1/56

L Old

Jojdaoal 0} spuiq
(HA Apogiue puebi-ue-1exull-puebi| Jo sjnosjow)
paseajal ay} pue ‘abeAes|o asesjold Aq pasesjal
sI (HA Apoqnue puebi-jue-1eyuil-puebi Jo s|nosjow )

Jayui| ein Apogrue puebi-ue pue puebi|
Buisny Aq paw.o} a|ndsjow e
ojul 8duanbas abenes)o asesjoid Josu|

aouanbas abeAes|o asesjoid




2/56

¢ 9ld

Joydaoal 0} spuiq puebi| pases|al ay}
pue ‘ebenes|o asesjold Ag xajdwod Apogiue puebij-ue-puebi
WOl pases|al ale g|ndsjow HA pue puebi

Apognue puebi-nue ue ojul
aouanbas abeAes|o asesjold uasuy|

aouanbas abeaesjo asesjoid



3/56

¢ 9Old

Joydaoal 0} spulq puebi| pases|a.l ay}
pue ‘abeaes|d aseajold Aq xajdwoo Apoqiue puebij-lue-puebi|
WwoJ} paseajal aJe ajndsjow HA pue puebi

a)Is aseasI

Apoqg auy} ul sisixa puebi|
0} spuiq Apogijue palsjsiuiwpy
Apoquue puebi|-ijue ue ojul
aouanbas abeAes|d aseajoid uasu|

@ousnbas abeAes|d ases)oid .‘

olwa)sAg



4/56

200 300 400 500 600 700 800

100

(o0} © < AN

12 -
10 ¢

Response (RU )

0

-100

Time (sec)

FIG. 4



5/56

VS Ol

suolfal Juejsuod pue s|geleA Ul 5 0} Y seweu
uonisod uolpasul woJj uonisod yoes je papasul sem aousnbas abeaes|o ases)old

VYALYMIAA OMLSVSSA L eouenbes
SEEEEY £ 14 A
Ommm<oo OLm_

sweu

tt 1
AVADO  opsoduopesy

ureyo JYB17 sousnbes sberesp ssesjory uIeyd AABSH oousnbas sbenesio ssesjoid

(V)



6/56

dg Old

(€
(g

(€

(¢

‘ON dl ©3S) HNASYOST
‘ON dI D3S) HNASYOST
‘ON QI ©3S) HNASHOS1
‘ON al ©3s) HNASYHOST
‘ON a1 ©3s) HNASYHOS
‘ON @l ©38) HNASHOS
‘ON a1 ©3S) HNAS YOS
‘ON @l ©3S) HNASY9S
‘ON d1 ©3S) HNASHOST
‘ON a1 ©3S) HNAS YOS
‘ON dl ©3S) HNASYOST

dOM19 [Hesul] VSSAL
dOMLSVYO [Hesul] SAL
dOMLSVSO [Hasul] AL
dOMO [Hesul] SYSSAL
d9 [pesul] M1SVYSSAL
dOM [Masul] 1SYSSAL
dOMLS [Wesul] ySSAL
dOMLSVS [Hasul] SAL
dOM1ISVYSS [Hesull AL
dOML [Hesul] SYSSAL
dOM1SY [Hesul] SSAL

O3JHAIZS
OdHAIZS
OOHAIZS
OgHAIZ3
OHAIZS
4HAIZS
3dHAIFS
dHAIF3
OHAIZ3
gHAIZ3
VHAIZ3

aouanbas pauasu|

uomsod uoiuasul aguanbas abieAes|d 8ses)old

SlWEeU JueleA uieyd AresH

uteyd AnesH (g)



7/56

QG Ol

(¢
(¢

'ON dl ©38) HNASHOS
'ON @l ©3s) HNASHOST
'ON d1 ©3S) HNASYHOST
'ON dl ©3S) HNASYHOST
‘ON dl ©3s) HNASHOST
‘ON dl ©3S) HNASHOST
'ON al ©3s) HNASH9ST
'ON dl ©3S) HNAS YOS

dVYVAD [Hasul] ¥Mi1an
dV [Hesul] VALYMIAA
dvV [Hasul] ALIMIAA
dVVAL [Hasul] YMIaA
dYVALYM [Hasul] |aA
dYVALSEMI [Hasul] A
dVVA [Hasul] 1YMIaA
dVVALY [Hasul] MIaA

