WO 2010/102175

Anti- CADM1 PTA021_Al1 VH

v

D
J

163

271

segment :
segment:
segment:

Q I T
CAG ATC ACC

T L T
ACG CTG ACC
CDR1

G W I

i GGC TGG ATC

W D D
TGG GAC GAT

K D T
ARAG GAC ACC

D T A
GAC ACA GCC

CDR3
G ¥ W

GGG RAC TGG

2-05
6-6
JHS5Db
L K E
TTG AAG GAG
C T F
TGC ACC TTC
R Q 154
CGT CAG CCC
CDR2
D K R
GAT RAG CGC
S K N
TCC AAA AAC
T Y Y
ACA TAT TAC
F D P

TTC GAC CCC

TCT

TCT

TGT

TGG

1/29

G
GGT

GGG

GCA

GGC

P
CCT

TTC

CAC

CAG

T
ACG

TCA

L v K

PCT/US2010/026313

CTG GTG AAA CCC ACA

L [ T
CTC AAT ACT

Q T L
CAG ACC CTC

A% G v

L I
CTC ATT TAT

T I T
ACC ATC ACC

D P v
GAC CCT GTG

GGA

FIGURE 1A

L B W
CTG GAG TGG
L K S
CTG AAG AGC
T M T
ACA ATG ACC

CDR3
R v E

AGA GIT GAA

T L \'
ACC CTG GTC

P T
CDR1

S G
AGT GGA
L A
CTT GCA
R L
AGG CTC
H M
AAC ATG
W v
TGG GTC
T v
ACC GTC

A L A
GCC CTG GCA

S s
TCC TCA




WO 2010/102175

2/29

Anti- CADMI1 PTA021_Al1 VK

V segment: L15
J segment: JK4

D I Q M T Q =) P S S
1 GAC ATC CAG ATG ACC CAG TCT CCA TCC TCA

PCT/US2010/026315

v G
GTA GGA

v T I T C R A S Q G
55 GTC ACC ATC ACT TGT CGG GCG AGT CAG GGT

¢ 0 K P E K A P K §
109 CAG CAG ARA CCA GAG RAA GCC CCT AAG TCC

g 8 6 VvV P 8 R F
163 CAR AGT GGG GTC CCA TCA AGG TTC AGC GGC

4]
0]

L T I s N L Q =4 E D
217 CTC ACC ATC AGC AAC CTG CAG CCT GAA GAT

271 TAT RAT AGT TAC CCT CTC ACT TTC GGC GGA

FIGURE 1B

CTG

AGT

TTT

GGG

ATC

GGA

GCA

ACC

TAT

L]

TCT

ACT

ARG

L A
TTA GCC

D R
GAC AGA

W Y
TGG TAT

GGG

TAT

v
GTG

A 3
GCA TCC

T D
ACA GAT

Y C
TAC TGC

E I
GAG ATC

5 L
AGT TIG

F T
TTC ACT



WO 2010/102175

anti- CADMI1 PTA021_A2 VH

v
D
J

.7 BAAG GAC

0%
e

. CAG ATC

; BCG CTG

3 GGC TGG

segment:
segment:
segment:

Q I T
ACC

T L T
ACC

CDR1

G W I

v

TCT

3/29

5 G b= T
TCT

GGT CCT

G F
GGG TTC

ACG

(5]

TCA

L
CTG

CTC

\7 K
GTG AARA

PCT/US2010/026315

P
ccc

T
ACA

AGC ACT

E W
GAG TGG

o o g g o g gt i Y e N 8 NSNS ot ot Pl I A8 Rk Bt P B i it Pt e P P P P P e e Pt P P e e

W D D
TGG GAT

K D T

D T A
GAC ACA

G N W

i GGG AAC TGG

2-05
6-6
JEDD
L K E
TTG AAG GAG
¢ T F
TGC ACC TTC
R 0o P
CGT CAG CCC
CDR2
D K R
GAT AAG CGC
S K W
TCC ARA AAC
I Y Y
ATA TAT TAC
F D P
TTC GAC CCC

