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Forward-looking statements @ Dimerix

This presentation includes forward-looking statements that are subject to risks and uncertainties. Such
statements involve known and unknown risks and important factors that may cause the actual
results, performance or achievements of Dimerix to be materially different from the statements in this

presentation.

Actual results could differ materially depending on factors such as the availability of resources, the
results of clinical studies, the fiming and effects of regulatory actions, the strength of competition, the

outcome of legal proceedings and the effectiveness of patent protection.
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Transactivation mechanism
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CXCL8 NE
Hypothesized
asymmetric v DImerIX
p-arrestin recruitment
B'é\”' B-arr
CXCL8
Effect of Terazosin
(AR antagonist)
1 Key role of
y |
e CXCR2 protomer!

Mustafa, See, Seeber,
Armstrong, White, Ventura,
Ayoub, Pfleger Journal of
Biological Chemistry (2012)
287:12952-12965

NE
CXCL8 NE
Effect of SB265610
(CXCR2 inverse agonist)




THE UNIVERSITY OF

Receptor-HIT:
S
modulation of CCR2-Gi coupling by AT, receptor & {USTRALIA

o
o
~
®
O

A

Gay,-Rluc8 + CCR2-YFP
—- CCL2 . .

1 == CCL2 (100 M) + Angl ‘b— D|mer|x

O SO SO S

-
N
[@)]

CCR2

-
o
o

DMX-200

Change in BRET signal
(% CCL2-induced change)
an
o

v ‘ 25-
:

- 0

-25 L] T L) L] Ll T 1

CCL2-induced 12 11 10 -9 -8 -7 -6

Basal BRET BRET change Log [Agon'st] M
B 2 & Y- Angll D Go,-Riucs + CCR2-YFP + AT, receptor
1 - CCL2
-~ CCL2 (100 nM) + Angll

1251
1001--
757
50+
25

CCR2 [\z AT, receptor

Ayoub, Zhang, Kelly, See,
Johnstone, McCall, Williams,
Kelly, Pfleger (2015) PLoS One
10:e0119803

Change in BRET signal
(% CCL2-induced change)

BRET change
inhibited 25l 3 . ' : , ' .
Basal BRET 12 11 10 9 -8 -7 -6
Log [Agonist] M




Receptor-HIT with endogenous CXCR4
tagged with Nluc using CRISPR
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Receptor-HIT: CXCR2-Gi coupling

induced by AT, receptor activation with Angli
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Ligand-induced BRET

Ligand-induced BRET
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Receptor-HIT: CXCR2 inhibitors acting on
CXCR2/Rluc8 + Venus/mGsi + AT, receptor

vehicle
-©- veh > Angll
- veh > CXCL8+Angll

-e— veh >veh
—4— veh > CXCL8

0.3

0.2

Time (min)

CXCR2 Inhibitor 3

—-o- CXCR2 Inhibitor 3 > veh

—&— CXCR2 Inhibitor 3 > CXCL8

-©- CXCR2 Inhibitor 3 > Angll

-V~ CXCR2 Inhibitor 3 > CXCL8+Angll

Time (min)

0.4+

0.3

0.2

Ligand-induced BRET

CXCR2 inhibitor 1

-8~ CXCR2 Inhibitor 1 > veh

—4— CXCR2 Inhibitor 1 > CXCL8

-©- CXCR2 Inhibitor 1 > Angll

-¥- CXCR2 Inhibitor 1 > CXCL8+Angll

0.4

0.3

0.2+

Ligand-induced BRET

Time (min)
CXCR2 Inhibitor 4

—-e- CXCR2 Inhibitor 4 > veh

—4— CXCR2 Inhibitor 4 > CXCL8

-©- CXCR2 Inhibitor 4 > Angll

-¥ CXCR2 Inhibitor 4 > CXCL8+Angll

1
-10 0 10 20 30 40 50
Time (min)

°
IS

e
w
1

Ligand-induced BRET

CXCR2 inhibitor 2

- CXCR2 Inhibitor 2 > veh

—&— CXCR2 Inhibitor 2 > CXCL8

-©- CXCR2 Inhibitor 2 > Angll

-¥- CXCR2 Inhibitor 2 > CXCL8+AnglI

0.4+

0.3

0.2+

Ligand-induced BRET

Time (min)

