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Recent studies reveal that Seneca Valley Virus (SVV) exploits tumor endothelial marker 8
(TEM8) for cellular entry, the same surface receptor pirated by bacterial-derived anthrax
toxin. This observation is particularly significant as SVV is a known oncolytic virus which
selectively infects and kills tumor cells, particularly those of neuroendocrine origin. TEM8
is a transmembrane glycoprotein that is preferentially upregulated in some tumor cell and
tumor-associated stromal cell populations. Both TEM8 and SVV have been evaluated
for targeting of tumors of multiple origins, but the connection between the two was
previously unknown. Here, we review currently understood interactions between TEM8
and SVV, anthrax protective antigen (PA), and collagen VI, a native binding partner of
TEM8, with an emphasis on potential therapeutic directions moving forward.
Keywords: anthrax, Protective Antigen, Seneca Valley Virus, type VI collagen, small cell lung cancer,
TEM8/ANTXR1, neuroendocrine tumors

INTRODUCTION
A recurring hallmark in the effort to develop novel cancer treatments has been identification
of biologically derived agents with anti-neoplastic activity. Natural products, including taxanes
derived from yew trees and doxorubicin from soil bacteria, remain some of the most effective agents
against cancers of multiple origins. More recent work has focused on discovery and characterization
of viruses that selectively target tumor cells—i.e., oncolytic viruses. In 2015 the first oncolytic
virus, Talimogene Laherparepvec (T-VEC), a genetically modified herpesvirus, was approved for
melanoma treatment (1). Fueled by this success, new oncolytic viruses were developed for tumorspecific killing, including polioviruses targeting CD155 in brain cancers (2) and adenoviruses
armed with EGFR-targeting, bispecific T-cell engagers (3). Oncolytic viruses can also be engineered
to stimulate antigen presentation and improve immunogenic recognition of tumors (1, 4). While
oncolytic viruses are being evaluated against many tumor types, better understanding of the
mechanisms regulating tumor-selective tropism is needed.

Identification of TEM8, a Novel Tumor Marker
Proteins selectively expressed either in tumor cells themselves or in surrounding stroma, have
contributed greatly to our understanding of cancer progression and uncovered many potential
targets for novel cancer therapeutics. One such target, discovered in a transcriptomic screen of
human tumor stromal cells (5) is a single-pass cell surface protein called Tumor Endothelial Marker
8 (TEM8). Shortly after its identification TEM8 was found to be a cellular receptor for Bacillus
anthracis-derived anthrax toxin, and more recently as the cellular receptor for Seneca Valley Virus
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a heptameric or octameric pre-pore via homophilic binding of
domain 3 (23, 24).
TEM8, a ∼85 kDa cell surface transmembrane glycoprotein,
was originally identified based on its elevated expression
in colorectal tumor endothelium (5). Subsequently, TEM8
was found to be elevated in other tumor-associated cell
types, including cancer-associated fibroblasts, pericytes and
occasionally tumor cells themselves (5, 9, 11, 18, 25). Although
TEM8 was the first identified PA receptor, a second cellular
receptor, CMG2, was discovered shortly thereafter in endothelial
cells, and shares a similar structure to TEM8 (21, 26, 27). TEM8 is
highly conserved, with the full-length mouse and human mature
proteins sharing 98% amino acid identity (28). Both TEM8 and
CMG2 contain an extracellular von Willebrand Factor A (vWA)
domain with a metal-ion-dependent adhesion site (MIDAS)
which binds PA domain 4 (29). Although the vWA domains of
both receptors share 60% homology, CMG2 was found to be the
primary receptor responsible for mediating anthrax toxin toxicity
(22, 30, 31). Additionally (as mentioned above) CMG2 knockout
mice tolerate anthrax toxin challenge, while TEM8 knockout
mice do not (32).

(SVV) (6, 7). Of note, TEM8 has been shown to bind to the C5
domain of collagen type VI (8). Upregulation of TEM8 seems to
promote tumor growth and progression, and multiple therapies
targeting TEM8 have shown anti-tumor efficacy in preclinical
models (8–11). The recent finding of SVV-TEM8 binding is
of special significance as SVV was initially characterized as
an oncolytic virus that selectively kills tumor cells, does not
replicate in or kill normal human cells, and has a favorable safety
profile in clinical trials (12–15). While TEM8 was not evaluated
during SVV’s therapeutic characterization, its identification as an
obligatory cellular receptor suggests patient TEM8 status could
be used to stratify patients for SVV therapy in future clinical
trials. TEM8 itself has been previously proposed as a target for
cancer therapy using monoclonal antibodies, drug-conjugated
antibodies, and vaccines (9, 11, 16, 17). TEM8 may also function
as a biomarker for different tumors types including, among
others, lung, breast, and colorectal cancer (9, 11, 18–20).