SERNEE
QRNEE
ERA\EE
ERVNEE|
GR\EE!
O1AIF3
g1AI33
VIAIZ3

aouanbas pauasu|

uomisod uoiuasul sauanbas abeaes|d eses)old

aleu JueLieA ureyo Jybi

ureyo ybr ()



8/56

V9 Old

008 0011009 005 00 00E 007 00) 0 00}- 008002003003 007 00E.00Z 004 0 001~ 008 002003005 007 00E.00Z.00) 0 001

008 0021009 005 007 00800 001 0 001

(08s) awi] essIOSqQy
(NY) esuodsay :81eulpiO

008 002 009 005 007 006 002 00 0 001
g g g R T
Ql 81 31 & 3 s
8¢ mw 7 8¢ &% Sl
mw 0% mm ‘ SC mm
o &5 oy o 0

IAIF3/O0gHAIFT IAIF3/O3FHAIFT TAIF3/OHAIFS IAIF3/dHAIFS IAIF3/9HAIFS

008 0L 009 005 007 00E 00200} 0 00L- 00B 00009 005 007 00E 00Z 00) 0 00L- 008 00L 009 005 007 00E 00Z 004 0 00}

0 0o ¢ ) 0 0L 00800/009005007 006002001 0 0%~ 008001009008 007 00 002 004 0 00}
0 0 L0
8 g : 2 8
. b 0l S 0L g
¢ Gl 0l G| 3¢
Z 0c 7 Gl 02 7
g¢ o¢ 8¢
mm (0] 0¢ L0S 7 og
ov G T4 g€ o

AAIF3/FHAIZT TTAIFA/VHAIZE IAIF3/AHAIES

AIFI/OHAIFS

IAIFI/HAIRS
(V)




9/56

d9 ©ld

008 002 009 005 00 00€.00Z 00L 0 00L- 008 00Z 009 00500% 00€ 002 001 0 00I-

(08s) swi] :essIosqQy
(NY) esuodsay :a1euIplO

008 00 009 00 0% 00€ 00Z 00} 0 001~

008 002009 005 00v 00€ 002 001 0 00

- HOb- PG e ——t G-
0 0
o . S § oL M_, m
ol 0c & 7
Ge

ot 08 s c

OFTAIFI/HAIZT  OTAIFI/HAIZAT JTAIFI/HAIZT GTIAIFT/HAIZE
008 00003005007 0B 02 00, 0 0D 00800/ 009005007 O0E G2 0} 0 0D 00800008 00807 O0E 02 01 0 00 008000090006 00600201 0 ODL - 0080010090007 0 G2 0} 0 U0
2 9 0 0 2
o} oL S ol o]}
/] i L /] ol 0z 0z
g i o o i
0} 4 Ge oc 0s oF

dIAIF3d/HAIGT VIAIF3/HAIGE ad’IAIF3a/HAIFSE OTAIFI/HAIFT AIF3/HAITE

(g)




10/56

E &
'l.l‘

L=, Ol

Ll - ol
ilﬁs!gl‘i%iii' - 'gis!ﬁ%%&v e won o e e el -
m ¥ £ |
T -7 -7 ST T T Twesesiold 7 - - T TTT T T T T esesjoid
0CZ 0 0 0 0C 0 0C 0 0C O :[ulswiy 0C 0 0CZ 0 0C 002 0 0Cc 0 0C O :ulswiy
S 3 2 3 2 kemy £ 3 3 2 3 3 Aawy
L (N1 i L L L L L Nh L L
W W W oW u U W U W ou W
0] O] o L T 28] Ll < o O I
m Ll T L > I I I i 2 B >
E E = 2 > Z 2 2 > W
= > i w L i L] | i L W (y)
E E w Ll Ll L Ll Ll Ll



