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Abstract
Measles virus (MV) is a member of the paramyxovirus family of enveloped RNA viruses and one of the most 

infectious viral pathogens identified. Despite initial optimism that vaccination programs would eventually eradicate 
measles, reduced vaccination coverage against measles continues to result in outbreaks of measles. Mild or 
asymptomatic measles infections are common among measles-immune persons exposed to measles cases and 
may be the most common manifestation of measles during outbreaks in highly immune populations. Persistent, 
asymptomatic MV infections commonly persist in apparently healthy individuals. MV has been detected in several 
malignancies, including lung, breast, and endometrial cancers, as well as Hodgkin’s lymphoma. The presence of 
MV in these tumors was associated with distinct clinico-pathological characteristics: in lung cancer, older ages of 
patients and over expression of Pirh2, and in breast cancer, age less than 50 years, lower histological grade, and 
over expression of p53. Nectin-4 is the MV receptor in epithelial cells and is highly expressed in certain epithelial 
tumors. MV-associated tumorigenesis may be linked to the effect of MV-phosphoprotein on Pirh2, an E3 ubiquitin 
ligase of p53. By way of MV interaction with Nectin-4 and Pirh2, persistent MV infection may co-act with other factors 
in transforming cells to become malignant. 
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Introduction
Although viruses have long been implicated as a cause of cancer 

[1], their relevance to human cancer development has often been 
debated. An estimated 15 percent of all human cancers worldwide 
may be attributed to viruses [2], representing a significant portion 
of the global cancer burden. Both DNA and RNA viruses have been 
shown to be capable of causing cancer in humans. Epstein-Barr virus 
(EBV), human papilloma virus (HPV), hepatitis B virus (HBV), [3] 
human herpes virus-8 (HHV8) [4], and the recently identified Merkel 
cell Polyomavirus (MCPyV) [5] are DNA viruses that are capable of 
causing the development of human cancers. Human T lymphotrophic 
virus type 1 and hepatitis C viruses (HTLV1, HCV) [6,7] are the two 
RNA viruses that contribute to human cancers. It has been recognized 
that tumor-viruses induce oncogenesis by initiating a series of cellular 
events, which lead to immortalization and proliferation of the infected 
cells by disrupting the mitotic checkpoint upon infection of the host 
cell. This is often accomplished by functional inhibition or proteasomal 
degradation of many tumor suppressor proteins by virally encoded 
gene products. Although it is convenient to consider human tumor 
viruses as a uniform group of viruses, these viruses, in fact, have very 
different genomes, life cycles, and represent a number of virus families 
[8]. The path from viral infection to tumorigenesis may be slow and 
inefficient; only a minority of infected individuals progress to cancer, 
usually years or even decades after primary infection. Virus infection 
also is generally not sufficient for cancer, and additional events and host 
factors, such as genetic predisposition, immunosuppression, somatic 
mutations, and exposure to carcinogens also play key roles.

The criteria most often used in determining the causality of viruses 
in the development of cancer are mainly consistency of the association, 
either epidemiologic or on the molecular level, and oncogenicity of 
the agent in animal models or cell cultures [9]. It must be recognized 
however, that the use of these generally applied criteria in deciding 
on causality is selective, and the criteria may be weighted differently. 
Whereas for most of the tumor viruses the viral genome persists in an 
integrated or episomal form with a subset of viral genes expressed in 

the tumor cells, HCV is not inherently oncogenic, but infection leads 
to transformation of cells by indirect means. For some malignancies 
such as Burkitt’s lymphoma, EBV appears to serve as a cofactor. For 
Hodgkin’s lymphoma, the viral association with EBV is inconsistent. 
EBV may simply define subsets of Hodgkin’s lymphoma, or while not 
causing the tumor, may act to modify the phenotype, contributing to 
tumor progression.

There are several lines of reasoning that associate measles virus 
(MV) with cancer development. MV is a ubiquitous RNA virus with
highly contagious properties in unvaccinated populations and results
in lifetime immunity after infection [10]. Despite the wide availability
of a safe and effective live attenuated virus vaccine, measles continues
to be an important cause of morbidity and mortality in many parts of
the world [11-13]. During outbreaks in highly immune populations,
mild or asymptomatic measles infections are common among measles-
immune persons exposed to measles cases, and may be the most
common manifestation of measles [14]. Asymptomatic MV infections
that may be caused by MV mutants commonly persist in apparently
healthy individuals [15,16]. Novel data shows that PVRL4 (Nectin-4),
is the MV receptor in epithelial cells, and is highly-expressed in certain
tumors [17,18]. It was also found that MV may hijack the p53 tumor
suppression system by affecting Pirh2, an E3 ubiquitin ligase of p53
[19]. This review summarizes the data supporting a role played by
MV in the development of several types of cancers. It is suggested
that persistent MV infection may co-act with other factors in the
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malignant transformation of cells. Alternatively, MV may contribute 
to tumorigenesis by modifying the phenotype of an established tumor 
or by playing a key role in tumor progression rather than in tumor 
initiation.  

The Measles Virus
Measles is a common infection in children, caused by MV, a 

non-segmented, single stranded; negative-sense enveloped RNA 
virus of the genus Morbillivirus within the family Paramyxoviridae 
[10]. It is spread by the respiratory route, and characterized by fever, 
photophobia, coughing, running nose, nausea, and a macular red rash. 
MV infection can confer lifelong immunity, and there is no evidence 
of latent or common persistent infection except for subacute sclerosing 
panencephalitis (SSPE). No animal reservoir has been identified.

