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/"
SEQID NO: 1 SEQ IDNO:2
= 5000, E 3000,
"314000- 525001
L 2000
s 30001 £ 1500 %
£ [»3 1
£-20001 & 1000
= 1000 £ 500
=g , : 0 : :
0.01 0.1 1 0.01 0.1 1
ODN [uM] ODN [uM]
SEQID NO: 3 SEQ IDNO: 4
E 2500, = 100007
= -
g 2000 5 8000
s 15001 — 6000+
= =
S 1000 ‘S 4000
& 5001 =2 20001
L.
= 0 . . w o i .
0.01 0.1 1 0.01 0.1 1
ODN [uM] ODN [uM]
SEQID NO:5 SEQ ID NO:6
= 2500 = 3000
‘% 2{}00] . “g 2500
& j 2 2000
~ 1500 =
& 1000 g 200
=S £ 1000
= 500, < 500,
Ll
= g—a—e - : S L .
0.01 0.1 1 0.01 0.1 1
ODN [uM] ODN [pM]
\. J
g
Fig. 1
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NASAL RESISTANCE
{emH20 mi*t min™)
1.50
1.25-
.00 ~o UNCHALLENGED
‘ . ANTIGEN CHALLENGED,
TREATED WITH TEST VEHICLE
0.75+ o ANTIGEN CHALLENGED,
TREATED WITH SEQ ID NO:7 [1 ma/kg]
0.50-
0 10 20 30 40
TIME AFTER ANTIGEN
CHALLENGE (MINUTES)
Fig. 2A
NASAL RESISTANCE
(emH20 mit min) -¢- UNCHALLENGED
150 ! '
e ANTIGEN CHALLENGED,
135 TREATED WITH TEST VEMICLE
—+ ANTIGEN CHALLENGED,
1.00- TREATED WITH SEQ ID NO:7 [0.03 mg/kg]
. ANTIGEN CHALLENGED,
0.754 } TREATED WITH SEQ ID NO:7 [0.1 ma/kg]
o ANTIGEN CHALLENGED,
050 TREATED WITH SEQ ID NO:7 [0.3 mg/kg]
0 10 20 30 40
TIME AFTER ANTIGEN
CHALLENGE (MINUTES)
Fig.2B
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NUMBER OF SNEEZES
(10 MINUTES)

60+
50-
40+
30
20
107
o1
UNCHALLENGEDi ANTIGEN CHALLENGED

SEQIDNG:7 BUDESONIDE
0 3 30 300 300

na/kg - pa/kg
Fig.3A

NUMBER OF RUBS
{10 MINUTES)

164
14+
124
104

i
UNCHALLENGED ANTIGEN CHALLENGED

SEQIDNO:7 BUDESONIDE
0 3 30 300 300
ra/kg pa/kg

Fig.3B
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TOTAL LEUKOCYTES (x103/mi)

2000~
VIRUS DOSE
1500~
. - 50 EtDSO
—hk- SODEEDSO
500-
O....
i H 1 3 1 T
01 3 6 © 14
DAYS AFTER INFECTION
Fig.4

SUBSTITUTE SHEET (RULE 26)
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A UNINFECTED UNTREATED

B VIRUS INFECTED TEST VEHICLE

C VIRUS INFECTED SEQID NO:1 0.03 mg/kg
D VIRUS INFECTED SEQID NO:1,0.3 mg/kg
E VIRUSINFECTED SEQID NO:1,3 mg/kg

F VIRUSINFECTED SEQID NO:2,0.03 mg/kg
G VIRUSINFECTED SEQID NO:2,0.3 mg/kg
H VIRUS INFECTED SEQID NO:2,3 mg/kg

I VIRUS INFECTED SEQID NO:3,0.03 mg/kg
J VIRUS INFECTED SEQID NO:3,0.3 mg/kg
K VIRUSINFECTED SEQID NO:3,3 mg/kg

INFLUENZA VIRUS LOAD

(ABSORBANCE UNITS)
2.5+
2,0+
1.5-

1.0

0.5+

0.0

> ]

SUBSTITUTE SHEET (RULE 26)
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TOTAL LEUKOCYTES (x103/ml)
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A UNINFECTED
B VIRUS INFECTED
C VIRUS INFECTED

PCTEAIS2005/037731

UNTREATED
TEST VEHICLE
SEQ ID NO:T 0.03 mg/kg

10001 D VIRUS INFECTED SEQ ID NO:1,0.3 ma/kg
| E VIRUS INFECTED SEQ ID NO:1,3 markg
7507 F VIRUS INFECTED SEQ ID NO:2,0.03 mg/kg
G VIRUS INFECTED SEQID NO:2,0.3 mg/kg
500+ H VIRUS INFECTED SEQ ID NO:2,3 mg/kg
550 | VIRUS INFECTED SEQ ID NO:3,0.03 mg/kg
J VIRUS INFECTED SEQ ID NO:3,0.3 mg/kg
0 K VIRUS INFECTED SEQ ID NO:3,3 mg/kg
. J
'
Fig.6A
A UNINFECTED-  UNTREATED
B VIRUS INFECTED TEST YEHICLE
NEUTROPHILS (x103/mi) C VIRUS INFECTED SEQID NO:1 0.03 mg/kg
7001 D VIRUS INFECTED SEQ ID NO:1,0.3 mg/kg
600 E VIRUS INFECTED SEQID NO:1,3 mgrkg
5001 F VIRUS INFECTED SEQ ID NO:2,0.03 mg/kg
400+ G VIRUS INFECTED SEQ ID NO:2,0.3 mgrkg
300- H VIRUS INFECTED SEQID NO:2,3 myg/kg
200- | VIRUS INFECTED SEQ ID NO:3,0.03 mg/kg
100 J VIRUS INFECTED SEQID NO:3,03 mgrkg
0 K VIRUS INFECTED SEQ ID NO:3,3 mg/kg
\ J
] '
Fig.6B
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5 A UNINFECTED  UNTREATED
MONONUCLEAR CELLS 610°/ml) g \jpus INFECTED TEST VEHICLE
600 C VIRUS INFECTED SEQ ID NO:1 0.03 mg/kg
5001 D VIRUS INFECTED SEQID NO:1,0.3 mo/kg
400+ iz & E VIRUSINEECTED SEQIDNO:1,3 mg/kg
N wg F VIRUS INFECTED SEQID NO:2,0.03 mg/kg
N iu, B Ll - G VIRUSINFECTED SEQIDNO:2,03 mg/kg
2000 N HE LR ; . fj H VRUSINFECTED SEQIDNO2,3 m/kg
1004 § i t’%* ;%%ﬁ;e %%é [ VIRUS INFECTED SEQID NC:3,0.03 mg/kg
o- N k e SLEL J VIRUSINFECTED SEQID NO3,03 mg/kg
B CDE FGH K' K VIRUSINFECTED SEQID NO:3,3 mg/kg
J
. e
Fig. 6C

