PCT/US2013/028456

WO 2013/130905

1155

AAAGAYIAALINY
ARAAANDARINY
AXAGYDOARIN
ARLANDARINY
AAAVIAATINY

ADTMATADS
ADTMETONDA
ADTMATIADL
ADTMATDEDA
ADTMETIADL

LOTIT TS NWNY
LOTIN TSN
LT LI TSNS
LAALI TS NI
LAQLIOTS NI

dOHAMHADXS
dOHAMHADAS
dOHAMHADAS
dOHMAMHADAS
dOUAMHADXS

sujeys AAeal paziuewny 6dNIW-HuY

-ON d7I
-ON dT
ON d7I
-ON dI
-ON 41

0 Wy 2~ 00

TATLNASQaY
TAAINYSAOY
TAALNYSAaY
TAALSMSAaN
TAADSYSAOY

TISADGALOL
TISADSALOL
TTEADGEALOL
TISHADSALOL
TISdOSALOL

SSALA
SSALA
SSALA
SSALA
SEALA

SIIIISWIVS
STIASSHTIYS
SIITESWTIYS
STITHSWTIYS
SISTESHWIVS

TSTIHSIUAT
TSTIESANMAT
TSTIESAYAT
TS TIHSANAT
ISTSOSAVAT

TI1O0OMIOWE
TIO0OMAGHS
TIO0OMITHS
SIO0DMITHD
SIS0OMITHD

NANLLOODLMI
NANLIDDLMIT
NANELOODLMI
NANLLIDDIMI
NANLIOOLMI

9d9STOTOAD
9dOSHOTOND
SADSHOTOAD
9d9SHOTOAD
HADSAMTOAD

PHA
EHA
CHA
THA
Tv0049Y

PHA
CHA
CHA
THA
170049Y

FHA
CHA
CHA
THA
17009V

SUBSTITUTE SHEET (RULE 26)



PCT/US2013/028456

WO 2013/130905

255

¢ Oid

DDALAdLIAH
DDALALLTAH
DDALAdLIAH
DDALALLTAH
ODALAdILIAH

SATTINATED
SATTINATID
SATTINAYYD
SATTTIATHED
SAITIAASDD

OODARAYATE
OODARAYAGH
OODAXAYAQE
OODARAYAGE
OODARAYIAE

AADDAMYAIN
AT AMTAIN
AAODAMYALIN
IAGOAMYALN
LADDAMYALN

YOISSILLILA
YOTSSTITLA
YOISSILILA
YOTSSILTLA
YOASSILALA

HAGOSYHOLI
HAQOSYHDLT
HAJOSYHOLI
HAQOSYHDLT
HATOSTHDLI

(ZT:ON QI DHES) MIHEANIO
(TT:ON aI 0ES) MIFEAMID
(OT:ON QI DHES) MIFEAMIS
(6:0N QI 0ES) MIZANID
(710N QI DHES) YIFTILD
ALOSOSOSAY GAADINYASS
AI5SHSHSAY CAADINYISS
ALOSHSOHLIY QAADINNISS
AIOSHSHLAE CAADINYISS
AILOSHSOLIY QAADINNISS
IAMOOASYST SSdsDIN0IC
LAMOSASYST SSASOINOIC
IAMIOASYST S5SdsDIKAIC
IAYASASYST ASAdSOINATIC
SAMOOASLSH AVHSDIWAIC

suieys Wb peziuBwIng G4y

PAA
EHA
ZAA
LTAA
T7004d¥

AN
EHA
CHA
THA
T9004Y

A
eAA
CHA
THA
T7004d¥

SUBSTITUTE SHEET (RULE 26)



PCT/US2013/028456

€ Old

(SN JBUI0 U IUBSSId JON)

355

WO 2013/130905

sigaday spudadens;
x.m,,wx
XH XH H N agod
supwo  (dX90Hd ueoqy
sUlBWIo(] (oug Bupuig uz)  Buipuig  syg ebeaesy  Bupuig opiided
uixadowsy HYYXOXXHOXIHY usbejjon  spudedoig  uesAfopndsd  jeubig
/!51.11}//\\\11!(1.!\\