TEM8 As an Anthrax Toxin Receptor And
Receptor for SVV
While TEM8 was identified as the receptor for anthrax toxin and
was alternatively named anthrax toxin receptor-1 (ANTXR1) (7),
subsequent studies found a closely related paralogue, capillary
morphogenesis protein 2 (CMG2/ANTXR2), that has higher
affinity for anthrax toxin and is more widely expressed (21). Both
CMG2 or TEM8 can bind anthrax toxin to trigger the first phase
of B. anthracis pathogenesis (7, 21), but while CMG2 knockout
mice are resistant to anthrax toxin challenge, TEM8 knockout
mice are not (22). Unlike anthrax toxin, presence of TEM8, but
not CMG2, on cells is a necessary prerequisite for binding by SVV
(6). Subversion of mammalian receptors is a common tactic for
onset of uptake by viruses and bacterial toxins. However, TEM8
is unique as a receptor involved in the pathogenicity of both a
bacteria and a virus that infects mammals.
This review aims to provide a backdrop for ongoing research
devoted to understanding TEM8 and the interplay between
TEM8 and collagen in cancer, and how two unrelated foreign
biologics (anthrax toxin and SVV) happen to target the same
protein. Additionally, recent findings suggest the potential value
of revisiting SVV as an anti-cancer agent, as TEM8 status may
inform a therapeutic window for more rational treatment design.

PHYSIOLOGICAL ROLES OF TEM8 AND
CMG2
The native physiological function of both anthrax toxin
receptors (TEM8 and CMG2) in vivo remains largely unknown.
The extracellular domains of both proteins share homology
with integrins, and interactions with collagen IV, collagen VI
and laminin have been demonstrated with CMG2, suggesting a
possible role in basement membrane assembly and angiogenesis
(27, 33). In human disease, CMG2 mutations have been
implicated in hyaline fibromatosis syndrome, a condition
characterized by extracellular matrix dysregulation and
connective tissue defects due to accumulation of collagen
VI. CMG2 was shown to regulate uptake and degradation of
collagen type VI through endocytosis (33). Interestingly, this
same study found that genetic deletion of collagen VI was
sufficient to rescue the major extracellular matrix (ECM) defects
found in CMG2 knockout mice. GAPO syndrome, caused
by TEM8 inactivating mutations, is a different disease which
also involves excess buildup of ECM in various tissues (34).
TEM8 knockout mice display many of the same phenotypes
found in GAPO patients, including excess ECM deposition,
stunted growth and dental abnormalities (10). How TEM8
mediates these phenotypes in vivo is currently unclear, although
interactions between TEM8 and the ECM are likely involved.
Importantly, while TEM8 was discovered to be strongly
upregulated in tumor-associated stromal cells, TEM8 knockout
mice display normal developmental (retinal angiogenesis)
and non-tumor vascular development (wound healing) (10).
Furthermore, cell-line derived tumors showed marked growth
retardation in TEM8 knockout vs. wildtype mice indicating
that TEM8 function in tumor stroma promotes tumor growth
(9, 10). Further work exploring the interplay of TEM8 and
the ECM in vivo should shed light on the pathogenesis of

TEM8 AND CMG2 AS ANTHRAX TOXIN
RECEPTORS
Anthrax toxin consists of three proteins: protective antigen (PA),
lethal factor (LF), and edema factor (EF). PA is an 83 kDa protein
comprised of four domains, the last of which (domain 4) is
responsible for mediating binding to either TEM8 or CMG2 on
cells. Following binding, PA domain 1 is cleaved by a membraneassociated furin-class protease to produce a 63 kDa form of
PA (Figure 1), which subsequently oligomerizes to form either
Abbreviations: CMG2, capillary morphogenesis protein 2; TEM8, tumor
endothelial marker 8; PA, protective antigen; SVV, Seneca valley virus; α3(VI), the
a3 chain of type VI collagen; SCLC, small-cell lung cancer.
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FIGURE 1 | Interactions between TEM8 and type VI collagen, Protective Antigen (PA) and (SVV). The two cell surface receptors, TEM8 and CMG2, can both bind type
VI collagen and PA, but only TEM8 can bind SVV. Shown is a type VI collagen tetramer, with each chain comprising three separate α chains [α1(VI), α2(VI), and α3(VI)].
We’ve highlighted here the C-terminal portion of the α3(VI) chain (C1-C5). The C2-C5 chains are not found in mature fibrils and are proteolytically cleaved by an
unknown protease during microfibril maturation; whether C5 binds in the context of a microfibril or in the context of a cleaved C5 domain is not known, so we present
both possibilities.