SUBSTITUTE SHEET (RULE 26)
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A UNCHALLENGED ~ UNTREATED
B ANTIGEN CHALLENGED UNTREATED
¢ ANTIGEN CHALLENGED VEHICLE
D ANTIGEN CHALLENGED SEQIDNOZ, 1 ug/ky
E ANTIGEN CHALLENGED SEQIDNO7,10ug/kg
EOSINOPHILS (x103/mi) FANTIGEN CHALLENGED SEQID NO:7,100 Lg/kg
460- G ANTIGEN CHALLENGED SEQIDNO!, 1 gk
600 H ANTIGEN CHALLENGED SEQIDNO:1, 10 pg/kg
| ANTIGEN CHALLENGED SEQID NO:, 100 ny/kg
5001 3 ANTIGEN CHALLENGED SEQIDNOZ2, 1 pg/kg
400+ K ANTIGEN CHALLENGED SEQIDNO:2,10 pg/kg
300- BN % L ANTIGEN CHALLENGED SEQID NG, 100 pg/kg
200- B M ANTIGEN CHALLENGED SEQIDNOS3, 1 pg/kg
1004 C UE N ANTIGEN CHALLENGED SEQIDNOS3, 10pg/kg
0 1L O ANTIGEN CHALLENGED SEQIDNO3, 100 pgllg
§ J
D ANTIGEN CHALLENGED SEQIDNO7, 1 pg/kg
E ANTIGEN CHALLENGED SEQIDNO?, 10pg/kg
NEUTROPHILS (x1 03/mi) FANTIGEN CHALLENGED SEGIDNOZ,100 tgtkg
100~ G ANTIGEN CHALLENGED SEQIDNOA,1 parky
H ANTIGEN CHALLENGED SEQIDNO:, 10 pg/kg
80- | ANTIGEN CHALLENGED SEQID'NO:1, 100 jig/kg
6o J ANTIGEN CHALLENGED SEQIDNO2,1 ngkg
K ANTIGEN CHALLENGED SEQIDNO2, 10pg/kg
L ANTIGEN CHALLENGED SEQIDNO:2, 100 jig/kg
M ANTIGEN CHALLENGED SEQIDNO3, 1 pg/kg

B3 iGN ANTIGEN CHALLENGED SEQIDNO3, 10pg/kg
{21 O ANTIGEN CHALLENGED SEQID NO3, 100 pg/kg

./

M P red—

A UNCHALLENGED UNTREATED
B ANTIGEN CHALLENGED UNTREATED
C ANTIGEN CHALLENGED VERICLE

SUBSTITUTE SHEET (RULE 26)



WO 2006/135434 BPCT/US2005/037731

9/52

A UNCHALLENGED UNTREATED
B ANTIGEN CHALLENGED UNTREATED
C ANTIGEN CHALLENGED VEHICLE
D ANTIGEN CHALLENGED SEQIDNO:7,1pg/kg
TOTAL T CELLS E ANTIGEN CHALLENGED SEQIDNOZ7Z,10pg/kg
(CD3+ CELLS, x103/ml) \ F ANTIGEN CHALLENGED SEQIDNOZZ, 100ug/kg
600- : G ANTIGEN CHALLENGED SEQIDNO:1, 1 pgrkg
rr H ANTIGEN CHALLENGED SEQIDNO:1,10pg/kg
500+ | ANTIGEN CHALLENGED SEQ IDNO:1, 100 pg/kg
400+ J ANTIGEN CHALLENGED SEQ IDNO2,1pg/kg

3004 - K ANTIGEN CHALLENGED $EQIDNO:2,10pg/kg
N L ANTIGEN CHALLENGED SEQIDNO:Z, 100pg/kg
2001 S E M ANTIGEN CHALLENGED SEQIDNO3,1 parkg
100- N EE N ANTIGEN CHALLENGED SEQIDNO3, 10 ug/kg
o O ANTIGEN CHALLENGED SEQIDNO:3, 100 pg/ky
N J
A UNCHALLENGED ~  UNTREATED
B ANTIGEN CHALLENGED UNTREATED
C ANTIGEN CHALLENGED VEHICLE
D ANTIGEN CHALLENGED SEQIDNO7,1 pg/ka
CD4* T CELLS E ANTIGEN CHALLENGED SEQIDNO7, 10 pgrkg
(CD3+ CD4*CELLS, x103/mi) FANTIGEN CHALLENGED SEQIDNO:7,100 pg/ks
400- G ANTIGEN CHALLENGED SEQIDNO:1,1 jig/kg
s H ANTIGEN CHALLENGED SEQIDNO:T,10p1g/kg
300 L L | ANTIGEN CHALLENGED SEQIDNO:1,100 gk
\§ J ANTIGEN CHALLENGED SEQIDNO:2, 1 pg/kg
3001 NN K ANTIGEN CHALLENGED SEQIDNO22,101g/kg
N L ANTIGEN CHALLENGED SEQIDNO2, 100 pigrkg
1004 N M ANTIGEN CHALLENGED SEQIDNOS3, 1 ug/kg
N N ANTIGEN CHALLENGED SEQIDNO3,10p0/kq
0l ;é O ANTIGEN CHALLENGED SEQIDNO:3, 100 ng/kg
AN J

SUBSTITUTE SHEET (RULE 26)
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8 HOURS AFTER DOSING
WITH 0.1 mg/kg