{(aseusjoidoyeiep wepusdsr u7)
0L ssepded

SUBSTITUTE SHEET (RULE 26)



PCT/US2013/028456

WO 2013/130905

4155

DTLASSDLLADODIVIdAAS dd LAY
STLASSDLLADODAYIdAASdd LITY

JUBJSUCY 4796

mZMZH@wwygwbquMMmmwmmQMBMﬁ>wwm@ﬂmmm

SNANIEOS IMTADTMATONDII0UM

AD

-t

NYIddL5ddd ISALIVYAYY
NYIdddL5ddd ISALIVYAYY
N AL 5dd AL SALAYYdYY

JUBISUOT BOGRY

SA
ASTISATEA

Vo

QAASE AL TSR T TN SO9ENMD 0 AMYANLISAND S v
QAASLNYASSSAT T IR SOO LMD AMYALINNATDS VY
QAASLNEASHSA T TTHd SO0 LMD AMYALINIATDS

Al

sujeyd 1y pue Axesy ZLW Pue ‘vl ‘15008Y usemieg uosuedwio)

VAo

¥ "Old

£R0

S IAEASIOAS TSRS DIRAT
NLISASAOAS ISHAYHEOINAT
NLISASAOAS ITHAYHSDINAT

pmuwMHmwmawﬂdmZEMAmbamMmeMmMmquﬁqm
AV OA NN LAQLOTS NI TAADSHS QIS ISTHS WY

IOLTSTSOSdYATOADSANTOADS TADSAAYATOTATATAYA
IDLISTSOSdYATOADS AN TOADS TADS dAYATOTATATAVH

MIETIIO094LAASNACCD I AN TAIEDARNS I LA LD895D L34
MIHATYLOODALAA LT AHOODAAAYTAHAYOASS T LALACLOSDEDLAY

TSOCNMIAIASHIAADYMATY T9008Y
TSOSNMIAIASHAARADYNATD PR
1¥008Y
4]
1H008Y
174
apiidad jeubis
suIRY"y Apay
ZIH
19008y
..... 1471
SAADS T T THAAIACE — =~ AN
SAADSTIMTAAIAIACIOSHW TH008Y
OADSTIMTIAIAIADIOS N PR
apiyded jeubis
suieyg o

SUBSTITUTE SHEET (RULE 26)



WO 2013/130905

£

5/55

PCT/US2013/028456

Architecture in DSS Colit
MMP-2

issue

d Destructionof T
Col iV

ion an

th Inflammat
MPO

ion wi

MMP-9

Association of MMPY Induct

SUBSTITUTE SHEET (RULE 26)




PCT/US2013/028456

WO 2013/130905

6/55

9 "old

(

S50} 9joiusA {850+ 8p0

SIH0D $SQ Ul sjeD feiBuylidl Sluojo) ul uoINPY| 6NN

YA

SUBSTITUTE SHEET (RULE 26)



WO 2013/130905 PCT/US2013/028456

7155

Reduction of Endoscopic Disease in DSS Colitis by Anti-MMP9
Antibody (AB0046) Administration
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Reduction of Histological Disease in DSS Colitis by
Anti-MMPS Antibody (AB0046) Administration
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Protection Against Body Weight Loss and the Incidence of Diarrhea
in DSS Colitis by Anti-MMP9 Antibody (AB0046)
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Reduction in Systemic Markers of Inflammation in
DSS Colitis by Treatment with Anti-MMPS Antibody ABG046
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Additional Serum Marker Data for Murine DSS Colitis Treatment Study
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Additional Serum Marker Data for Murine DSE Colitis Treatment Study
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Additional Serum Marker Data for Murine DSS Colitis Treatment Study
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Reduction of Endoscopic Disease by Anti-MMP9
Antibody (ABG04T) Treatment in DSS Colitis Model
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Reduction in Histological Disease by Anti-MMP3 Antibody
{AB0047) Treatment in DSS Colitis Model
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{AB(046) Prophylactic Treatment in D38 Colitis Model
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Decrease in Primary Tumor Growth in Established Colorectal
Cancer Tumorigenesis Model with Anti-MMPS Antibody Treatment