GAPO syndrome and the biology of this currently orphaned
receptor.

tumor growth to an extent similar to that observed in TEM8
knockout mice (9). In mice, TEM8 antibodies slowed tumor
growth and prolonged survival through a mechanism that
may involve function-blocking activity or antibody-dependent
cellular cytotoxicity (9). However, no tumor regressions in
response to the monotherapy were observed. Preliminary
evaluation of several DNA vaccines and vaccine vectors has also
demonstrated that active immunity to TEM8 can modify the
growth of tumors in mice (40). In particular, vaccination with
a DNA vaccine encoding the extracellular domain of TEM8
and Her2/neu resulted in prolonged survival after breast tumor
cell challenge (233-VSGA1), while a DNA vaccine encoding
TEM8 alone was ineffective (16). Treatment with TEM8-Fc
fusion proteins or TEM8 chimeric antigen receptor (CAR)
T cells has also shown encouraging anti-tumor activity in
preclinical studies (38, 41). More recently, a TEM8 antibodydrug-conjugate utilizing monomethyl auristatin E (MMAE), an
anti-mitotic microtubule-disrupting agent, induced significant
tumor regression in preclinical studies using immunodeficient
mice challenged with various human colon, breast, lung, ovarian,
and pancreatic tumor xenografts (11). Depending on the model,
10–80% of the mice were tumor free following treatment.
Notably, the anti-tumor activity depended upon bystander
cleavage of MMAE from the antibody-drug conjugate in stromal

TARGETING TEM8 IN CANCER
TEM8 represents an attractive target for novel cancer
therapeutics based on its selective upregulation on the cell
surface of tumor-associated endothelial cells, pericytes, and
cancer-associated fibroblasts (11). TEM8 has been found to be
consistently overexpressed in the stroma of many different cancer
types (9–11, 35). Notably, TEM8 protein expression patterns are
similar to that of collagen VI α3 chain and endotrophin (8, 9, 35–
38). Compared to TEM8 wildtype mice, tumor growth in TEM8
knockout mice was markedly reduced for melanoma, lung,
breast, and colon cancer models (9, 10). TEM8 becomes highly
expressed in human microvascular endothelial cells in vitro in
response to serum starvation, suggesting that TEM8 may be
part of a compensatory pathogenic-related angiogenic pathway
(9, 19, 39). TEM8 is overexpressed in the tumor-associated
stroma of most solid tumors examined independent of whether
or not TEM8 can be detected in the tumor cells (11).
TEM8 is a potential target for antibody-based therapies
and vaccination. In several different murine xenograft tumor
models, TEM8 blockade using monoclonal antibodies inhibited
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specifically targeting the C-terminal C5 domain suggested a
greater abundance of this region in or around tumor cells
(49). Endotrophin, which includes the cleaved C5 domain of
collagen VI α3, was found to be responsible for the tumorpromoting effects of collagen VI (50). A major source of
endotrophin in obesity-related cancers is collagen VI derived
from tumor-associated adipocytes, which promotes tissue fibrosis
by stimulating additional production of collagen VI and other
extracellular matrix molecules, leading ultimately to a proinflammatory response (51). The presence of endotrophin in
the microenvironment of MMTV-PyMT mammary tumors was
found to drive primary tumor growth and pulmonary metastasis
through an enhanced expansion of the tumor stroma (50,
51). These effects can be largely suppressed using monoclonal
antibodies directed against endotrophin (50). The question now
is whether an interaction with TEM8 is part of the mechanism
responsible for the tumor-promoting activity of endotrophin,
since TEM8 is capable of binding the C5 domain (see above and
Figure 1).

cells rather than direct killing of tumor cells. This mechanism
allowed for a high intratumoral-localized dose of MMAE through
antibody-drug conjugate capture and drug release by stroma
(42). Despite the preclinical successes targeting TEM8, a better
understanding of its biologic function should aid in the future
design of new and improved TEM8-targeted therapeutics going
forward.

POSSIBLE INTERACTIONS OF TEM8 WITH
COLLAGEN AND CLEAVAGE PRODUCTS
TEM8 can bind collagen types I and VI and aid in cell spreading
and migration on collagen I in vitro (8, 43, 44). In addition, in
vitro, TEM8 has been shown to bind to the C5 domain of the
α3 chain of collagen VI (8) (Figure 1). Type VI collagen, which
in the monomeric form is comprised predominantly of three
chains (α1, α2, and α3), can form dimers and tetramers that are
highly cross-linked through disulfide bonds (45). Dimers and
tetramers form intracellularly and are deposited on the surface
as tetramers. Tetramers then form microfibrils, which require
an end-end association of the C-terminal globular domains of
the tetramers; maturation into mature fibrils requires further
proteolytic processing, likely somewhere between the C1 and C2
domains of collagen α3(VI) (through some undefined protease—
Figure 1) (46). The cleaved C5 domain has also been called
“endotrophin,” but whether this is solely the C5 domain or
includes the other domains (C2-C5) is not known (8, 37).
The interaction between TEM8 and the C5 domain was
identified using a yeast two-hybrid screen, and subsequently
confirmed by co-immunoprecipitation studies (8). In both lung
and esophageal cancers, TEM8 co-localized with the collagen
α3(VI) chain. As mentioned above, CMG2 has also been shown
to bind type VI collagen, but that collagen was obtained from
a commercial vendor (pepsin treated from human placenta).
Pepsin digestion yields mainly dimers, tetramers and aggregates
of type VI with most of the globular domains (C2-C5) removed
(45). Whether CMG2 can bind to type VI through interactions
with C5 or whether TEM8 can bind to pepsin-treated type VI is
not known.
Although initial studies failed to detect the C5 domain in
mature fibrils of type VI collagen (47, 48), in experiments by
Lamande et al. who transfected human osteosarcoma SaOS-2
cells with type VI of varying α3 chain lengths, full-length collagen
VI microfibrils (with C5) could be observed in cell culture,
while cells lacking this domain failed to form microfibrils (46).
The C5 domain was also observed in the pericellular matrix
of human cartilage. Therefore, processing of the C-terminal
domains and removal of C5 likely occurs at an intermediate phase
of fibril assembly (after microfibrils have formed but before full
maturation to fibrils), and may involve TEM8 to promote or
regulate this processing event.