MV has helical symmetry and encodes 8 proteins. Viral mRNAs are 
transcribed to encode a nucleocapsid protein (NP), a phosphoprotein 
(P), virulence factors (C and V), matrix protein (M), membrane fusion 
protein (F), the hemagglutinin/receptor binding protein (H), and an 
RNA polymerase (L) [20]. Surrounding the nucleocapsid is a membrane 
which contains the two viral glycoproteins, H and F. The H protein is 
required for viral attachment to the host cell receptor. The F protein 
mediates membrane fusion and the entry of molecules throught the host 
plasma membrane and is also responsible for syncytia (multi-nucleated 
cell) formation [21]. Interaction of the H protein of MV with a cellular 
attachment factor is the initial event of infection [22]. The binding of 
H to the host cell receptor triggers and activates the F protein to induce 
fusion between virus and host cell membranes [23]. The nucleoprotein 
(N) forms a helical nucleocapsid around the genomic RNA to form the 
ribonucleocapsid. The phosphoprotein (P) and large (L) polymerase 
protein are associated with the ribonucleocapsid and necessary for 
RNA synthesis after initiation of infection. The matrix (M) protein 
associates with the interior surface of the viral lipid envelope and links 
the ribonucleoprotein complex to the envelope glycoproteins during 
virus assembly. Two nonstructural proteins, C and V, are encoded 
within the P gene through an alternative translation initiation site and 
RNA editing. Neither C nor V is necessary for MV replication in tissue 
culture, but both proteins, along with P, interact with cellular proteins 
and regulate the response to infection.

The first protein identified as a cellular receptor for MV was 
membrane cofactor protein (CD46), which is ubiquitously expressed 
on human nucleated cells [24]. However, although CD46 functions 
as a receptor for laboratory-adapted and vaccine strains of MV, most 
wild-type MV strains do not bind to CD46. More than a decade 
ago, signaling lymphocyte activation molecule (SLAM, CD150) was 
identified as a receptor for both laboratory-adapted and wild-type 
strains of MV [25,26]. CD150 is expressed on subsets of thymocytes, 
macrophages, and dendritic cells, as well as B- and T-lymphocytes. 
Epithelial cells are critical to the process of infection and the spread 
of MV by aerosol droplets. Recently, the human PVRL4 (Nectin-4), a 
tumor cell marker found on breast, lung, and ovarian carcinoma cell 
lines, was identified as epithelial receptor for MV [17,18]. PVRL4 is 
expressed at low to moderate levels in normal tissues but is highly up-
regulated on the surfaces of adenocarcinoma cells. Further experiments 
with differentiated primary epithelial cells in culture and the use of 
human epithelial explants are currently underway to validate the 
role of PVRL4 in infections of normal epithelial cells and establish its 
importance in measles pathogenesis.

MV Infection in Vaccinated Populations
Measles is a leading cause of vaccine-preventable childhood mortality 

worldwide. Even in countries where vaccination has significantly 
reduced mortality, rates may remain high. Despite optimism that 
vaccination programs would eventually eradicate measles, reduced 
vaccination coverage against measles resulted in outbreaks of measles 
in many western countries. In the US, two major types of outbreaks 
have been described: those in which most of the cases occurred among 
preschool-age children (those under 5 years of age), and those in which 
most of the cases occurred among school-age persons (those 5 to 19 
years of age) [27]. Most outbreaks occurred within small clusters, were 
acquired outside of the United States, and involved individuals who had 
not been vaccinated [28]. Although indigenous measles was declared 
to have been eliminated in North, Central, and South America, rural 
Canada is still regarded as having minor endemic status [29]. In many 
European countries, measles outbreaks continue to produce a major 
health problem. The European measles cases have largely (73%) been 
in individuals who have not received the vaccine [30]. Although the 
peak incidence is in the age range of 1-4 years, the vast majority of 
cases occurred in individuals over the age of 4 years. In Israel, despite 
the implementation of a pulse vaccination policy, outbreaks of measles 
continue to occur [31]. A recent outbreak that included hundreds of 
cases has been reported among Jewish ultra-orthodox communities in 
Jerusalem [13]. As a result of measles infection, immunity against MV 
was thought to be life-long. The measles vaccination was also considered 
to induce life-long immunity. It has been recognized, however, that 
the MV can infect previously immune individuals, producing a wide 
range of illnesses such as typical measles, mild modified measles, and 
asymptomatic infection. Helfand et al. [14] studied the frequency of 
mild or asymptomatic measles infections among 44 persons exposed 
to a student with measles during a 3-day bus trip. All participants 
had detectable measles-neutralizing antibodies, and none developed 
classic measles symptoms. Ten of the exposed (23%) were IgM positive 
for measles, indicating recent infection. The authors concluded that 
mild or asymptomatic measles infections are probably very common 
among measles-immune persons exposed to measles cases and may 
be the most common manifestation of measles during outbreaks in 
highly immune populations. Molecular epidemiological investigation 
of measles outbreaks can document the interruption of endemic 
measles transmission and is useful for establishing and clarifying 
epidemiological links between cases in geographically distinct clusters. 
Although measles virus (MV) is serologically monotypic, the genetic 
characterization of wild-type viruses has identified eight classes (A-H), 
which have been divided into 22 accepted genotypes and one proposed 
genotype [32]. There are no known biological differences between 
viruses of different genotypes, and specific measles genotypes are 
not associated with differences in severity of disease, or likelihood of 
developing sub acute sclerosing panencephalitis (SSPE). 