CXCR2 Inhibitor 5

8- CXCR2 Inhibitor 5 > veh

—4— CXCR2 Inhibitor 5 > CXCL8

-©- CXCR2 Inhibitor 5 > Angll

-¥- CXCR2 Inhibitor 5 > CXCL8+Angll

Time (min)

THE UNIVERSITY OF

WESTERN
? AUSTRALIA

@ Dimerix
DMX-700

10nM CXCL8
100nM Angll
10uM Inhibitor

See, Shepherd and
Pfleger unpublished
observations



PP THE UNIVERSITY OF

Receptor-HIT: AT,R and CXCR2 inhibitors acting AL
on CXCR2/Rluc8 + Venus/mGsi + AT, receptor & AUSTRALIA

Angiotensin receptor blocker (ARB) ARB + CXCR2 Inhibitor 1

ARB + CXCR2 Inhibitor 2

047 - ARB>veh e~ ARB>Angll 047 -e ARB+CXCR2 Inhibitor 1 > veh 047 -e- ARB+CXCR2 Inhibitor 2 > veh o D i mer i X
. —+ ARB > CXCLS ¥ ARB > CXCL8+Angll - os -+ ARB+CXCR2 Inhibitor 1 > CXCL8 . -+ ARB+CXCR2 Inhibitor 2 > CXCL8 v
iy 0.3 W "7 e~ ARB+CXCR2 Inhibitor 1> Angll & | -e ARB+CXCR2 Inhibitor 2 > Angll
. m
% 3 o2l ¥ ARB+CXCR2 Inhibitor 1 > CXCL8+Angll T 24 ¥ ARB+CXCR2 Inhibitor 2> CXCL8+Angll
Q @ £ .
(5] o (%)
3 3 3 DMX-700
£ £ 0.1 £
5 T 2
s & s
2 =y g"
| - . . .
Similar data with
0.1 T T T T T T 1 -0.1 T T T T T T 1 1 8 d|ﬁerent ARBS
20 10 0 10 20 30 40 50 20 10 0 10 20 30 40 50 50
Time (min) Time (min) Time (min)
ARB + CXCR2 Inhibitor 3 ARB + CXCR2 Inhibitor 4 ARB + CXCR2 Inhibitor 5
-~ ARB+CXCR?2 Inhibitor 3 > veh -~ ARB+CXCR2 Inhibitor 4 > veh -0— ARB+CXCR2 Inhibitor 5 > veh
_ -+ ARB+CXCR2 Inhibitor 3 > CXCL8 - -+ ARB+CXCR2 Inhibitor 4 > CXCL8 - -+ ARB+CXCR2 Inhibitor 5 > CXCL8
.31 . .3 0.3 .
o 037 o ARB+CXCR2 Inhibitor 3 > Angll o 03 -©- ARB+CXCR?2 Inhibitor 4 > AnglI & -©- ARB+CXCR2 Inhibitor 5> Angll
- m .
g 0.2 -¥- ARB+CXCR?2 Inhibitor 3 > CXCL8+Angll ﬂ 0.2 -¥- ARB+CXCR2 Inhibitor 4 > CXCL8+Angll T 02 -¥- ARB+CXCR2 Inhibitor 5 > CXCL8+Angll
o 0.2 o 0.2 o 0.2
S S S
2 2 2
T 017 < 017 Z 0417
c c =
© © ©
2 2 2 See, Shepherd and
Pfleger unpublished
-0.1 T T T T T T 1 -0.1 T T T T T T 1 1
20 -10 0 10 20 30 40 50 20 10 0 10 20 30 40 50 observations

Time (min) Time (min) Time (min)



Ligand-induced BRET

Ligand-induced BRET
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Receptor-HIT localisation: AT, receptor/Rluc8
+ Venus-tagged localisation marker +/- CXCR2
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Receptor-HIT localisation: CXCR2/Rluc8 + Venus-

tagged localisation marker +/- AT, receptor
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Ligand-induced BRET

Ligand-induced BRET

Receptor-HIT localisation: CXCR2/Rluc8 +
Venus/Kras plasma membrane marker + AT,;R
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