PCT/CA2012/000169

1/20

WO 2012/113067

- 10

| : u % v% - v0

%ET %ve \.ﬁm_.l - 50
- 90
- L0

WZdv.3ad oney

0L

'} @Inbi4



WO 2012/113067 PCT/CA2012/000169
2/20

J *

\
4
I ] T T ?o
< (e N - [=)
S © o 9o 9
o o o (=] o
WZy/av3ad oney
01}
%
. v/
.
$
: %,
<
: N
9,
4
I 1 T T T T T ?o
N @ ¥ 0 & v Q9
o O O O O O o o
WZY/ay3ad oney

Figure 2:



PCT/CA2012/000169
3/20

WO 2012/113067

Y
O 2
& & &
. Vv l~ gV JW
-~ 0°0 N L A L 000
) ; : ; L. G2°0
. L 0S°0
- 0} M LGL'0 -
- S°1 m L00'L O
= Jom
Loz @ Lsz1 8
3 L0S'h ©
r st = L 2
- 0°¢ L 00°C
. 0 4 Lsz¢ m
g &e
NG
O
& &
NG Y NG
RN & Av@( Gl
VvV oV % LV J /V
Vvoo@ N TN N
PUSP N — L 00
] | %ss - 10
%6.L o .
. %01 - 20
%15 0 O
. - g0 9
>
- v S
Y
L g0 =
It 90
L 10 Y

'€ 9inbi4



WO 2012/113067

51%
-

4/20

0.35 1

PCT/CA2012/000169

L] T T L] L] T

© B ©o 1w o Vv o©

MmN & = 5 e 9
o 6 6 68 o©

8ldd/ay3ad oley

C

69%
0T

58%

A

Figure 4:

gidd/v.30ad ohied

5 8 8 2 @
o o o c o
m g1dd/ay3ad oney

0.05 -




PCT/CA2012/000169

WO 2012/113067
5/20

c\
KO
o)
’
R
%
L
h(e)
H A <
<
f ] T ] T ,1,4}
o
n o wn (=] \0 o
o~ i - - o o

gidd/gy3ad onhey

&
I' . [ (v
A'O.
R <
J &
~If o, g
b, <
O.( (‘o'
o & %
| %% %
(0 <z
< %
V& 10
Os( <z
; % ¢
< 'S
4/0 1@(
. % v = g 0%
o o o o o o
< gldd/v.3dad oney !
5
m ¥
5 3 o - c o
o g1dd/ay3ad onhey
L 01]



PCT/CA2012/000169

WO 2012/113067

6/20

§°
Ny
000
L 100
L 200 D
-4
L €00 5
L 00 O
500 &
-
L 900 —
N
L 200 =
L 80°0

<
d:' o
WZ/v.3Ad oliey

N =
c o

@ v
c o

v

Wz davy3ad oney

:9 aJnbi4



PCT/CA2012/000169

WO 2012/113067

7/20

2 — 5&&0( f Y T T T T T /{;o
R’::’“t@ N @ B % M N o 9
° ? < o ©o 0o © © ©o o o
o, %
%y o, ¢ O wzdviaad
o\o' (t&(
1%,
4 <

