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Table 1 - Effect of having an oxygen, sulfide, sulfoxide, sulfone or nitrogen link between the aromatic ring in the main structure and the

remaining molecule. * - value displayed is an average of 2 values. § - value displayed is an average of 11 values. C.I. - Confidence Interval.
The Anacor compound name, chemical structure I1L-23 and PDE4 data are shown.

IL-23 data PDE4 Data

. . %inhibition at

Compounds Chemical Structure % inhibition at 95% C.I.
10uUM ICs0 (UM) R? Graph 10uM
! ICao(11M)
it ]
\ 21310 6.07|= [—'—-—-{\ «
anzrzs | 535 360° 2 \\
© 00034 [T 1 S 0.49

azssr | (] 0
O/

S
AnzeoL | (7 v

S
anzoos | [T ] [Confenial 1
MeO

Qp
S
anzoos | (Y 0

MeO

S
Cl

Confidential



Table 1 - Effect of having an oxygen, sulfide, sulfoxide, sulfone or nitrogen link between the aromatic ring in the main structure and the
remaining molecule. * - value displayed is an average of 2 values. § - value displayed is an average of 11 values. C.I. - Confidence Interval.
The Anacor compound name, chemical structure I1L-23 and PDE4 data are shown.
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Table 1 - Effect of having an oxygen, sulfide, sulfoxide, sulfone or nitrogen link between the aromatic ring in the main structure and the
remaining molecule. * - value displayed is an average of 2 values. § - value displayed is an average of 11 values. C.I. - Confidence Interval.
The Anacor compound name, chemical structure I1L-23 and PDE4 data are shown.
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Table 2 - Effect of attaching a cyano-phenoxy in different positions of an aromatic ring. * - value displayed is an average of 2 values.
§ - value displayed is an average of 11 values. CBC - Can't Be Calculated; C.I. - Confidence Interval. The Anacor compound name,
partial chemical structure and data for IL-23 and PDE4 are shown.

IL-23 data PDE4 Data
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Table 3 - Effect of attaching different molecules in the "para" position of the phenoxy ring. ¥ - value displayed is an average of 4
results * - value displayed is an average of 2 values. C.l. - Confidence Interval, CBC - Can't Be Calculated. The Anacor compound
name, partial chemical structure and data for IL-23 and PDE4 are shown.

IL-23 data PDE4 Data
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Table 3 - Effect of attaching different molecules in the "para" position of the phenoxy ring. ¥ - value displayed is an average of 4
results * - value displayed is an average of 2 values. C.l. - Confidence Interval, CBC - Can't Be Calculated. The Anacor compound
name, partial chemical structure and data for IL-23 and PDE4 are shown.
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Table 3 - Effect of attaching different molecules in the "para" position of the phenoxy ring. ¥ - value displayed is an average of 4

results * - value displayed is an average of 2 values. C.l. - Confidence Interval, CBC - Can't Be Calculated. The Anacor compound
name, partial chemical structure and data for IL-23 and PDE4 are shown.

IL-23 data PDE4 Data
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Table 4 - Effect of attaching a cyano group in different positions of an aromatic ring. * - value displayed is an average of 2 values. § -
value displayed is an average of 11 values. T - value displayed is an average of 3 values. C.I. - Confidence Interval. The Anacor
compound name, partial chemical structure and data for IL-23 and PDE4 are shown.
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Table 5 - Effect of attaching another group in the "meta” position of the ring. * - value displayed is an average of 2 values. ¥ - value
displayed is an average of 5 results. C.I. - Confidence Interval. The Anacor compound name, partial chemical structure and data for IL-
23 and PDE4 are shown.

IL-23 data PDE4 Data
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Table 5 - Effect of attaching another group in the "meta” position of the ring. * - value displayed is an average of 2 values. ¥ - value
displayed is an average of 5 results. C.I. - Confidence Interval. The Anacor compound name, partial chemical structure and data for IL-
23 and PDE4 are shown.

