PCT/IB2013/054810

WO 2013/186719

1/19

{ZL:0N
{0L:0N
{89 :ON
{39:0N

{LI0ON
{7 :0ON
{€€:0N

{£1ON

{TL:0N
(00N
{89 'ON
{39:0N
{L:0ON
(P9 10N
{cg:on
{(£:0M

¥
alx
X
adx
ax
al
adrt
ax

ax
az
ax
ax
ax
ax
axz
ax

ax
ax
alx
ax
az
ax
ax
axr

SICES
DHEs)

swusuwubie pior oulue uocibas (HA)

91t
STt
911
9it
911
911
86

911

08
08
08
o8
032
08
o8
8

0y
ov
0574
0374
037
Ov
037
937

SSALATLOCOMENNYAGOYYOAIAY LA I TS NWDT
SSAINTIIODDMEGEVAGOAVIAAAVIAEVIISNNDT
SSALATIOVOM AN L GOV DA AAYIATVI TS NHDT
SSAIATLODOMEANNEAGOUY YDA AAY LAETETSNWND T
SEALAWIODDMENRYEGOUVIZAAVIAEVIISNWOT
SSALATIOUOMAIBREACONY DA ZAVLAEA IS NWNDT
AVIAAAY LAETATIS NHOT

SEALIASIOUDMANNYAQOUY D AANY IAES WIS SHNDT

#

ATLNHMSNAES T LIYSHASOIABLABOEESS TLEAMETONDd
ATENASNOES T LAESEASUIAELAEDDEETLSAMEIDADI
ATLNASNAES T LAUDEASUY A ALADDESE IY S AMEIONDd
ATENASNOES TLANSHASOYALLESDRESDEIYS AMETONDI
ATLNASNOUS T IAUBEASOIAELAEDDESTLSAMTTIOEDI
ATLNASNAES T LAYDEASUEAEBLABDDESE TLEAMEIONDI
ATLNASNOYS T LAMSEASTY A ALSDOSDEIYSAKREIDNADI
ATLNAYNAQES T LA dBEASUSABLABDDES TLYAMEA TEA Hd

YOUAMSHYEESSALADSYYDSTIISOOdOATODOSITIOAE
YOUAMSHYEASS I LADSYYISTYISOSd0ATOSDSHTIOAH
YOUARSHRYES SALIDSYYOS T ISSOd0ATOOSSHTIIOAE
YOUAMSRREEZS S A LADSYVDESTIISODAdDATODOSHTIOAR
VYOIAMSHYEAS SALADSYYOSTIIEDOd0ATODDSHTIOATE
YOUAMSKYES SALADSYYDSTHISSOJOATOONOSHTIOAT
YOHAMBRYEAS S I LADSYVYISTEISDOA0ATOODSHTIOAY
IO AMSHYE RS SALADSVYYOSTINIEDOAMATODDSHATOAT

2

18
18
18
18
18
18
I8
18

Anesy sigeuUBA ApOgiue §-J5-IIY

SHA
FTHA
CHA
ZHA
THA
JOHA

GHA
THA
CHA
ZHA
THA
OHA

SHA
PHA
CHA
CHA
THA
OHA

PeE TUBWNY
pez TURwny
pPeZ TUBNIH
DT TUBWUNY
PBZ TURHNY
Pz TUBMNY

Ly~dd
HA SUTITY

DSz TURUny
POz TUPNNH
Doz TUBWUNY
P8z TURWNY
PoT TUBMNY
P&z TURuny

L¥—-dd
HA SUTINRW

pez TUTUNY
PeZ TUBUNY
pezTUTWNY
PeZ TUBUMY
PBZ TURHN

Ly—dd
HA 2UTINORKW



PCT/IB2013/054810

WO 2013/186719

2119

(€L
(1L
(69
(L8

{6
(9%

(EL
(TL
(69
(L9

{6
(9%

.-

(€L
{TL
(69
(L9
(6
(9F
{z¢

(g

TON
"ON
*ON
TON
*ON
TON
(gg:

(g:

ON
ON

tON
TON
TON
TON
TON
"ON
(zg:
TON

ON

~ON
<ON
«ON
< ON
«ON
ON
- ON
* ON

a1
az
ax
az
azr
axt
ar
art

dx
af
dx
ax
dF
ar
dx
df

ax
azx
a1
ar
a1
ax
T
arx

Ous)
DES)
03s)
5us)
DEs)
oms)
oEs)
0Es)