At least three studies have shown the presence of MV infection in 
tissues of asymptomatic individuals. Sonoda et al. [33] detected MV 
genome by RT-PCR in peripheral blood mononuclear cells in 40 of 159 
samples from healthy volunteers who had been immunized more than 
2 months before, and in seven of 26 individuals after natural infection. 
Similar findings were found in bone marrow aspirates performed 
for evaluation of malignant involvement in 179 adult patients with 
a variety of hematological neoplasms [16]. The MV genomes were 
detected in 17 (9±5%) of 179 individuals by RT–PCR of the bone 
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marrow aspirates and 28 (15±6%) through hybridization, and were all 
in the same cluster, D5, the viral strain circulating during the study 
period. The authors concluded that asymptomatic infections of MV 
are common in adults and the presence of the MV genome is not be 
related to the pathogenesis of illness. These results contrast to the MV 
genome detected in chronic brain infection which is related to the 
wild-type virus circulating at the time of initial infection, and not to the 
type circulating at the time of onset of symptoms [34,35]. Katayama et 
al. [15] detected MV mRNA by RT-PCR in 23 (45.1%) of 51 autopsy 
subjects. MV genome was found in the brain, kidney, spleen, liver, and 
lung with the detection rates in each tissue ranging from 8 to 20%. 
Sequence analysis revealed frequent mutations in the corresponding 
viral protein. The authors concluded that MV mutants commonly 
persist in apparently healthy individuals. 

MV in Cancer 
Despite the controversy in regard to the presence of MV in 

Hodgkin’s lymphoma (HL), the presence of MV in various cancers and 
its association with distinct clinicopathologic characteristics remain 
the most convincing evidence associating MV with cancer. In western 
countries, classic HL generally shows a bimodal, age-specific incidence 
curve [36], with the first peak in young-adults linked to high social 
class, a high level of maternal education, small family size, and early 
birth order [37]. It has been proposed that such factors diminish an 
individual’s exposure to infectious agents in early childhood and thereby 
increase susceptibility to developing a virus-induced pathogenesis later 
in life-the so-called late host response model. Since less than 25% of 
young adult cases are Epstein-Barr virus (EBV)-associated, EBV is not 
the elusive agent implicated in this model [38,39]. In recent years, there 
has been a persistent increase in the incidence rate of HL in young 
adults in Israel, and annual rates of incidence, especially in female 
young-adults have surpassed that of any other western country [40]. 

Benharroch et al. [41] reported the presence of MV in Hodgkin’s 
Reed-Sternberg (HRS) cells in classical HL in Israeli patients. MV 
proteins were detectable by immunohistochemistry (IHC) in 82 
(54.3%) of 154 patients using at least two antibodies. MV RNA was also 
detected by RT-PCR and in-situ hybridization in a significant minority 
of the cases. Subsequently two studies failed to confirm the presence 
of MV in HRS cells. MV was not detected in a series of HL cases from 
Scotland and Newcastle [42], nor was MV detected in microdissected 
HRS cells from biopsies of 18 German and 17 Israeli HL cases [43]; 
the Israeli cases had previously scored positive for MV antigens. As 
HRS cells are typically scarce among inflammatory background, it 
remains uncertain whether issues related to methodology or to study 
populations (or both) are responsible for these discrepancies.

MV was subsequently studied in other solid cancers including 
lung, endometrial, and breast cancer. Sixty-five newly-diagnosed 
patients with non–small cell lung cancer of all stages were studied for 
the presence of MV antigens on IHC [44]. Expression of at least one 
MV antigen was found in 54 of 65 (83%) cases. MV was associated 
with older age of patients, improved survival and overexpression of 
Pirh2. Thirty-six patients with endometrial carcinoma were studied 
to detect fingerprints of MV [45]. Twenty-six (72%) cases showed 
the presence of MV antigens in the tumor cells. Sixteen of 21 (76%) 
cases were positive for MV RNA by in-situ hybridization, and type I 
tumor was more positive for viral particles than type II. In 131 patients 
with invasive breast cancer IHC was used to evaluate the presence of 
two MV antigens, hemagglutinin and nucleoprotein [46]. Both MV 

antigens were detected in 64% of the tumors. MV was associated with 
younger age of patients, lower histological grade and overexpression of 
p53, but not with hormone receptor status or Her2/neu. All biopsies 
containing a ductal carcinoma in-situ (DCIS) component showed MV 
in both the DCIS and the invasive breast cancer components. MV 
antigens were studied in several other tumors including malignant 
melanoma, malignant pleural mesothelioma, glioblastoma multiforme, 
and peripheral T-cell lymphoma. MV antigens were detected in 80% of 
malignant melanoma cases but in none of the other three tumor types 
(unpublished data).

