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The Mechanism of Action study

» Patients with resectable, primary colon cancer

» EnAd delivered by IT or IV administration prior to
surgery

» Administration:

* |ntra-tumoral injection (d1)
e Intravenous infusion (d1,3,5)
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o Clinical PoC:
* ' IV delivery is effective at virus delivery throughout the tumor
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Degree of hexon staining in tumor cells

(% slides for each range of positivity)
10% 66%

oV

60% 53%

IT

40% 34%

50%

Il

34%

30%

20% 129%

10%

% of total CRC histology slides

D

I

0%

Il

0%
Zero +ve cells 1 to 19% of cells +ve >19% of cells +ve

% positive nuclear hexon staining (all slices all patients)

—

 66% of slides had 20% or more nuclear staining following IV delivery ( vs 34% with IT )
* No slides had zero nuclear staining following IV delivery ( vs 12% with IT)

10 patients with primary CRC. Half received IV and half received IT (via colonoscope)

enadenotucirev. After surgical resection the tumors were cut into multiple blocks and S

multiple sections from each block were stained for viral hexon and a blinded .‘.‘.:‘ PsiOxus
independent pathologist assessed each for the % of tumor cells +ve for nuclear staining. o s v THERAPEUTICS



W Tumor-Specific Immuno Gene Therapy: T-SIGn

Armed Enadenotucirev to Deliver Immuno-
Therapeutics to Local Tumor Sites of Action
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Local immunotherapy delivery to tumors

Supporting clinical data with Enadenotucirev

1. Dose and dosing regimen established for
systemic dosing.
2. Acceptable safety/tolerability profile:
e Primarily acute reactions to particles or
cytokines induced
¢ No clinical evidence of off-target virus
replication
3. Virus is selectively detected in tumor cells
and produces virus capsid protein.
4. Evidence of T-cell response in tumors.

e Effective concentrations in local
microenvironments

* Minimized systemic exposure for
improved safety
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ouy NG-348: S Bristol-Myers Squibb

* ' T-cell Activation Mechanism VAV

Antigen-dependent T cell receptor Antigen-independent TCR-mediated T-cell
(TCR)-mediated T-cell activation by an APC activation by NG-348 infected tumor cells
Anti Pr ting Cell Delivered .
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Virus capsid
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