TEM8 BINDS TO SVV AND IS ESSENTIAL
FOR INFECTION
TEM8 was recently identified as the cellular receptor for Seneca
Valley Virus, SVV (6). SVV belongs to the family Picornavirus,
which is a positive strand RNA virus that appears to be nonpathogenic in humans, although SVV and related viruses cause
outbreaks of vesicular disease in swine throughout the world
(52). The requirement for TEM8 expression in SVV permissivity
was experimentally determined after pooled genome-wide lossof-function studies in a haploid cell line (6). Further validation
was obtained by comparing the permissivity of TEM8 wildtype
and knockout clones of the H446 neuroendocrine small cell
lung cancer (SCLC) cell line. The exogenous expression of
TEM8 in non-permissive H69 and H146 SCLC cells allowed
for effective SVV entry and killing. TEM8, but not CMG2 was
also shown to directly bind SVV via co-immunoprecipitation
studies (6) and cryo-electron microscopy of SVV-TEM8 mixtures
revealed a regular labeling of SVV’s capsid with TEM8 molecules,
confirming its status as the SVV receptor (53).
The finding that a bacterial toxin protein (PA) and a virus
(SVV) target the same receptor is surprising but not entirely new.
The first account of a potentially shared receptor for a bacterial
toxin and a virus is the binding of the Clostridium difficile toxin
TcdB to the poliovirus receptor-like 3 (PVRL3). PVRL3 is a
member of the poliovirus receptor family of nectins that are
involved in receptor activity for several viruses including herpes
virus, measles and poliovirus (54). The interaction between
TEM8 and SVV has also been shown to be specific, as SVV has
not been shown to interact with CMG2 (Figure 1).

SVV AND ONCOLYTIC VIRAL THERAPY

COLLAGEN VI AND UPREGULATION IN
CANCER

SVV has shown effective reduction of established human
xenograft tumors grown in Athymic (nu/nu) immunodeficient
mice (14). Additional studies in severe combined
immunodeficient (SCID) mice with SVV successfully controlled

Collagen VI was found to be upregulated in malignant
tumors of human breast cancer patients, and antibodies
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or eradicated xenograft tumors expressing neuroendocrine
features (55, 56). While oncolytic viral therapy, on the whole,
represents a promising approach to treat a variety of cancers,
SVV is particularly interesting as it can be administered
intravenously and can rapidly replicate without the need for a
DNA intermediate using host machinery.
The discovery of TEM8’s role as the cellular receptor for SVV
allows for a more focused approach to SVV as a therapeutic.
Retrospective analysis revealed that SCLC cell lines that were
susceptible to SVV also expressed TEM8 mRNA in the Cancer
Cell Line Encyclopedia (CCLE) database (6). Thus, TEM8
expression appears to be highly correlated with susceptibility to
SVV replication in SCLC cell lines. However, TEM8 expression
alone was not sufficient for permissivity. SCLC cell lines that
supported replication of SVV also displayed downregulation or
defects in genes related to type I interferon signaling (6). These
results suggest that additional factors, particularly those involved
with innate antiviral immunity may regulate oncolytic activity
of SVV beyond cellular binding and internalization, and another
report suggested a role for sialic acid in regulating SVV infection
of glioblastoma (57). Earlier studies from Charles Rudin’s group
also identified transcription factors NEUROD1 and ASCL1 as
predictors of SVV replication, where ASCL1 was highly expressed
in non-permissive lines and NEUROD1 highly expressed in SVVpermissive cells (56).
In two phase 1 clinical trials (13, 15), SVV therapy
administered via intravenous infusion was safe but also
associated with rapid immune recognition, which most likely
muted its anti-tumor effect. A phase II trial showed similar
immune responses and was terminated after interim analysis
declared futility (12). Although early human trials of SVV
therapy for neuroendocrine cancers have not yet demonstrated
efficacy, the requirement of TEM8 for SVV effectiveness suggests
that TEM8 expression may have diagnostic value for identifying
optimal patient populations for future SVV trials.