Pirh2 may link MV to cancer
The tumor suppressor p53, known as ‘‘the guardian of the 

genome’’, plays a key role in eliciting cellular responses to many signals 
of cell stress. By promoting cell cycle arrest, apoptosis, senescence and 
DNA repair, p53 helps in preventing cancer development [47]. p53 is 
subjected to a variety of post-translational modifications, including 
phosphorylation, acetylation, methylation and ubiquitylation [48]. 
Pirh2, also known as ring finger and CHY zinc finger domain-
containing 1 (Rchy1), is a member of the RING finger family of E3 
ubiquitin ligases. Pirh2 facilitates p53 degradation via the ubiquitin-
proteasome pathway, independent of MDM2 [49]. Notably, Pirh2 
degrades active p53 under conditions of DNA damage when Mdm2 
dissociates from and fails to degrade p53 [50], and p73, another 
member of the p53 system [51]. Pirh2 is highly expressed in multiple 
cancers and in cell lines regardless of p53 status [52]. A mechanism 
by which MV may control the p53 signaling system was described 
by Chen et al. [19], analogous to the mechanism by which oncogenic 
viruses commonly deregulate cellular homeostasis by hijacking the p53 
system, promoting an aberrant cell-proliferation or blocking apoptosis 
[53-56]. MV-phosphoprotein was able to specifically interact with and 
stabilize the ubiquitin E3 ligase hPirh2 by preventing its ubiquitination, 
but had no effect on the stability or ubiquitination of an alternative 
ubiquitin E3 ligase, Mdm2. This mechanism may link persistent MV 
infection, altered p53 function and cancer [19].

A suggested model linking MV with cancer
Despite the wide implementation of measles vaccine programs, 

reduced vaccination coverage against measles continues to result in 
outbreaks of measles in many western countries. Although the exact 
scale of mild or asymptomatic measles infection during outbreaks of 
measles is unknown, these modes of MV infection cannot be ignored, 
and persistent MV infection in otherwise asymptomatic individuals is 
apparently not a rare phenomenon. MV is probably not oncogenic in 
the generally-applied criteria causality, as only a minority of infected 
individuals progress to cancer, usually years or even decades after MV 
infection. The mechanism by which MV-phosphoprotein modifies 
p53, via its effect on Pirh2, may explain how persistent MV may 
support tumorigenesis. Also MV infection is probably not sufficient 
for cancer, and additional events and host factors, such as genetic 
predisposition, immunosuppression, somatic mutations, and exposure 
to carcinogens are probably essential cofactors with MV to produce 
cancer. In cases of Hodgkin’s lymphoma, MV may act in concert with 
EBV in the lymphomatous transformation of cells. Cigarette smoke 
may act along with MV in the course of development of lung cancer 
among smokers, and MV maybe a cofactor with a UV light-induced, 
B-RAF mutation that results in invasive melanoma. Recently, the MV-
receptor, PVRL4 was shown to be overexpressed in several epithelial 
tumors. Although the presence of MV in cancer might simply indicate 
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MV infection of already transformed cells, data showing that MV-
infected tumors show clinicopathological characteristics distinct from 
uninfected tumors support the hypothesis that MV plays a role in early 
stages of tumorigenesis. Figure 1 summarizes the suggested MV model 
of tumorigenesis. 

Conclusions and Future Directions
Confirmation of the proposed model requires confirmation of 

the presence of MV in tumors in additional populations, as well as 
development of an animal model which could also be used to study 
the long-term sequelae of persistent MV infection. Future studies 
will need to address questions that may be raised by the suggested 
model such as: (i) the exact magnitude of persistent MV infection in 
previously-vaccinated populations; (ii) defining populations that are 
most susceptible to develop persistent MV; (iii) pursuing interactions 
between MV and additional events or factors in transforming cells 
to become malignant; and (iv) clarifying whether additional MV 
mechanisms to the effect of MV-phosphoprotein on Pirh2 are involved 
in MV-induced tumorigenesis. We suggest that the data presented in 
the current review justify the initiation of additional laboratory and 
epidemiologic studies that may further substantiate the association 
between MV and cancer.  
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Figure 1: Diagram showing the suggested measles virus model of tumorigenesis.

