective than Cx43 at mediating the BE in cocultures of connexin­
expressing and HSVtk-expressing C6 glioma cells (Jimenez et al. 2006). 
Another issue that is not completely elucidated is the importance of targeting tumor cells to 
express both the suicide gene and the connexin at the same time. It has been suggested that 
separate introduction of the HSVtk and connexin genes in tumor cells might have higher 
killing efficiency than simultaneous expression, as illustrated by transfection of HeLa cells 
with Cx43 and HSVtk genes (Tanaka et al. 2001c). Interestingly, the Cx-expressing cells 
induce the Cx-devoid cells to contribute to GJIC through an unknown mechanism (Tanaka 
et al. 2001b). This is an encouraging observation in view of the known heterogeneity of 
tumors or in situations where Cx-negative malignant cells are scattered within Cx-positive 
normal tissues (i.e. gliomas), which means that gene therapy targeting of these tumors with 
the enzyme/prodrug system might still be efficient even when only a small subpopulation 
of tumor cells expresses connexins. 

3.2 Combined connexins delivery and pharmacological treatments. 
Modulating GJIC and Connexins has been used to sensitize to chemotherapy using a variety 
of pharmacological drugs (Figure 2). For example, Cx32 expression enhanced the sensitivity 
of human renal cell carcinoma (RCC) cells to vinblastine (VBL) in vitro and in vivo (Sato et al. 
2007c). Cx43 overexpression increased the sensitivity of the LNCaP prostate cancer cells to 
tumor necrosis factor alpha (TNFalpha), anti-Fas antibodies, and TRAIL (Wang et al. 2007). 
Overexpression of Cx26 improved the growth suppressive effect of doxorubicin in prostate 
cancer cells (Tanaka and Grossman 2004). Restoring Cx43 expression in human glioblastoma 
increased sensitivity to Etoposide, Paclitaxel (Taxol) and Doxorubicin, in a way that, 
paradoxically, seems GJIC-independent (Huang et al. 2001). Combining intratumoral 
injection of a Cx43-expressing vector and intravenous injection of Docetaxel (DTX) 
improved anti-tumor efficiency more than DTX alone (Fukushima et al. 2007). The 
overexpression of Cx26 resulted in increased GJIC and enhanced cytotoxic BE of 
gemcitabine, a nucleoside analogue drug whose phosphorylated form is transmitted 
through gap junctions, in pancreatic cancer cells both in vitro and in mice (Garcia-Rodriguez 
et al. 2011b). At low doses, PKI-166, a Her-2/Her-1 inhibitor and PP1, a Src family inhibitor, 
were shown to enhance the tumor-suppressive effect of Cx32 in human renal cell carcinoma 
Caki-2 cells, partly through GJIC (Fujimoto et al. 2005b; Fujimoto et al. 2005a). As a last 
example, Cx32 expression also significantly potentiated the cytotoxicity of vinorelbine 
(VBN), in lung adenocarcinoma A549 cells (Sato et al. 2007a). 

3.3 Combined pharmacological restoration of connexins and gene therapy 
In addition to exogenous delivery of connexins, their expression can be increased using 
pharmacological treatments that affect different levels of gene regulation. The strategy of 
restoring Cx expression to favor BE-mediated cytotoxicity is mainly confronted to a flagrant 
misunderstanding of the mechanisms of loss of Cx expression in cancer. Many 
transcriptional and post-transcriptional aberrations have been described so far but, as 
expected, none provide a ubiquitous explanation (Carystinos et al. 2003; Gao et al. 2007; 
Villares et al. 2009; Leithe and Rivedal 2007; Solan and Lampe 2009). Nevertheless, the 
available knowledge has significantly been used in a therapeutic perspective. 
Transcriptional silencing of Cx expression has been shown to involve epigenetic events such 
as promoter methylation and chromatin acetylation. Restoration of Cx32 in  human RCC 
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cells by 5-aza-2'-deoxycytidine (5-aza-CdR), a DNA demethylating agent, suppressed tumor 
growth in a xenograft model (Hagiwara et al. 2008). 4-phenylbutyrate (4-PB), a histone 
deacetylases inhibitor (HDACi), induced connexin expression and enhanced GJIC between 
pancreatic cancer cells in culture and potentiated HSVtk/GCV bystander killing effect in 
glioma cells (Ammerpohl et al. 2004; Ammerpohl et al. 2007). Other HDACi such as 
Trichostatin A (TSA) and sodium butyrate (NaBu), restored Cx43 expression and increased 
GJIC (Hernandez et al. 2006; Ammerpohl et al. 2007). It is not known if these HDACi would 
affect the outcome of the suicide gene therapy. Some of the compounds might also affect the 
BE independently of their gene expression-modulatory functions. N-butyrate, an inducer of 
histone hyperacetylation, was shown to enhance the GJIC and the BE in GJIC-deficient 
glioma cells independently from its HDACi function (Robe et al. 2004). 
Post-transcriptional regulation of Cx expression via mRNA trafficking, stability, splicing 
and translation, are probably the least studied aspects of Cx life cycle and their impact in 
gene therapy improvement is still far-fetched. There is fortunately little more data on post-
translational regulation, especially protein modification and degradation by proteasomal 
and lysosomal mechanisms (Kjenseth et al. 2010; Berthoud et al. 2004). Additional 
regulatory mechanisms include microRNA (Anderson et al. 2006) (Yang et al. 2007; Kedde et 
al. 2007). In addition, an active Cx43 pseudogene (PsiCx43) has been identified and found to 
be expressed in breast cancer cell lines but not in normal breast epithelial cells (Kandouz et 
al. 2004). Inhibition of this pseudogene using short interfering RNAs (siRNAs) can be used 
to restore Cx43 expression, thus improving chemosensitization of breast cancer cells (Bier et 
al. 2009). Although there are ways to specifically target these different pathways to restore 
Cx expression, it is not known whether this would succeed in enhancing the BE cytotoxicity. 
In principle at least, connexins could also be targeted  via various interaction partners that 
affect their localization, turnover and function such as the interaction of Cx30 with 
cytoskeletal (microtubules, actin filaments) and tight/adherens junction proteins (Carette et 
al. 2009; Qu et al. 2009) or the interaction of Cx43 with the Rab GAP-like protein CIP85 (Lan 
et al. 2005). 

