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Principles of oncolytic virotherapy

Selective virus
replication in
tumor cells

/nfection of
tumor cell

el

Triggering of an adaptive
immune response:
Tumor specific antigens are
recognized by cells of the
adaptive immune system that
trigger a systemic, tumor-

specific immune response.

Direct Oncolysis:
Tumor cell rupture and
release of viral particles that
infect contiguous tumor cells

Oncolytic
measles \ m e
vaccine W e 4 Measles = ~~ Adaptive
i e o q b 23 # =
vins i % vaccine virus %wﬁ? immune cell
Prevention of viral Healty cells
Infection of replication due to calty Tumor
. : ) remain unharmed Normal/ i
normal cell intact innate immune by virus infection healthy cell specific
response Y y antigen
Malignant
tumor cell
6 78 (2
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Anti-Virotherapeutic Inmune Response
Tumor Colonization

Tumor Colonization

®

Prime-Boost
Paradigm

® ©)

Infection—> Replication—>Oncolysis

Infection—> Replication —>Oncolysis

@Priming of Anti-Tumor Immune Response@foosting of Anti-Tumor Immune Responst@
| |

A 1

I
Time aft

|
T I T
er first virotherapeutic reatment

Short-term Replication/Oncolysis (for days)

% Anti-Tumor Immune Response @

®

®

-

esoq
91bulg

Infection—> Replication —»Oncolysis

Single-Shot 4
Paradigm

Tumor Colonization @

Single-Shot
Prime-Boost

Paradigm
in rare cases
of success ?

I
Time after first virotherapeutic reatment
Prolonged Replication/Oncolysis (for several weeks) generating a quasi Prime-Boost Situation

] |
I I I I
@ - E - - -
— = = = = —> —>
Secondary Infections & Ongoing Replication & Oncolysis

O -
Infection
Favored by Weak Anti-Virotherapeutic Inmune Response
Prolonged Tumor Colonization
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ClinicalTrials.gov
Identifier

Application schemes of MV-CEA (Measles Virus)

A
Phase |
NCT00408590
(intraperitoneal)

Arm 2: Every 4 weeks for up to 6 courses (courses 5+6 not displayed)

Phase |
NCT00390299
(intratumoral /

into resection bed)

'
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wo wi

4
T
w2 w3

' '
T T
w4 w8

|MV-CEA first-in-human trial; first-patient-in: 2004
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ClinicalTrials.gov
Identifier

Application schemes of MV-NIS (Measles Virus)

A
Phase I/l
NCT00408590
(intraperitoneal)

Every 4 weeks for up to 6 courses (courses 5+6 not displayed)

B
Phase |
NCT01503177
(intrapleural)

Cc
Phase I/l
NCT02068794
(intraperitoneal)

D

Phase |
NCT00450814
(intravenous)

:
T
wo wi

MI MV-NIS first-in-human trial; first-patient-in: 2007

w12
Phase |
NCT01846091
(intratumoral)
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