1600%
Mean : SEM
L
= —{— Vehicle
K] 1200% |---a~~ Control igG
. ~~<-= Anti-MMPS
§ AAAAA
- 800%-
‘@
=
£ 400% )
2 | e o
0%
0 7 14 21 28
Day of Treatment
4
“* 0=0.0016 ** n=0.0027
s N i
B 4] o
=
R o
&3
= o A
2
= “To - = LA
o fo1RY) R
i% 1= o © . AK&“AA
O e & a
& .
0 2 PR
Control o-MMPS Vehicle
lgG
FiG. 16

SUBSTITUTE SHEET (RULE 26)



WO 2013/130905 PCT/US2013/028456

23/55

Efficacy of Murine Surrogate Anti-MMP39 (AB0046) and Anti-human MMPS
{AB0041) Antibodies in Mouse and Rat CIA Models of Rheumatoid Arthritis
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Efficacy of Murine Surrogate Anti-MMP39 (AB0046) and Anti-human MMPS
{AB0041) Antibodies in Mouse and Rat CIA Models of Rheumatoid Arthritis
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End-of-Study Serum Levels of inflammatory
Cytokines in ClA Model of Rheumatoid Arthritis in the Rat
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End-of-Study Serum Levels of inflammatory
Cytokines in ClA Model of Rheumatoid Arthritis in the Mouse
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Additional Serum Marker Data for Rat CIA Treatment Study (AB0041)
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Anti-MMPS (AB0041) Administration in an LPS Seplicemia Rat Model
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MSS Scores for AB0041-Trealed,
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Tumor Growth and Metastases in Mouse
Colorectal Cancer Mode! After Anti-MMP9 Treatment

Change in Tumor Volume
mean +- SEM

~o~ Vehicle

104 | -~ Control IgG
2 Ant-MMPS (m+h)
84| -~ Anti-MMPS (h)

Fold-Change in Tumor Volume
33

4_
2_ AAAAAAAAAAAAAAAAAA
@ i ] 1 i
14 21 28 35
Days after Tumor Implantation
FIG. 23A

Final Tumor Weight

mean +/- SEM
3 a — a

- *n=0.01 *p=0.04
§ Poo g I a
B *n=0.008 *p=0.02
& 2
=
S
&=
= 141 o5rs
B | o
bi 0 o

@

2

oo

£

FIG. 23B
SUBSTITUTE SHEET (RULE 26)



WO 2013/130905 PCT/US2013/028456

43/55

Tumor Growth and Metastases in Mouse
Colorectal Cancer Mode! After Anti-MMP9 Treatment
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Tumor Growth and Metastases in Mouse
Colorectal Cancer Model After Anti-MMPY Treatment
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Levels of Serum Proteins Following Control and Anti-MMP-9 Treatment
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Levels of Serum Proteins Following Control and Anti-MMP-9 Treatment
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Anti-MMPS Antibody in Rat ClA Model of Rheumatoid Arthritis
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THF-Alpha and CD68 Scores Following Anti-MMPS
Treatment in Rat ClA Model of Rheumatoid Arthritis
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Serum Markers Following Anti-MMP3
Treatment in Rat CIA Model of Rheumatoid Arthritis

TMP-1

- X1
REVL T
-V PO0EY
- S[HYBA

WS- UON

e 3
%R XL
mm&mmﬁ 5 © jeiqug
¥ «f8fQo  Fivooay
- ajoIeA
- LL-UON
L o
o3

30

FIG. 281

- KL
-{84quUg

e
=g
<
&
&
<L

- B{UBA

RTTRTLY

SUBSTITUTE SHEET (RULE 26)



WO 2013/130905 PCT/US2013/028456

51/535

Serum Markers Following Anti-MMP3
Treatment in Rat CIA Model of Rheumatoid Arthritis
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Serum Markers Following Anti-MMP3
Treatment in Rat CIA Model of Rheumatoid Arthritis
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Anti-MMPS Antibody in Mouse ClA Model of Rheumatoid Arthritis
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IHC Analysis of MMP3-Positivity in Tumor Epithelia
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CISH Analysis of MMP3-Positivity in Tumor Epithelia
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