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IL-15 26 25 29 30 28 25
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IL-4 110 320 264 279 286 184
IL-6 600 1887 4091 647732 77580 13803
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FIG. 514

Anti-HA specific lgG antibody (AY5)

5000 — @)
4000 —
0 _
§ 3000 v
2000 — A O
o 0
1000 — A ¢ 000
A
Hoo Ty %)QOX 000
0 Ap vy 9
| | | |
s 3 8 & 8
R + * + +
Q. ~ ~ ~ ~
< < X <
] 5 £ £

FIG. 51B

Anti-HA specific lgG antibody (AY5)

o
7500 — Al
O
8 5000
S - v
A o 00
A [—
AN
2500 O . v. 900 .
0 v <>—° o
0 o590 vy 50
| | | | |
N N g X+ (=Y
s g 8§ 8 8
= + + + ~+~
S N o N !
2 2 < 2
F 5 £ £



WO 2010/006315 PCT/US2009/050328

102/144

F .[ G 52/4 Anti-HA specific IgG antibody (AY6)

750 —
500 —
L
& A °
250— O A v
= N Z ole
| TFD bt T s o8
o S S Sh =)
I = = = =
X S ™~ =) ]
= = 3 Q S
B = ps ~
S § 3 g
< ey < ey
s = s =
) Anti-HA specific IgG antibody (AY6)
7000
v
60005 O v
5000 -
5 4000 -
:E
30004 O
2000 -
10001 — 3 2 AL o 00
0 I:IEI'DD @K wvlvg oxes —fO?,T
S & & 5 B
= i - = -
I Q ™~ S fr'\‘w
= 3 S Q Q
= X ~ X
X Y = S}
3 3



PCT/US2009/050328

WO 2010/006315

3
v %oy €6 ‘91
3 X m 3 S 90 K0 £ LD W
+ .
: 8 & S § @05 0H RN %0
I .
EEER \ @ = 0 £ #_I W_..
L \\ -000¢ RS
T L L0009 3 ~0006 'S
= =
L0006 ,W ~000¢T w
Looozr & - 000T
< SAV
_000ST
STAV
02 610 817 €12 01D WH g¢s Ol 917 ¥ID €12 I1D € 1D WH ves oI
£ -000E & @ ﬂ % -000€ &
-0009 & -0009 &
-0006 '] -0006
-oo0er § 00021 §
L 000sT L 000ST
AV EAV

vri/€01



PCT/US2009/050328

WO 2010/006315

104/144

B

A

I NNNNNNNN\\
W
R

il

A

| | | |
S S D D S
S L S Lo
La Y] ™ ™

m&%%ﬁ%% I X z/j0ds Ay

250

SwHd
922+¢ 0vHd
220+Z OvHd
020+2 0YHd
12+2 OvHd

8-8Mas+e ovHd
S-8Mas+Z ovHd

Z0vHd
z'oxwnd
Sqd

FIG. 54/

FIG. 54B

E E
$3
N e (bnG)syHod
St | rem——] .
a —I—. RO I - LA LG AL U
vk e =M/
NE ;
= = m_n 979
e = 1)
- (bnz0)svHDd
+ (6nz°0)xvAd
| | |
S S S
o ~ S
~ ~
82 g O1/0 45 AN1



WO 2010/006315 PCT/US2009/050328

105/144

Survival of AY13:Survival proportions

100 o pCHAS (5 ug)
= C26*
g 7DW 8-5
(v
2 50—
3
Q) O alum
25 <7 pCHAS (0.2 ug)
pVAX (0.2 ug)
0 | | |
0 3 9 12




WO 2010/006315 PCT/US2009/050328

106/144
20000 AY20 (modify)
o 15000 —
8
3 S
S 10000 —
3 T \\ T
3 7 \
L~
< 5000 % \
pVAX2  pHAZ C1 23 26 7DW8-5
Survival proportions (n=8)
100 \J_, A Cl
V O C26, 7DW8-5
.'\§ 75
=
3 A HAS
x 50- J
25 O 23
plAX
0 I T T |
0 3 6 g 12 15



WO 2010/006315

FIG. 57A

Percentage (%)

FIG. 57B

Percentage (%)

PCT/US2009/050328

107/144
200 — 96
150 —
100 —
50 —
0
GH-DT Cl 7DW8-5 23
80 — T
60 — 7/
w0 %
2 %
GH-DT C1 7DW8-5 c23



WO 2010/006315 PCT/US2009/050328

108/144

120

100

80 —

60 —

Survival Rate

40 —

20

0
Days after HINI infection
FIG. 584

120
100 -0 -0 -0 -0~ -G 4
1oy e
g .
&0 \ = -qIJ———| _é_, -
; gigc===
g : IJ_'I———i —_'g—_-g—
_':t: 60 — [ 4 —
S - flt—
@ -—-v—- DMSO ! -0 — O — 1
40| ——v—- (! -
-—=-- (9 1
-~ Cl L
20| --+--C13 =i
D= -y
0 | | | | | |
2 4 6 8 10 12