Y ) =4 S

AGC CCA

Q VvV Vv L

GTG GTC

K S
ARG AGC

M T
ATG ACC

AGT

CTT

AGG

o
ARLC

A
GCA

C A H R
IGT

GCG CAC

W 6 0 G
TGG

GGC CAG

FIGURE 2A

GGA

TCC

v E
GTT GAG

L v
CTIG GTIC

ACC

GIC

Q T L
CAG ACC CTC
v G v
GTG GGT GTG

CDR2
L I Y
CTC ATT TAT
T I T
ACC ATC ACC
D P v
GAC CCT GTG
A L A
GCC CTG GCA
S 5
TCC TCA




WO 2010/102175 PCT/US2010/026315

4/29

Anti- CADMI1 PTA021_A2 VK

V segment: L15
J segment: JK4

D I Q M T o] ) P S ] L S A S v G D R
1 GAC ATC CAG ATG ACC CAG TCT CCA TCC TCA CTG TCT GCA TCT GIA GGA GAC AGA

v T I T C R A 3 Q G I 3 S W L A W Y
53 GTC ACC ATC ACT TGT CGG GCG AGT CAG GGT ATT AGC AGC TGS TTA GCC TGG TAT

Q ¢ K P E X A P K S5 L I Y A A S s L
109 CAG CAG ARA CCA GAG AAA GCC CCT AAG TCC CTG ATC TAT GCT GCA TCC AGT TTG

Q 5 G A% P s G T D F T
163 CAA AGT GGG GTC CCA TCA AGG TTC AGC GGC AGT GGA TCT GGG ACA GAT TTC ACT

4]
)
T
4]
0]
4]
)]

CDR3

ot ot o s g s

L T I S S L Q P E D F 4 T Y Y C Q Q
217 CTC ACC ATC AGC AGC CIG CAG CCT GAA GAT TTT GCA ACT TAT TAC TGC CAA CAG

Y N S Y P L T F G G G T K v E I K
271 TAT AAT AGT TAC CCT CTC ACT TTC GGC GGA GGG ACC AAG GTG GAG ATC AAA

FIGURE 2B



WO 2010/102175

Anti- CADMI1 PTAQ21_A3 VH

v
D
J

segment:
segment:
segment:

Q I T
CAG ATC ACC

T L T
ACG CTG ACC
CDR1

G W I

GGC TGG ATC

W D D

3 TGG GAC GAT

K D T

i7 BAG GAC ACC

%]
~a
=

325

L
TTG

TGC

2-05
66
JH5b

K B
AAG GAG

T F
ACC TTC

Q P
CAG CCC

ARA AAC

Y Y
TAT TAC

D T A

GAC ACA GCC
CDR3

G N W

GGG AAC TGG

D P
GAC CcCC

5/29

S G
TCT GGT

S G
TCT GGG

P G
CCA GGA

Y 3
TAC AGC

Qo v
CAG GIG

c A
TGT GCA

W G
TGG GGC

P T
CCT ACG

TTC TCA

L
CTG

CTC

\% K
GTG ARAA

S T
AGT ACT

E W
GAG TGG

M T

PCT/US2010/026315

P

CTT

AGG

CAC AGG

CAG GGA

FIGURE 3A

ACC

v E
GIT GAG

L v
CTG GTC

T Q T L
CCC ACA CAG ACC CTC
CbR1
G v G v
GGA GTG GGT GIG
CDR2
A L I Y
GCA CTC ATT TAT
L T I T
CTC ACC ATC ACC
M D P v
ATG GAC CCT GTG
A% T L A
GTC ACC CTG GCA
v 3 3
GTC TCC TCA

