WO 2009/106975 PCT/IB2009/000379
1/20

(2) Virus-activated T-cells
interact with eosinophils

/ vh?_'eéfﬁéiic' mediators released.
il' ) g TFN-y
" (4).cell surface
SN—- mediators increased
- 'V?FLI,'S'
V'::-r‘&‘i % 4

™

(1) Antigen
Presentation
ta T-cells

(5) Eosinophil
. ‘mediator release

B i d
Epithelium Alrway smpoth muscle

FIG. 1



PCT/IB2009/000379

WO 2009/106975
2/20

* UV-inactiv.
4 /-Inactivaied

20

EPO (ni)

Baseline

14T

FIG. 2



WO 2009/106975

?sﬁﬂ‘ﬂiﬂj

BODIY-

CPM

25000+

[ No Virus
TS \Virus

3/20

PCT/IB2009/000379

Lymphocytes

g

Lymphocytes +
Macrophages

FIG. 3

[out e

Lymphogytes +  PHA.

Dendritic Cells

Conrol



WO 2009/106975

o)
7

i it
B

s ke

PCT/IB2009/000379

Y e B
h‘1 0
-
" A
s
’
"
.
Vi,
. 7
[ . T
! . a- o«hm‘! FP«W‘&‘M'.:_ M?.«w—-,-.lv
Ve Bie ve - e Gdw [P -
T T ™ * o A R o o PR
v TR, o . TeleOEX .
K TR " o e vt g bt v i 1 0135 15

Ra P g

L
'
" b
i 1
[+ Iy n
"t Wy i s 3
Vo D ne » oy,

[ERS v

CFX TDV-
CFX

(N =5, *p<0.05)

FIG. 4



WO 2009/106975 PCT/IB2009/000379
5/20

{wab T iz T4 [ w10 [ii2p7o [ 143 [IL15 ] 1FNa. | (FNg | TNF | RANTES | GMCSF

T-cell
alon;e. i) 4 1 " y 19 1 1 1 1
-cell + . —T - - ‘ .

TLCPS r = i = 1 ) § r l ‘1_ -2 'A,.- ‘ o

T-ce* [ . 'J,w ﬁ\
i Bt

PHA

Teellt [ o 1 = 1 o | . [
ColdFX " - 1! ,:3,1. ﬂii

T-cell+ RV!| = s | ol 1 b ,1'4’ 2
Tecell + w | o ; N - N i e
rey | Sl frl | os e o= [l
Tecetl + - - } - w - -~ -
RIV I R LA Il i R L
DC alone- | 1 1 U

DC+iPS | | =

DC + ~ R 1 : § A
GQ'dFX f ) - ) ! = ! T Qgﬁ :ﬁgl»’ifﬁ- :!. J ;
Taqe“‘-& 1 4 , .

oc L. W .
Tcell + ' . ?}- fiﬁg g@" frcy

-

-

DC +LP§ i i
Tecell + B -(;L j ’ TS ’
DC # »(17 P - ] 1 HATSERL Aty TG,
CB‘dFX ( 1&?1;[4% ‘gghﬁf; i B
T-eéll-+ B g% el IR ) -
DC + RV’ By el AN DR
T-cell+0C: 4 ;
+RV *
+ColdFX
e nE
DC +R8Y 1‘“ A Z‘i&'}g}b AT H‘;ﬁ F’zi ﬁ}i =,1.f/,~'fi
T-cell* T TR ]
0OC + RSV’ |2y ¥ {* S
+ ColdFX [y (i .,&{-—.A.mfi :
T-cell + . &ﬂ'l %x‘ 1.3«% REEE
pc+ply | ! ‘ n! 'fﬂ S Ko zf'{,t
T-cell + i [G)é'??*"
DC + PIV T
o 3 VRS
ColdEX500 FROER
" Relallve to i . , .
Control Morelhan 10X = [ Morethan 0,5, Lass than 2X
Tt > 5% < 10X R More thar 0,25 Igssthan 0:5