TOTAL LEUKOCYTES (x103/mi)
400~

300-
200+

1004

0-

CONTROL 7 1 X
SEQID NO

Fig 9A

8 HOURS AFTER DOSING
WITH 1 ma/ky

TOTAL LEUKOCYTES (x103/ml)
400~

3004
200+
100-
0_ h 4 ‘.,, X ,.
CONTROL 7 1 2 3
SEQIDNO
Fig 9C

PCT/US2005/037731

15 HOURS AFTER DOSING
WITH 0.1 mg/kg

TOTAL LEUKOCYTES (x103/mb)
400-

300
200

100

ONTROL 7 1 2 3
SEQ ID NO

Fig 9B

0_

15 HOURS AFTER DOSING
WITH 1 mg/kg

TOTAL LEUKOCYTES {(x103/ml)
4004

300-
200-
100-
VT A
SEQIDNO
Fig 9D
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CONCENTRATIONS OF IFNot CONCENTRATIONS OF IFNo:
IN BRONCHOALVEOLAR IN BRONCHOALVEOLAR
'LAVAGE FLUID LAVAGE FLUID
8 HOURS AFTER DOSING 15 HOURS AFTER DOSING
WITH 0.1 mg/kg WITH 0.1 mg/kg
[FNet {pg/mi) {IFNa. (pg/mi)
600- : 600- .
500~ . 500+ o
400 400+ . ®
3001 3004 °
200- : 200+ Eg"’ B o
100~ gy @ 100- % oo
o SO et . R O»M&MWML
CONTROL 7 1 2 3 CONTROL 7 1 2 3
SEQIDNO | SEQID NO
Fig. TOA | Fig. 10B
CONCENTRATIONS OF IFNa. CONCENTRATIONS OF IFNo,
IN BRONCHOALVEOLAR iIN BRONCHOALVEOLAR -
LAVAGE FLUID LAVAGE FLUID
8 HOURS AFTER DOSING 15 HOURS AFTER DOSING
WITH 1 mg/kg WITH 1 mg/kg
IFNet {pg/m) IFNg; {pg/mi)
600~ 600
500~ . 500-
400- . 400-
300 0 300+ .
&

200- ° o 200- g o o° o
100- P 100 a- R B
oo S8 Gooe  WHe o .02 S e 2 ]
CONTROL 7 1 2 3 CONTROL 7 1 2 3

SEQIDNO SEQ ID NO
Fig. 10C Fig. 10D

SUBSTITUTE SHEET (RULE 26)
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CONCENTRATIONS OF IFNY

IN BRONCHOALVEOQLAR
LAVAGE FLUID
8 HOURS AFTER DOSING
WITH 0.1 mg/kg
IFNY (pg/mil)
400~
300
2001
100+

JE——

CONTROL 7 1 2 3

SEQID NO
Fig. 11A
CONCENTRATIONS OF IFNy
IN BRONCHOALVEOLAR
LAVAGE FLUID
8 HOURS AFTER DOSING
WITH 1 mg/kg
IFNY (pg/mi}
400+ i
300
200
100+

a8
L}

1]

{-—amsp S S
CONTROL 7 i 2 3
SEQIDNO

Fig.11C

PCTAIS2008/037731
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CONCENTRATIONS OF IFNy
IN BRONCHOALVEOLAR
LAVAGE FLUID

15 HOURS AFTER DOSING
WITH 0.1 mg/kg

I[FNy (pg/mi)
400+

300+
200+

L B-0- ]

e®

L LT
——tram
Hgﬁ

100+

F O

-4
d SR L] ﬁs.,

0 CONTROL 7 1 2 3
SEQID NO

Fig. 118

CONCENTRATIONS OF IFNy
IN BRONCHOALVEOLAR
LAVAGE FLUID
+ 15 HOURS AFTER DOSING
WITH 1 mg/kg

IFNY (pg/ml)
400+

300+
200+

® L}

Te A, e

] e Bo8 &

100+ os® ¢

CONTROL 7 1 2 3
SEQID NO

Fig. 11D

SUBSTITUTE SHEET (RULE 26)
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CONCENTRATIONS OF 1P-10
N BRONCHOALVEOLAR
LAVAGE FLUID

8 HOURS AFTER DOSING
WITH 0.1 mg/kg

IP-10 (pg/mi)
20004
15004

1000+

500- g5 630 99 ~emo
s@
[

ol [

oLy 1 2 3
SEQID NO

Fig. 12A

CONCENTRATIONS OF P-10

IN BRONCHOALVEOLAR
LAVAGE FLUID
8 HOURS AFTER DOSING
WITH 1 ma/kg
1P-10 (pg/mi)
2000+
1500~ R
1000 = °
L-COH] *gf_
5001 g o :
{3~ —etrzze o
CONTROL 7 1 2 3
SEQ IDNO
Fig.12C

CONCENTRATIONS OF 1P-10
IN BRONCHOALVEOLAR
LAVAGE FLUID

15 HOURS AFTER DOSING
WITH 0.1 mg/kg
IP-10 {pg/mi)
2000+
1500-
1000~ . e L
500 S
0 oo .
CONTRQL 7 1 2 3
SEQID NO
Fig. 12B
CONCENTRATIONS OF IP-10
IN BRONCHOALVEOLAR
LAVAGE FLUID
15 HOURS AFTER DOSING
WITH 1 mg/kg
IP-10 {pg/mi)
2ooow .
1500- ’
1000 4%_ oo get
500-] e

0 CONTROL 7 1 2 3
SEQID NO

Fig. 12D
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CONCENTRATIONS OF IL-12p40
IN BRONCHOALVEOLAR
LAVAGE FLUID

8 HOURS AFTER DOSING
WITH 0.1 mg/kg
IL-12p40 {pg/ml}

1250~
1000
7501 o
5001 o "
2307 i B e W
0l e SRS M
CONTROL 7 1 2 3
SEQ ID NO
Fig. 13A
CONCENTRATIONS OF IL-12p40
iN BRONCHOALVEOLAR
LAVAGE FLUID
8 HOURS AFTER DOSING
WITH 1 mg/kg
iL~12p40 (pg/ml)
12501
1000- e 7
750 T
500- ~
250- 0 —=— %
{) L—omm ‘“1%; ;:: ":
CONTROL 7 1 2 3
SEQIDNO
Fig. 13C