ACC




WO 2019/102175

PCT/US2010/026315

6/29

Anti- CADM1 PTA021_A3 VK

o
(81}

i3

segment : 15
segment: JK4

D I
GAC ATC

v T
GTIC ACC

Q 5
CARA AGT

L T

1% CTC ACC

o M T Q S P S S L & A s ¥V G D R
CAG ATG ACC CAG TCT CCA TCC TCA CTG TCT GCA TCT GTA GGA GAC AGA

I T c R A s Q G I S ) W L A w Y
ATC ACT TGT CGG GCG AGT CAG GGT ATT AGC AGC TGG TTIA GCC TGG TAT

K P E K A P K s L I Y A A S S L
AAA CCA GAG ARA GCC CCT ARAG TCC CTG ATC TAT GCT GCA TCC AGT TTIG

G v P 5 R v = G T D F T
GGG GTC CCA TCA AGG TTC AGC GGC AGT GGA TCT GGG ACA GAT TTC ACT

4]
9]
n
Q

I S N L Q P ] D E A T Y Y C o} Q
ATC AGC AAC CTG CAG CCT GAA GAT TTT GCA ACT TAT TAC TGC CAR CAG

S Y P L T F G G G T K v E I K
AGT TAC CCT CTC ACT TTC GGC GGA GGG ACC AAG GTG GAG ATC AAA

FIGURE 3B



WO 2010/102175 PCT/US2010/026315

7/29
Anti- CADM1 PTAO21_ Al VH
2-05 germline QITLKESGPTLVEPTOQTL
PTA021 A1 VH - — — — — — — — = — = — — — — — — _
_CDRI1

2-05 germline TLTCTFSGFSLSTSGVGYVY
PTAO21 A1 VH @ - - - — - - — — — — — N--=--=--

— _CDR2
2-05 germline GWIRQPPGKALEWLALTIY
PTAO21 Al VH = — - — = — = — — — — — — — — — — — _

CDRZ
2-05 germline WNDDEKRYSPFSLEKSRLTIT
PTA021_Al VH e I
2«05 germline KDTSKNQVVLTMTNMDEPYV
PTAO21 A1 VH @ - — — — — — — = — — — — — — - — — =~

CDR3

2-05 germline DTATYYCAHR
PTAO21 A1 VH @ - - - — — — — — — - RVEWVALA
JH5b germline NWFDPWGQGTLVTVSS
PTA021 Al VH G— = — = = = = =~ — - — - — — -

FIGURE 4




WO 2010/102175

8/29

Anti- CADML PTAO021_AZ2 VH

2-05 germline
PTAO021_AZ2 VH

2=-05 germline
PTAO21_A2 VH

2-05 germline
PTAQ21_A2 VH

2-05 germline
PTAO021_AZ2 VH

2-05 germline
PTAO21_A2 VH

2-05 germline
PTAO21_A2 VH

JH5b germline
PTAQ21_A2 VH

PCT/US2010/026315

R T R
__CDR3

NWFDPWGQGT
G- -=-=-=-=---= S

FIGURE 5




WO 2010/102175

PCT/US2010/026315

9/29

Anti- CADM1 PTAO021_A3 VH

2-05 germline
PTA021_A3 VH

2~05 germline
PTA021 A3 VH

2-05 germline
PTAQ21_A3 VH

2-05 germline
PTAO21_A3 VH

2-05 germline
PTA021_A3 VH

2-05 germline
PTAQ21_A3 VH

JH5b germline
PTAQ21_A3 VH

—————————— RVEWVTTLA

FIGURE 6




WO 2010/102175

10/29

Anti- CADM1 PTA021 Al VK

_CDR1

L15 germline
SQGIS S
PTAQ21_Al VK

L15 germline
GVPSRF
PTAQ21_Al VK

_CDR3

L15 germline
CQQOYNS
PTAOQ21_Al VK

L15 germline
JK4 germline
PTAO021_Al VK

PCT/US2010/026315

DIQMTQSPSSLSASVGDRVTITCRA

_CDRZ

WLAWYQQKPEKAPKSLIYAASSLCOS

SG6SGSGTDFTLTISSLQPEDFATYY

LTFGGGTKRKVETIK

FIGURE 7



WO 2010/102175 PCT/US2010/026315

11/29

Anti- CADMI PTA021_A2 VK

_CDR1

L15 germline DIQMTQSPSSLSASVGDRVTITCRA
SQGIS S

PTAO21 A2 VK = = — — — ~ = = — — — — — — — — — — — = — — — — — — -

_CDR2

L15 germline WLAWYQQRKPEEKAPKSLIYAASSLOQS
GVPSRF

PTAQ021_A2 VK = = =~ = — — — = = — — — = = — — - — — — — — — — — - -

_CDR3
L15 germline SG85GSGTDFTLTISSLQPEDFATYY

CQQYNS
PTA021 A2 VK = — — = — — — — — — — — — — — —« — — — — — — - — _ _

L1l5 germline Y P
JEK4 germline LTFGGGTEKVETIK
PTAO21 A2 VK = = ~ — — — — — — — — — — — — -