3.4 Combined pharmacological/gene therapy 
Another strategy is the use of chemical inducers of Cx expression to improve the efficiency 
of the enzyme/prodrug gene therapy (Figure 2). The inhibition of ATP-sensitive potassium 
(KATP) channels with tolbutamide resulted in increased Cx43 and GJIC, enhancing the 
bystander effect in HSVtk/GCV therapy in U373 human glioma cells (Paino et al. 2010). All-
trans retinoic acid was shown to induce Cx43 expression and to increase GJIC in tumor cell 
lines, resulting in an increased efficiency of the HSVtk/GCV-induced cytotoxicity in vitro 
and in vivo (Park et al. 1997). A similar result was observed after 8-bromo-cyclic-AMP 
treatment, (Carystinos et al. 1999; Kunishige et al. 1998). This approach has particularly been 
viewed as a chemopreventive one (King and Bertram 2005). The green tea flavonoid 
compound (–)Epicatechin, prevents tumor promoting chemicals such as the 12-O­
tetradecanoylphorbol-13-acetate (TPA) from inhibiting GJIC (le-Agha et al. 2002). 
Resveratrol (3,5,4'-trihydroxy-stilbene), a natural polyphenol, provides a similar preventive 
effect against TPA and the insecticide DDT (Nielsen et al. 2000), and so do carotenoids 
(Zhang et al. 1991). It is yet to be examined whether these treatments could increase the 
cytotoxic potential of the HSVtk/GCV and other gene therapy systems, but we could 
already infer from the available data that pharmacologic upregulation of Cxs and gap 
junctions could be useful to combine with these gene therapy systems in clinical trials. 
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4. GJIC-independent and BE-independent connexin cytotoxic effects 

Part of the reasons why the original strong faith in the strategy to target connexins in the 
treatment of human tumors has been shaken is due to the focus on the BE and GJIC only. 
However, it is now obvious that in many contexts, the tumor suppressor effect of Cxs’ 
overexpression is GJIC-independent (Li et al. 2008b). Cx43 affect angiogenesis in vitro and in 
vivo (McLachlan et al. 2006) and improves the resistance to the chemotherapeutic agent 
cisplatin (CDDP) (Sato et al. 2009) in a GJIC-independent fashion. Cx26 regulates 
angiogenesis-related molecules by mechanisms that are both GJIC-dependent and – 
independent (Kalra et al. 2006; Qin et al. 2003b). GJIC-independent functions of Cx32 in 
blocking proliferation, invasion and metastasis in human renal cell carcinoma RCC cells, 
have also been reported (Sato et al. 2007b). Therefore, connexins could be used in gene 
therapy regardless of their ability to trigger BE or GJIC (Figure 2). The exact mechanisms 
and conditions where this strategy would be most effective are yet to be determined. 