CONCENTRATIONS OF IL-12p40
IN BRONCHOALVEQOLAR .
LAVAGE FLUID

15 HOURS AFTER DOSING
WITH 0.1 mg/kg
IL-12p40 (pg/mi}
12504

1000
750- .
500-
2504 s

o L 4
£,

s O e

CONTROL 7 1 2
SEQIDNO

Fig.13B

LT,
[
e
qm
3

CONCENTRATIONS OF IL-12p40
IN BRONCHOALVEOLAR
LAVAGE FLUID

15 HOURS AFTER DOSING
WITH 1 mg/kg

IL-12p40 (pg/mi)
1250~

10004 .
7504 .
500 So ey —A— et

250 o

(P D S
7
SEQ ID NO

Fig. 13C

SUBSTITUTE SHEET (RULE 26)
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CONCENTRATION OF 1L-6

{N BRONCHOALVEOLAR
LAVAGE FLUID
8 HOURS AFTER DOSING
WITH 0.1 ma/kg
{L-6 {pg/mi)
5000+
4000-
3000-
2000-
1000 N
eI R 'a\m:"
CONTROL 7 1 2 3
SEQID NO
Fig. 14A
CONCENTRATION OF IL-6
IN BRONCHOALVEOLAR
LAVAGE FLUID
8 HOURS AFTER DOSING
WITH 1 mg/kg
IL-6 {pg/mli)
5000
4000 . .
3000~ ®
2000 ) 3
1000+ %8¢ —5— “B¥E e

CONTROL 7 1 2 3
SEQIDNO

Fig. 14C

PCT/US2005/037731
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CONCENTRATION OF IL-6
IN BRONCHOALVEOLAR
LAVAGE FLUID
15 HOURS AFTER DOSING
WITH 0.1 mg/kg
iL-6 (pg/ml)
5000+
4000-
3000
2000+ o
1000+ R
0 WESEH DO
CONTROL 7 1 2 3
SEQID NO
Fig. 14B
CONCENTRATION OF IL-6
IN BRONCHOALVEOLAR
LAVAGE FLUID
15 HOURS AFTER DOSING
WITH 1 mg/kg
IL-6 (pg/mi)
5000
4000
3000- .
2000 . .
1000 b o U e
Ol 1 2 3
SEQID NO
Fig. 14D

SUBSTITUTE SHEET (RULE 20)
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CONCENTRATIONS OF TNFo,
IN BRONCHOALVEOLAR
LAVAGE FLUID

8 HOURS AFTER DOSING
WITH 0.1 mg/kg

TNFa (pg/mi)
2000+
1500+
1000-
500- | . te e
AR .‘.: —;3‘6— _0'55-
CONTROL 7 1
SEQID NO
Fig. 15A
CONCENTRATIONS OF TNFa.
IN BRONCHOALVEOLAR
LAVAGE FLUID
8 HOURS AFTER DOSING
WITH 1 mg/kg
TNFo {pg/ml)
2000
1500- ° e
1000 .
500- I S
{-—omn 5 :3: ’
CONTROL 7 1 2 3
SEQIDNO
Fig. 15C

PCT/US2005/637731
CONCENTRATIONS OF TNFo.
IN BRONCHOALVEQLAR
LAVAGE FLUID
15 HOURS AFTER DOSING
WITH 0.1 mg/kg
TNFo, (pg/mil)
. 20004
15004
1000
500- e .
0- oS- i e
CONTROL 7 1 2 3
SEQID NO
Fig. 15B
CONCENTRATIONS OF TNFor
IN BRONCHOALVEQLAR
LAVAGE FLUID
15 HOURS AFTER DOSING
- WITH 1 mg/kg
TNFo. (pg/ml)
2000~
1500+
1000
500- . ®
o B S B e
CONTROL 7 1 2 3
SEQIDNC
Fig. 15D
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WO 20066/135434

17/52

CONCENTRATIONS OF INFy
IN SERUM
8 HOURS AFTER DOSING
WITH 0.1 mg/kg
iFNy (pg/mi)
200
150+
1004
50+

CONTROL 7. 1. 2 3
SEQID NO

Fig. 16A

CONCENTRATIONS OF INFy
IN SERUM '

8 HOURS AFTER DOSING
WITH 1 mg/kg

Ny (pg/mi)
200-Y o

150-
1004
50- .

CONTROL 7 2
SEQID NO

Fig. 16C

PCT/US2005/037731

CONCENTRATIONS OF INFy
IN SERUM

15 HOURS AFTER DOSING
WITH 0.1 mg/kg

IFNy (pg/mi}
200~

1504

100- ®
50 —a? gy

[ JE SN Y Y. ) >
CONTROL 7 1 2 3
SEQID NG

Fig. 16B

CONCENTRATIONS OF INFy
IN SERUM

15 HOURS AFTER DOSING
WITH 1 mg/kg

IFNY (pg/mi)
200+

150+
100+

Gy

¢ B Q@

50

[

a — e Ay

e T SR R
CONTROL 7 1 2 3
SEQIDNO

Fig. 16D

SUBSTITUTE SHEET (RULE 26)
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CONCENTRATIONS OF IL-6

IN SERUM
8 HOURS AFTER DOSING
WITH 0.1 ma/kg
-6 {pg/mi)
2000+
1500
1000-
500
CONTROL 1 2 3
SEQID NO
Fig. 17A
CONCENTRATIONS OF IL-6
IN SERUM
8 HOURS AFTER DOSING
WITH 1 mg/kg
IL-6 (pg/mi)
6000 - R
5000- o
4000+ :
3000} I
2000- ¢ o : .
1000 . sge v
o ST apo e Wg
CONTROL 7 1 2 3
SEQID NO
Fig.17C

PCT/U520058/037731
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CONCENTRATIONS OF IL-6
IN SERUM

