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Ewing sarcomas are characterized by oncogenic ews/ets translocations. However, these
oncofusions do not determine the outcome. Patient fate is determined by metastasis, and
the complex spreading process is far from being completely understood. Ewing sarcomas are
childhood cancers with a low mutational rate, making biomarkers elusive. Mutations
increase with relapse and mutagenic therapy exposure. A silent tumor genome limits
targeted therapy approaches. Nevertheless, precision oncology approaches aim to enhance
the therapeutic index of conventional chemotherapy with novel small molecules targeting
epigenetics, metabolism, and stress responses. Although their genome is generally silent,
Ewing sarcomas reactivate endogenous retro-elements. Their activation is linked to an
inflammatory response and a prometastatic modulation of the microenvironment.
Moreover, in most cases, these tumors are characterized by a scarcity of T cell infiltrates and
a predominance of immunosuppressive myeloid cells, leading to inflammation and
immunosuppression. These suppressive myeloid cells shield the tumor against adaptive
immune attack, hampering the efficacy of chimeric antigen receptor or T cell receptor
transgenic T cells. Overcoming these immunosuppressive mechanisms may enhance
immunotherapeutic efficacy. One approach is the utilization of oncolytic viruses, which are
genetically engineered to depend on their lytic cycle from metastatic drivers. They can
induce immunogenic cell death and, particularly when in combination with cell cycle
inhibitors, also have the potential to overcome barriers to immunotherapy.
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MDPI Books offers quality open access book publishing to promote the exchange of ideas and
knowledge in a globalized world. MDPI Books encompasses all the benefits of open access – high
availability and visibility, as well as wide and rapid dissemination. With MDPI Books, you can
complement the digital version of your work with a high quality printed counterpart.

Open Access
Your scholarly work is accessible worldwide without any restrictions. All
authors retain the copyright for their work distributed under the terms of the
Creative Commons Attribution License.

Author Focus
Authors and editors profit from MDPI’s over two decades of experience in open
access publishing, our customized personal support throughout the entire
publication process, and competitive processing charges as well as unique
contributor discounts on book purchases.

High Quality & Rapid Publication
MDPI ensures a thorough review for all published items and provides a fast
publication procedure. State-of-the-art research and time-sensitive topics are
released with a minimum amount of delay.

High Visibility
Due to our global network and well-known channel partners, we ensure
maximum visibility and broad dissemination. Title information of books is sent
to international indexing databases and archives, such as the Directory of Open
Access Books (DOAB), and the Verzeichnis Lieferbarer Bücher (VLB).

Print on Demand and Multiple Formats
MDPI Books are available for purchase and to read online at any time. Our
print-on-demand service offers a sustainable, cost-effective and fast way to
publish MDPI Books printed versions.
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