WO 2005/102301 PCT/US2005/007951

patantial infracellular events in skeletal muscie
involved in PIF induced proteasome activation

PIF

- Phosphalipids_

y PLPLG

P, + DAG

Rl
¢ .
‘ - -
Anti oxidanis

15-HETE (BO-653)

—» PKGC

P ISK?%— Rac 1 ? ' (KKg lKKB@

- S D E

B NFB/AKE0 e [cBo B)

NFxB  Ub proteolysis
NF«<B

binding site

mBRNA Proteaome + ubiquitin

Myafibrillar Protein

i

ST

Myosin - Peptides

Figure 1

1/13



Tumour Volume (mm?)

WO 2005/102301 PCT/US2005/007951

weight loss (g)
&

0 1 2 3 4 5 6 7 8 g
' Time (days) ‘ '

600 ‘ B
500
400
300
200

100.

Time (days)

Figure 2

2/13



WO 2005/102301 PCT/US2005/007951

Change in Weight (g)

Time (days)

Figure 3

3/13



WO 2005/102301

0.06

. 005
[

g 0.04

2 o003
B

g 0.02

0.01

N
(4}
o

nmoles/gi2h
— - N
Q [4:] (o]
o o (=]

;
o

liaaadaas e tan s teg it

o

PCT/US2005/007951

A

Controi 0.6g/kg EPA  0.25g/kg HMIB  HMB + EPA

Control 0.6g/kg EPA 0.25g/kg HMB EPA + HVIB

Figure 4

4/13



WO 2005/102301 PCT/US2005/007951

]
(=}
o |

_
(4]
PR P
T

[4;}

activity/h/gram
a

Control 0.25g/ikg HMB 0.8g/kg EPA HMB + EPA

Figure 5

5/13



WO 2005/102301 PCT/US2005/007951

arbitrary units

band 2

arbitrary unit -
N (3] (¢33
o8 8 8 8 3 d 8

Control 0.25g/kg HMB 0.6g/kg EPA HNB + EPA

(=]

]

Figure 6

6/13



WO 2005/102301 PCT/US2005/007951

arbitrary units

arbitrary units

= N W H O O

Control HMB - EPA EPA + HMB

100 B

20
80
70
60
50
40
30
20
10

o ]

-Control 0.25g/kg HMB 0.6g/kg EPA HMB + EPA

Figure 7

7/13



WO 2005/102301 PCT/US2005/007951

arbitrary units
3

Control 0.25g/kg HMB 0.6g/kg EPA HMB + EPA

Figure 8

8/13



PCT/US2005/007951

WO 2005/102301

190
470
150 4

130

% Control

110

IR RS RN

[
o
1

-~
o

300 -

250 +

200 %

act/ug/min

100

g

42 10 20

PIF niMi

PIF nitd

Figure 9.

9/13



WO 2005/102301 PCT/US2005/007951

Figure 10

10/13



WO 2005/102301 PCT/US2005/007951

Figure 11

11/13



WO 2005/102301 PCT/US2005/007951

- Figure 12

12/13



PCT/US2005/007951

WO 2005/102301

Figure 13

10
05 A

T T T i T
O owmo
QO OGO
™ v

(Jonuod 94) Awonsusqg

T
Ln
™~ S

LANE

180 -

160

140

T T T T T
Q Q0 © O o
N © ® o <%
L

(los3u09 ;) Anyawoysusg

20 -+

PIF niM

160 -

T
S
<t
-1

T T T T T T
N O «© o T o

= o

(1o8u09 o) Answoyisuag

T
o.

16.8

10.5

2.1

PIF ni

13/13