http://cancerres.aacrjournals.org/content/68/19/7693.short
http://cancerres.aacrjournals.org/content/68/19/7693.short
http://cancerres.aacrjournals.org/content/68/19/7693.short
http://www.sciencemag.org/content/254/5035/1167.short
http://www.sciencemag.org/content/254/5035/1167.short
http://www.ncbi.nlm.nih.gov/pubmed/174434
http://www.ncbi.nlm.nih.gov/pubmed/174434
http://www.ncbi.nlm.nih.gov/pubmed/174434
http://www.ncbi.nlm.nih.gov/pubmed/174434
http://www.ncbi.nlm.nih.gov/pubmed/7997879
http://www.ncbi.nlm.nih.gov/pubmed/7997879
http://www.ncbi.nlm.nih.gov/pubmed/7997879
http://www.ncbi.nlm.nih.gov/pubmed/7997879
http://www.ncbi.nlm.nih.gov/pubmed/18202256
http://www.ncbi.nlm.nih.gov/pubmed/18202256
http://www.ncbi.nlm.nih.gov/pubmed/18202256
http://www.ncbi.nlm.nih.gov/pubmed/6261256
http://www.ncbi.nlm.nih.gov/pubmed/6261256
http://www.ncbi.nlm.nih.gov/pubmed/6261256
http://www.ncbi.nlm.nih.gov/pubmed/6261256
http://www.ncbi.nlm.nih.gov/pubmed/6261256
http://www.ncbi.nlm.nih.gov/pubmed/2572740
http://www.ncbi.nlm.nih.gov/pubmed/2572740
http://www.ncbi.nlm.nih.gov/pubmed/2572740
http://www.ncbi.nlm.nih.gov/pubmed/2572740
http://www.ncbi.nlm.nih.gov/pubmed/19956178
http://www.ncbi.nlm.nih.gov/pubmed/19956178
http://www.ncbi.nlm.nih.gov/pubmed/19956178
http://www.ncbi.nlm.nih.gov/pubmed/15489139
http://www.ncbi.nlm.nih.gov/pubmed/15489139
http://www.ncbi.nlm.nih.gov/pubmed/15489139
http://www.ncbi.nlm.nih.gov/pubmed/15489139
http://books.google.co.in/books?id=5O0somr0w18C&printsec=frontcover&dq=Fields+Virology&hl=en&sa=X&ei=qI3sTrmSL8_IrQeBtoDzCA&ved=0CDQQ6AEwAA#v=onepage&q=Fields Virology&f=false
http://books.google.co.in/books?id=5O0somr0w18C&printsec=frontcover&dq=Fields+Virology&hl=en&sa=X&ei=qI3sTrmSL8_IrQeBtoDzCA&ved=0CDQQ6AEwAA#v=onepage&q=Fields Virology&f=false
http://books.google.co.in/books?id=5O0somr0w18C&printsec=frontcover&dq=Fields+Virology&hl=en&sa=X&ei=qI3sTrmSL8_IrQeBtoDzCA&ved=0CDQQ6AEwAA#v=onepage&q=Fields Virology&f=false
http://www.ncbi.nlm.nih.gov/pubmed/19131097
http://www.ncbi.nlm.nih.gov/pubmed/19131097
http://www.ncbi.nlm.nih.gov/pubmed/19131097
http://www.ncbi.nlm.nih.gov/pubmed/20070934
http://www.ncbi.nlm.nih.gov/pubmed/20070934
http://www.ncbi.nlm.nih.gov/pubmed/20070934
http://www.ncbi.nlm.nih.gov/pubmed/20070934
http://www.ncbi.nlm.nih.gov/pubmed/17433131
http://www.ncbi.nlm.nih.gov/pubmed/17433131
http://www.ncbi.nlm.nih.gov/pubmed/17433131
http://www.ncbi.nlm.nih.gov/pubmed/17433131
http://www.ncbi.nlm.nih.gov/pubmed/9829639
http://www.ncbi.nlm.nih.gov/pubmed/9829639
http://www.ncbi.nlm.nih.gov/pubmed/9829639
http://www.ncbi.nlm.nih.gov/pubmed/9829639
http://www.ncbi.nlm.nih.gov/pubmed/8847530
http://www.ncbi.nlm.nih.gov/pubmed/8847530
http://www.ncbi.nlm.nih.gov/pubmed/8847530
http://www.ncbi.nlm.nih.gov/pubmed/8847530
http://www.ncbi.nlm.nih.gov/pubmed/12237431
http://www.ncbi.nlm.nih.gov/pubmed/12237431
http://www.ncbi.nlm.nih.gov/pubmed/12237431
http://www.ncbi.nlm.nih.gov/pubmed/22048310
http://www.ncbi.nlm.nih.gov/pubmed/22048310
http://www.ncbi.nlm.nih.gov/pubmed/22048310
http://www.ncbi.nlm.nih.gov/pubmed/22048310
http://www.ncbi.nlm.nih.gov/pubmed/21901103
http://www.ncbi.nlm.nih.gov/pubmed/21901103
http://www.ncbi.nlm.nih.gov/pubmed/21901103
http://www.ncbi.nlm.nih.gov/pubmed/16140759
http://www.ncbi.nlm.nih.gov/pubmed/16140759
http://www.ncbi.nlm.nih.gov/pubmed/16140759
http://www.ncbi.nlm.nih.gov/pubmed/16140759
http://www.ncbi.nlm.nih.gov/pubmed/21655106
http://www.ncbi.nlm.nih.gov/pubmed/21655106
http://www.ncbi.nlm.nih.gov/pubmed/21655106
http://www.ncbi.nlm.nih.gov/pubmed/16963735
http://www.ncbi.nlm.nih.gov/pubmed/16963735
http://www.nature.com/nsmb/journal/v14/n12/full/nsmb1342.html
http://www.nature.com/nsmb/journal/v14/n12/full/nsmb1342.html
http://www.ncbi.nlm.nih.gov/pubmed/8402913
http://www.ncbi.nlm.nih.gov/pubmed/8402913
http://www.ncbi.nlm.nih.gov/pubmed/10972291
http://www.ncbi.nlm.nih.gov/pubmed/10972291
http://www.ncbi.nlm.nih.gov/pubmed/11312320
http://www.ncbi.nlm.nih.gov/pubmed/11312320
http://www.ncbi.nlm.nih.gov/pubmed/11312320
http://www.ncbi.nlm.nih.gov/pubmed/2911293
http://www.ncbi.nlm.nih.gov/pubmed/2911293
http://www.ncbi.nlm.nih.gov/pubmed/2911293
http://www.ncbi.nlm.nih.gov/pubmed/15106105
http://www.ncbi.nlm.nih.gov/pubmed/15106105
http://www.ncbi.nlm.nih.gov/pubmed/15106105