FIGURE 8




WO 2010/102175 PCT/US2010/026315

12/29

Anti- CADMI1 PTA021_A3 VK

_CDR1

L15 germline DIQMTQSPFSSLSASVGDRVTITCRA
SQ0GISS

PTAD21 A3 VK @ — - — — — — — - — — — — = — = — — — — — — — — = =

_CDRZ
115 germline WLAWYQOQKPEXAPKSLIYAASSLOQS
GVPSREF
PTAO21 A3 VK =~ — — — — — — — — — — — — = — = — — — = — = — — —

_CDR3

L15 germline SGSGSGTDFTITLTISSLQQPEDFEFATYTY
CQQYNS

PTAO21 A3 VK - — — — — — — = = ='— — — — N-—-—=-=-==-==- - =

L1l5 germline Y P
JK4 germline LTFGGGTEKVETIRK
PTAQ2L A3 VK - — — = - — — — = — — — — -

FIGURE 9



WO 2010/102173 PCT/US2010/026315

13/29

FACS — NCI-H69 cells

§

« PTA021 At
& PTAD21 A2
¢ PTA021_A3

FALS Gootit Masn

3

& ; S . et
10 g 1009
Sntibady Concentration mgin
FIGURE 10
FACS: NCI-H89 cells FACS: DMS79 cells
PTA021_A1 Jmm——— PTA021_Af

PTA021_A2 PTAG21_A2

PTA021_A3 PTA021_A3

FIGURE 11A FIGURE 11B




WO 2010/102175
14/29
FACS: SKOV3 cells
7500+ .
s\““@\\
.\‘°°’:§.&
:
5000+ &
o ,g@
g 25{]0' “‘\Fé
&
i
0-
102 101 10° 10! 102
Ab conc in nM
l PTAD21_A3
EC50 | 1255
FIGURE 12
FACS: A549 cells
20000-
5 15000~
g
5 10000+
o
8]
g 5000+
o : :
102 101 100 101 102
Ab conc in nM
PTAD21 A3
IC50 | 3.646

FIGURE 13

103

PCT/US2010/026315

8 DTIgG1
4+ PTA021_A3

g DTIeG1
» PTA021_A3



WO 2010/102175 PCT/US2010/026315

15/29

FACS: 786-0, RCC & SkMel28, Melanoma cell lines

¥ SRRGLN
SKMEL28 - n & YO
20 - & 40 RCO X ¥ B W
. # ) 1-11 w TEsE-Abs,
{ Jal § 3 »
3. ) g x e B
"3 ] H [t4 30 M&"
i \ e
o

T 16+ ‘#,x”m Melanoma .

w L _:'w‘: ‘Tn' o 13 -‘:'F' r i
Bfdisc 105 B0 _8.30 e o p - =
ngi'mi
| SKMEL2S 7860
ECso | 442 325 nM
FIGURE 14

FACS: PTA021_A3 (NF) in NCI-H69 and DMS79 cells

140+
130+
1204
1104
1004
90+
80+
70+
604
50
404
30+
204
10+
O 3

1 10 100 1000 10000 100000

ng/ml

w PTA021 A3-HB9

4 PTAO021_A3nf- H69

% DT-H69

# PTA021 A3-DMS78
& PTA021_A3nf- DMS79
& DT-DMS79

®

FGMI

FIGURE 15




WO 2010/102175 PCT/US2010/026315

16/29

DMS79 Cells, E/T 25:1, Abs @ 10ug/ml

% Lysis

70+
604
50+
40+
30+
20~
10+

0~

FIGURE 16A

NCI-H69 Cells, E/T 25:1, Abs @ 10ug/ml
40+
304

20+

% Lysis

10+

FIGURE 16B



WO 2010/102175 PCT/US2010/026315

17/29

Hum-ZAP: DMS79 cells

1.2x10 7,
g PTA021_A1

1.1 110 7 - .&:‘\ 7:3'
& PTA021_A2

1.0x10 7
v PTA021_A3

§.0x10 5.
& higG1

B.Ox10 5]