FIG. 5



Cem

WO 2009/106975

Lymphocytes
+ CVT-EN02

PCT/IB2009/000379

6/20

Lymphocytes Lymphocytes
+ Dandritic. Cells + CVT-ED02

+ Déndritic. Cells

= ""15,,19

<..>

J;&ﬁ"(f‘, ",'2}"-1 ) . mr“« ~o:.[,
o m i ELQ;: o @*‘4«

. &f’{f ’i

u-’f

ffstes T)""N
i}dﬁ 1,1';?
ﬂ;&”

PR
£,J"*;»:
i

1.1‘ 'I}Q{é 3
flwcffz}?
-%ﬁ%‘a

e :
‘{Jlﬁm.“




WO 2009/106975 PCT/IB2009/000379
7/20

DVA-Ie By

0
=

104

a4 llllll]

SSC-A

et

10°

10°
i pnd s e

100.0%. - . ; Wy ‘
90.0% ] e : '. | o
80.0%.
70.0%:
60.0%.
50.0% 4
40,0%
30.0% 1
20.0% 1
10.0%
0.0% T

O No OVA -Na CVT-EG02
M OVA - No CVT-E002

(1 OVA - CVT-E0p2 (100)
ky OVA - CVT-E002 (500)
B OVA-LPS

aad

22

,Y;,M -
A L RIS o

s

TR 4

Al) cells OVA+ DC-like OVA+ Not-DC OVA+

FIG. 7B



5SC-A

WO 2009/106975

100,0%,

8/20

PCT/IB2009/000379

90.0% -
80.,0%
70.0% +
60.0% A
50.0%
40.0% -
30.0% ¢
20,0% -
A O.,Ov% "

0.0%

FIG. 7C

10*

10

10°

10"

10>

e

B

SSC-A
10°

10923

FIG. 7D

£l No OVA - No CVT-E002
M OVA - No CVT-E002

- | OVA -~ CVT-ED02 (100)
r OVA - CVT-E002 (500)
& OVA - LPS

10°

fof

10°

L S R RS P T T St A I SR AR .'4,,,-,,,!,.,‘.

0

" " ™
Not-DC

FSC-H 1023



PCT/IB2009/000379

9/20

frre¥avare e
BEEASAASNEE

PRI F

25000~

WO 2009/106975

20000
15000~

g~ uuybd

Treatment Group
FIG. 8A



PCT/IB2009/000379

WO 2009/106975

10/20

AR RRY VD EB UL O TR TT ORIy M

.39??Pifﬁffﬂtfaiﬁavﬂyak?kyyﬂ
F pwanmgrensmam®
mxe .IIRI.II]J.I.I..' |

Iy
RN

= N  ——

00SZ BOOZ. 0051 0001 005 O  “Ua,7s 8y

g-ndj Juybd

Treatment Group

FIG. 8B



PCT/IB2009/000379

WO 2009/106975

11/20

" -u«. et ~ ) ! .t .
B e e B W K- ¢ .
DD g o P, YT W
T P B e Sk S h S LA A S A S VQM

b
a

170707070707470 767070707873 ol
CEEEEETTUTECEEL L R
EHIZEERE2ARAEHEE

e R BT _
I v e
A N
———————+
FUIARIACAGAEARNARRAAEREANR] e
1T ¢ T L 1-7— T |wl
mm“cwmwawmmﬁwnum‘@wo.v@

, &
ON W K Y4y

SRR TR SRR IR . v_.ms\mw@ww ﬁ@@v&&% :
Sl SNl et s Sons

Treatment Group

FIG. 9



WO 2009/106975 PCT/IB2009/000379
12/20

90000 * # - 0off scale
80000~ ] |
70000-
© 60000+
o .
= 50000+ =
Eaod  BENIE
2 30000~ — EWIE
zo0004 BH E
40000+

= -

Treatment

FIG. 10



WO 2009/106975

o

1.00E+0Q9 +
1‘00E+07 SR
1.p0E+06 y
1.00E+06 4 [
1.00E+04 o |5
1.00E+03,+ {i
. 1,00E¥02 o |
1,00E+07 -

13/20

PCT/IB2009/000379

V’ita! Titre pﬁﬂml {IOQ) N

1.00E+Q0 -

1.00E+04 4

1.00E+03 4 ﬁ:;i';.}'
1. 00E+0%
1.00E+01 J o

@m‘?@@“@@ﬁ@ e@% <<“f Q@“’

