A drug discovery collaboration between Japanese pharma and a UK SME CRO successfully
developed novel small molecule inhibitors of the K, 1.3 channel to freat autoimmune disease
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Infroduction 1. Fast data turnaround time 2. Consistent pharmacology
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3. Using QPatch 48 to drive robust SAR 4. Metrion’s APC expertise used successfully to support the collaboration at each tier
Potency targets met using QPatch 48 to drive SAR Establishing gene family counterscreens (Tier two) Rat K,1.3 cell line required for cascade
(Tier three)
5 1000 i) Rat K, 1.3 IV
5 K\1.1 i Figure 5:
3 100] T g | Determine species
8 T i - ta liability of lead
2 103 -‘- 0.2 compounds
£ 8 Araf K 1.3 cellline
i 1- t ot =100 -80 -60 40\;::3:3[:;:0 60 80 100 WOS genero.l_ed, OS g_
._E_l‘, J J_ l J_ QPatch vs Manual activation rOT m.Odels were 3
> 0 J_ J_ l B3 " - b P principally used for — 100ms
% l J_ L T s L e TR in vivo testing (fier
2 0.011 5 three and four of
5 : cascade) and due ) . o
ST @ & o @ @ @ o @ ao an fo the lack of i) Species selectivity
Project time line (Quarterly) commercial 10
supplier. B 4
Figure 3: Using QPatch 48 to progress SAR development Figure 4. Biophysical characterisation of K, 1 family on (i) Example cumrent T , /
Fast data turnaround times coupled with a robust assay QPatch 48 voltage (IV) 5
enabled medicinal chemistry targets to be achieved. K1 family selectivity of compounds required assessment using relo’r|onsh|p tor ‘§ ‘6
Shown is a box whisker distribution plot of potency the same platform to exclude platform bias. Therefore, full rl.<.vl.3 cel !me. 2 o oo o0
values for compounds grouped per quarter. Initial SAR biophysical assessment was performed on QPatch 48 before (i) Screening of E 5,3;"'68 e
assessment (Q1) revealed an acceptable range of compounds were progressed further through the screening compounds 1%
potencies, however, optimisation of other properties cascade. against rat K, 1.3 Mo o : To
was required (grey Q2 - Q9) before the target potency showed minimal Human K,1.3 potency (uM)
(ICso < 0.1 uM) could be achieved (green - Q10 and difference due fo
Qll). species (< three
fold).
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Conclusions

* Metrion’s ion channel expertise combined with the use of automated Poster Lead Author: Robert Kirby (Head of Client Research Services)
patch clamp successfully supported a screening cascade over three
years that led to identification of potent and selective compounds that Poster Presenter: Dr Andrew Southan (CEO)

demonstrated ex vivo human T-cell and in vivo animal model efficacy.
Please direct any questions to: andrew.southan@metrionbiosciences.com

* Metrion Biosciences has acquired the K, 1.3 intellectual property rights
from the Japanese partner and is currently further developing the lead
compounds into preclinical assets using internal research resources and
UK SME grant support.
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