15 HOURS AFTER DOSING
WITH 0.1 mg/kg

iL-6 (pg/mi)
2000+

1500+
1000+

500+ s

CONTROL 7 1 2 3
SEQID NO

Fig. 178

CONCENTRATIONS OF iL-6
IN SERUM

15 HOURS AFTER DOSING
WITH 1 mgrkg

IL-6 (pg/ml)
2000-

1500+
1000+
500+

CoMmoL 71 2 3
SEQID NO

Fig. 17D
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O-— SR o Tuesey GrE s - oty
CONTROL 7 1 2 3

SEQIDNO
Fig. 18A.
CONCENTRATIONS OF TNFoL
IN SERUM
8 HOURS AFTER DOSING
WITH 1 markg
TNFa (pg/ml)
400- . e
300- o ’
200- s
100- P e o Tm
PR GG Gé&i
D_____m o 25N ng
CONTROL 7 1 2 3
SEQIDNO
Fig. 18C

PCTS2005/637731

19/52
CONCENTRATIONS OF TNFox CONCENTRATIONS OF TNFo
IN SERURM IN SERUM
8 HOURS AFTER DOSING 15 HOURS AFTER DOSING
WITH 0.1 mg/kg WITH 0.1 mg/kg
TNFa (pa/mi) TNFa (pg/ml}
400+ 400
300+ 300-
200 2004
100+ 100+

O Srive SRR oy |:1.' ’ TN e
CONTROL. 7 1 2 3

SEQID NO
Fig. 18B
CONCENTRATIONS OF TNFa,
IN SERUM
15 HOURS AFTER DOSING
WITH 1 mg/kg
TNFeo (pg/mi}
400~
300-
200-
100-

el T

Sactan ribet

CONTROL 7 1 2 3
SEQ 1D NO

Fig. 18D
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ANTIGEN-SPECIFIC igE
(ABSORBANCE UNITS)
0.255
0.204
0.15

0.104

0.05-
0.001

VEHICLE 1 10 100 1000
UNSENSITIZED | SEQIDNO: 2 (ugikg)

ANTIGEN SENSITIZED

Fig. 19A

ANTIGEN-SPECIFIC 1gG2a
(ABSORBANCE UNITS)
2.54

2.0+
1.54
1.0+

0.5+

0.0 N s B W
‘ VEHICLE 1 10 1001000
UNSENSITIZED,  SEQIDNO: 2 (ng/kg)

ANTIGEN SENSITIZED

Fig.19B

PCT/US2005/037731
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WO 2006/135434
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SENSITIZATION AEROSOLIZED OVA CHALLENGE
(0.5ml, 1% OVA i.p./s.c.) {196-20 min}
i ] l A | 1

D-1 D-4 D-13 D-15 D-18 D20 D-22 D-25 D-26
SALINE/SEQID NO: 2/ Lﬁﬁ
SEQID NO: 7 (2004, it '
EQIDNO:7 (2000, i) FUNCTION

Fig. 21
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s
One-way Analysis of Variance (ANOVA)
The P valueis 0,0032, considered very significant.
Variation among column means is significantly greater than expected
by chance,
Dunnett Multiple Comparisons Test
Control column: OVA
If the value of g is greater than 2.632 then the P value is less
than 0.05.
Mean
Comparison Difference o P value
OVA vs SAL 6783.6 4311 ** P«0.01
OVA vs 10upk 19432 1191 ns P>0.05
OVA vs SEQID ) 30upk 34827 2134 ns P>0.05
OVAvs NO:7 | 100upk 29009 1700 ns P>0.05
OVA vs 300upk 5095.1 2986 * P<Q.05
Mean Lower (pper
Difference Difference 95%Cl 95%2 Cl
OVA - SAL . 67836 26424 10925
OVA -10upk 19432  -23518 6238.1
OVA  SEQID J -30upk 34827  -B12.18 77776
QVA NO:7 1-100upk 29002  -15908 73927
OVA -300upk  5095.1 6033 958568
Assumption test: Are the standard deviations of the groups equal?
\.
e
Fig. 23A
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- :
One-way Analysis of Variance (ANOVA)
The P value Is 0.0001, considered extremely significant,
Variation among column means is significantly greater than expected
by chance.
Dunnett Multiple Comparisons Test
Control column: OVA
if the value of g is greater than 2.632 then the P value is less
than 0.05.
Mean
Comparison Diffarence g P value

OVA vs SAL 344,57 5770 * P<0.O1

OVA vs 10upk 13502 2180 ns P>0.05

OVA vs SEQID J 30upk 133.59 2157 ns P>0.05

OVAvs NO:7 ) 100upk  81.278  1.255 ns P>0.05

OVA vs 300upk 14228 2197 ns P>0,05

Mean  Lower Upper
Difference Diffarence 95% CI 95%": ¢l

OVA - SAL 344.57 1874% 50173

OVA - -10upk 135.02 -27.982 298,01

OVA- SEQID j-30upk 13359 -29.410 296.58

OVA- NO:7 }-100upk  81.278 -89,189 25174

OVA - -300upk  142.28  -28,189 31274
Assumption test: Are the standard deviations of the groups equal?

o J
'
Fig.23B
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- .
One-way Analysis of Variance (ANOVA)
The P value is < 0.0001, considered extremely significant.
Variation among column means is significantly greater than expected
by chance, -
Dunnett Multiple Comparisons Test
Control column: OVA
If the value of g is greater than 2.620 then the P value is less
than 0.05.
Mean
Comparison Difference ¢ P value
OVA vs SAL 67836 6220 ** P01
OVA vs -10upk 51403 4346 ** P <0.01
OVA vs SEQID ) -30upk 47236 4176 ** P <0.01
OVA vs NO:2 )-100upk 41003 3760 ** P <0.01
OVA vs -300upk 30322 2780 * P<0.05
Mean Lower upper
Difference pifference 95%Cl 95'12 Cl
OVA - SAL 67836 39264  9640.8
OVA - ~T10upk 51403 20412 82393
OVA - SEQID J-30upk 47236 17603  7686.8
OVA - NO:2 }-100upk 41003 12434 6957.5
OVA - -300upk 30322 175.01 5889.4
Assumption test: Are the standard devlations of the groups equal?
-
e
Fig. 25A
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./