11/56

eay Gl -

BQY GC -

BQY 06 -

¢, 9Old

§ ‘
_ “
: R
o - | o
way ~ - .
' . / e - ' e ’ i S R ; - G R . . ' ..
m - -
T T ¥ T T3 = esesioud T % - 1 - esesold
02 0 02 00Z 0 0Z 0 0Z 0 :ylowiy 0Z 0 02 0 0Z 0 :[y] swiy
@ 3 9 9 s Apoanuy S S S Apoanuy
J = = > O TTRRTT T
z o § o Y v wou
- - - i I
L £z z > s ¢ >
= = = L 5 B
> b B E u(g) S I B (vwoy
L NN
L W w panuijuog)



12/56

¢, Old

P

BQY Gl - P - -
e - -
BANGZ — .- L s " —— .-
- _ - - _
8§iliiiliiiiﬁ;§i$§¥§iiii%
- v
Ir— + - .9sesjoid T
0¢ O 0Z 0 :[ylswiy 0 0 02 O
Ll < :Apognuy o 4
> = s S
L L | LLJ
LL) T L L
I - T L
> | > >
| L w LL
L L L

.9Se3]0ld

[u] swit

:Apoqnuy

(g wous
panuiuoo)



13/56

8 Old

(2€ 'ONaID3S) 1OSSOHNASHOSTOSOOS
( L€ 'ONaID3S) OSSOHNASHOSTOSOD
( O€ :ONAID3S ) SSOHNASHOSTOSO
( 62 :ON dID3S) SOHNASHOSTOS
( 82 :ONAID3S) OHNASYOSTO
( € :ONAID3S) HNASYHOST

dOMLSVSS [Hasu] AL
dOM1LSVYSS [Hasul] AL
dOMLSVYSS [Hasul]l AL
dOMLSVYSS [Hasul]l AL
dOMLSVYSS [Hasul] AL
dOM1LSVYSS [Hasul] AL

9000HAITFS
GO0OHAIFE
¥00OHAIFS
€00OHAIZS
¢00OHAIZS
OHAIZS

aouanbas paussu

uoiysod uonJasul 8ausnbas abeAes)o asesjold  SueU JueLeA uieyd AAesH




14/56

EEIVHCO02/EEIVL EEIVHCO03/EEIVL EEIVHCO04/EEIVL

14- 10 14-
12- —~ gl 124
10- 10+
8 6 81
6 4- 61
4 2 4
: ] i
R, 3 N 2}ttt ettt 2

400 0 5010060200260 350400450 100 0 5000150200250 360400450 100 0 50100160200250 350400450
EEIVHCOOS5/EEIVL EEIVHCOO06/EEIVL EEIVH/EEIVL

—_—

RONRPESIN

NONADOONRD
L L 1 L L L L 1
R N "W W .

MNONBMHOMN RO
R B TP T B P T R |

|||||||||||

400 0 5010015020050 350400450 00 0 5010010200250 350400450 100 0 50100150200250 350400450

Ordinate: Response (RU)
Abscissa: Time (sec)

FIG. 9



15/56

VOl Ol

- -
Beay Gl - - -
- -
BQY 06 - ” -
"""l"'lﬂ‘w -

(V)

1

0Cc ¢ oowm o 0¢ ¢ oomm o fulswip 02 C oowm o [ul swiy
Ew._.s._ - Ydn - _‘n_w_._z - VYdn - .9se8)olid rn_w.:.a - Vdn - :8seajold

IAIF3/€00OHAITE IAIF3/C000HAIFE  Apognuy IAIFI/OHAIZE :Apoquuy




16/56

dol ©ld

BOY Gl . _ - -
- | -

e '3""!1:“'!& ....... [ I S —p——

0¢c Z oomm o 0¢ & oomm o [yl swig 0¢ ¢ oomm o 02 oomm o Tyl sy
Fn_w_.s_ - yYdn - r“_w.:z - VYdn - 8sesjold Fn_w._.s_ - yYdn - Ewtz - VYdn - 8sesjold

