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Gnostic and agnostic immunotherapy by tropism-retargeted herpes simplex virus

without direct tumor treatment

. Implant tumor s.c.

Kaplan-Meier

@) v
=80 L e Vehicle
. Ex vivo infection with ReHV ’ T 60 L Uninfected cells
of TK+ cancer cells 2 20 H
Cancer cells e Uninfected - 3. | i
* ol ’ TK+ cancer cells Tumor growth 20 l'-:.,
R oo ot
i.p. injection ex vivo infected
. +ReHV # * or uninfected cells into Days after tumor implantation
B tumor-positive mice
* *
*
_ Kaplan-Meier
- ** ==\ 100 Vehicle|,
-7 / Re-IP
Cancer cells - ReHV infected / _—
expressing suicide TK _-" TK+ cancer cells// o ;
~ Tumor -7 / Tumorarowth & 4971 K
implantation -7 / 3 uirr?t?i{n irgn @ 20 B
_- > =
-7 / B }
-7 7 . L . 0
- - // Trained T-cells infiltrate tumor Days after tumor implantation
- /
- -7 /
= * Authors:

ReHV infection primes

Immunogenic T-cell response

cell death
KZ
*7% %g\‘ Antigen
Eﬁmfss & presentation
IFNy
Pro-in{la'?_'lmatory IL-12
cytokines
® 'y A SN o ? &
ctivation
®e .. / infiltration of
L4 N effector cells
IFN1&2

. S
Cygr?qkllfnes T-cell activation | Th2

B-cell responses

Andrea Vannini, Federico Parenti, Cristina Forghieri, Elisabetta Romagnoli, Daniela Massaro,
Anna Zaghini, Gabriella Campadelli-Fiume and Tatiana Gianni

Correspondence:
gabriella.campadelli@unibo.it

In Brief:

* The Authors developed an immunotherapeutic platform that exploits the ability of tropism-retargeted

oncoimmunotherapeutic herpesvirus (ReHV) to overcome cancer immune suppression and
promote antitumor T-cell response.

« The platform consists of ectopically administered, ad hoc-engineered autologous cancers ex vivo
infected with ReHV. This adjuvants cancer cells’ immunogenicity without the need for direct
tumor treatment. The induced T-cell immunity inhibits the growth of distant untreated tumors and
remains effective in HSV-preimmune mice.

« In humans, this approach could help induce T-cell responses against hard-to-reach, unresectable, or
metastatic lesions, and enhance immune activation and expansion in adoptive therapies.
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