5. Targeting tumor cells through GJIC with their cellular environment 

Another advantage of BE-based gene therapy strategies is that treatment could be aimed not 
only to the tumor cells but also to cellular partners within the microenvironment such as 
stromal and endothelial cells. For instance, when HSVtk-transduced endothelial cells and 
non-HSVtk-transduced tumor cells were co-cultured, treatment with GCV resulted in the 
BE-dependent death of both endothelial and tumor cells in vitro and in vivo (Trepel et al. 
2009). Targeting human umbilical vein endothelial cells (HUVECs) with a Cx37-encoding 
adenovirus induced their death by apoptosis (Seul et al. 2004). 
Although largely hypothetical at this point, we can envision a strategy where GJIC between 
tumor and stromal cells would be enforced to render tumor cells susceptible to cell killing. 
In other words, targeting tumor-associated endothelial cells for example, with delivery of 
connexins and an enzyme/prodrug system, could result in the demise of both the tumor 
and its irrigating blood vessels. Using a tridimensional model of cell culture, Benalalam et 
al. showed that GJIC between endothelial and tumor cells are required for antigenic peptide 
transfer to endothelial cells resulting in the latter’s recognition and elimination by cytotoxic 
T cells (CTL) (Benlalam et al. 2009). Using the attraction of bone marrow-derived stem cells 
(BMSCs) for glioma cells, Huang et al. took advantage of GJIC between the two cell types to 
improve the efficiency of the HSVtk/GCV suicide gene therapy. Indeed, combining the 
expression of HSVtk by BMSCs and the expression of Cx43 by glioma cells enhanced the 
bystander effect and improved suicide gene therapy (Huang et al. 2009). Similarly, 
the formation of gap junctions between adipose-tissue derived human mesenchymal stem 
cells (AT-MSC) and human glioblastoma cells contributed to bystander cytotoxicity of 
HSVtk (Matuskova et al. 2009). 
Paradoxically, GJIC-enabled bystander cells have been shown to confer protection against 
GCV to the very HSVtk-transduced cells that are the source of the cytotoxic signal. The 
impact of this observation on the therapeutic efficacy is not known. Indeed, as suggested by 
the authors of this study, it can either increase the efficacy of the treatment, by decreasing 
the demise of the HSVtk cells, thus prolonging their cytotoxic effect, or have an opposite 
effect by increasing their survival (Wygoda et al. 1997). Nevertheless, this observation shows 
that the so-called “bystander cells” and their ability to communicate by GJIC are an 
important element to take into consideration in the BE-based therapy. This applies to tumor 
cells as well as the stromal cells with which they communicate. 
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The therapeutic potential of the neural stem cells (NSCs) in the treatment of brain tumors 
have been demonstrated and, in many reports, have been shown to rely on bystander effect. 
NSCs are highly migrating cells able to cross the blood–brain barrier and which show 
tropism for tumor cells. Many studies showed that NSCs can be genetically modified to 
target tumor cells and the use of the cytosine deaminase (CD)/5-fluorocytosine (5-FC) 
system delivered particularly important results in medulloblastomas and gliomas (Aboody 
et al. 2000; Shimato et al. 2007; Kim et al. 2006) as well as breast or melanoma metastases to 
the brain (Joo et al. 2009; Aboody et al. 2006). Combined delivery of the CD/5-FC system 
with Interferon-β (IFN-β), known for its anti-tumor effects, showed a stronger bystander 
killing effect in glioma both in vitro and using an orthotopic xenograft in vivo model, where 
animals were intravenously infused with CD/IFN-β-expressing NSCs and administred with 
the prodrug 5-FC (Ito et al. 2010). Also, migratory HSVtk-transduced NSCs were able to kill 
untransduced glioma cells by a GJIC-mediated BE (Uhl et al. 2005). 
An additional level of complexity is the formation of different types of GJICs between 
different cell types. Homotypic gap junction channels formed of identical connexons and 
heterotypic channels made of connexons containing different connexins (Vaney and Weiler 
2000; Kapoor et al. 2004) can show different permeabilities (Weber et al. 2004; Bevans et al. 
1998b). This implies that Cx-mediated gene therapy will necessitate an elaborate 
“customization” effort to target specific interactions and avoid non specific effects. For 
instance, transformed cells form GJICs between them that are independent of the GJICs 
formed within adjacent nontransformed cells, with apparently no heterologous 
communication (Yamasaki and Katoh 1988). Therefore, it is in principle possible to target 
cancer-specific GJIC compartments without affecting normal cells. 

6. Clinical trials 

Many clinical trials have been performed to validate the enzyme/prodrug gene therapy 
approach and test its effects. These include the trial of adenovirus mediated delivery of 
HSVtk combined with GCV treatment in operable primary or recurrent high-grade gliomas, 
which resulted in a clinically and statistically significant increase in mean patient survival 
(Immonen et al. 2004). A phase I dose escalation clinical trial was conducted in 11 men with 
localized recurrent and metastatic hormone-refractory prostate cancer. In this trial, an 
adenovirus vector carrying osteocalcin promoter-driven HSVtk was used to target both 
prostate cancer cells and their neighboring stromal cells and valacyclovir, another anti­
herpetic prodrug converted to aciclovir, was given orally. The results showed a good 
tolerance with no serious adverse events but with local cell death in treated lesions in 63.6% 
of patients (Kubo et al. 2003). In another clinical phase I/II study, 36 prostate cancer patients 
with local recurrence after radiotherapy which received single or repeated cycles of 
adenoviral vector-mediated HSVtk/GCV intraprostatic gene therapy (Miles et al. 2001) 
showed no significant side effects and a significant increase in biological responses such as 
the mean serum PSA-doubling time (PSADT), prostate-specific antigen recurrence (PSAR), 
return to initial PSA (TR-PSA), and activated CD8(+) T cells present in the peripheral blood. 
In another phase I trial, nine courses of intraprostatic injections of adenoviral HSVtk 
followed by intravenous injection of GCV in 8 patients with local recurrence of prostate 
cancer after definitive hormonal therapy, showed no adverse events and a significant 
prolongation of the median serum PSADT. In five patients, decrease of PSA values was also 
observed (Nasu et al. 2007). Also, intraperitoneal administration of an HSVtk-encoding 

www.intechopen.com



 
 

 

 

 
 
 
 

  

 

  

 
 
 

 
  

  

 
 

  

  

 

  

 

  
 

  
 

227 Hopes and Disillusions in Therapeutic Targeting of Intercellular Communication in Cancer 

adenovirus and intravenous GCV showed significant efficacy in women with recurrent 
ovarian cancer (Alvarez et al. 2000). Finally, an adenoviral vector encoding the HSVtk gene 
was also used in a phase I trial where it has been introduced into the pleural cavity of 
patients with malignant mesothelioma in combination with systemic GCV treatments and 
showed good tolerance and detectable gene delivery (Sterman et al. 1998). 
Most of these clinical trials focused on issues of tolerance of the therapy and efficacy of 
delivery. Although it is understood that these gene therapy attempts rely mainly on the BE, 
it is frustrating that no data is available that correlates these clinical results with the 
formation of gap junctions and Cx expression in the targeted tumors. 