IAIF3/HAIES IAIF3/9000HAIFT  :Apognuy IAIF3/S000HAIZS IAIF3/F00OHAIZT  Apoginuy

(a)




17/56

Vil ©ld

(08s) swi |
(2ouanbas abenes|d ou Buiaey) 006 008 00L 009 005 OO oO0¢
e0110X 00BN :Apoqnuy S P '
(-)eseajo.id
T .!Ei!l.|.|.||.|.|.|1k_‘|ui|\|.|
(+)usbnuy — ool
(+)esesjoid R
(-)usbnuy Loo2
/ 0
/ 5
(+)osesjouq / m
A+vcmm_uc< +O0LLY
TS
& usbnue AluQ ——» Ll
—0¢l

(V)



18/56

diLl Old

006 008 004

(eouanbas abeaes|o Buiney) P T

(08s) swi |

009
|

00G

00V

00¢

IAI33/e9000HAITT Apoqiuy | |

(-)esesjold

—

L

(+)usbpuy :
(+)oses)}o.d \
(-)usbnuy
(+)osesjoud
(+)usbnuy
2 usbnpue Aup ——»

G6

1+ 001

i
1o
o
—

Response (RU)

i
o
i
-

T 9ll

=072l

(a)



19/56

¢l Old

(#9 'ONQID3S)
dOM1S1O (£9:0NQID3S)
SSOHNASHOSTOSOOSSAL LOSSOHNASHOSTOSOO

(29 :0ONdlID3S)
dOM1S ( L9 'ON QI D3S)
SOHNASHOSTOSSAL SOHNASHOSTO

dOM1 S [Mesul] SSAL

dOMLSV [Mesul] SSAL

C¢lOVHAS33

600YHAS33

UOIjeIa)|e PUB UOILaSUI

Jeye eouenbeg souenbes papiesy|

uonisod uonels)e
pue uonisod uoiuasuy|

9WWEBU JuBLIEA UIBYD AAesH




EESVHAO012/EEIVL

EESVHAOO9/EEIVL

Antibody
Time [h]
Protease

20

0 20 O

20/56

-
5
o)
o < 1=~
© A
55 =
alo s
1] 1] 1]
S = S
3 & =

FIG. 13



8000
7000
6000
5000
4000
3000

Luminescence

2000
1000
0

21/56

Il l - Em

Antibody

EEIVHCO06a/EEIVL

MabCXCL10

CXCL10

+

+

mMT-SP1

+




22/56

1 2 3 4 5 1: Molecular weight marker
| 2: G7H-G1T4/ hCXCL10R75A.G4SGGGG.G7L-LTO
| 3: G7H-G1T4/ hCXCL10R75A.G4SGGGG.G7L-LTO +huPA
| 4: GTH-G1T4/ hCXCL10R75A.G7L.123a0054-LT0

15kDa

50kDa Heavy chain

37kDa Light chain

25kDa Light chain fragment after cleavage
20kDa

| Light chain fragment after cleavage

FIG. 15
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1234 5 6 1

- - - *» Heavy chain fragment after cleavage

1:Molecular weight marker
2: UstkH-G1T4/UstkL-kTO + hMT-SP1
3: UstkH-G1T4CYTM1inP1/UstkL-kTO + hMT-SP1
- o e  4: UstkH-G1T4/UstkL-kTO + mMT-SP1

5: UstkH-G1T4CYTM1inP1/UstkL-kTO + mMT-SP1
- 6: UstkH-G1T4/UstkL-kTO + huPA
™7 UstkH-GITACYTMLinP1/UstkL-KTO + huPA

FIG. 17
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- UstkH-G1T4/UstkL-kTO + hMT-SP1