Luminescence

7.0x10 & |

6.0x10 °© |

50x10 ¢ ]

4.0x10 °

o )
N o
ng/mi N

Antibody Concentration

| 1C7 2G7 6G11
EC50 |11.62 19.89 28.70

FIGURE 17A

Hum-ZAP: NCI-H69 cells

4.0x1079 « PTA021 Af
« PTAO21 A2
v PTAO21_A3
. higG1

3.8x10""+

3.5x%10%7+

3.3x10%74

3.0x10%7

Luminescence

2.8x 10"+

o
B SRR OCTLUPRPPRI. .
T 3

2.5¢10%7+

2.3%10%74

2.0x10°%7 L] T T T T J 1
0.001 0.01 0.1 1 10 100 1000 10000

Antibody Concentrations (ng/ml)

FIGURE 17B




WO 2010/102175 PCT/US2010/026315

18/29

1414-003 HepG2 Median Tumor Volumes

“ 1100+ =e— Vehicle
£ 1000+
E 900- =4« DT Isotype IgG1 10
= 8004 =&« DT Isotype nf IgG1 10
E Zgg- —=—PTA021 A3 parental IgG1 10
g 500+ == =PTAQ21_A3 parental IgG1 3
2 400- == PTA021_A3 nf IgG1 10
> 300+
200 == «PTAO21_A3nfIgG1 3
3
£ 100 == Nexavar 10mg/kg
ﬁ C ] ) L] L] L3
0 10 20 30 40
Days Post Dosing
FIGURE 18

1414-003 HepG2 Median Tunor Volwunes
.200(

= Vehicle,

= [T-ompound M ST 0.1 pinel kg
—a=ETAGE AZ-compound M RD 0.1 pmelhg
=& DT-compound M 8D 0,03 junol kg

-4 -PTAGZE _AJ-compounnd M 55 6.43 puelike
i Nexavar 10mzkg Q1Ix8 POy

= I}Téxs_wm_" z'ﬁmg;’kg

1500

1000+

500+

Twnor ¥olwne (LYWE: Imnsj

L] L B,
0 10 20 30 AD 5 b
Trays Post Dosing

FIGURE 19



WO 2010/102175 PCT/US2016/026315

19/29

Efficacy Study in DMS79 Model
CADM1-conjugates

e Vehicle

2000~
&~ 1800+ ,
1600- e PTA021_A3-Compound M
1400+
1200-
1000+
800+
600~
400+
20
0

Tumor volume (mm

L L L L L L L L L L L L

7 1217222732374247525762677277828792

4 = Dosing
Days Post Implantation

FIGURE 20A

Efficacy Study in DMS73 Model
CADM1-conjugates

tmedian, =)

FE00

& 36004
14004
12004
10004
3604
8094
400+
2004
8

e Yodiichs

s DT umpowsl M O.O3

~B- DT-campoirmt M 31
~#-CADM1-compound M 0.03
4= CADM1T-compound M 0.1

Tumar voltune {mm

X L] X

9 5 10 15 20 25 30 35 40 45 50 55 50 §5
F 3 w{Ning
Days Pust Dusing

FIGURE 20B




WO 2010/

% Specific lysis

% specific Lysis

102175 PCT/US2010/026315
20/29
082108 _ADCC Analysis of CADM1 PTA021_A3 Ab
and nf PTA021_A3 Ab on HepG2 cells
22' £ = PTAO21_A3
I A PTA021_A3nf
15+
10-
5-
0-
-5+
-10-
-15 ] | 1 [ ] 1 | 1
0.00000.00010.001 0.01 0.1 1 10 100 1000
Ab con(ug/ml)
IPTA021_A3 PTA021_A3nf
ECEO | 25.85 0.002141
FIGURE 21
082108_ADCC Analysis of CADM1 PTA021_A3 Ab
and nf PTA021_A3 Ab on 786-0 cells
50+
v = PTA021_A3
40+ v PTA021_A3nf
30- ¥ v ™ HIgGlnf
20+
10+
0+ M
"1C ¥ ) ] 3 1] 1 ] 1
0.000010.0001 0.001 0.01 0.1 1 10 100 1000