Days after HINI infection
FIG. 588



WO 2010/006315 PCT/US2009/050328

109/144

Cumulative Proportion of Survival

2] Group 1
i, Group 6
Zannnninne S N Group 7
Loy———1——"1" : E Group 8
0.9 O\ Group 9
0.8 Zoh
N
0.7 E AN
0.6 2
0.5 =
0.4 /'/.
0.3 z ~21
0.2 = 4
y e FIG. 594
0.0 7
o 1 2 3 4 5 6 7 8 9
Survival Time
Cumulative Proportion of Survival
IS II.9.9.9.3
0.9 \ % Group 0
0.8 iz Group 1
0.7 [ B Group 13
’ 1z Group 14
0.6 g Group 16
0.5 =R N E
0.4 N E
0.3 fientes
0.2 N E=——
0.1 -iér &7
00 Cess bt v 0 0 2000200, v{/ 4 2 o 4 v ¢ 2 ,
0 2 4 6 8 10 12 F'[G 595

Survial Time



110/144

WO 2010/006315 PCT/US2009/050328

_leg*

e

T\

‘ N
14 Cl6

%
C13
FIG. 608

Compare to DMSO
*:<0.05,%%:<0.001

n=3

¥

C»

VA1 ¢t
A c13
Y 14
2] ci6

//
C1

| | |
D
< R Q

(OSWQ Jo %) 4213 sniiA

100 -

CaLE T T e —
R T A T T DU TS e P
o R S T T T BT TR
1] e W T .
e

T
L R
< L, L RTHICIS A

|_

5 SN

C16

C14

C13

FIG. 60A

C1

(6oj) 19317 SnaiA BuinaIng



WO 2010/006315 PCT/US2009/050328

111/144
1500000 — ®
°
1250000 —
°
. 1000000 o
2 ° —
o —e@
X 750000 e o
5 — * )
e o ° e e
500000 — e ® o °®
° o o [ 1)
o °
250000 - % e
e e e
0 I | | | | I I |
F[G 5 1/ Cl C3 C9 Cil1 C14 Cl6 Cl7 P8BS
glycolipid analog (100y g/kq)
2000000 —
O
1500000 — o
3
§ 1000000 — =
S . *
°
500000 — ®
* \/
5% 9w
* aeﬁ AV 975060 4
'

0 T T I T I T
Ci1 Cl1 Cl4 Ci5s Ci16 PBS

FI G 61 B glycolipid analog (5Q; g/kg)



PCT/US2009/050328

WO 2010

112/144

T\\

14

1

///////

77777777

compounds (100 ug/kg)

T\\

C14

compounds (100 ug/kg)



WO 2010/006315

PCT/US2009/050328

113/144
2250 —
2000— O
0
1750— O
1500—
1250—
g5
1000—
730 P<0.05
500 — P<0.01
= 50°
250 — E 0 o
Control c23 C34
Treatment

FIG. 63



114/144

WO 2010/006315 PCT/US2009/050328

C3 Cc9 c1 C14

C1
a-GalCer

HO
0
HO[

Fig. 64A

OH
(0]
OH

OH
HO
0]
0
swnlliNH
HO (o)
Qe

HO

OH OH OH
o OH
o sl NH
HO (o]
Hile]

(¢}

0S0,H
o

n{iNH

OH

HO

HO

OH
OH
o
O oH
SHINH
§ o

HO

0
(o]
HO

OH
OH

OH
(0]
“1INH



115/144

WO 2010/006315 PCT/US2009/050328

OH
o

C34
OH
OH
(o]
ININH
OHg
; o
F

HO
(o]
HO‘

TDW8-5
OH
OH
O oH
WHilINH
(o]
(o], ]
F

HO
O
o g

OH
OH

C23
OH
(o]
o]
o sulllINH
HO (o} H
"1IOH

C17
OH OH
o
“illINH
.g

F

HO

OH

HO
(o]
HO
o]

C1le6
OH
OH
O oH
WIHINH

HO
o]
HO[

"1IOH

Fig. 64B



PCT/US2009/050328

WO 2010/006315

(63/6 rl p0o1) Bojeue pidij024|6

vrL/9Li

wmm hwo OWU vwo FWO MU mO .o
o
o o0, =T
e —
ol ° . L
® ®
° *¥x
oo . ® L @
*
® @
a_
— ®
o
|
e
L

0000SZ
00000S
0000S.