4 UstkH-G1T4CYTM1inP1/UstkL-KTO + hMT-SP1
A UstkH-G1T4/UstkL-kTO + mMT-SP1

4 UstkH-G1TACYTM1inP1/UstkL-KTO + mMT-SP1
£ UstkH-G1T4/UstkL-kTO + huPA

& UstkH-G1T4CYTM1inP1/UstkL-KTO + huPA

NoAb 10 102 101 10° 10" 102NolL-12

Antibody concentration (pug/mL)
+10 ng/mL IL-12

FIG. 18
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EldHAO003 MT-SP1 0nM
EldHA12aa0126 MT-SP1 0nM
EldHA12aa0103 MT-SP1 0nM
EldHA12aa0095 MT-SP1 0nM
EldHA12aa0089 MT-SP1 0nM
EldHA12aa0081 MT-SP1 0nM
EldHA12aa0063 MT-SP1 0onM
EldHA12aa0054 MT-SP1 0nM
EldHA12aa0016 MT-SP1 0nM
EldHA12aa0010 MT-SP1 0nM
EldHA12aa0004 MT-SP1 0 nM

Antibody Protease

EIldHA0003 MT-SP1 10 nM
EldHA12220126 MT-SP1 10 nM
EldHA12aa0103 MT-SP1 10 nM
EldHA12aa0095 MT-SP1 10 nM
EldHA12aa0089 MT-SP1 10 nM
EldHA12aa0081 MT-SP1 10 nM
EldHA12aa0063 MT-SP1 10 nM
EldHA12aa0054 MT-SP1 10 nM
EldHA12aa0016 MT-SP1 10 nM
EldHA12aa0010 MT-SP1 10 nM
EldHA12aa0004 MT-SP1 10 nM i

Antibody Protease e

FIG. 19A
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G7H.12aa MT-SP1 0 nM
G7H.12aa0126 MT-SP1 0onM
G7H.12aa0103 MT-SP1 0 nM 53
G7H.12aa0095 MT-SP1 0 nM
G7H.12a2a0089 MT-SP1 0o nM
G7H.12aa0081 MT-SP1 0 nM
G7H.12aa0063 MT-SP1 0 nM
G7H.12aa0054 MT-SP1 0 nM
G7H.12aa0016 MT-SP1 0 nM
G7H.12aa0010 MT-SP1 0 nM
G7H.12aa0004 MT-SP1 0 nM

Antibody Protease mre

G7H.12aa MT-SP1 10 nM
G7H.12aa0126 MT-SP1 10 nM
G7H.12a2a0103 MT-SP1 10 nM
G7H.12aa0095 MT-SP1 10 nM
G7H.12aa0089 MT-SP1 | 10nM
G7H.12aa0081 MT-SP1 10 nM
G7H.12aa0063 MT-SP1 10 nM
G7H.12aa0054 MT-SP1 | 10nM .
G7H.12aa0016 MT-SP1 10 nM
G7H.12aa0010 MT-SP1 10 nM
G7H.12aa0004 MT-SP1 10 nM - :

Antibody Protease mre

FIG. 19B
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MEIVHG4SMP2.4G4S- 100 1M
MEICHGA4SMP2.4G4SG1T4 Tris MMP-2
/MRAL-k0 0nM
MEIVHG4SMP2.2G4S- 100 nM
MEICHGASMP2.2GA4SG1T4 Tris MMP-2
/MRAL-kO 0nM
Antibody Buffer Protease

FIG. 20A
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MEIVHG4SMP9G4S- 500 nM
MEICHGA4SMP9GA4SG1T4 Tris MMP-9
/MRALK0 0nM
MEIVHG4SMP2MPIG4S- 500 M
MEICHG4SMP2MP9G4SG1T4 Tris MMP-9
/MRALKO 0nM
MEIVHG4SMP2MP9GA4S- 500 nM
MEICHG4SMP2MP9G4SG1T4 Tris MMP-2
/MRALK0 0nM
Antibody Buffer Protease

FIG. 20B
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Assay
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assay
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50nM

MMP-7

50 nM
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0nM
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FIG. 21
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MRAVH012.123a-G1T4 -
/MRAL-kO n

MRAVHO011.12aa-G1T4 -
/MRAL-kO +

MRAVH010.12aa-G1T4 -
/MRAL-kO +

MRAVH009.12aa-G1T4 -
/MRAL-kO R

MRAVHO008.12aa-G1T4 -
/MRAL-kO R

A —

MRAVHO007.12aa-G1T4 =
/MRAL-kO +

Antibody MT-SP1

-

kD g ...