IL-23 data PDE4 Data
. o %inhibition at
Compounds Chemical Structure % inhibition 2 b Iy
at 10uM ICs0 (MM) |95% C.I. R Graph 10pM
ICs0(UM)
- 79
6 | AN3169 Hop 16
O
O
=]
]
- 0.55 to 1.06|%
. N L=
7 | AN3187 j@\ / 83* 0.77 =
MeO © 0.9969 |= 0.03
NC.
Confidential
8 AN3348 EtOThO:G\O 9
0 0.05
L]
NS 0.74 to 5.35|m
el 7410539
9 AN3398 | Oy o o 77 1.99 -
o E
09748 =, 1 0.03
1 oy o]
-
N 0.66 t0 1.56]e
10 | AN3399 E}n 83* 1.01 =
(@) O b
0.9944 |= 0.01
4 4+ 3 a2 4 & 1 x 3

Confidential



Table 5 - Effect of attaching another group in the "meta” position of the ring. * - value displayed is an average of 2 values. ¥ - value
displayed is an average of 5 results. C.I. - Confidence Interval. The Anacor compound name, partial chemical structure and data for IL-
23 and PDE4 are shown.
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Table 6 - Compounds whose substituent groups in the "ortho" position are carbon-linked * - value displayed is an average of 2
values.C.l. - Confidence Interval. The Anacor compound name, partial chemical structure and data for IL-23 and PDE4 are shown.
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Table 6 - Compounds whose substituent groups in the "ortho" position are carbon-linked * - value displayed is an average of 2
values.C.l. - Confidence Interval. The Anacor compound name, partial chemical structure and data for IL-23 and PDE4 are shown.
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Table 6 - Compounds whose substituent groups in the "ortho" position are carbon-linked * - value displayed is an average of 2
values.C.l. - Confidence Interval. The Anacor compound name, partial chemical structure and data for IL-23 and PDE4 are shown.

IL-23 data PDE4 Data
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Table 7 - Compounds whose substituent groups in the "ortho" position are oxygen-linked * - value displayed is an average of 2
values. C.I. - Confidence Interval. The Anacor compound name, partial chemical structure and data for IL-23 and PDE4 are shown.
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Table 7 - Compounds whose substituent groups in the "ortho" position are oxygen-linked * - value displayed is an average of 2
values. C.I. - Confidence Interval. The Anacor compound name, partial chemical structure and data for IL-23 and PDE4 are shown.
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Table 8 - Comparison between AN2728 and AN2957 (the pyridine analog of AN2728). § - value displayed is an average of 11 values.
* - value displayed is an average of 2 values. § - value displayed is an average of 11 values. C.I. - Confidence Interval. The Anacor
compound name, partial chemical structure and data for IL-23 and PDE4 are shown.
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Table 9 - Compounds with and without the pyridine ring in their structure. Compounds are grouped being the first one the structure
containing the phenyl ring and the second one the structure containing the pyridine ring. I - value displayed is an average of 4 values.
T - value displayed is an average of 3 values. * - value displayed is an average of 2 values. C.I. - Confidence Interval. The Anacor
compound name, partial chemical structure and data for IL-23 and PDE4 are shown.
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Table 9 - Compounds with and without the pyridine ring in their structure. Compounds are grouped being the first one the structure
containing the phenyl ring and the second one the structure containing the pyridine ring. I - value displayed is an average of 4 values.
T - value displayed is an average of 3 values. * - value displayed is an average of 2 values. C.I. - Confidence Interval. The Anacor
compound name, partial chemical structure and data for IL-23 and PDE4 are shown.
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Table 10 - Compounds with and without the pyridine ring in their structure and cyano in the "para" position. Derivatives of AN3317 and
itself are displayed. t - value displayed is an average of 3 values. * - value displayed is an average of 2 values. C.l. - Confidence
Interval. The Anacor compound name, partial chemical structure and data for IL-23 and PDE4 are shown.
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Table 10 - Compounds with and without the pyridine ring in their structure and cyano in the "para" position. Derivatives of AN3317 and
itself are displayed. t - value displayed is an average of 3 values. * - value displayed is an average of 2 values. C.l. - Confidence
Interval. The Anacor compound name, partial chemical structure and data for IL-23 and PDE4 are shown.