1Al 6/ nd4D
000000}
0000521

00000S1

69 ‘bi4



WO 2010/006315 PCT/US2009/050328

117/144

Fig. 66A
Fig. 66B
108-
A
| |
n | |
1071 ¢
n A‘
u Y
RLU " v °
L 2
6 o
10 . R
*
m AAA v ‘e
10° A 12544 vee’

Vehicle C1 C34 C7DW8-5



PCT/US2009/050328

WO 2010/006315

obus|leyd A3r 1sod sAeq
T4 0¢ Gl ol

o - B——a - .III.-*

VRV VY VY
00 0 00 00 000 0 0=y

% 1Z) [0JJUOD JUBAIOS = —m — —
(%P9) ¥€D =
(%2G) €TD = = ol = =

(%12 6-8mas .0
(%.8) 10 —e——

-0¢C

-0

09  (9,) 9Bl [eAIAING

-08

-001

4

vri/8Li

.9 ‘b4



PCT/US2009/050328

WO 2010/006315

abusjieyo A3r 3sod sheq

(81=U ‘%) JUBA|OS . —an -

(€1=U"%0) G-8MA. o
(E1=U ‘%ET) ¥£O —e—

- 0¢
- OF
L 09 Anxuv 9}l |BAINING
- 08

- 001

0cl

14470171

ve9 614



PCT/US2009/050328

WO 2010/006315

0¢

abusjieyo A3 1sod sAeQ

Gl

(f=U) JUBA|OS - —a —
(g=u) g-8MdL o -
(G=U) €0 —e—

ol

lm =0

- 0¢

- OF

- 09 (9,) 1Bl |leAINS

- 08

- 00}

0clL

vri/oci

g9 ‘b1



PCT/US2009/050328

WO 2010/006315

Gc

abusjeyo A" 1sod sheq

000 00000
H:O

H:,O,,Oio,,o,_o

(g=U ‘94,(0G) JUBAIOS ..o O
(6=U ‘%ZZ) G-8MAL —e—

- 0C

- OY

- 09 (%) sejes leAINS

- 08

- 001

4"

vri/ici

089 ‘b4



PCT/US2009/050328

WO 2010/006315

(G=u '9,0F) 1043U0D JUBA|OS

(G=u '%02) (1+) Aep

(G=u ‘%0¥) (0) Aep

(G=u '%08) (1-) kep

(G=u '%001) (1+) Aep g (1-) Aep

abus|eyds A3r 150d sheq

Gc 0¢ Gl ol g 0
1 1 1 1 o
VYV YTV - 0¢
I
I
:.lt.i.l.li.i.l.li.+ L Ot
N I . —
_————— - (%) 9181 |[BAININS
— —A—— ___ - 09
— O —
——
O O=0 O=0 O=O=0= O=0 O=0 O=O=O= =i 7 - 08
[
[
[
- 001
ocl

v69 614

vrijeeci



PCT/US2009/050328

WO 2010/006315

(G=U ‘9,0f) |0UOD JUDA|OS
(=U '%GZ) (1+) Aep
(G=U ‘%09) (0) Aep

(G =u ‘9%09) (1
(G=u ‘%08) (1L+) Aep g (1

-)
)

Aep
Aep

14

abus|eydo A3r 1sod sAeqg
0c Gl 0]}

VR OR YV IIY

|
EEEEEEEENEEN i,r,l,m

vri/eci

0c
oy
(9%) @18J [BAININS
09
08

0oL

0cl

g69 614



PCT/US2009/050328

WO 2010/006315

A

sAep uonealsasqQo (‘u'1%5QgI0L) ni4

vl €0 ¢1 I Ol 6

8

L 9 ¢ v £ T

IRC]SIIEYN m

dl ‘esnow/bn | $£9 *

(01L= u) # dnoug
(0L=u) ¢ dnoug
(01=u) Zz dnouo

(0L=u) | dnoug

vei/vel

= = = =
> > = =

vo. ‘B4



PCT/US2009/050328

WO 2010/006315

vl ¢ 0Ol 8 9 14 [A 0

7 ANOJS) mu@um
€ dNOJD)
2 ANOJD) e
L dNOUS) i

001
OLL

vri/sci

[EAIAINS U2

g0/ ‘b4



PCT/US2009/050328

WO 2010/006315

CIETITEYY

449 €D

vri/9ci

140 ¥€O

0l

o0l

0l

g0l

N1y

L. b4



WO 2010/006315 PCT/US2009/050328

127/144

Fig. 72

Efficacy of selected glycolipids for suppressing S. capsulate infections

Treatment® Vehicle C1 7DW8-5 Cc23 C34

n= 7 7 7 7 7
CFU/g liver® 21E + 07 3.8E + 06 1.8E + 06 3.5E + 06 1.4E +06
P value <0.001 <0.001 <0.001 <0.001

2C57BI mice were IP injected with glycolipids at 50 ug/mL at 4 hr post infection.

®Mean values of CFU/g liver determined at 24 hour post-infection
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