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Background Results
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NT-0249, a potent, selective, brain-penetrant NLRP3 inhibitor, CP-456773 blocks NLRP3 N
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Note: Data are expressed as mean + SD from n=4 replicate samples
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by measuring its effects on NLRP3-dependent IL-13 release. [NT-0249] (uM)
CSF/brain exposures were assessed in rats using intracerebral
microdialysis. The in vivo efficacy of NT1-0249 was subsequently
tested in mouse models of Complete Freund's adjuvant (CFA) or
monoiodoacetate (MIA)-induced mechanical hypersensitivity.

Microdialysis in the rat demonstrates CSF and brain
penetration of NT-0249 following oral dosing
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Weight bearing efficacy in CFA joint inflammation model
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NT-0249 reversed mechanical joint hypersensitivity at 10-

100mg/kg, while doses <10 mg/kg provided limited benefit.

Weight bearing efficacy in intra-articular MIA model

110 Early Dosing
® 100 ‘ -~ Sham
o £ 90 * o Vehicle
= é 80- A Celecoxib (60mg/kg)
> B 70 -7 NT-0249 (100mg/kg)
S . .
L] X 60— -9~ Pregabalin (30mg/kg)
50-
40 :
8
Time (days)
110 No
100 \L
% © 90— T —— Sham
S g 8o e~ Vehicle
P &+ Celecoxib (60mg/kg)
+ — -
T o | —¥ NT-0249 (100mg/k
N = 60 ¥ % ( g/kg)
50— —+— Pregabalin (30mg/kg)
01— H— FH——7T—T7T—T—T—T—T1

0 31014 21 22 23 24 25 26 27 28

Time post-MIA (Days)
NT-0249 demonstrated significant efficacy in early and late phase
of intra-articular MIA-induced mechanical allodynia. Robust
reversal of mechanical hypersensitivity is observed with NT-0249.
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Results
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NT-0249 — peripheral exposure and modelled target cover
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Exposure—target cover relationships indicate that doses of
10-30 mg/kg achieve robust NLRP3 inhibition.

Conclusions

-0249 is a potent inhibitor of NLRP3

T-0249 is CNS penetrant

-0249 inhibits IL-10 release from human microglia

-0249 reverses hypersensitivity as demonstrated in two

orthogonal chronic joint inflammation models in mouse

Peripheral sensitisation

Pain initiates when nociceptors (free
nerve endings of primary afferent ,
neurons) detect harmful stimuli 1 Spinal/

Proinflammatory cytokines including
IL-18 increase neuronal excitability
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Central sensitisation

/ NT-0249 blocks nociceptive signaling at multiple levels\

Primary afferent neurons release
effectors that activate microglial

NLRP3 e.g. substance P, ATP

Microglial cytokine release, e.g
and other effectors activate
astrocytes

* Activated astrocytes downregu

glutamate transporters

* Glutamatergic pain signaling is

enhanced within spinal cord

LB

late

Adapted from ref 7. /

References

J Pharmacol Exp Ther 2024 Feb 15;388(3):813-826
ACS Pharmacol Transl Sci 2024 Apr 18;7(5):1438-1456
J Neurochem 2024 Nov;168(11):3644-3662. doi: 10.1111/jn

c.15742

Neurotherapeutics 2020 Jul;17(3):846-860. doi: 10.1007/s13311-020-00905-7.
Sci Adv 2018 Aug 8;4(8):eaas9846. doi: 10.1126/sciadv.aas9846.
Nat Rev Immunol 2019 Jul;19(7):433-447. doi: 10.1038/s41577-019-0147-2.

(1)
(2)
(3)
(4) Immunobiology 218.4 (2013): 664-673.
(5)
(6)
(7)

NodThera is privately funded with venture capital money. No other external funding has been utilized.

NodThera, Suite 8, The Mansion, Chesterford Research Park, Cambridge, CB10 1XL, UK




	Slide 1