f‘
One-way Analysis of Varlance (ANOVA}
The P value is 0.0003, considered extremely significant,
Variation among column means is signhificantly greater than expected
by chance.
Dunneit Multiple Comparisons Test
Controt column: OVA
If the value of q is greater than 2.620 then the P value is Jess
than 0.05.
Mean -
Comparison Difference ¢ P value
OVA vs SAL 34457 4,854 ** P <001
OVA vs -10upk 217.61 2826 * P<0.05
OVA vs SEQID J -30upk 15102 2051 ns P>0.05
OVA vs NO:2 )-100upk  137.94 1943 ns P>0.05
OVA vs -300upk 35568 05011 ns P>0.05
Mean Lower Upper
Difference Difference 95%Cli 959, Ci
OVA - SAL 34457 158,59 530.55
OVA - ~10upk 217.61 15882 41933
OVA - SEQID ) -30upk 151.02  -41.864 . 343.90
OVA - NO:2 Y-100upk 13794  -48.031 32392
OVA - -300upk 35569  -150.41 22155
Assumption test: Are the standard deviations of the groups equal?
N
e
Fig.25B
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INF-y [pg/mi] TNF-ot {pg/mi]

IL-6 [pg/mi]
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<2125
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220>
<223

<400>

SEQUENCE LISTING
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Coley Pharmaceutical GmbH
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23

DNA

Artificial sequence

Synthetic oligonucleotide

1

togtegaegt toggegegeg cog

<2105
<21ll>
<212>
<212>

<220>
<2Z23>

<400>

2

23

DNA

Artificial seguence

gynthetic oligonucleoctide

2

tegbtegtegt toggegegeyg cog

<210>
211>
<212>
<213

<220>
223>

<400

3

18

DNA

Artificial secuence

Synthetic oligonucleotide

3

tegtegtteg gegegeog

«210>
<211l>
<212
<213>

<220>
<223>

4

23

DRA

Artificial seguence

Synthetic oligonucleoctide

a3

23

18
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<400> 4
tegtogacga teoggegeogog cog

«<210> B
«Z11l> 17
<212> DNA

<213> Artificial seguence

<220>
«223> Synthetic oligonucleotide

<400> &
ttegtegtit tgtegtt

<210 &
<211i»> 1B
<212> DNA

<213> Artificial sequence

<220>
<223> 8ynthetic oligonucleotide

<400> &
tttegtegtt togbcgti

<210 7
<211> 24
<2i2> DHA

<213> Artificial sequence

<220> .
<223»> Synthetic oligonucleotide

<4 00> 7
tegtegtttt gacgttttgt cgtt

<210 8
<2%l> 24
212> DNA

<213> Artificial seguence

<220>
<223> Bynthetic cligonuclectide

<400=> 8
tegtegtttt gtegttttgt cgte

<210 5
<21lls= 22
<212> DA

«213> BArtificial segquence

<220
<22Z3> Synthetic oligonuclectide

<400> &

PCT/US2005/037731

23

17

ig

24

24
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tegegacgtt cggcgegege cg

<210> 10
«211l> 24
<212> DRA

<213> Artificial sequence

220>
<223> Synthetic oligonucleotide

400> 10
teghegtttt gacgtttitgt cgtt

<2318> 11

<211> 20

<23i2> DNA

«213»> Artificial sequence

<220
<223> Bynthetic oligonucleotide

<400> 11
tocaggactt cteoteaggtt

<210> 12
211> 22
<212> DNA

<213> Artificial sequence

<220>
«223> Byanthetic oligonuclectide

«<400> 12
cgtegtegtt cggogogege cg

<210> 13
<21ls> 21
<212> DNA

<213> Artificial segquence

«220>»
<223> 8ynthetic oligonucleotide

<4£00» 13
gtegtogtte ggogogegee g

<210> 14
«<21i> 20
<212> DNA

<213> Artificial seguence

<220>
<223> Bynthetic cligonuclectide

<400= 14
tegtegtteg gogegeogoeg

PCT/US2005/037731

22

24

20

22

21

20
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<210> 15
<211> 22
<212> DNA

<213»> BArtificial seguence

<220>
<223»> Synthetic oligonucleotide

<400> 15
cgtogheght cggogogeas cg

<210»> 16
«21i>- 21
«212> DNA

<213> Artifieial seguence

<220
<223> Synthetic oligonucleotide

<400= 16
gtoegtegtte ggegegegee g

<210> 17
<211l 20
<212> DHNA

«213> Artificial seguence

<220>
«223»> Synthetic oligonucleotide

<400 17
tegtegttog gegcgegeey

<210> 18

<21l= 18

<2312> DNA

<213> Artificial sequence

«220>
<223> Bynthetlic oligonucleotide

<400> 18
cgtegticgg cgeogegeog

<210> 18
<211l= 18
<212> DNA

<213> Artificial seguence

<220>
<223» Synthetic oligonucleotide

<400> 15
gtogttegge gogogocog

<210» 20

PCT/USZ005/037731

22

21

20

ig

18
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<211> 17
<21Z2> DNA
«213> Artificial seguence

<220>
<223> Synthetic oligonucleotide

<400> 20
togttoggeg cgogeey

«Z10> 21
<21l> 22
<212> DHNA

<2313» Artificial sequence

<220>
«223> Synthetic oligonucleotide

400> 21
tegtegtegt tcoggegegeg co

«210> 22
<21l 17
<212> DHNA

<213> Artificial seguence

<220
<223> Synthetic oligonucleotide

<480> 22
tegtegtoegt teggegce

<230> 23
<211> 21
<212> DNA

<213»> Artificial seguence

<220>
<223> Bynthetic oligonucleotide

<400> 23
toegtegbogt beggegegey ¢

<210> 24
<211l> 17
<212> DNA

«213> Artificial seguence

<220
«223> 8&ynthetic oligonucleotide

<220

«221> misc feature

<222» (5})..(5)

«223> where n 1s any nucleotide

<220>

PCT/US2005/037731

17

22

17

231
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<221> mize feature
<222> {(B)..(8)
<223> where n is any nucleoctide

<220

<221> misc_feature

<222> {9)..(10)

<223> where n iz any muclectide and where any one or more n can be
present or absent