7. Conclusion 

Bystander effect is a big step forward in attempts to use gene therapy in cancer treatment. 
The idea that one can kill more cells than initially targeted has been a revolutionary concept. 
However, the biggest challenge to the translation of this concept into an effective therapy 
has been the lack of information in many aspects surrounding the BE and the role of GJIC 
and connexins. As further basic science studies are performed, we will be able to 
comprehend the mechanisms of loss of Cx expression in cancer and how they could be 
alleviated. Whether and how these mechanisms could be used to improve gene therapy is, 
again, wide open to exploration. An immediate impact of these studies would be the 
analysis of tumors for GJIC or Cx expression to identify a subset of patients most likely to 
benefit from gene therapy using enzyme/prodrug systems such as HSVtk/GCV. 
Other potential strategies could make use of the ability of gap junctions to transmit different 
types of cytotoxic signals. Radiotherapy for instance could benefit from this knowledge, 
based on the finding that death signals could be transmitted through BE from irradiated to 
nonirradiated cells (Azzam et al. 2001; Prise and O'Sullivan 2009). Radiation therapy could 
be combined with gene therapy interventions aimed at increasing GJIC which would 
amplify the cellular responsiveness to radiation therapy 
The function of gap junction channels involves conductance and electrical and chemical 
gating that can be affected by many factors, including the nature and stoichiometry of the 
contributing connexins, ensuring selective permeability to various molecules (Saez et al. 
2010; Nakagawa et al. 2010; Bevans et al. 1998a). In theory, BE-based gene therapy combined 
with Cx expression restoration would benefit from identifying Cxs with the best 
conductance in specific cancer settings. Furthermore, it would be possible to introduce 
specific mutations that would improve the conductance of BE cytotoxic molecules. Another 
possibility is to regulate opening and closure of gap junctional channels. The search for 
chemical inhibitors has delivered a series of drugs that result in either opening or closure of 
gap junctions (Salameh and Dhein 2005). Another approach involved the use of mimetic 
peptides that bind to connexin hemichannels, and modify their conductance (Evans and 
Leybaert 2007). Although it is yet to be assessed, targeting GJ opening and conductance 
properties could optimize the effect of the BE gene therapy.  However, again, the relevance 
to cancer of channel gating functions of connexins versus GJIC-independent functions is a 
major unknown. Although this pharmacological approach is most likely to be successful in 
diseases such as arrhythmia or seizure, where hyperpolarization is a major issue, its possible 
impact in cancer therapy, especially in combination with gene therapy, should not be 
excluded. 
Another issue of potential importance in improving the efficiency of the BE-based gene 
therapy is the nature of metabolites that could or could not be transmitted by BE as 
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illustrated by the differential ability of pyrimidine nucleoside analogues such as GCV to 
pass the gap junctions and trigger cytotoxicity (Degreve et al. 1999). Enzyme/prodrug 
combinations involving pyrimidine analogues (BVDU, BVaraU) presented smaller 
bystander killing than the combination involving the purine analogue (GCV) (Grignet-
Debrus et al. 2000). 
In addition to connexins, another family of proteins called pannexins is increasingly being 
scrutinized for their ability to form gap junctions (D'hondt et al. 2009). Unless and until their 
role in cancer and GJIC has been clearly established, the only GJIC-based therapeutic 
strategies will likely keep focusing on connexins. 
Finally, so far only clinical trials on localized malignancies have been conducted, such as 
direct intra-tumoral injection of the vector in glioma therapy. Future studies are necessary to 
develop intravenous delivery of viral vectors in the enzyme/prodrug gene therapy 
approach, to allow targeting of other cancers. In addition, these Phase I trials have mainly 
addressed safety, toxicity and gene delivery issues. Further assessment of the anti-tumor 
effects and the correlation with GJIC and connexin expression should absolutely be on the 
list of future clinical trials. Combinations of these gene therapy approaches with other 
cancer therapeutic modalities should also be considered. 
In summary, the promises of the Bystander effect, GJIC and Connexin-based gene therapies 
are still alive. It is possible that the great enthusiasm for their potential was so high that it 
blinded us to the urgency of further examination of their mechanisms and regulations 
which, once performed, would much significantly improve the rationalization of the clinical 
application and outcome. 

8. References 

Aboody KS, Brown A, Rainov NG, Bower KA, Liu S, Yang W, Small JE, Herrlinger U, 
Ourednik V, Black PM, Breakefield XO and Snyder EY. (2000). Proc Natl Acad Sci U 
S A, 97, 12846-12851. 

Aboody KS, Najbauer J, Schmidt NO, Yang W, Wu JK, Zhuge Y, Przylecki W, Carroll R, 
Black PM and Perides G. (2006). Neuro Oncol, 8, 119-126. 

Alvarez RD, Gomez-Navarro J, Wang M, Barnes MN, Strong TV, Arani RB, Arafat W, 
Hughes JV, Siegal GP and Curiel DT. (2000). Mol Ther, 2, 524-530. 

Ammerpohl O, Thormeyer D, Khan Z, Appelskog IB, Gojkovic Z, Almqvist PM and 
Ekstrom TJ. (2004). Biochem Biophys Res Commun, 324, 8-14. 

Ammerpohl O, Trauzold A, Schniewind B, Griep U, Pilarsky C, Grutzmann R, Saeger HD, 
Janssen O, Sipos B, Kloppel G and Kalthoff H. (2007). Br J Cancer, 96, 73-81. 