that SVV and anthrax toxin share a similar internalization
mechanism, although the lack of SVV-CMG2 binding may
indicate a relatively unique pathway for SVV. Nonetheless, both
agents have evolved independent mechanisms to exploit the
same receptor for cellular entry. Several questions remain does TEM8 binding to collagen preclude an interaction with PA
or SVV, or does it facilitate an interaction? Is the interaction
with type VI limited to the C5 domain? Future studies of
SVV/TEM8 interactions should examine the binding site of the
viral envelope to TEM8 through mutagenesis assays, particularly
in the MIDAS domain, as well as with previously described
monoclonal antibodies which block PA binding (9). Despite
the current knowledge gap surrounding specificity of SVV for
TEM8, lack of CMG2 binding suggests that characterizing the
nature of the viral-receptor interaction could open a window
for development of new targeted therapies specific for TEM8,
but not CMG2. Additionally, it is possible that SVV could be
repurposed to deliver genetic cargo to the stroma to synergize
with other therapies, including targeted agents like antibodydrug-conjugates or CAR-T cells. TEM8 screening could also help
stratify patients and provide a new path forward for improving
clinical trials with SVV, and further optimize the therapeutic
window for these trials.

CONCLUSIONS

ACKNOWLEDGMENTS

The discovery of TEM8 as the receptor for both SVV and
anthrax toxin is striking, as two distinct foreign biologic agents
are now known to target the same protein receptor. It appears
likely that TEM8 plays a similar role for both agents, namely
cellular entry. The recent finding that CMG2 binds to type
VI collagen and is involved in its turnover suggests that
perhaps TEM8 is also involved ECM remodeling. It is possible

We thank Professor Shireen Lamande (Department of Pediatrics,
University of Melbourne) for fruitful discussions, advice, and
guidance on the biology and production and processing of type
VI collagen. The content of this publication does not necessarily
reflect the views or policies of the DHHS nor does mention
of trade names, commercial products, or organizations imply
endorsement by the US government.

AUTHOR CONTRIBUTIONS
All authors listed have made a substantial, direct and intellectual
contribution to the work, and approved it for publication.

FUNDING
This work was supported in part by a grant from an NIHKINBRE award (P20GM103418). Federal funds were provided
by CCR, part of NCI’s intramural research program, NIH,
Department of Health and Human Services (DHHS).

REFERENCES

3. Wing A, Fajardo CA, Posey AD Jr., Shaw C, Da T, Young RM, et al.
Improving CART-cell therapy of solid tumors with oncolytic virus-driven
production of a bispecific T-cell engager. Cancer Immunol Res. (2018)
6:605–16. doi: 10.1158/2326-6066.CIR-17-0314
4. Kaufman HL, Kohlhapp FJ, Zloza A. Oncolytic viruses: a new class
of immunotherapy drugs. Nat Rev Drug Discov. (2015) 14:642–62.
doi: 10.1038/nrd4663
5. St Croix B, Rago C, Velculescu V, Traverso G, Romans KE, Montgomery
E, et al. Genes expressed in human tumor endothelium. Science (2000)
289:1197–202. doi: 10.1126/science.289.5482.1197

1. Andtbacka RH, Kaufman HL, Collichio F, Amatruda T, Senzer N,
Chesney J, et al. Talimogene laherparepvec improves durable response
rate in patients with advanced melanoma. J Clin Oncol. (2015) 33:2780–8.
doi: 10.1200/JCO.2014.58.3377
2. Desjardins A, Gromeier M, Herndon JE II, Beaubier N, Bolognesi DP,
Friedman AH, et al. Recurrent glioblastoma treated with recombinant
poliovirus. N Engl J Med. (2018) 379:150–61. doi: 10.1056/NEJMoa17
16435

Frontiers in Oncology | www.frontiersin.org

5

November 2018 | Volume 8 | Article 506

Evans et al.