0.7 1
0.6 1
0.5 1
0.4 1
0.3 1
0.2 1
0.1 1

Wz g/iv23ad

Figure 7:
A



PCT/CA2012/000169

WO 2012/113067

8/20

{wu) ouos NOV

00€} 00Z1 00LL 0001 006 008 00L 009 00S QOF 00€ 0OZ 00L O
. s N L ) s ) 2 L s 1 5 L

(av3ad) (avaad) 000
L1I1dOL  69LLdOL  LELLdOL  ZI5LdOL  ZiSLdOL
A : 1 _|_ A o0 L0'0
%SE 200
L 1o
%S %L €00
L 2o 00
4 500
1
L €0 ¢ 900
%09 2 .
2 200
[ Y03 800
[}
%EY 5 600
ts0d e
%s L] e 010
c
L g0 2 1o
................. SLELIAOL—4— .
dva-2-WZdmm | dYQ-L-Wpd-S2121dOL —a [ e
YNG-Sd[] - L0 dvQ-2-W,d-2LS1dOL ¢ L €10
L YNQ-Sd-2/51dOL O L b0
— L g0
{Wu) 2u0s NoV (iwu) su0d NOV
00240041000} 006 008 00Z 009 00S 00F OOE 00Z 00} O 00Zl 0OL} 000} 006 008 00L 009 005 00y OO 00Z 00L O 00
e e A e e Yoo
L zo - 20
L vo L 0
%oz %LE
L 90 90
]
2
L g0 S 80
o
m
~
L0t 2 oL
R SLELVAO L4
e SHEAdO e B dVQ-2-W;d-S2221dOL —a— )
dVQ-LWSLLILAOL —a ¢t dvQ-21-Wyd-6921dOL v ¢l
dva-2-WLLLLdOL w ) . YNG-Sd-69/1d0L O .
YNG-Sd-22/1401 @ p ,/*\ g P * Vi
e e
o 4
*{\\sm\\m‘ Fo'b %mm - 91
\\\\ \\\\\\\
L Lg o R L g1

(Wu) suod NOV

00€1 0021 00LL 000t 006 008 00 009 00S 00y 0Ot 00C 00k O
P 2 s s 4 . L s ) ) ) ) s

Wz d /av3ad oney

................ S ELIdOL—e
dVQ-2Wpd"SLLL1dOL ~a
dVQ-L-Npd-2254dOL v

VNO-Sd-Z/51dOL o

{Wu) suoa NOV
002l QOLL 000 006 008 00L 009 00S OOy 00€ 00Z 0OL O

.\.\.é L
x
2
5 L
v
o
m
~
N -
h—]
N
Z L
SLEL O
dVQ-L-Wpd-SLLL1dOL —a L
dvQ-L-Wd-LE2LdOL ¥
m ¥NQ-Sd-1€21dOL O L

'@ 2inbi4

WZ ¢ /avaad oney

0’0

]

[4Y

€0

o

S0

90

L0

80

60

Wz  /v/3ad oney



PCT/CA2012/000169

WO 2012/113067

9/20

(wu) uoneuU3dIUOd NOV

00£1L002100L1L000L 006 008 00Z 009 00S 00¥ 00€ 00C OOL O 000

(Wu) uojes3uasuU0d NOVY
00€100Z100LL000L 006 008 00Z 009 00S 00v 00E 00Z 00L O

00

- ¢00

- ¥0°0

- 90°0

%0€
80°0

NZ d/avaad oney

oL'o
VNVd v VNVd v

dVa-L-Wd u 210 9 dva-2-Nd

(Wu) uonenuasuos NOV
00€L00CL00LL 000l 006 008 00Z 009 00S OOF 00€ 00C OOL O

YNV v
dva-L-W,d u

00

10

A

€0

¥0

S0

90

L0

80

60

o'l

WZ 9/v.3ad oney

<

co

©
o

@
o
Wz d/av3ad oney

e
-~

N
-

=
-

@
-

:6 @4nb14

18]



WO 2012/113067 PCT/CA2012/000169
10/20

. : | 4

<'>. o - = %
o o o o (IV
Wz dvz3ad oney %

Figure 10:



PCT/CA2012/000169

WO 2012/113067

11/20

(Wu) ouod NOV [ej03 Bo
0S¢ GZ'€ 00'€ G2'Z 0G'C S2'C 00°Z GL'} 0§’ GC'L 001 GL°0 0§

0

(Wu) suos NOV |ejo} Bo

000 058 ST'€ 00'¢ 522 052 622 002 64} 05'k 624 00'k 640 050
L 100 L 10
L z00 L 20
L €00 L €0
L 400 i} L 0
+ GO0 m'. L g0 m.um
L 900 o g0 ©
(= )
L 200 @ %am -
i 2 ¥ P &
- 800 _HY + L g0 .m
) 4] % R
L 600 L g feo=
L 010 L 0')
by .l
- 110 Py - L L
L z10 . t L Lzt
g0 D e 9
(Wu) 2u0d NOV 1230} B0
058 ST'¢ 00'€ 642 052 622 002 S 0L ST’} 00') 520 050
L 10
L 20
L €0 &
2
. v
-0 O
-
_®
...... w L 50 =
....... N
Iy »
,,,,,, r L 90
dYQ-L-WgSLLLLAOL —— 3 .
dVQ-L-WELLLLAOL + dVQ-LWNGZLGLdOL 4 - L0
dVQ-L- 692 LdOL + dVA-L-We-22GLdOL o
dVQ-L-WELELLHOL + dVQ-L-Wg-2251dOL —m— L g0 1l ainbi 5