Anderson C, Catoe H and Werner R. (2006). Nucleic Acids Res, 34, 5863-5871. 
Asklund T, Appelskog IB, Ammerpohl O, Langmoen IA, Dilber MS, Aints A, Ekstrom TJ 

and Almqvist PM. (2003). Exp Cell Res, 284, 185-195. 
Azzam EI, de Toledo SM and Little JB. (2001). Proc Natl Acad Sci U S A, 98, 473-478. 
Bai S, Du L, Liu W, Whittle IR and He L. (1999). Biochem Biophys Res Commun, 259, 455-459. 
Benlalam H, Jalil A, Hasmim M, Pang B, Tamouza R, Mitterrand M, Godet Y, Lamerant N, 

Robert C, Avril MF, Neefjes J, Tursz T, Mami-Chouaib F, Kieda C and Chouaib S. 
(2009). J Immunol, 182, 2654-2664. 

Berthoud VM, Minogue PJ, Laing JG and Beyer EC. (2004). Cardiovasc Res, 62, 256-267. 
Bevans CG, Kordel M, Rhee SK and Harris AL. (1998a). J Biol Chem, 273, 2808-2816. 
Bevans CG, Kordel M, Rhee SK and Harris AL. (1998b). J Biol Chem, 273, 2808-2816. 

www.intechopen.com



 
 

 

 

 

  

 

 

    

 

 

 

229 Hopes and Disillusions in Therapeutic Targeting of Intercellular Communication in Cancer 

Bi WL, Parysek LM, Warnick R and Stambrook PJ. (1993). Hum Gene Ther, 4, 725-731. 
Bier A, Oviedo-Landaverde I, Zhao J, Mamane Y, Kandouz M and Batist G. (2009). Mol 

Cancer Ther, 8, 786-793. 
Carette D, Gilleron J, Decrouy X, Fiorini C, Diry M, Segretain D and Pointis G. (2009). Traffic, 

10, 1272-1285. 
Carrio M, Mazo A, Lopez-Iglesias C, Estivill X and Fillat C. (2001). Int J Cancer, 94, 81-88. 
Carystinos GD, Kandouz M, Alaoui-Jamali MA and Batist G. (2003). Mol Pharmacol, 63, 821­

831. 
Carystinos GD, Katabi MM, Laird DW, Galipeau J, Chan H, Alaoui-Jamali MA and Batist G. 

(1999). Clin Cancer Res, 5, 61-68. 
Chen SH, Shine HD, Goodman JC, Grossman RG and Woo SL. (1994). Proc Natl Acad Sci U S 

A, 91, 3054-3057. 
Cirenei N, Colombo BM, Mesnil M, Benedetti S, Yamasaki H and Finocchiaro G. (1998). Gene 

Ther, 5, 1221-1226. 
Cottin S, Ghani K and Caruso M. (2008). Cancer Gene Ther, 15, 823-831. 
Cusato K, Ripps H, Zakevicius J and Spray DC. (2006). Cell Death Differ, 13, 1707-1714. 
D'hondt C, Ponsaerts R, De SH, Bultynck G and Himpens B. (2009). Bioessays, 31, 953-974. 
Dbouk HA, Mroue RM, El-Sabban ME and Talhouk RS. (2009). Cell Commun Signal, 7, 4. 
Degreve B, De CE and Balzarini J. (1999). Gene Ther, 6, 162-170. 
Denning C and Pitts JD. (1997). Hum Gene Ther, 8, 1825-1835. 
Dilber MS, Abedi MR, Christensson B, Bjorkstrand B, Kidder GM, Naus CC, Gahrton G and 

Smith CI. (1997). Cancer Res, 57, 1523-1528. 
Duflot-Dancer A, Piccoli C, Rolland A, Yamasaki H and Mesnil M. (1998). Gene Ther, 5, 1372­

1378. 
Elshami AA, Saavedra A, Zhang H, Kucharczuk JC, Spray DC, Fishman GI, Amin KM, 

Kaiser LR and Albelda SM. (1996). Gene Ther, 3, 85-92. 
Elzarrad MK, Haroon A, Willecke K, Dobrowolski R, Gillespie MN and Al-Mehdi AB. 

(2008). BMC Med, 6, 20. 
Evans WH and Leybaert L. (2007). Cell Commun Adhes, 14, 265-273. 
Fernstrom MJ, Koffler LD, bou-Rjaily G, Boucher PD, Shewach DS and Ruch RJ. (2002). Exp 

Mol Pathol, 73, 54-60. 
Fick J, Barker FG, Dazin P, Westphale EM, Beyer EC and Israel MA. (1995). Proc Natl Acad 

Sci U S A, 92, 11071-11075. 
Fujimoto E, Sato H, Nagashima Y, Negishi E, Shirai S, Fukumoto K, Hagiwara H, Hagiwara 

K, Ueno K and Yano T. (2005a). Life Sci, 76, 2711-2720. 
Fujimoto E, Yano T, Sato H, Hagiwara K, Yamasaki H, Shirai S, Fukumoto K, Hagiwara H, 

Negishi E and Ueno K. (2005b). J Pharmacol Sci, 97, 294-298. 
Fukushima M, Hattori Y, Yoshizawa T and Maitani Y. (2007). Int J Oncol, 30, 225-231. 
Gao FH, Wang Q, Wu YL, Li X, Zhao KW and Chen GQ. (2007). Biochem Biophys Res 

Commun, 356, 505-511. 
Garcia-Rodriguez L, bate-Daga D, Rojas A, Gonzalez JR and Fillat C. (2011a). Gene Ther, 18, 

73-81. 
Garcia-Rodriguez L, Perez-Torras S, Carrio M, Cascante A, Garcia-Ribas I, Mazo A and Fillat 

C. (2011b). Mol Cancer Ther, 10, 505-517. 
Ghoumari AM, Mouawad R, Zerrouqi A, Nizard C, Provost N, Khayat D, Naus CC and 

Soubrane C. (1998). Gene Ther, 5, 1114-1121. 
Grignet-Debrus C, Cool V, Baudson N, Velu T and Calberg-Bacq CM. (2000). Cancer Gene 

Ther, 7, 1456-1468. 

www.intechopen.com



 

 

 

  
  

 

 

 

 

   

   

 

  

 

 

 

 

 

230 Gene Therapy - Developments and Future Perspectives 

Hagiwara H, Sato H, Ohde Y, Takano Y, Seki T, Ariga T, Hokaiwado N, Asamoto M, Shirai 
T, Nagashima Y and Yano T. (2008). Br J Pharmacol, 153, 1373-1381. 