Ab conc(ug/ml)

FIGURE 22



WO 2010/102175 PCT/US2010/026315

21/29

ADCC Analysis of CADM1 PTA021_A3 Ab
and nf PTAD21_A3 Ab on DMS79, SCLC, cells

100+
¥ PTAQ21_A3
w 791 % & PTA021_Adnf
E‘ ‘ O lsotype control
o A NF - [sotype control
e
G
@&
o
w
S
L)
™ Q." 45‘ %"‘ AT B

& & @ oF o S

QQ ‘3

Antibody ugiml

FIGURE 23

Efficacy of CADM1, Cisplatin or
Cisplatin + CADM1, DMS79 Cells in SCIDs

{median, n=8)

—a—V/chicle

=& Cisplatin 3 mg/kg

~¥= Cisplatin 3mg/kg + IgG1 10mg/kg
== PTAO21_A3 10mg/kg

=== Cisplatin 3mg/kg + PTAO21_A3 10mg/kg

LIL
7 12172227323?424752 5?62 6772W823?92

Mab dosing hbhb &
Cisplatin Dosing A A A A

Days Post Implantation

FIGURE 24




WO 2010/102175 PCT/US2010/026315

22/29

50
—+—MO1 - NF mab
—a—MO2 - NF mAb
a5 - s MO - Native mAb
5= MO4 - Native mAb
4'0 N \l,‘(\‘ﬁ\‘, e e
5 e
2 M
E 35
k=0
]
=
3.0 A
P 3 A e [ T h
25
2.0 T T ¥ T T f !
-15 -10 -5 0 5 10 i5 20 25
Days
FIGURE 25A
4.0
—o— F01 - NF mAb
38 - FO2 - NF mAb
a5 | wdee FOJ3 - Native mAb
. —s— 04 - Native mAb
34 4
5 32
=
'E, 30 1
5 e, * ¥
Z 28 - S
b&—.\\ s i
s . ““*qg; 3 R o g
o S
24 -
2.2 A
20 T T T T ¥ v !
-15 -10 -5 0 5 10 15 20 25
Days

FIGURE 25B



WO 2010/102175 PCT/US2010/026315
23/29
6.5
——MO01 - NF mAb
60 1, Mo2-NFmAb 1.
03 - Native mAb
55 4 ~u MO4 - Native mAb
50 4
g
E 45 |
aQ
a
3 4,0 A
[
3.5 A
3.0 A
25 4
2.0 y ; T T T
-15 -10 5 4] 5 10 15 20
Days
FIGURE 26A
6‘5 —qernans.
—a—FO01 - NF mAb
B.0 A —a—F02- NF mAb
-4 F03 - Native mAb
55 1 e F04 - Native mAb |
50 -
g
E 45 ]
Q
]
§ 4.0 4
(0]
3.5 A
3.0 4
25 +
20 Y t T T T T
-15 -10 -5 ] 5 10 15 20
Days

FIGURE 26B




WO 2010/102175 PCT/US2010/026315

24/29

120
—e— MO1 - NF mab
110 1 —a— MD2 - NF mAb
100 | e MO3 - Natfve mAb
i MO4 - Native mAb
=
>
l_.
|
<
25
FIGURE 27A
uquG{’l
-g- FO1 - NF mAb
90 -~ FO2 - NF mAb
—#— FO3 - Native mAb
80 ~s— 04 - Native mAb
=
=]
5
<
20 -10 o] 10 20 30
Days