PA and SVV Target TEM8

26. Scobie HM, Young JA. Interactions between anthrax toxin receptors
and protective antigen. Curr Opin Microbiol. (2005) 8:106–12.
doi: 10.1016/j.mib.2004.12.005
27. Bell SE, Mavila A, Salazar R, Bayless KJ, Kanagala S, Maxwell SA, et al.
Differential gene expression during capillary morphogenesis in 3D collagen
matrices: regulated expression of genes involved in basement membrane
matrix assembly, cell cycle progression, cellular differentiation and G-protein
signaling. J Cell Sci. (2001) 114:2755–73.
28. Carson-Walter EB, Watkins DN, Nanda A, Vogelstein B, Kinzler KW, St Croix
B. Cell surface tumor endothelial markers are conserved in mice and humans.
Cancer Res. (2001) 61:6649–55.
29. Santelli E, Bankston LA, Leppla SH, Liddington RC. Crystal structure of
a complex between anthrax toxin and its host cell receptor. Nature (2004)
430:905–8. doi: 10.1038/nature02763
30. Sheng F, Xiaohang T, Chenguang C, Ying Z, Yang W, Yuanyuan L, et al. The
Structure of tumor endothelial marker 8 (TEM8) extracellular domain and
implications for its receptor function for recognizing anthrax toxin. PLoS ONE
(2010) 5:e11203. doi: 10.1371/journal.pone.0011203
31. Rosovitz MJ, Schuck P, Varughese M, Chopra AP, Mehra V, Singh Y,
et al. Alanine-scanning mutations in domain 4 of anthrax toxin protective
antigen reveal residues important for binding to the cellular receptor and
to a neutralizing monoclonal antibody. J Biol Chem. (2003) 278:30936–44.
doi: 10.1074/jbc.M301154200
32. Sun J, Jacquez P. Roles of anthrax toxin receptor 2 in anthrax toxin membrane
insertion and pore formation. Toxins (2016) 8:34. doi: 10.3390/toxins8020034
33. Burgi J, Kunz B, Abrami L, Deuquet J, Piersigilli A, Scholl-Burgi
S, et al. CMG2/ANTXR2 regulates extracellular collagen VI which
accumulates in hyaline fibromatosis syndrome. Nat Commun. (2017) 8:15861.
doi: 10.1038/ncomms15861
34. Stranecky V, Hoischen A, Hartmannova H, Zaki MS, Chaudhary A, Zudaire E,
et al. Mutations in ANTXR1 cause GAPO syndrome. Am J Hum Genet. (2013)
92:792–9. doi: 10.1016/j.ajhg.2013.03.023
35. Chaudhary A, St Croix B. Selective blockade of tumor angiogenesis. Cell Cycle
(2012) 11:2253–9. doi: 10.4161/cc.20374
36. Kuo F, Histed S, Xu B, Bhadrasetty V, Szajek LP, Williams MR, et al. ImmunoPET imaging of tumor endothelial marker 8 (TEM8). Mol Pharm. (2014)
11:3996–4006. doi: 10.1021/mp500056d
37. Park J, Scherer PE. Endotrophin in the tumor stroma: a new therapeutic
target for breast cancer? Expert Rev Anticancer Ther. (2013) 13:111–3.
doi: 10.1586/era.12.164
38. Byrd TT, Fousek K, Pignata A, Szot C, Samaha H, Seaman S,
et al. TEM8/ANTXR1-specific CAR T cells as a targeted therapy
for triple-negative breast cancer. Cancer Res. (2018) 78:489–500.
doi: 10.1158/0008-5472.CAN-16-1911
39. Maurya SK, Tewari M, Kumar M, Thakur MK, Shukla HS. Expression pattern
of tumor endothelial marker 8 protein in gallbladder carcinomas. Asian Pac
J Cancer Prev. (2011) 12:507–12.
40. Wagner SC, Ichim TE, Ma H, Szymanski J, Perez JA, Lopez J, et al. Cancer antiangiogenesis vaccines: Is the tumor vasculature antigenically unique? J Transl
Med. (2015) 13:340. doi: 10.1186/s12967-015-0688-5
41. Duan HF, Hu XW, Chen JL, Gao LH, Xi YY, Lu Y, et al. Antitumor activities of
TEM8-Fc: an engineered antibody-like molecule targeting tumor endothelial
marker 8. J Natl Cancer Inst. (2007) 99:1551–5. doi: 10.1093/jnci/djm132
42. McCann JV, Null JL, Dudley AC. Deadly DAaRTS destroy cancer cells via a
tumor microenvironment-mediated trigger. J Clin Invest. (2018) 128:2750–3.
doi: 10.1172/JCI121527
43. Hotchkiss KA, Basile CM, Spring SC, Bonuccelli G, Lisanti MP, Terman
BI. TEM8 expression stimulates endothelial cell adhesion and migration
by regulating cell-matrix interactions on collagen. Exp Cell Res. (2005)
305:133–44. doi: 10.1016/j.yexcr.2004.12.025
44. Werner E, Kowalczyk AP, Faundez V. Anthrax toxin receptor 1/tumor
endothelium marker 8 mediates cell spreading by coupling extracellular
ligands to the actin cytoskeleton. J Biol Chem. (2006) 281:23227–36.
doi: 10.1074/jbc.M603676200
45. Engel J, Furthmayr H, Odermatt E, von der Mark H, Aumailley M,
Fleischmajer R, et al. Structure and macromolecular organization
of type VI collagen. Ann N Y Acad Sci. (1985) 460:25–37.
doi: 10.1111/j.1749-6632.1985.tb51154.x