Hamel W, Magnelli L, Chiarugi VP and Israel MA. (1996). Cancer Res, 56, 2697-2702. 
Hernandez M, Shao Q, Yang XJ, Luh SP, Kandouz M, Batist G, Laird DW and aoui-Jamali 

MA. (2006). Prostate, 66, 1151-1161. 
Huang Q, Liu XZ, Kang CS, Wang GX, Zhong Y and Pu PY. (2009). Cancer Gene Ther. 
Huang RP, Hossain MZ, Huang R, Gano J, Fan Y and Boynton AL. (2001). Int J Cancer, 92, 

130-138. 
Immonen A, Vapalahti M, Tyynela K, Hurskainen H, Sandmair A, Vanninen R, Langford G, 

Murray N and Yla-Herttuala S. (2004). Mol Ther, 10, 967-972. 
Ito S, Natsume A, Shimato S, Ohno M, Kato T, Chansakul P, Wakabayashi T and Kim SU. 

(2010). Cancer Gene Ther, 17, 299-306. 
Jensen R and Glazer PM. (2004). Proc Natl Acad Sci U S A, 101, 6134-6139. 
Jimenez T, Fox WP, Naus CC, Galipeau J and Belliveau DJ. (2006). Cell Commun Adhes, 13, 

79-92. 
Joo KM, Park IH, Shin JY, Jin J, Kang BG, Kim MH, Lee SJ, Jo MY, Kim SU and Nam DH. 

(2009). Mol Ther, 17, 570-575. 
Kalra J, Shao Q, Qin H, Thomas T, aoui-Jamali MA and Laird DW. (2006). Carcinogenesis, 27, 

2528-2537. 
Kanczuga-Koda L, Sulkowski S, Lenczewski A, Koda M, Wincewicz A, Baltaziak M and 

Sulkowska M. (2006). J Clin Pathol, 59, 429-433. 
Kandouz M and Batist G. (2010). Expert Opin Ther Targets, 14, 681-692. 
Kandouz M, Bier A, Carystinos GD, Alaoui-Jamali MA and Batist G. (2004). Oncogene, 23, 

4763-4770. 
Kapoor P, Saunders MM, Li Z, Zhou Z, Sheaffer N, Kunze EL, Samant RS, Welch DR and 

Donahue HJ. (2004). Int J Cancer, 111, 693-697. 
Kawamura K, Bahar R, Namba H, Seimiya M, Takenaga K, Hamada H, Sakiyama S and 

Tagawa M. (2001). Int J Oncol, 18, 117-120. 
Kedde M, Strasser MJ, Boldajipour B, Oude Vrielink JA, Slanchev K, le SC, Nagel R, 

Voorhoeve PM, van DJ, Orom UA, Lund AH, Perrakis A, Raz E and Agami R. 
(2007). Cell, 131, 1273-1286. 

Kim SK, Kim SU, Park IH, Bang JH, Aboody KS, Wang KC, Cho BK, Kim M, Menon LG, 
Black PM and Carroll RS. (2006). Clin Cancer Res, 12, 5550-5556. 

King TJ and Bertram JS. (2005). Biochim Biophys Acta, 1719, 146-160. 
Kjenseth A, Fykerud T, Rivedal E and Leithe E. (2010). Cell Signal, 22, 1267-1273. 
Kubo H, Gardner TA, Wada Y, Koeneman KS, Gotoh A, Yang L, Kao C, Lim SD, Amin MB, 

Yang H, Black ME, Matsubara S, Nakagawa M, Gillenwater JY, Zhau HE and 
Chung LW. (2003). Hum Gene Ther, 14, 227-241. 

Kunishige I, Samejima Y, Moriyama A, Saji F and Murata Y. (1998). Anticancer Res, 18, 3411­
3419. 

Lan Z, Kurata WE, Martyn KD, Jin C and Lau AF. (2005). Biochemistry, 44, 2385-2396. 
Lawrence TS, Rehemtulla A, Ng EY, Wilson M, Trosko JE and Stetson PL. (1998). Cancer Res, 

58, 2588-2593. 
le-Agha N, Stahl W and Sies H. (2002). Biochem Pharmacol, 63, 2145-2149. 
Leithe E and Rivedal E. (2007). J Membr Biol, 217, 43-51. 
Li Z, Zhou Z and Donahue HJ. (2008a). Clin Exp Metastasis, 25, 265-272. 
Li Z, Zhou Z, Welch DR and Donahue HJ. (2008b). Clin Exp Metastasis, 25, 893-901. 

www.intechopen.com



 
 

 

 

  

 

 

 

 
 

 

 

  

 

 

 
 

 

231 Hopes and Disillusions in Therapeutic Targeting of Intercellular Communication in Cancer 

Marconi P, Tamura M, Moriuchi S, Krisky DM, Niranjan A, Goins WF, Cohen JB and 
Glorioso JC. (2000). Mol Ther, 1, 71-81. 

