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SIRNA Modifications
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Modified siRNA Efficacy in vitro @5 Newcastle
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Phagocytic pathways Pinocytotic pathways Direct penetration
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Diameter = 70 nm
Charge =-5mV

Composition Ratio %
DLin-MC3-DMA | 50
DSPC 10
Cholesterol 38.5
PEG-DMG 1.5

High siRNA encapsulation efficiency

High stability over time

Low toxicity in vivo ( mice, rats, hamsters, monkeys) — clinical trial

Produced via controlled microfluidic system

AKK Leung &t.al J. Phys. Chem. C, 2012
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LNP-sIRNA Efficacy In vitro

50 -
40 A
30 -
20 A
10 A

mO0.1

In(cell number)

LNP/siRE-mod toxicity in Kasumi-1

1

mO0.5

22

20

18

16

14

12

2
m2

W5

4
(ug/ml)

6

8

t(day)

LNP mediated RUNX1/ETO effect on Kasumi-1
proliferation

—e—LNP/siRE-mod

—e—LNP/siMM

10

15

20

25

t(day)

Rel. RNA expression

Colony/2000 cells

1.2 - RUNX1/ETO expression

Newcastle

University

Northern Institute
for Cancer Research

0.8 -
0.6 A
0.4
‘nnl
0

day 2 day 4 day 6

750 -~ CFA in Kasumi-1
600 - [ 1st plating
450 - & 2nd plating
300 -
150 -

0 = %

day 8 day 10

only cells

LNP/siRE-mod

LNP/siMM



LNP-sIRNA efficacy in vivo

University

Kasumi-1 p.SLIEW

2.5 x10° cells

2 - &?

Newcastle

Northern Institute
for Cancer Research

LNP/siRNA
0.5 mg/kg

A\ é%?
J

Age: O 3
ILH

engraftment

Folds change of total flux

ﬁ ﬁ ﬁ gl End of experiment
E: 5] 34

45
Wwis LV kill & harvest
P=0.26

1.0E+04 A
1.0E+03 A

——LNP/siMM
1.0E+02 A ——LNP/siRE-

mod

1.0E+01 A
1.0E+00

day
32 40 42 47



RUNX1/ETO knockdown in Rag2"
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« Chromosomal rearrangements create
cancer-specific targets.

» sIRNA-mediated knockdown of
RUNX1/ETO compromises malignant self-
renewal.

» Liposome-mediated siIRNA delivery
reduces RUNX1/ETO levels and impairs
leukaemic propagation in vitro and in vivo.

» Targeted delivery using ligands and
antibody fragments

16
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