6. Miles LA, Burga LN, Gardner EE, Bostina M, Poirier JT, Rudin CM. Anthrax
toxin receptor 1 is the cellular receptor for Seneca Valley virus. J Clin Invest.
(2017) 127:2957–67. doi: 10.1172/JCI93472
7. Bradley KA, Mogridge J, Mourez M, Collier RJ, Young JA. Identification
of the cellular receptor for anthrax toxin. Nature (2001) 414:225–9.
doi: 10.1038/n35101999
8. Nanda A, Carson-Walter EB, Seaman S, Barber TD, Stampfl J, Singh S, et al.
TEM8 interacts with the cleaved C5 domain of collagen alpha 3(VI). Cancer
Res. (2004) 64:817–20. doi: 10.1158/0008-5472.CAN-03-2408
9. Chaudhary A, Hilton MB, Seaman S, Haines DC, Stevenson S, Lemotte
PK, et al. TEM8/ANTXR1 blockade inhibits pathological angiogenesis and
potentiates tumoricidal responses against multiple cancer types. Cancer Cell
(2012) 21:212–26. doi: 10.1016/j.ccr.2012.01.004
10. Cullen M, Seaman S, Chaudhary A, Yang MY, Hilton MB, Logsdon D, et al.
Host-derived tumor endothelial marker 8 promotes the growth of melanoma.
Cancer Res. (2009) 69:6021–6. doi: 10.1158/0008-5472.CAN-09-1086
11. Szot C, Saha S, Zhang XM, Zhu Z, Hilton MB, Morris K, et al. Tumor stromatargeted antibody-drug conjugate triggers localized anticancer drug release.
J Clin Invest. (2018) 128:2927–43. doi: 10.1172/JCI120481
12. Burke MJ. Oncolytic Seneca Valley Virus: past perspectives and future
directions. Oncol Virother. (2016) 5:81–9. doi: 10.2147/OV.S96915
13. Burke MJ, Ahern C, Weigel BJ, Poirier JT, Rudin CM, Chen Y, et al. Phase
I trial of Seneca Valley Virus (NTX-010) in children with relapsed/refractory
solid tumors: a report of the Children’s Oncology Group. Pediatr Blood Cancer
(2015) 62:743–50. doi: 10.1002/pbc.25269
14. Reddy PS, Burroughs KD, Hales LM, Ganesh S, Jones BH, Idamakanti N, et al.
Seneca Valley virus, a systemically deliverable oncolytic picornavirus, and the
treatment of neuroendocrine cancers. J Natl Cancer Inst. (2007) 99:1623–33.
doi: 10.1093/jnci/djm198
15. Rudin CM, Poirier JT, Senzer NN, Stephenson J Jr., Loesch D,
Burroughs KD, et al. Phase I clinical study of Seneca Valley Virus
(SVV-001), a replication-competent picornavirus, in advanced solid
tumors with neuroendocrine features. Clin Cancer Res. (2011) 17:888–95.
doi: 10.1158/1078-0432.CCR-10-1706
16. Felicetti P, Mennecozzi M, Barucca A, Montgomery S, Orlandi F, Manova K,
et al. Tumor endothelial marker 8 enhances tumor immunity in conjunction
with immunization against differentiation Ag. Cytotherapy (2007) 9:23–34.
doi: 10.1080/14653240601048369
17. Ruan Z, Yang Z, Wang Y, Wang H, Chen Y, Shang X, et al. DNA vaccine
against tumor endothelial marker 8 inhibits tumor angiogenesis and growth.
J Immunother. (2009) 32:486–91. doi: 10.1097/CJI.0b013e3181a1d134
18. Byrd TT, Fousek K, Pignata A, Szot C, Bielamowicz K, Wakefield A, et al.
TEM8/ANTXR1 specific T cells co-target tumor stem cells and tumor
vasculature in triple-negative breast cancer. Cancer Res. (2017) 76:2312.
doi: 10.1158/1538-7445.AM2016-2312
19. Davies G, Rmali KA, Watkins G, Mansel RE, Mason MD, Jiang WG. Elevated
levels of tumour endothelial marker-8 in human breast cancer and its clinical
significance. Int J Oncol. (2006) 29:1311–7. doi: 10.3892/ijo.29.5.1311
20. Gutwein LG, Al-Quran SZ, Fernando S, Fletcher BS, Copeland EM, Grobmyer
SR. Tumor endothelial marker 8 expression in triple-negative breast cancer.
Anticancer Res. (2011) 31:3417–22.
21. Scobie HM, Rainey GJ, Bradley KA, Young JA. Human capillary
morphogenesis protein 2 functions as an anthrax toxin receptor. Proc
Natl Acad Sci USA. (2003) 100:5170–4. doi: 10.1073/pnas.0431098100
22. Liu S, Crown D, Miller-Randolph S, Moayeri M, Wang H, Hu H, et al.
Capillary morphogenesis protein-2 is the major receptor mediating lethality
of anthrax toxin in vivo. Proc Natl Acad Sci USA. (2009) 106:12424–9.
doi: 10.1073/pnas.0905409106
23. Kintzer AF, Sterling HJ, Tang, II, Williams ER, Krantz BA. Anthrax
toxin receptor drives protective antigen oligomerization and stabilizes the
heptameric and octameric oligomer by a similar mechanism. PLoS ONE
(2010) 5:e13888. doi: 10.1371/journal.pone.0013888
24. Petosa C, Collier RJ, Klimpel KR, Leppla SH, Liddington RC. Crystal
structure of the anthrax toxin protective antigen. Nature (1997) 385:833–8.
doi: 10.1038/385833a0
25. Fernando S, Fletcher BS. Targeting tumor endothelial marker 8 in the tumor
vasculature of colorectal carcinomas in mice. Cancer Res. (2009) 69:5126–32.
doi: 10.1158/0008-5476.CAN-09-0725

Frontiers in Oncology | www.frontiersin.org

6

November 2018 | Volume 8 | Article 506

Evans et al.