\4




PCT/CA2012/000169

WO 2012/113067

12/20

(y) auny

(U L'e=041 Jey) dvQ-L-W,d-2L21dOL —xp—
(U Z'v=9J1 Jiey) dva-L-W,d-69.1dOL —o-
(U L e=0y11 Jley) dQ-L-W,d-1 €L dOL. -4 -
(U 9'Z=3J11 Jjey) d¥a-L:N,d-ZLSLdOL. -5 -

- 01
- 0C
- 0€

- 0S
- 09

- 0L

08
06

004

oLl

(%) NOV @bejussiag

:Z| 9inbi4



PCT/CA2012/000169
13/20

WO 2012/113067

(y) awy uoo9ysuel) Boy
00 GL'V 0S5} G2} 00'L GL0 0S0 G20 000

00
L 10
L 20
L €0
L 40
L G0
L 90 o
L 10 B
L 80 B
L 60 o
- 0'L
AYQ: L8222 LAOL. .. Ly =
dVQ-286L 241 dOL+dVA-L-WTLS1LdOL - - 2L
dVQ-2-8592 1 O L+dY - L- W2/ GLdOL o - €1 U
dVQ-L-484 €21 dOL+dYA-2-0NZIGLAQL y -Vl
(0'L 0118S) IN 1D - S
(y) sawy uonoaysues; Bo (y) awnm uonoaysuesy 6o
00Z S24 0§V STL 00L SLO 0S50 ST0 S.ﬁmv 0 002 SLL 0§'b STL 00} SL0 050 SZO oo.ﬁwv "
L 10 R L 10
L z0 SRR Sl L 20
L £0 . L €0
L 0 L 0
L S0 5 - G0
90 3 s o=z 90 3
- L0 m - L0 M
L 80 m L 80 w
- 60 - 60
Lo, = Loy =
N - L
L 2L - 'L
L €1 ) - €1
Ly m ) L vl Y
L G| - Gl

‘€1 2inbi4



PCT/CA2012/000169

WO 2012/113067

14/20

~dOI oljey

Wz dn

&)

orm

]
S°G

-

o~

WZJ/2-dWIW oney

T
[

T
<

| |tz

- Vi

- 91

‘71 24nbi4

We d/vi3ad oney

<



PCT/CA2012/000169

WO 2012/113067

15/20

%¥9

¥
%Ll

*¥
%99

cl

Sl

8l

14

ve

L2

(wyBd) suod |-doW

Repr-euQ (L0°0>d) ., SE UMOYS SI 8ouedyubIs [eonsnels

(w/Bd) suoo g-7

: G| ainbi4



PCT/CA2012/000169

WO 2012/113067

16/20

(Wwr) NOov
00} oL | 10 100
L 'l L [ O
Ol
-0z
H0E
dVQ-GW,d-LE0dOL -e-
dVa-LW,d-1€0dOL o .-mmm
dvQ-GLN,d-0£0dOL —m-
0£0dOL -&- 008

(sunnuw) ' y9zZMVY

n_<n_-N-_>_%_- 1€21dOL —o—
--¥NG6d +64+dO4--a-
odD ——

(Wr) NOV

(Twy6d) 04N LW

(W) Nov

(vewny) ongd

001 ol l 10 100
L 1 [ [ o
oL
-0Z
F0g 5
oy 2
Lo &
708 T
dVa-GW,d-250d0L o a
dVa-vW,d-2G0dOL —a 05z
dva-z1-W,d-290dOL —o- F0SY
dva-11-N,d-290dOL -m- LS9
Z90doL -&- | oce
0do &
d (sunnw) 2 y9ZMVY 0)
(W) NOV
100 00} 100
0 . 0
L 004
- 0001 - 002
L 00g 3
3 2
z - 00y T
- 0002 bl
5 - 005 g
r
- 009 W
- 000€ | ooz
- 008

(suunuw) 2'y9zZMVY
9] a.nbi4



PCT/CA2012/000169

WO 2012/113067

17/20

Neutrophils

€ 9PelO g

By/bw G'Z
dva-L-W.d
L€21dOL

C OPERIO R
| 8pelo—

A90TOHLVdOLSIH
3ANSSIL ONN1

By/bw gz BybwgZ

dva-L-WN,d YNQ-Sd

l€.1ldOL  LEeLIdOL Sdd
0 - el —rT0
g01xGC+ o OLx0'L
g01x0°G 1 o 0Lx0'C
6 0IxG" /A o 0Lx0'€
901x0"| - H o 0Lx0'P
90l xE | o -5 01x0'G
avd

