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revLNPs are used for cationic drugs

classic LNPs vs. revLNPs

classic LNPs

\\ N\ » Using cationic ionizable lipids
~@ n ‘\@7\1 (clLs) like MC3, SM-102 or
/ Vi ALC-0315

hydrophobic Pt,LRE,

« Encapsulation of anionic
hydrophilic Pt,LPEGRE,

payloads like RNA

Pt,L"8,

hydrophobic ~¢gh» Nanocage Pt,L ™", revLNPs

nanocage or Pt,LR8, + Using anionic ionizable
4 Cholesterol lipids (alLs) like PE-DTPA

e — » For the encapsulation of
cationic payloads like

—eo DSPE-DTPA Nanocage or cationic drugs
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revLNPs improve the circulation of nanocages

* Free nanocages show
fast internalization!
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revLNPs exhibit uniform and stable particles still circulating after 4 h
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Nanocages are more potent than cisplatin

24 hours post treatment

48 hours post treatment
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LNPs vs. revLNPs

Nanocage (Pt,L,R8,)

~10 times more toxic in
prostate and breast cancer
compared to cisplatin

g

revLNPs

MDA — ICgy: 7.5 uM

PC3 —1C4,: 9.1 uM
HelLa—ICgy: 2.5 uM
Similar toxicity compared to

the free nanocage
%
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revLNPs adsorb on prostate cancer cells
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revLNPs kill breast cancer efficiently
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. revLNPs contain a 10-fold
lower drug dose
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revLNPs show endosomal escape which is improved at pH 5.5

* = Pt,L4 (L=RhoB)
* = DiD lipid
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