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Equivalent Endosomal Escape
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Generation Bio’s Cell-Targeted Lipid Nanoparticle (ctLNP) Platform for Targeted siRNA Delivery

Specific and Potent Targeting to T-Cells Robust, Persistent Knockdown with siRNA 
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Lack of
Off-Target

This ctLNP platform 
enables highly specific 
T-cell targeting towards 
previously undruggable 
targets in a durable and 

controlled manner.
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Core Stealth LNP
Dials out non-specific 
biodistribution

Ligand Biology
Dials in selective 
receptor binding

Bioconjugation 
Modular ligand 
attachment

Stealth LNP Avoids Hepatic
Uptake and is Retargetable Stealth Properties Driven by Optimization of Ionizable and Polymer-Lipid
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Stealth Formulations

Untargeted Stealth LNPs Avoid Hepatic 
Biodistribution and Clearance In Vivo 

Non-stealthStealth

Polymer Optimization Results in
Reduced Passive Hepatic Uptake Without

Compromising Targeted Activity

Stealth LNP Avoids Hepatic Uptake and is Retargetable
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Polymer hydrophilicity 
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Ionizable Lipid

“GB-XE” – Ester Location

“GB-8E-YC” – Carbon Chain Length
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Ionizable Modifications Shift
HSPG-ApoE Interactions

Optimization of the ionizable lipid 
minimized interactions with ApoE
without affecting endosomal escape.

Stealth LNP is Redosable and Avoids Accelerated Blood Clearance

Polyglycerol (PG) Paves the Way as Alternative to 
Anchored PEG for Redosability

Addition of Targeting Ligand Does
Not Inhibit Redosability

Maintaining LNP Blood Circulation to Increase the 
Potential for Target Cell Uptake

The substitution of PG for 
PEG in our redosing strategy 
allows for decreased off-
target cell interactions and 
potential immunogenic 
response, increasing blood 
circulation time for target 
cell uptake.

Careful design and optimization of targeting ligand chemistry 
on a PG-containing ctLNP allows for successful conjugation 

and in vivo T-cell targeting without decreased circulation 
time in blood after repeat dosing.

With anchored polymers incurring some amount of B-cell 
recognition and accelerated blood clearance, our aim is to 

investigate and understand the substitution of PEG-lipid with 
PG-lipid to take advantage of its improved stealth properties.
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