<220>

<221> misc_feature

«222>  {11)..{1L) .
<223> where n is a pyrimidine

<220>

<221» misc_feature

<222>  {(33)..{13)

<223> where n is any nucleotide

<400> 24

ttegnegnon ngoeght 17
<210> 25

<211 17

<212> DNA

<233 Artificial segquence

<2205
<223> BSynthetic oligonucleotide

<220>

<22%1> misc feature
<222>  (11)..{11)

<223> where n is £t or ¢

<£00> 25

tteghegttt ngtegtt 17
<210> 26

<211l> 24

<212> DNA

<213> Artificial seguence

<220>
223> Synthetle cligonucleotide

<220

<221> misc_feature

<222>  {4)..{4)

<223> where mn is any muclectide

<220

<22%> misc_fealture

<222> {7}..{7)

<223> where n ig any nuclectide

<220
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<221> misc featire

<222>  (B)..(10)

<223> where n is any nuclectide and where any one or more n may be
present or absent

<220>

<221> misc_feature

<222>  {(11)..(31}

<22Z3> where n is any nucleotide

<220

<221> misc_feature

<222%> (314)..({22)

«223> where n is any nuclectide and where any one or more n may be
present or absgent '

<&00> 26

tognognnnn NognnRNnnn nnog 24

«23i0> 27

<211> 24

<212> DNA

«213» Artificial sequence

<220

«223» Synthetic oligonucleotide

<220>

<221> misc_featurs

<222> {B)..{10}

<223> where n ls any nucleotide and where any one or more & may be
present or absent

<220>

<221> misc feature

<222> {18} ..(20) .

<223> where n is any nuclectide and where any one or more n may be
present or absent

<400> 27

tegtegtnmm teggegeonnn goog 24

<210> 28

<21l> 23

<212> DNA

<213> Axtificial seguence

<220>

223> Synthetic oligonucleotide

<220>

<221> misc_feature

«222>  [4)..14)

<223> where n is any nucleotide

<220>

<221> misc_feature

<222

(7} .. A7)
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<223> where n is any nucleotide

«220>

<221> misc_feabture

<222> (10}..{10}

«223> where n is any nucleotide

<220

<221> misc_feature

222> (19} ..{19}

<223> where n is any nucieotide

<220

<221> misc_Ffeature

<222>  (20)..(23)

<Z23> where n ig any nucleotide and where any one or more n may be
present or absent

<400> 28

tegnegnegn toggogoegnn nnn 23

<Z210> 29

<211> 10

<2312> DNA

<213> Artificial seguence

<Z220>

<223> BSynthetic oligonucleotide

<400> 29

toeghegtbbt 10

<230= 20

<211> 10

<212> DNA

<213> Artificial sequence

<220>

<223> Synthetic oligonucleotide

<220

<221> misc_feature

«222> {(8}..{10)

<223> where n iz an azbasiz linker

<£40> 30

tegtogtton 10

<210> 31

<21l> 10

<212> DNA

<213> Artificial seguence

«220>

«<223> S8ynthetic oligonucieotide

<400> 31

tegacgtega 10
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«210> 32

<21l= 10

«23i2> DNA

<213> Artificial seguencs

<220>

<Z23> Synthetic oligonucleotide
<400> 32

tegtogacga

«<210> 33

«21l» 10

<212=> DNA

<213> Artificizl seguence

<220

<223> Synthetic oligonucleotide
<400> 33

togegacgtt

«<210= 34

<211> 10

«212> DNA

<213> Artificial sequence

<220

<223> Synthetic oligonucleotide
<400> 34

tegoegtegtt

<210> 35

«211l> 12

«212> DNA

<213> Artificial seguence

«220>

<223> §Gynthetic oligonucleotide
<400> 35

caatatttat tg

<210
<211>
<212>
213>

<220>
<223

<400>

36

11

DNB

Artificlal sequence

Synthetic oligonucleotide

36

cegtttbgtg g

PCT/US2005/637731
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10
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12

11
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<218> 27
<211> 13
=212> DNA

<213> Artificial sequence

<220
<223» Synthetic oligomuclectide

<400> 37
cggegeogty ceg

<2310> 38
<2il> 14
232> DNA

<213> Artificial sequence

<220>
<223> Synthetic oligonuclectide

<400> 328
cggcgeoght goeg

<21C0> 39
<23ls 12
<Z12> DNA

<213> Artificial sequence

<220>
<2Z23> Synthetic oligonucleotide

<220>
<221> wmwisc feature
<222  (B)..(7)

<223> where n is an abasic linker

<400> 35
cggognnege o

<2%10> 40
<211l 13
<212> DNA

<213> Artificial sequence

<220>
<223> Synthetic oligonucleotide

220>

<221> wmisc_feature

<222> (8})..(8}

«223> where.n ig an abasic linker

<400> 40
caggegnnnty cog

<210= 41
<211l> 14

-10-

PCTUS2005/637731
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14

12
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212> DNA
<213> Artificial seguence

<220
<223> BSynthetic oligonuclectide

220>

<221> misc feature

<222% {7)..(8}

<223> where n ig an abasic linker

<3 00> 41
cggeggnnee goog

<210> 42
<21l»= 14
<212> DNA

<213> Artificial segquence

<320>
<223> BSymthetic oligonucleotide

<400> 42
cggegtagea goog

<21CG> 43
<2%1= 15
<212> DNA

<213> Artificial segquence

<220
<223> BSynthetic cligonucleotide

<400> 43
cgtogacggg acguy

<210> 44
<211l> 15
<212> DNA

=213> Artificial seguence

<220
<223> Synthetic oligonuclectide

<400> 44
cgicgacagty acggg

2210> 45
<211> 13
<2Z1l2> DNA

<213> Artificial sequence

<220
<223> Synthetic oligonucleotide

<400> 45
gagagttggg ctoto

-11-
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14

15

15
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«210> 46
<«Z211> 11
<Z1Z> DNA

«<213» ZArtificial seguence

220>
<223> gynthetic oligonucleotide

<400> 46
gtogaggagg t

<210> 47
<211l= 12
<212> DNA

<213> Artificial seguence

<220>
<223> BSynthetic oligonuciectide

<220

<221> misc_feature

«222> {6} ..(7)

