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IV vRNA& Viral Immunotherapy[ŀƴŘǎŎŀǇŜ

IV administration of ONCR-788 demonstrates  
efficacy and viral replication in tumors

ONCR-788 ONCR-788

ONCR-788 is efficacious in the presence of 
circulating SVV neutralizing antibodies

NCI-H446 Tumor Model

ONCR-788 is efficacious in PDX and GEMM SCLC models 
and prolongs survival in an orthotopic SCLC model

hDLL3 IHC of pulmonary and extrapulmonary tissue occupied by 
viable tumor in lungs collected from mice 10 days post-treatment

Á ONCR-788supportsvRNAdelivery,replication,virusassembly,spread,and lysisof tumor
cellsleadingto potent anti-tumor activity.

Á Activity demonstrated in multiple neuroendocrine tumor models, including lung
orthotopic,PDX,andGEMMmodels.

Á Efficacyis retainedin the presenceof SVVneutralizingantibodies.
Á ONCR-788 promotes immune cell infiltration, remodelingthe tumor microenvironment,

andenhancesthe activityof anti-PD-1 checkpointinhibitor.
Á In mouseandNHP,ONCR-788 is well tolerated at exposurewell abovethoserequiredfor

anti-tumor activity.
Á Altogether, the SyntheticRNAvirus platform provides a novel approachthat enables

repeatintravenousadministrationof viral immunotherapy.

Conclusions
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Mechanism of action of Synthetic RNA virus

Oncolytic Activity Õ Õ

Immune response Õ Õ

Repeat administration Ã Õ

Optimal vRNA 
design and LNP 

composition

Small size (85 nm)
Low PdI (0.12)
High %EE (98%)

ONCR-788
ONCR-788 0.2 mpk
ONCR-788 0.1 mpk
ONCR-788 0.05 mpk
ONCR-788 0.025 mpk
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NCI-H446 Tumor Model

Neg Control RNA         

ONCR-788 promotes immune cell recruitment and 
enhances the activity of PD-1 inhibitor

ONCR-788
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IgG2a

aPD-1

ONCR-788 + IgG2a

ONCR-788 +aPD-1

aPD-1/IgG2a, IP

ONCR-788, IV
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NCI-H446 Lung Orthotopic Tumor Model SCLC PDX Tumor Model

N1E-115 Syngeneic Tumor Model

ONCR-788 is well-tolerated in immune-competent 
A/J mice

A/J mice bearing N1E-115 tumor model

Naïve A/J mice

Plasma cytokines and complement               

**

Species Lipid /(vRNA)Dose(mg/kg)* Route Cmax (ug/ml) T½ (h) AUCқ(h*ug/ml) Vss(ml/kg) CL (ml/h/kg)

Athymic 

NudeMouse
12/(1) �/�s�����}�o�µ�•
2 �í�ô�í
2 �í�X�ô
2 �ï�õ�í
2 �ô�î
2 �ï�í
2

NHP 12/(1) �/�s���]�v�(�µ�•�]�}�v
2�î�î�õ
2 �ï�X�ò
2 �õ�ô�î
2 �ô�î
2 �í�î
2

* Dose based on Ionizable lipid/(corresponding dose of�À�Z�E���•
2�X

V NOAEL 1 mg/kg
V No significant 

histopathology 

NHP exposure 30x 
higher than maximally 
efficacious dose