Citation: Ariad S, Lazarev I, Benharroch D (2011) Measles Virus: Association with Cancer. J Clin Cell Immunol S5:002. doi:10.4172/2155-9899.
S5-002

Page 5 of 5

J Clin Cell Immunol                            ISSN:2155-9899 JCCI, an open access journal Cancer Immunology

29. Rota PA, Brown K, Mankertz A, Santibanez S, Shulga S, et al. (2011) Global 
distribution of measles genotypes and measles molecular epidemiology. J 
Infect Dis 204 Suppl 1: 514-523.

30. EUVAC annual measles report (2010).

31. Agur Z, Danon YL, Anderson RM, Cojocaru L, May RM (1993) Measles 
immunization strategies for an epidemiologically heterogeneous population: 
the Israeli case study. Proc Biol Sci 252: 81-84.

32. Riddell MA, Rota JS, Rota PA (2005) Review of the temporal and geographical 
distribution of measles virus genotypes in the prevaccine and postvaccine eras. 
Virol J 2: 87.

33. Sonoda S, Nakayama T (2001) Detection of measles virus genome in 
lymphocytes from asymptomatic healthy children. J Med Virol 65: 381-387.

34. Cattaneo R, Schmid A, Rebmann G, Baczko K, ter Meulen V, et al. (1986) 
Accumulated measles virus mutations in a case of subacute sclerosing 
panencephalitis: interrupted matrix protein reading frame and transcription 
alteration. Virology 154: 97-107.

35. Cattaneo R, Schmid A, Spielhofer P, Kaelin K, Baczko K, et al. (1989) Mutated 
and hypermutated genes of persistent measles viruses which caused lethal 
human brain diseases. Virology 173: 415-425.

36. Glaser SL, Jarrett RF (1996) The epidemiology of Hodgkin’s disease. In: Diehl 
V, ed. Hodgkin’s disease, 9th ed. London: Bailliere Tindall, 401-416.

37. Gutensohn NM (1982) Social class and age at diagnosis of Hodgkin’s disease: 
new epidemiologic evidence for the ‘‘two-disease hypothesis’’. Cancer Treat 
Rep 66: 689-695.

38. Jarrett RF, Armstrong AA, Alexander E (1996) Epidemiology of EBV and 
Hodgkin’s lymphoma. Ann Oncol 7: 5-10.

39. Benharroch D, Brousset P, Goldstein J, Prinsloo I, Rabinovitch D, et al. (1997) 
Association of the Epstein-Barr virus with Hodgkin’s disease in Southern Israel. 
Int J Cancer 71: 138-141.

40. Ariad S, Lipshitz I, Benharroch D, Gopas J, Barchana M (2009) A sharp rise in 
the incidence of Hodgkin’s lymphoma in young adults in Israel. Isr Med Assoc 
J 11: 453-455.

41. Benharroch D, Shemer-Avni Y, Myint YY, Levy A, Mejirovsky E, et al. (2004) 
Measles virus: evidence of an association with Hodgkin’s disease. Br J Cancer 
91: 572-579.

42. 42) Wilson KS, Freeland JM, Gallagher A, Cosby SL, Earle JA, et al. (2007) 
Measles virus and classical Hodgkin lymphoma: no evidence for a direct 
association. Int J Cancer 121: 442-447.

43. Maggio E, Benharroch D, Gopas J, Dittmer U, Hansmann ML, et al. (2007) 
Absence of measles virus genome and transcripts in Hodgkin-Reed/Sternberg 
cells of a cohort of Hodgkin lymphoma patients. Int J Cancer 121: 448-453.

44. Sion-Vardy N, Lasarov I, Delgado B, Gopas J, Benharroch D, et al. (2009) 
Measles virus: evidence for association with lung cancer. Exp Lung Res 35: 
701-712.

45. Benharroch D, Klinkovich I, Piura B, Shaco-Levy R, Gopas J (2009) Evidence of 
measles virus antigens and RNA in endometrial cancer. Eur J Obstet Gynecol 
Reprod Biol 147: 206-209.

46. Ariad S, Milk N, Bolotin A, Gopas J, Sion-Vardy N, et al. (2011) Measles virus 
antigens in breast cancer. Anticancer Res 31: 913-920.

47. Levine AJ (1997) p53, the cellular gatekeeper for growth and division. Cell 88: 
323–331.

48. Appella E, Anderson CW (2001) Post-translational modification and activation 
of p53 by genotoxic stresses. Eur J Biochem 268: 2764-2772.

49. Leng RP, Lin Y, Ma W, Wu H, Lemmers B, et al. (2003) Pirh2, a p53-induced 
ubiquitin-protein ligase, promotes p53 degradation. Cell 112: 779-791.

50. Duan W, Gao L, Wu X, Zhang Y, Otterson GA, et al. (2006) Differential 
response between the p53 ubiquitin-protein ligases Pirh2 and MdM2 following 
DNA damage in human cancer cells. Exp Cell Res 312: 3370-3378.