Matuskova M, Hlubinova K, Pastorakova A, Hunakova L, Altanerova V, Altaner C and 
Kucerova L. (2009). Cancer Lett. 

McLachlan E, Shao Q and Laird DW. (2007). J Membr Biol, 218, 107-121. 
McLachlan E, Shao Q, Wang HL, Langlois S and Laird DW. (2006). Cancer Res, 66, 9886-9894. 
McMasters RA, Saylors RL, Jones KE, Hendrix ME, Moyer MP and Drake RR. (1998). Hum 

Gene Ther, 9, 2253-2261. 
Mesnil M, Crespin S, Avanzo JL and Zaidan-Dagli ML. (2005). Biochim Biophys Acta, 1719, 

125-145. 
Mesnil M, Piccoli C, Tiraby G, Willecke K and Yamasaki H. (1996). Proc Natl Acad Sci U S A, 

93, 1831-1835. 
Miles BJ, Shalev M, guilar-Cordova E, Timme TL, Lee HM, Yang G, Adler HL, Kernen K, 

Pramudji CK, Satoh T, Gdor Y, Ren C, Ayala G, Wheeler TM, Butler EB, Kadmon D 
and Thompson TC. (2001). Hum Gene Ther, 12, 1955-1967. 

Mothersill C and Seymour CB. (2004). Nat Rev Cancer, 4, 158-164. 
Mullen CA, Kilstrup M and Blaese RM. (1992). Proc Natl Acad Sci U S A, 89, 33-37. 
Nakagawa S, Maeda S and Tsukihara T. (2010). Curr Opin Struct Biol, 20, 423-430. 
Nasu Y, Saika T, Ebara S, Kusaka N, Kaku H, Abarzua F, Manabe D, Thompson TC and 

Kumon H. (2007). Mol Ther, 15, 834-840. 
Nielsen M, Ruch RJ and Vang O. (2000). Biochem Biophys Res Commun, 275, 804-809. 
Paino T, Gangoso E, Medina JM and Tabernero A. (2010). Neuropharmacology, 59, 480-491. 
Park JY, Elshami AA, Amin K, Rizk N, Kaiser LR and Albelda SM. (1997). Gene Ther, 4, 909­

917. 
Peixoto PM, Ryu SY, Pruzansky DP, Kuriakose M, Gilmore A and Kinnally KW. (2009). 

Biochem Biophys Res Commun, 390, 38-43. 
Peterson-Roth E, Brdlik CM and Glazer PM. (2009). Cancer Res, 69, 3619-3624. 
Prise KM and O'Sullivan JM. (2009). Nat Rev Cancer, 9, 351-360. 
Qin H, Shao Q, Igdoura SA, Alaoui-Jamali MA and Laird DW. (2003a). J Biol Chem, 278, 

30005-30014. 
Qin H, Shao Q, Thomas T, Kalra J, aoui-Jamali MA and Laird DW. (2003b). Cell Commun 

Adhes, 10, 387-393. 
Qu C, Gardner P and Schrijver I. (2009). Exp Cell Res, 315, 1683-1692. 
Robe PA, Jolois O, N'Guyen M, Princen F, Malgrange B, Merville MP and Bours V. (2004). 

Int J Oncol, 25, 187-192. 
Robe PA, Nguyen-Khac M, Jolois O, Rogister B, Merville MP and Bours V. (2005). BMC 

Cancer, 5, 32. 
Sacco MG, Benedetti S, Duflot-Dancer A, Mesnil M, Bagnasco L, Strina D, Fasolo V, Villa A, 

Macchi P, Faranda S, Vezzoni P and Finocchiaro G. (1996). Gene Ther, 3, 1151-1156. 
Sacco MG, Mangiarini L, Villa A, Macchi P, Barbieri O, Sacchi MC, Monteggia E, Fasolo V, 

Vezzoni P and Clerici L. (1995). Gene Ther, 2, 493-497. 
Saez JC, Schalper KA, Retamal MA, Orellana JA, Shoji KF and Bennett MV. (2010). Exp Cell 

Res, 316, 2377-2389. 
Salameh A and Dhein S. (2005). Biochim Biophys Acta, 1719, 36-58. 
Sato H, Fukumoto K, Hada S, Hagiwara H, Fujimoto E, Negishi E, Ueno K and Yano T. 

(2007a). Cancer Chemother Pharmacol, 60, 449-457. 
Sato H, Hagiwara H, Ohde Y, Senba H, Virgona N and Yano T. (2007b). J Membr Biol, 216, 

17-21. 

www.intechopen.com



 

 

 

 

  

 

 

 

 

 

   

 

232 Gene Therapy - Developments and Future Perspectives 

Sato H, Iwata H, Takano Y, Yamada R, Okuzawa H, Nagashima Y, Yamaura K, Ueno K and 
Yano T. (2009). J Pharmacol Sci, 110, 466-475. 

Sato H, Senba H, Virgona N, Fukumoto K, Ishida T, Hagiwara H, Negishi E, Ueno K, 
Yamasaki H and Yano T. (2007c). Mol Carcinog, 46, 215-224. 

Seul KH, Kang KY, Lee KS, Kim SH and Beyer EC. (2004). Biochem Biophys Res Commun, 319, 
1144-1151. 

Shimato S, Natsume A, Takeuchi H, Wakabayashi T, Fujii M, Ito M, Ito S, Park IH, Bang JH, 
Kim SU and Yoshida J. (2007). Gene Ther, 14, 1132-1142. 