50 kDa
37 kDa ----
25 kDa

20 kDa ----

FIG. 22A
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MRAVHO043.123a-G1T4
/MRAL-kO

MRAVHO042.12aa-G1T4
/MRAL-kO

MRAVHO041.12aa-G1T4
/MRAL-kO

MRAVH015.12aa-G1T4
/MRAL-kO

MRAVHO014.123a-G1T4
/MRAL-kO

MRAVHO013.12aa-G1T4
/MRAL-kO

Antibody

FIG. 22B

50 kDa ---- nm

20600 il L

15kDa -6 .
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MRAVHO058.12aa-G1T4
/MRAL-kO

MRAVHO057.12aa-G1T4
/MRAL-kO

MRAVHO056.122a-G1T4
/MRAL-kO

MRAVH046.12aa-G1T4
/MRAL-kO

MRAVHO045.123a-G1T4
/MRAL-kO

MRAVH044.12aa-G1T4
/MRAL-kO

Antibody

50 kDa ----

FIG. 22C

37 kDa

25kDa ----
20 kDa

—— -

15 kDa
10 kDa
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MRAVH064.12aa-G1T4 -
/MRAL-kO N
MRAVH063.12aa-G1T4 -
/MRAL-kO N
MRAVH062.12aa-G1T4 ;
/MRAL-kO N
MRAVHO061.12aa-G1T4 *
/MRAL-kO N
MRAVH060.12aa-G1T4 ;
/MRAL-kO +
MRAVH059.12aa-G1T4 -
/MRAL-kO -

Antibody MT-SP1

FIG. 22D

50 kDa ----

37 kDa

25 kDa
20 kDa

R ——

(AR

15kDa ----

o —— -

10kDa ----we
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MRAVHO075.123a-G1T4
/MRAL-kO

MRAVHO074.12aa-G1T4
/MRAL-kO

MRAVHO068.122a-G1T4
/MRAL-kO

MRAVH067.12aa-G1T4
/MRAL-kO

MRAVHO066.12aa-G1T4
/MRAL-kO

MRAVH065.12aa-G1T4
/MRAL-kO

Antibody

FIG. 22E

50kDa ----
37 kDa

-

20 kDa

15 kDa
10 kDa
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MRAVH101.12aa-G1T4
/MRAL-kO

MRAVH088.12aa-G1T4
/MRAL-kO

MRAVHO087.12aa-G1T4
/MRAL-kO

MRAVHO078.12aa-G1T4
/MRAL-kO

MRAVHO077.12aa-G1T4
/MRAL-kO

MRAVHO076.123a-G1T4
/MRAL-kO

Antibody

FIG. 22F

——— -

10 kDa
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MRAVH113.123a-G1T4
/MRAL-kO

MRAVH112.12aa-G1T4
/MRAL-kO

MRAVH111.12aa-G1T4
/MRAL-kO

MRAVH110.12aa-G1T4
/MRAL-kO

MRAVH109.123a-G1T4
/MRAL-kO

MRAVH102.12aa-G1T4
/MRAL-kO

Antibody

FIG. 22G

50 kDa ----
37 kDa

25kDa ----
20 kDa
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MRAVH115.12aa-G1T4
/MRAL-kO

MRAVH114.12aa-G1T4
/MRAL-kO

MRAVH100.12aa-G1T4
/MRAL-kO

MRAVHO099.12aa-G1T4
/MRAL-kO

MRAVHO089.12aa-G1T4
/MRAL-kO

MRAVHO069.12aa-G1T4
/MRAL-kO

Antibody

FIG. 22H
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25kDa ----

—— -

15 kDa
10 kDa
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MRAVH119.12aa-G1T4 B
/MRAL-kO +

MRAVH118.12aa-G1T4 -
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Day 1 after administration
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