51. Jung YS, Qian Y, Chen X (2011) The p73 tumor suppressor is targeted by Pirh2 
RING finger E3 ubiquitin ligase for the proteasome-dependent degradation. J 
Biol Chem 286: 35388-35395.

52. Wang Z, Yang B, Dong L, Pen B, He X, et al. (2011) A novel oncoprotein Pirh2: 
rising from the shadow of MDM2. Cancer Sci 102: 909-917.

53. Fries KL, Miller WE, Raab-Traub N (1996) Epstein-Barr virus latent membrane 
protein 1 blocks p53-mediated apoptosis through the induction of the A20 gene. 
J Virol 70: 8653-8659.

54. Massimi P, Banks L (1997) Repression of p53 transcrip tional activity by the 
HPV E7 proteins. Virology 227: 255-259.

55. Friborg J Jr, Kong W, Hottiger MO, Nabel GJ (1999) p53 inhibition by the LANA 
protein of KSHV protects against cell death. Nature 402: 889-894.

56. Yi F, Saha A, Murakami M, Kumar P, Knight JS, et al ( 2009) Epstein-Barr virus 
nuclear antigen 3C targets p53 and modulates its transcriptional and apoptotic 
activities. Virology 388: 236-247.

57. zur Hausen H (1996) Papillomavirus infections- a major cause of human 
cancers. Biochim Biophys Acta 1288: 55-78.

58. zur Hausen H (2000) Papillomaviruses causing cancer: evasion from host-cell 
control in early events in carcinogenesis. J Natl Cancer Inst 92: 690-698.

59. Hirano A, Ayata M, Wang AH, Wong TC (1993) Functional analysis of matrix 
proteins expressed from cloned genes of measles virus variants that cause 
subacute sclerosing panencephalitis reveals a common defect in nucleocapsid 
binding. J Virol 67: 1848-1853.

60. Katayama Y, Kohso K, Nishimura A, Tatsuno Y, Homma M, et al (1998) 
Detection of measles virus mRNA from autopsied human tissues. J Clin 
Microbiol 36: 299-301.

61. Naniche D, Varior-Krishnan G, Cervoni F, et al (1993) Human membrane 
cofactor protein (CD46) acts as a cellular receptor for measles virus. J Virol 
67: 6025-6032.

62. Rota PA, Featherstone DA, Bellini WJ (2009) Molecular epidemiology of 
measles virus. Curr Top Microbiol Immunol 330: 129-150.

This	article	was	originally	published	in	a	special	issue,	Cancer Immunology	
handled	by	Editor(s).	Dr.	Haval	Shirwan,	University	of	Louisville,	USA