) sBuipuid |ejor

(%

S|I90 [ejol

d

By/Bw g By/bw g
YNQd-Sd dva-sd
200d01/900d0O1l S00dOL/¥00d0OL

(o]
Tp]
(%) sBuipui4 jejo1

€ 9PEIO Il
¢ SPEIO B
I epeIS ]

00l

AD90TOHL1VdOlSIH
aNSSIL ONNT

v

:/1 9inbi4



PCT/CA2012/000169

WO 2012/113067

18/20

(jw/Bw +0°0) Sd1

(6x/6w) ysejwnyoy

00l

%97

ol

sad

-0

—y0Lx0°G
Fs0Lx0'}
-0l %G’}
—s01x0°¢
-c01xG°¢

—s0Lx0'¢

sjiydoynau jejoi

(lw/Bw +0'0) Sd1

(6%/6w) dvQ-2-WN; d-22/1dOL
/dYQa-L-Wz d-2L6LdOL

80 0 0 Sdd

0

~s0Lx0'L
-s01x0'C
—s0ix0'€

. -.0Lx0'Y
wre - - L0Lx0°

—s0Lx09

s|iydoaynau jejoy

(08]

(lw/Bw $0°0) Sd1

dVa-L-Wel -SLLL1dOL

dvQ-L-We -20.2d0L
/ dVQ-L-WNd-v082d0.L

(6%/6w) g0

%EE

ZL 80 $0 0 Sad
¥ C :
* ¥

0

~s0Lx0'}
~s0Lx0C
Fs01Lx0'€
—s0Lx0'y
—s0Lx0'S
—s01x0'9
—s0bx0'2
—s01x0'8

A

g1 24nbi4

sjiydoJynau |ejol



PCT/CA2012/000169

WO 2012/113067

19/20

ayows

By/Bw g

ISEIWNOY  YaA
{

yaa

ayows

Bx/Bw g
Isejiwnjoy
1

%S¢

ysa

yoA

% lydonnaN

N O O © < N o

—y04x0°G

~s0Lx0'L

—g0lxG’L

ayows

Bx/6w 20
(dva-2-W,d)
1111dO1/2.S1dOL  S8d

1

%9¥

avowsg

By/6w Z°0
(dva-2-W,d)

11/1d01/2.51d01 Sdd

sjiydosnau |ejoy

O

Sad

Sdd

(%) siiydonnaN

-

|
© T N O O © < N O
-~

%8¢

0

—y0bx07
F+0lx0°¢
—y0lx0'€

~y0Lx0V

—»01x0'G

sjiydoasynau [ejoj

6x/6w

anows

dvQ-L-Wd -20£2d01L
/ dVYQ-L-Ng-¥082d0OL

1Y

10

Sad

%9

4
%6%

ayows

dvQ-/-Ngd -210/2d0L
/ d¥YQ-L-Wd-p082d0L

Bx/6wW

o

1o

Sdd

1

%SY

%¥S

0

-y01x0'S
Fs01Lx0°L
-s0LxG'|
—s01Lx0°C
—s0lxG'C
—s0Lx0'€
—s0lxG'¢

61 8.nbi4

sfiydosinau |ejol

<



PCT/CA2012/000169

WO 2012/113067

20/20

yoeo NU $€€ yoes WU /91

dva-i-W.d-1€0dOL dVQA-GL-N,d-0£0dOL
1dV@-Z21-N.d-¢90dOL /dVa-ZL-N,d-290d0L

500401
00dO1L

-00L

-GCL

-0G1

001

(uoissaidxe £YDD) 14

uoBIqIyul YNYwW ureyo-g o,

yoea \U €€ yoes Wu 291

%Sy %9y
%6E ° °

)
(32}
(uoissaisdxe ureyo-d) |4\

dva-iW.d-1€0dOL dVvQ-SI-Wd-0€0dOL 500401
/dVa-Z1N,d-290d0L /dVa-ZI-N.d-290dOL  /¥00dOL

o
0o
uonqiyui YNyW €499 %

001

:0Z @4nbi4

\4