IL-23 data PDE4 Data
. N %inhibition at
Compounds Chemical Structure % inhibition ICoo (UM) 950 C.1. R? Graph oi 1|0:1|:/|
50 0 A
atoum ICaoM)
k. -
0.60t0 |m .
Dol 136 |= ] >9
6 AN3851 S 93 0.91 - g
O\) - 4
0.9951 ._l'—l—l—l—l— Py 0.07
B
N 0.3610 |m
X
= Confidential 0.61 =
7 AN3889 /\;EN\/'LO/ 98 0.47 -
a8
0.9981
4 4 4 4 4 f & 3
- g
|
0.10to -
NC denti 0.73 -
8 | Aansss | [ 95 0.27 -
~eNTe =
0.9734 0.02
5 4 % 2 4 8 1 2 2
g frersl
L] -
386t0 |, _ 6
NC Confidential 16.39 { [ f i""ll
o | Anse7a |, LI 60 7.95 - \
N N0 ™ E
" 0.9857 | peetbrmy 0.55
b hh—_ﬂ
0.24 to _{ ]
NC~ .~ — 4.50 |
10 | AN3251 E@%N\/Lo J 65* 1.05 N ? \
o 0.9405 |———s—vi 0.04
- 4 -3 @ 4 i z 2
Ing enasl

Confidential




Table 10 - Compounds with and without the pyridine ring in their structure and cyano in the "para" position. Derivatives of AN3317 and
itself are displayed. t - value displayed is an average of 3 values. * - value displayed is an average of 2 values. C.l. - Confidence
Interval. The Anacor compound name, partial chemical structure and data for IL-23 and PDE4 are shown.
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Tablell - Compounds with the pyridine ring on their chemical structure and non-cyano groups in the "para" position. T - value
displayed is an average of 3 values. * - value displayed is an average of 2 values. CBC - Can't Be Calculated. C.I. - Confidence
Interval. The Anacor compound name, partial chemical structure and data for IL-23 and PDE4 are shown.
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Tablell - Compounds with the pyridine ring on their chemical structure and non-cyano groups in the "para" position. T - value
displayed is an average of 3 values. * - value displayed is an average of 2 values. CBC - Can't Be Calculated. C.I. - Confidence
Interval. The Anacor compound name, partial chemical structure and data for IL-23 and PDE4 are shown.
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Tablell - Compounds with the pyridine ring on their chemical structure and non-cyano groups in the "para" position. T - value
displayed is an average of 3 values. * - value displayed is an average of 2 values. CBC - Can't Be Calculated. C.I. - Confidence
Interval. The Anacor compound name, partial chemical structure and data for IL-23 and PDE4 are shown.
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Table 12 - Known and commercially available PDE4 inhibitors. CBC - Can't Be Calculated. * - value displayed is an average of 2
values. C.I. - Confidence Interval. The compound name, chemical structure and data for IL-23 and PDE4 are shown.
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Table 13 - Anacor compounds with no PDE4 inhibition and reasonable IL-23 inhibition. ¥ - value displayed is an average of 5 values.
* - value displayed is an average of 2 values. CBC - Can't Be Calculated. C.I. - Confidence Interval. The Anacor compound name,
partial chemical structure and data for IL-23 and PDE4 are shown.
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Table 14 - Anacor compounds with no PDE4 inhibition and reasonable IL-23 inhibition. CBC - Can't Be Calculated. C.I. - Confidence
Interval. The Anacor compound name, partial chemical structure and data for IL-23 and PDE4 are shown.
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Table 15 - Anacor compounds tested for IL-23 that are not displayed in the remaining tables. * - value displayed is an average of 2
values. CBC - Can't Be Calculated. C.I. - Confidence Interval. The Anacor compound name, partial chemical structure and data for IL-23
and PDE4 are shown.
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Table 15 - Anacor compounds tested for IL-23 that are not displayed in the remaining tables. * - value displayed is an average of 2
values. CBC - Can't Be Calculated. C.I. - Confidence Interval. The Anacor compound name, partial chemical structure and data for IL-23
and PDE4 are shown.
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Table 15 - Anacor compounds tested for IL-23 that are not displayed in the remaining tables. * - value displayed is an average of 2
values. CBC - Can't Be Calculated. C.I. - Confidence Interval. The Anacor compound name, partial chemical structure and data for IL-23
and PDE4 are shown.
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