W3
0Ea)
0HES)
DHS)
0Es)
0mEs)
OHS)
0ms)

LOT
LOT
LOT
LOT
LOT
LOT
96

LOT

o8
08
08
08
0g
o8
08
Og

oy
0y
057
0y
0y
0
0%
OF

AIAAMIDDDILTALEABO0DXALYACQH
MTHAYIODDILMALE A8000AXIVIAE
ATIAMIDDOILMALEASOODALLVIAE

18
18
18

AIHAMIOOOALBALS AHOOD AR IVAQH
MIAAMIODDIIMALE AHOOO XA LVAGH

HAIHTALDBDALBELEABOODAIAVTIAY

%
ADISS I LI LAGIDSDSOS IUSIAD SIS BYE A T T THAVAD
ADTESTITIACIOSDSDSANSIAD SIS SYUA T TTIIVED
IOISSILTLICIOSOEDSASdADSEFISSYS AT TTAIVAD
ADISSILILAAIOSDSDS IS AADSISSYEA T TTHITED
ACISSILTIACIOSDSDSNNSdADLAEASYS A T T IS
ADTISEILTLACIOSOSDSIdSdADLISESYE A T T TS
ADISSILTILICIOEDSDSIUSIADEUIS SYEA T TTIIVED
YOASSILALIQLDSDSDLANAdADLEEASYS A TTITUAIS0D

AMODAMIYLE LSOSYHEOLT IAMGOASYS TS SASDINDIA
AACDAMNIVLS LISOSYEO LI LAYODASYSTISSASHINDIA
AMOGAMNINLS LSOSYEOLT LANODASYS IS SdB0 IR I
IODANVAYLEAGDSID LT LAYUDASYSISSdSOIND I
MDD AMYAYLEAGOSYID LI LAYODASYSTISSASDINDIA
AMOD AMIAYLIEAGOS WAL LI LAMGOASYSTISSIEDINDIA
MDD AMNIASS ISOSYED LI IAYODASYSISSASOHINDIA
ANODIMEAYLSAUOSYED LI SAYGDAS LONAMHSDIWI I

swuswiubye pioe ounue uoibisl (A Wby sigeuea Apognuy

18
18

GIA
A
EIA
FAR VN
TIA
0TA

SIA
ZAR VAN
£TIA
ARV}
TTEA
OTLA

GIA
FIA
CIA
LA
TIA
OTA

poz TUBHUNY
PBZ TURWNY
P8z TUsWnNY
pazZ TuRwny
ez TURWNH
pez TUBWUNY

&-4dd
TA SUTINK
ez TURWNH
P8z TUsWuny
pazTueuny
ez TURWNH
P9 TUBHUNY
pPaz TuRuny

&—Mdd
A BUTINK
pez TURWNY
pazTurumy
P8z TURPWNH
pPoZ TUBHUNY
Pez TURNny
psz TuRwuny

6~-Add
A SUTITR



WO 2013/186719 PCT/IB2013/054810

300

[ ] Control

250 - Antibody

200 -

150

Muscle Mass (mg)

100 1

50 -

GAS QUAD



WO 2013/186719

20

Fercent increase Muscle Mass
Versus Control
P
<

-
o
§

(&)
i

PCT/IB2013/054810

GAS

EDL



WO 2013/186719

Tetanic Force (mi)

500+

LY

<2

<o
;

a2

2

2
i

D

o

<O
i

100+

i
Control

Antibody

PCT/IB2013/054810



PCT/IB2013/054810

WO 2013/186719

6/19

{BsBus) 8s0(7
0g GZ 0Z Gl

OISR

pPEND

L
I

- 0¥
- 091
- 081
- 002

- 044

- (Fe

Al NSO B eSS W B



WO 2013/186719 PCT/IB2013/054810

7119

o
oo 5
; !
5 e
5§ .
3 i -
& i & .
= ¢ O i
< f
=
-~ &4
" o,
! o
5
N S
o
- &
m‘\u’"
@
- b
i o
i o
=
o
e
H
< )
A

A8 BNSTOUID |
A48 08U} UD BRSO NSO Py BSS



PCT/IB2013/054810

WO 2013/186719

8119

BwyBui o By/Bui o1 By ¢ Oy/Bus ¢ ByBuw gp SIS A,
Gizvl 20 Beizwl L0 Selevi /0 Relewl £ 0 BLizsl /0 &izell 0

-l

=L

LOE reeup ess B



PCT/IB2013/054810

WO 2013/186719

8/19

Aannn005e R A RO A AP
! R RS e v
¥ s T e s S A s S o ol S

3.0

oo

10

m

?