Treatment

Viral Titre pfuf/ml {log) ®

1,00E4+00 4L

Q7 Q &
N *\"\r& \(\W \’"ﬂ ‘é\{'

Treatmeant

FIG. 11

S & Q,\QQ q{@?ﬁ@

&

T T T

o B B
& 2 g

HE



WO 2009/106975

| —;_pglm‘i_ iL-6

50000+

4900@%
39000*

20000-

‘ -a.\\;asis\x‘\\;u\x\\\ﬁms\x_\ﬁ'

A
0 '$ fﬁ*f.

$3 %ﬁiﬁ% w\é\ us'« B

:;sbg75§§§b %$ X

PCT/IB2009/000379
14/20

% ~0Off scale

24 hours

T

“WyD88--  ChI/BB  MyDBB-
24 hours 48 hours 48 hours

Treatment Group

FIG. 12




WO 2009/106975 PCT/IB2009/000379
15/20

50000+

40000+

g/mL iL-6
¥ g
S £
g? E?

P

“:eanuu:-{iau'.:’f

Cs7/B6  CB7/B6  MyDBBs- MyDBB-/-
24 hrs =~ ABhrs 24 hrs 48 hrs
Treatment Group

Ak

FIG. 13A



PCT/IB2009/000379

WO 2009/106975

16/20

f‘f’%;>‘f"*§’és

N ’ ﬂ.ﬂr.:,.
AENIAEITRESS, o
I =

%

o
CESES ‘Zr&
RS

B D
- ATATATATATS, -

PTTTTTY | [ N B B
5605570V SE0ESTOZSIOL G O £t
d-Nd1 JwBd , 7]

e

24 hours

C57/B6

MyD8 8-/

' C57/B6

4.8 hours 48 hours

MyD88

24 hours

Treatment Group

FIG. 13B



WO 2009/106975 PCT/IB2009/000379
17/20

60000+
50000+
40000 |

30000+

pglmL lL—~8-

20000-

ey R e R

L_.Jl__Jler gl SR [ 'Qrzy Q‘ I L Q
CVT HT CVT HT VT HT CVT HT

HTLR2 hTLR1/2 hTLR2/6 hTLR4

Treatment Group

FIG. 14



WO 2009/106975 PCT/IB2009/000379
18/20

pglfm‘L IL-8.

35000+
30000~ |
25300" :
- 200004
1 5000+
100004

5000+ | g

0+

%W %v% .%% «%W@

\\;?L_._.u__l P sel_..JL._J oy - @§ R DR
YT T CVT HT L QVT HT oVT  HT
hTLRZ hTLR1/2 hTLR2/6" hTLR4.

Treatment Group

FIG. 15



PCT/IB2009/000379

WO 2009/106975
19/20
7.5 —- control
* -&-0QVA

£ 5.0- -O-CVT-E002+0OVA
c ) &
@
Q.

2.5

0.0J

I T T T |

0 10 20 30 40
methacholine (mg/mL)

FIG. 16A
*
~ 757 T
o
X
K] 5-0'
.E
)
L 2.5-
N
(o)
1A
]

FIG. 16B



WO 2009/106975 PCT/IB2009/000379
20/20

5 -
o
3 4+
A
>
23 —%— CVT 125ug/m
_'g  —5— CVT 250ug/mi |
® 24 —a— CVT 500ug/mi|
% —o— HT 500ug/mi |
S 14 ~m— PBS
g
>
Oi“l T R L | T T T L T T 1
1. 2 3 4 5 6 7 8 9 10-11 12 13 14
Days Post Challenge
FIG. 17A
100 - l'-'-—l——! —
— 80 - .
g —%—CVT 125ug/ml
£ 60 - ~&— GVT 260ug/mi
A —a&— CV/'T 500ug/ml]’
S 40 4 —o— HT 500ug/ml
S —=—PBS
0. 20 -
0 —— TR TS U S J— -

1 2 3 4 5 6 7 8 9 10 11 12 13 14
Day Post Challenge

- FIG.17B.