http://www.ncbi.nlm.nih.gov/pubmed/15106105
http://www.ncbi.nlm.nih.gov/pubmed/15106105
http://www.ncbi.nlm.nih.gov/pubmed/15106105
http://www.euvac.net/graphics/euvac/pdf/annual_2010.pdf
http://www.ncbi.nlm.nih.gov/pubmed/8391705
http://www.ncbi.nlm.nih.gov/pubmed/8391705
http://www.ncbi.nlm.nih.gov/pubmed/8391705
http://www.ncbi.nlm.nih.gov/pubmed/16303052
http://www.ncbi.nlm.nih.gov/pubmed/16303052
http://www.ncbi.nlm.nih.gov/pubmed/16303052
http://www.ncbi.nlm.nih.gov/pubmed/16303052
http://www.ncbi.nlm.nih.gov/pubmed/11536248
http://www.ncbi.nlm.nih.gov/pubmed/11536248
http://www.ncbi.nlm.nih.gov/pubmed/11536248
http://www.ncbi.nlm.nih.gov/pubmed/3750847
http://www.ncbi.nlm.nih.gov/pubmed/3750847
http://www.ncbi.nlm.nih.gov/pubmed/3750847
http://www.ncbi.nlm.nih.gov/pubmed/3750847
http://www.ncbi.nlm.nih.gov/pubmed/2596022
http://www.ncbi.nlm.nih.gov/pubmed/2596022
http://www.ncbi.nlm.nih.gov/pubmed/2596022
http://www.ncbi.nlm.nih.gov/pubmed/7074638
http://www.ncbi.nlm.nih.gov/pubmed/7074638
http://www.ncbi.nlm.nih.gov/pubmed/7074638
http://www.ncbi.nlm.nih.gov/pubmed/8836402
http://www.ncbi.nlm.nih.gov/pubmed/8836402
http://www.ncbi.nlm.nih.gov/pubmed/8836402
http://www.ncbi.nlm.nih.gov/pubmed/9139832
http://www.ncbi.nlm.nih.gov/pubmed/9139832
http://www.ncbi.nlm.nih.gov/pubmed/9139832
http://www.ncbi.nlm.nih.gov/pubmed/9139832
http://www.ncbi.nlm.nih.gov/pubmed/9139832
http://www.ncbi.nlm.nih.gov/pubmed/9139832
http://www.ncbi.nlm.nih.gov/pubmed/9139832
http://www.ncbi.nlm.nih.gov/pubmed/9139832
http://www.ncbi.nlm.nih.gov/pubmed/15226778
http://www.ncbi.nlm.nih.gov/pubmed/15226778
http://www.ncbi.nlm.nih.gov/pubmed/15226778
http://www.ncbi.nlm.nih.gov/pubmed/15226778
http://www.ncbi.nlm.nih.gov/pubmed/17390376
http://www.ncbi.nlm.nih.gov/pubmed/17390376
http://www.ncbi.nlm.nih.gov/pubmed/17390376
http://www.ncbi.nlm.nih.gov/pubmed/17372912
http://www.ncbi.nlm.nih.gov/pubmed/17372912
http://www.ncbi.nlm.nih.gov/pubmed/17372912
http://www.ncbi.nlm.nih.gov/pubmed/17372912
http://www.ncbi.nlm.nih.gov/pubmed/19895323
http://www.ncbi.nlm.nih.gov/pubmed/19895323
http://www.ncbi.nlm.nih.gov/pubmed/19895323
http://www.ncbi.nlm.nih.gov/pubmed/19895323
http://www.ncbi.nlm.nih.gov/pubmed/19729237
http://www.ncbi.nlm.nih.gov/pubmed/19729237
http://www.ncbi.nlm.nih.gov/pubmed/19729237
http://www.ncbi.nlm.nih.gov/pubmed/19729237
http://www.ncbi.nlm.nih.gov/pubmed/21498713
http://www.ncbi.nlm.nih.gov/pubmed/21498713
http://www.ncbi.nlm.nih.gov/pubmed/21498713
http://www.ncbi.nlm.nih.gov/pubmed/9039259
http://www.ncbi.nlm.nih.gov/pubmed/9039259
http://www.ncbi.nlm.nih.gov/pubmed/9039259
http://onlinelibrary.wiley.com/doi/10.1046/j.1432-1327.2001.02225.x/full
http://onlinelibrary.wiley.com/doi/10.1046/j.1432-1327.2001.02225.x/full
http://onlinelibrary.wiley.com/doi/10.1046/j.1432-1327.2001.02225.x/full
http://www.ncbi.nlm.nih.gov/pubmed/12654245
http://www.ncbi.nlm.nih.gov/pubmed/12654245
http://www.ncbi.nlm.nih.gov/pubmed/12654245
http://www.ncbi.nlm.nih.gov/pubmed/16934800
http://www.ncbi.nlm.nih.gov/pubmed/16934800
http://www.ncbi.nlm.nih.gov/pubmed/16934800
http://www.ncbi.nlm.nih.gov/pubmed/16934800
http://www.ncbi.nlm.nih.gov/pubmed/21852228
http://www.ncbi.nlm.nih.gov/pubmed/21852228
http://www.ncbi.nlm.nih.gov/pubmed/21852228
http://www.ncbi.nlm.nih.gov/pubmed/21852228
http://www.ncbi.nlm.nih.gov/pubmed/21284766
http://www.ncbi.nlm.nih.gov/pubmed/21284766
http://www.ncbi.nlm.nih.gov/pubmed/21284766
http://jvi.asm.org/content/70/12/8653.abstract
http://jvi.asm.org/content/70/12/8653.abstract
http://jvi.asm.org/content/70/12/8653.abstract
http://www.sciencedirect.com/science/article/pii/S0042682296983154
http://www.sciencedirect.com/science/article/pii/S0042682296983154
http://www.lsic.ucla.edu/classes/mimg/temp/old229/sun_friborg.pdf
http://www.lsic.ucla.edu/classes/mimg/temp/old229/sun_friborg.pdf
http://www.sciencedirect.com/science/article/pii/S0042682209002062
http://www.sciencedirect.com/science/article/pii/S0042682209002062
http://www.sciencedirect.com/science/article/pii/S0042682209002062
http://www.sciencedirect.com/science/article/pii/S0042682209002062
http://www.sciencedirect.com/science/article/pii/0304419X96000200
http://www.sciencedirect.com/science/article/pii/0304419X96000200
http://www.sciencedirect.com/science/article/pii/0304419X96000200
http://jnci.oxfordjournals.org/content/92/9/690.short
http://jnci.oxfordjournals.org/content/92/9/690.short
http://jnci.oxfordjournals.org/content/92/9/690.short
http://jvi.asm.org/content/67/4/1848.abstract
http://jvi.asm.org/content/67/4/1848.abstract
http://jvi.asm.org/content/67/4/1848.abstract
http://jvi.asm.org/content/67/4/1848.abstract
http://jvi.asm.org/content/67/4/1848.abstract
http://www.ncbi.nlm.nih.gov/pmc/articles/PMC124860/
http://www.ncbi.nlm.nih.gov/pmc/articles/PMC124860/
http://www.ncbi.nlm.nih.gov/pmc/articles/PMC124860/
http://www.ncbi.nlm.nih.gov/pmc/articles/PMC124860/
http://jvi.asm.org/content/67/10/6025.short
http://jvi.asm.org/content/67/10/6025.short
http://jvi.asm.org/content/67/10/6025.short
http://www.springerlink.com/content/k201326kh7g10n51/
http://www.springerlink.com/content/k201326kh7g10n51/

	Title
	Corresponding author
	Abstract
	Keywords
	Introduction
	The Measles Virus
	MV Infection in Vaccinated Populations
	MV in Cancer 
	Pirh2 may link MV to cancer
	A suggested model linking MV with cancer
	Conclusions and Future Directions
	References
	Figure 1