Vehicle 0.3

3
2
1
0

(B} ssewy uea ui abusyn

30

10

mg/kg mglkg mokg mokg molkg



WO 2013/186719 PCT/IB2013/054810

12 -

10 -

Lean Mass {g)

c130[0] ¢

Y E j
Vehicle Antibody




WO 2013/186719

Grip Strength (N)

160+
150 1
140 -
1301
120 -
110~

?OO:

a

aa O

Vehicle

Antibody

PCT/IB2013/054810



WO 2013/186719 PCT/IB2013/054810

[] Vehicle

LON)

2

<
i

Muscle Mass (mg)
B
o
&
[}

s

o

3
i

0 P r
MDX MDX Cs57Bls CH7BIEG
GAS QUAD GAS QUAD



WO 2013/186719

Percent increase Muscle Mass
Yersus Control

ety
B
3

s
[
]

13/19

g Hd
3 ) &3‘ Ay
TR e

, S

"?ﬁ\ i*fy‘ gfl ,gd “:fﬁ
- f;’,)‘;f ii’ j
p’< AP @) c< ol
);,‘3 :@?-«?‘3)5
xq}!fn.(?_\’ Na?s

Vo g N
f B

Fol L 2 8 e fark

o Gl

Bs 44~ ‘f"g‘)""ﬁfa‘ j

i saT Ak

SIS ANL AT

'p’- Fe.f",f’v?

PP Oy

e
e FE A
LG

MDX
QUAD

PCT/IB2013/054810



WO 2013/186719 PCT/IB2013/054810

[ ] Total Lean Mass

Leg Lean Mass

_y s
<o [
H H

H

Fercent Change in Lean Mass
<

0 5
Vehicle 3 mg/kg 10 mg/kg 30 mg/kg



WO 2013/186719 PCT/IB2013/054810

15/19

30 mglkg
10 mg/kg

Weeks

25 -

d2.paupyeuba v jseUp BSS



WO 2013/186719

160
o 1207
£
E
o —_
3 80
p
@
@
£ 407 ——
{ a ]

Vehicle 10 mg/kg

PCT/IB2013/054810



WO 2013/186719 PCT/IB2013/054810

Y
(-]
i

e
(31
H

Percent Change Muscle Volume
S

NN

0 i r
Vehicle 10 mg/kg







PCT/IB2013/054810

WO 2013/186719

19/19

D39d

NASHILAIEST

087 LILSSTISALS JASADEIASH OSNOSOTYNG AMMOANMYEYHL
02T ddATAASAYY AIMMITANILD 9D4ILMALSAH ODOAZLYACAE
SAADLAYASY SAITINAYYS dMDOAMYAYI SACOSYMDOLI

o

eZv
gse
gog
0% <
0871
CZT
0527

SOHIAIDYAA
EANNTTIODAAS
d0TSSTILTLA
LANCDASYEST

ABMHAQYEST
YIDHSWIDHAS
dLosDEDEAY
S8dsDLWDIA

uoiBad A 0TA Buuieiuos (6S:ON Q1 DI3S) weys Wby 00 LaD0 Apcgiue g-409D-luy

NODOMMSHAA
NALWITEYSdd
VALSNAOEHEYE
AASIVOVTHI
SATOSE0TAY
MILEYSEATLAT
ASLASDODSET

LTHASATLAED
TLAADATEA0
AALATINHAYA
Yd2d4d0LHLA
dALHADS LTIV
IODDMANNT L
LSAMIETOEDI

AsdTaddiLrA
DAYASTIHAET
DAAAMNAEAY
ADESAUIHASNA
DSNMSALAZE
JO¥MVDAAIAYL
YONMAMEWYAS

HIAETS
ANNEZJOONSH
dGATIMNEAA
JAEHHSAAAN
NAGNSdYETHNA
A AAAATODT
JAYITSNNOT
54 LA08WY0S

TSMOLAHNET
MEAVIASdAL
DAREADNTMA
GLAHILEE T
NOIEIOLZIS
WY ILDDELENS
ATINHESNGYES
TATSODdDAT

WHHRNASDEAA
SANIDLISAD
OHITALTASAA
TLOAIEAIAT
SSAALAASST
SAVTdAAELD
T LAEEDYMASAL
SODSETIDAR

uoifas HA OHA Buluieluos (86:ON QI DIS) ey Anesy ('0'LODO Apogiue g-J409-iuy