<223> where n is an abasic linker

<£00> 47
taatanntat ta

<210> 48
211> 12
<212> DNA

<213> Artificial seguence

<220
<223> BSynthetic oligonucleotide

<400> 48
taatatccat ta

<210> 48
<211 1Z
<212»> DNA

<213>» Artificial seguence

<220>
<223> Synthetic oligonucleotide

«<4&00> 49
taatatttat ta

<210> 5O
<211i= 12
<212> DNA

<213»> Artificial seguence

<220

PCT/US2005/037731

11

12

12

iz
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<223>

<400>

Synthetic oligonucleotide

50

ggegegetge ey

<210%
«2311>
212>
<2135

220>
<223

<220>
<2215
222>
<223 >

<Z20>
<221
<222>
<223

<220>
<2270 >
<2225
<223 >

<220>
<221>
<222>
<223

<220
<221l>
<222
<223

<220>
<221
<222>
<223

<220>
221>
<222>
<223>

<220>
<221>
<Z222>
<223>

<220>
<221
<2225
<223>

51

36

DA

Artifieial sequence

Synthetic oligonucleotide

nisc_feabture
(1) .. (1}

where n is a purine

mise feature
{2)..(2}

where n is not o

misc_feature
{5)..(8)
where n is a pyrimidine

misc_feature
{6) ..(31)

-13 -

PCTUSZ005/037731

12

where one intermucleotide linkage is a 2' to 3' linkage

wisc_feature
{7)..(18)

where n ls any nucleotide and where any cne or more n may be

present or absgent

misc_feature
(18)..(30)

where n is any nucleotide and where any one or more n may be

present or absent

misc_feature
{31} ..(32)
whare n iz a pyrimidine

misc_feature
(35} ..(35}
where n is not ¢

misc_featurs
{36)..(38)
whers n is a purine
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400> 51

DACYININNYG NNOUNAGINN RONNDONNGN DNgonn 36
<Z210> B2

<21l> 48

<212> DNA

<213> Artificial sequence

«220>
<223> 8ynthetic oligonucleotids

<220>

<221> misec_feature

<222> {4)..{&)

<243> where 3 nucleotides may be present or absent

<220

<221> misc feature

<222> (7)Y .. (s}

<223> where 3 nuclectides may be present or absent

<220>

<221> misc_ feature

<222> (10} ..{12)

«223> where feature may be present or absent

<220>

<221> wmisc_featurs

<222> (12} ..{37)

<223> vwhere one intermuclectide linkage is a 3' to 3' linkage

<220

<221> misc feature

<222> (13)..{24)

<223> where n is any mucleotide and where any one or more n may be
present or absent

=220>

<221> mise fesature

<222» {25}..{38)

<323> whers n is any nucleotide and whare any one or mors n may be
present or sbeent

<220>

<221> mizce feature

«222> {40)..(42)

<223> where 3 nucleotides may be present or absent

<220

<221> mige feature

<222 {43} .. (45)

<223> where 3 nucleotides may be present or absent

<220>

<221> misc_feature

<222> {46)..(48)

<223> where 3 nucleotides may be present or absent

<400> 52
tegtegtegt connnnnnnn nnnnnnonnm annnnngotg ctgetgct 48
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«210> 53
<211l> 1t
<212> DNA

<213> Artificial segquence

<220
<223> &ynthetic oligonucleotide

<400> B3
tecgtegtttt a

«<210> B4
<211> 13
212> DNA

<213> Artificial segquence

«220>
«223> Synthetic oligonuclectide

<4 00> 54
cggegecgty cog

210> 55
<23l 13
<212> DNA

<213> Artificial secuence

<230
«223> Synthetic oligonucleotide

<400> BB
cggegtegtg ceg

210> 56
<21ls> 24
<212> DNA

<213> Artificial seguence

<Z220>
«<223> Synthetic oligonucleotide

<400> 5§
togtogtibh acoggocgoogt goeyg

<210> 57
<Z21il> 24
<212> ©DNA

<Z13> Artificlal seguence

<220
<223> Synthetic oligonucleotide

<400» 87
teghegtbbt acggegtoegt goog

-15 -
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13

13

24
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«210» 58
«21i> 12
<212> DHA

«213> Artificial sequence

220>
<223> Synthetic oligonucleotide

<400> 58
cggegegege oy

<210> &%
«21l= 12
«212> DNA

<213> Artificial sequence

<Z220>
<223> Bynthetic oligonucleotide

<400= 58
cggoggaeege og

<210> &0
<211> 12
<212> DNA

<213» Artificial seguence

«<220>
<223> Synthetic oligonucleotide

<400> 60
cgacgategt cg

<2Zi0> 61
<211 12
<212> DHA

<213> Artificial sequence

<220>
<223> Synthetic oligonucleotide

<400 6L
cgacgtacgt og

<2310> 62
<211» 12
<212> DNA

<213> Artificial sequence

220>
<223> gynthetic oligonucleotide

400> &2
cgegegegeg og

«210> 63
<2il> 12

-16-
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<212> DNA
<213> artificial sequence

<220>
«223> Synthetic oligonucleotide

<400> 63
gegegogega go

<210> 64
<213» 12
<212> DNA

«213> Artificial szeguence

<220
<223> Bynthebtlc oligonucleotide

<400> 64
coocoecygay od

<210> 65
«211= 12
<212> DNA

<Z13> Artificial segquence

<220>
<223> Synrhetic oligonuclectide

<400> 65
ggggggcece cc

<210> 66
<211> 10
<212> DNA

<213> Artificial sequence

<2205
<223> S8ynthetic oligonuclectide

<400> 64
cococgggay
<210 &7
«21i= 10
<212> DNA

<2313> Artificial seguence

220>
<223> Synthetlc cligonucleotide

<400> &7
gggggeccee
<210> 68
<211> 10
<212> DN&A

<213> Artificial seguence

.17 - PCT/US2005/037731
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<220

«223> Synthetic oligonucleotide
«220>

<221» misc_feature

<222> {3} ..{(3)

<223> where n is inosine
<2205

<221> mise feature

«222>  {&)..(86)

<223> where n is inosine
<&00> 68

tententttto

- 18-
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