Solan JL and Lampe PD. (2009). Biochem J, 419, 261-272. 
Sterman DH, Treat J, Litzky LA, Amin KM, Coonrod L, Molnar-Kimber K, Recio A, Knox L, 

Wilson JM, Albelda SM and Kaiser LR. (1998). Hum Gene Ther, 9, 1083-1092. 
Tanaka M, Fraizer GC, De La CJ, Cristiano RJ, Liebert M and Grossman HB. (2001a). Gene 

Ther, 8, 139-148. 
Tanaka M and Grossman HB. (2004). Oncol Rep, 11, 537-541. 
Tanaka T, Yamasaki H and Mesnil M. (2001b). Mol Carcinog, 30, 176-180. 
Tanaka T, Yamasaki H and Mesnil M. (2001c). Int J Cancer, 91, 538-542. 
Thompson TC. (1999). Oncol Res, 11, 1-8. 
Touraine RL, Vahanian N, Ramsey WJ and Blaese RM. (1998). Hum Gene Ther, 9, 2385-2391. 
Trepel M, Stoneham CA, Eleftherohorinou H, Mazarakis ND, Pasqualini R, Arap W and 

Hajitou A. (2009). Mol Cancer Ther, 8, 2383-2391. 
Trinh QT, Austin EA, Murray DM, Knick VC and Huber BE. (1995). Cancer Res, 55, 4808­

4812. 
Udawatte C and Ripps H. (2005). Apoptosis, 10, 1019-1029. 
Uhl M, Weiler M, Wick W, Jacobs AH, Weller M and Herrlinger U. (2005). Biochem Biophys 

Res Commun, 328, 125-129. 
van D, I, Mulder NH, Sluiter WJ, Meijer  C, de JS, Loncarek J, Mesnil M, de Vries  EF,  

Vaalburg W and Hospers GA. (2005). Oncol Res, 15, 151-159. 
van D, I, Mulder NH, Vaalburg W, de Vries EF and Hospers GA. (2002). Curr Gene Ther, 2, 

307-322. 
Vaney DI and Weiler R. (2000). Brain Res Brain Res Rev, 32, 115-120. 
Villares GJ, Dobroff AS, Wang H, Zigler M, Melnikova VO, Huang L and Bar-Eli M. (2009). 

Cancer Res, 69, 6730-6737. 
Vrionis FD, Wu JK, Qi P, Waltzman M, Cherington V and Spray DC. (1997). Gene Ther, 4, 

577-585. 
Wang M, Berthoud VM and Beyer EC. (2007). J Cell Sci, 120, 320-329. 
Weber PA, Chang HC, Spaeth KE, Nitsche JM and Nicholson BJ. (2004). Biophys J, 87, 958­

973. 
Wei CJ, Xu X and Lo CW. (2004). Annu Rev Cell Dev Biol, 20, 811-838. 
Wygoda MR, Wilson MR, Davis MA, Trosko JE, Rehemtulla A and Lawrence TS. (1997). 

Cancer Res, 57, 1699-1703. 
Xu G and McLeod HL. (2001). Clin Cancer Res, 7, 3314-3324. 
Yamasaki H and Katoh F. (1988). Cancer Res, 48, 3203-3207. 
Yang B, Lin H, Xiao J, Lu Y, Luo X, Li B, Zhang Y, Xu C, Bai Y, Wang H, Chen G and Wang 

Z. (2007). Nat Med, 13, 486-491. 
Yeager M and Harris AL. (2007). Curr Opin Cell Biol, 19, 521-528. 
Zhang LX, Cooney RV and Bertram JS. (1991). Carcinogenesis, 12, 2109-2114. 

www.intechopen.com



Gene Therapy - Developments and Future Perspectives

Edited by Prof. Chunsheng Kang

ISBN 978-953-307-617-1

Hard cover, 356 pages

Publisher InTech

Published online 22, June, 2011

Published in print edition June, 2011

InTech Europe

University Campus STeP Ri 

Slavka Krautzeka 83/A 

51000 Rijeka, Croatia 

Phone: +385 (51) 770 447 

Fax: +385 (51) 686 166

www.intechopen.com

InTech China

Unit 405, Office Block, Hotel Equatorial Shanghai 

No.65, Yan An Road (West), Shanghai, 200040, China 

Phone: +86-21-62489820 

Fax: +86-21-62489821

The aim of this book is to cover key aspects of existing problems in the field of development and future

perspectives in gene therapy. Contributions consist of basic and translational research, as well as clinical

experiences, and they outline functional mechanisms, predictive approaches, patient-related studies and

upcoming challenges in this stimulating but also controversial field of gene therapy research. This source will

make our doctors become comfortable with the common problems of gene therapy and inspire others to delve

a bit more deeply into a topic of interest.

How to reference

In order to correctly reference this scholarly work, feel free to copy and paste the following:

Mustapha Kandouz (2011). Hopes and Disillusions in Therapeutic Targeting of Intercellular Communication in

Cancer., Gene Therapy - Developments and Future Perspectives, Prof. Chunsheng Kang (Ed.), ISBN: 978-

953-307-617-1, InTech, Available from: http://www.intechopen.com/books/gene-therapy-developments-and-

future-perspectives/hopes-and-disillusions-in-therapeutic-targeting-of-intercellular-communication-in-cancer-



© 2011 The Author(s). Licensee IntechOpen. This chapter is distributed

under the terms of the Creative Commons Attribution-NonCommercial-

ShareAlike-3.0 License, which permits use, distribution and reproduction for

non-commercial purposes, provided the original is properly cited and

derivative works building on this content are distributed under the same

license.