PA and SVV Target TEM8

54. LaFrance ME, Farrow MA, Chandrasekaran R, Sheng J, Rubin DH, Lacy DB.
Identification of an epithelial cell receptor responsible for Clostridium difficile
TcdB-induced cytotoxicity. Proc Natl Acad Sci USA. (2015) 112:7073–8.
doi: 10.1073/pnas.1500791112
55. Morton CL, Houghton PJ, Kolb EA, Gorlick R, Reynolds CP, Kang MH,
et al. Initial testing of the replication competent Seneca Valley virus (NTX010) by the pediatric preclinical testing program. Pediatr Blood Cancer (2010)
55:295–303. doi: 10.1002/pbc.22535
56. Poirier JT, Dobromilskaya I, Moriarty WF, Peacock CD, Hann CL, Rudin CM.
Selective tropism of Seneca Valley virus for variant subtype small cell lung
cancer. J Natl Cancer Inst. (2013) 105:1059–65. doi: 10.1093/jnci/djt130
57. Liu Z, Zhao X, Mao H, Baxter PA, Huang Y, Yu L, et al. Intravenous injection
of oncolytic picornavirus SVV-001 prolongs animal survival in a panel of
primary tumor-based orthotopic xenograft mouse models of pediatric glioma.
Neuro Oncol. (2013) 15:1173–85. doi: 10.1093/neuonc/not065

46. Lamande SR, Morgelin M, Adams NE, Selan C, Allen JM. The C5 domain
of the collagen VI alpha3(VI) chain is critical for extracellular microfibril
formation and is present in the extracellular matrix of cultured cells. J Biol
Chem. (2006) 281:16607–14. doi: 10.1074/jbc.M510192200
47. Aigner T, Hambach L, Soder S, Schlotzer-Schrehardt U, Poschl E. The
C5 domain of Col6A3 is cleaved off from the Col6 fibrils immediately
after secretion. Biochem Biophys Res Commun. (2002) 290:743–8.
doi: 10.1006/bbrc.2001.6227
48. Mayer U, Poschl E, Nischt R, Specks U, Pan TC, Chu ML, et al. Recombinant
expression and properties of the Kunitz-type protease-inhibitor module from
human type VI collagen alpha 3(VI) chain. Eur J Biochem. (1994) 225:573–80.
doi: 10.1111/j.1432-1033.1994.00573.x
49. Iyengar P, Espina V, Williams TW, Lin Y, Berry D, Jelicks LA, et al. Adipocytederived collagen VI affects early mammary tumor progression in vivo,
demonstrating a critical interaction in the tumor/stroma microenvironment.
J Clin Invest. (2005) 115:1163–76. doi: 10.1172/JCI23424
50. Park J, Scherer PE. Adipocyte-derived endotrophin promotes malignant
tumor progression. J Clin Invest. (2012) 122:4243–56. doi: 10.1172/JCI
63930
51. Sun K, Park J, Gupta OT, Holland WL, Auerbach P, Zhang N, et al.
Endotrophin triggers adipose tissue fibrosis and metabolic dysfunction. Nat
Commun. (2014) 5:3485. doi: 10.1038/ncomms4485
52. Leme RA, Alfieri AF, Alfieri AA. Update on senecavirus infection in Pigs.
Viruses (2017) 9:E170. doi: 10.3390/v9070170
53. Strauss M, Jayawardena N, Sun E, Easingwood R, Burga LN, Bostina M. CryoEM structure of Seneca Valley Virus procapsid. J Virol. (2017) 92:e01927–17.
doi: 10.1128/JVI.01927-17

Frontiers in Oncology | www.frontiersin.org

Conflict of Interest Statement: The authors declare that the research was
conducted in the absence of any commercial or financial relationships that could
be construed as a potential conflict of interest.
Copyright © 2018 Evans, Wasinger, Brey, Dunleavey, St. Croix and Bann. This is an
open-access article distributed under the terms of the Creative Commons Attribution
License (CC BY). The use, distribution or reproduction in other forums is permitted,
provided the original author(s) and the copyright owner(s) are credited and that the
original publication in this journal is cited, in accordance with accepted academic
practice. No use, distribution or reproduction is permitted which does not comply
with these terms.

7

November 2018 | Volume 8 | Article 506