FIGURE 27B



WO 2010/102175

PCT/US2010/026315

25/29

140 - ——M01 - NF mAb
¥ ——MO2 - NF mAb
\ -~ MO3 - Native mab
120 - -+~ W04 - Native mAb
100 +
e- AW AN hame A
=
=
w N
- B8O
G0 -
40 -
20 1 T ; T t T T
-15 -10 -5 o] 5 10 15 20 25
Days
FIGURE 28A
100
—+-F01 - NF mAb
90 ~u— F02 - NF mAh
et s w 727.F03 - Native mAb
50 1 -~ F04 - Native mAb
70 -
ad
5 60 -
&
2 50
40 A f,,«-k\\
St
30 4 «:"s“‘hzv#\‘*\‘\‘s
20
10 ; : . T T T T
-15 -10 -5 0 5 10 15 20 25

FIGURE 28B




WO 2010/102175 PCT/US2010/026315

900 -
Male ALP —e— MO1 - NF mAb
oo —n— M02 - NF mah
—e- M3 - Native mAb
- M4 - Native mAb
700 5
= 600 -
=2
o
-
< 500
400
300 4
200 : ' ’ ‘ ’ ' '
45 -0 5 0 5 10 B 20 25
Days
FIGURE 29A
600
Female ALP T RO NEmAS
550 | 8- FO2 - NF mAb
-k~ FO3 - Native mAb
500 - e FO4 - Native mAb
450 4
Q 400
S
£ 350 4
)
P
300 4
250 A
200
150
100 w g ‘ ‘
45 -10 -5 0 5 10 15 20 25
Days

FIGURE 29B



WO 2010/102175 PCT/US2010/026315

Male LDH 4~ MO1-NF mAb
600 | —— MO2 - NF mAb
- MO3 - Native mAb
. <z MO4 - Native mAb
700 -
o 600 -
S
T
[=1
a 500 A
400 A
300 S
20 -10 0 10 20 30
Days
FIGURE 30A
600
Female LDH we FOT-NF mAb
550 A -~ 02 - NF mAb
oo —a— F03 - Native mAb
~#-— F04 - Native mAb
450 +
400 -
<
=]
T 350
o
-l
300 4
250
200 A
150 A
100 ; ; ¥ " i ' '
-15 -10 5 0 5 10 15 20 25
Days

FIGURE 30B




WO 2010/102175 PCT/US2010/026315

28/29
8
Male RBC —— MOt - NF mAD
7.5 - i MO2 - NF mAb
- MO3 - Native mAb
7 -=v-- M4 - Native mAb

RBC Count 10'%/L
[2)]

5.5
5 -
4.5 4
4 . . . ; ‘ . :
-5 -0 5 0 5 10 15 20 25
Days
FIGURE 31A
7
Female RBC ~s—FO1 - NF mAb
~%~F02- NF mAb
6.5 1 e FO3 - Native mAb
~i— F04 - Native mAb

e,

HBC Count 10"/L
i
\\
/ 3’1
/
\
\

- B, T .-"M""‘--.
5 \w&wﬂ S ———
g Arh N
T
4.5
4 T T T [ T T 13
-i5 -0 -5 0 5 10 15 20 25
Days

FIGURE 31B



WO 2010/192175 PCT/US2010/026315
29/29
25.0
Male WBC —+— M1 - NF mAb
23.0 —a— MD2 - NF mAb
210 A e MO3 - Native mAb
- M4 - Native mAb
19.0 4
=
=]
2 17.0 4
E
3 15.0 1
Q
Q N
g 130
=
11.0 4
9.0 1
7.0 1
5-0 T T T T T T T
-15 -10 -5 Q 5 10 15 20 25
Days
FIGURE 32A
25.0
Female WBC === F01 - NF mAb
23.0 - —%-- FO2 - NF mAb
210 —4— FO3 - Native mAb
’ —a— F04 - Native mAb
18.0 4
=
QO
2 17.0 -
E
3 15.0 1
Q
@ 130
=
11.0 4
8.0 +
7.0 +
5.0 T T T T T T T
-15 -10 -5 0 g 10 15 20 25
Days

......

FIGURE 32B




