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Figure 1 (a)

v SHAM

B Yehinls

k3
"
%
Boooorssfy
\\\\\\ w. A 2
A
e

7,

yrrrrsidl

o b gy S
% oy
5 %
M z 5 T
o G

s o 3 4
o ape e Serrrerghh
D i ot y
Froveoids ot

ey . oo

e ot

IS 1 - 7 7 Y T
#7 2 Y = %3 = =
e ” 53 % R ol p~cd

{35 % ven
fop) namag jEonmy

i}j} b

Days Post ingdustion

8
4

Propigdactin troudnient

Taning st un Bap @

Figure 1 (b)

{makg)

{t}



Figure 1 (c)
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Figure 2 (c)

4/25

(1)

0.3 mg/kg

100 § 92

Figure 3 (a)

o o P o )
3 A LY L ']

fmesn & SEMY

Chnicy Scorg {0-5)

-
o4
=

=
©“
1

3.0

m

93 | 38

g SHAM ORI Siyadina Ve Ve
o “pAlOT St v ek
M Vahiste Fiedman & Rona's

e i 1 mgig
e il 3 mging
edfen in ¢ maihg

Tharapsutic treatment . $.3 & & Ao
Dasing starton W DA

- . »
Bays Post Induction



Cumulative BEAE Scue

Figure 3 (b)




6/25

Figure 4 (b)
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Figure 6 (a)
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Figure 7 (a)
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Figure 8
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Figure 9 (a)
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Figure 10 (a)
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Figure 11

1. Dose mice in the PLP model of EAE with Btk inhibitors

2. On Day 42 after the start of PLP and treatment give mice oral dose of compound.

3. Collect blood 2 hr and 24 hr after dosing (NDD)

4. Lyse RBCs and perform WBC treatment with biotinylated probe (ATB). Use 15 ul of blood for
dried blood spot PK analysis (ATB). Analyze for CD69 upregulation (Yin Wu).

5. Lyse cells and perform streptavidin capture MSD Btk occupancy assay (ATB)

6. Measure plasma compound concentrations using dried blood spot analysis and low detection

limit format (Hui Tian, Yi-Ying Chen)
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Figure 13
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Figure 15 (c)
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Figure 16
1. On day 10 after PLP treatment start to dose SJL mice in the PLP model of EAE with Btk inhibitors

2. On Day 43 after PLP treatment, administer mice an oral dose of compound (RN486 30 mg/kg,
A225 dose response).

3. Collect blood 2 hr and 24 hr after dosing (NDD TC)

4. Lyse RBCs and perform WBC treatment with biotinylated probe (ATB). Use 15 ul of blood for
dried blood spot PK analysis (ATB). Analyze for CD69 upregulation (ES).

5. Lyse cells and perform streptavidin capture MSD Btk occupancy assay (ATB)

6. Measure plasma compound concentrations using dried blood spot analysis and low detection
limit format (HT, YC)
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Figure 17 (a)
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Figure 18 (a)
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Figure 19 (a)
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Figure 20 (a)
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Figure 21 (c)
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