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AAR_LY lgG7avieaT 1D 42 4850 Q68402 - 730 1.334 838 BRT
038 e 10 40,3380 11.835944 §.996 1.334 2558 BT
PBS 11 46,8518 10.25878 135 1.27% - 807 661
=80 mAB 13 36.7580 1017814 2.510 1.334 782 687
EH) 41 41,7312 10.781584 448 24 750 369
IS_AAR  lgG7avaqaT 1D 31,1480 B.B7645 -.854 %.334 -.808 BRY
038 e 10 31.4000 7.534786 2.768 1.334 -.868 BT
PBS 11 35,5845 9.74227 -738 1.27% -318 661
R8I mAB 13 17.8940 7.32916 -1.183 1.334 454 687
a5t 41 29,1666 10.56588 -.835 724 =240 Reizitd
18 1V lG7rvar7 10 12.8620 3.5064% 877 1.334 -.388 Ba7
p3BmEH 10 12.0100 2.36137 1.893 $.334 1.285 687
PBS 11 17.3160 7.41934 -1.614 1.278 -1 .G61
REE mAB 1 6.1020 1.67206 B17 1.334 23 .BRT
EH) 41 12,1088 E.EMB72 388 728 83 3ED
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Ky Z7x0 -
= . e Han_ 95% EEEM
EREXK H® - FHE () R iR
AAR LY fg(;: S n38 mEH 212700 4704586 1.000 -10.8751 15.2331
FAVEA
PBS -4.38882 458347 1.000 -17.1918 8.4178
=581 MAB 570700 470158 1.000 -7.3951 18.8131
K;::J WG rrvarz 212700 470156 1.000 -15.2331 10.97¢1
PBS -8.51382 450347 287 -18.3186 5.2809
51 MAB 3.58000 4. 70156 1.000 -2.52681 16.6881
PE3 lgG 7rvaq7 4.38882 459347 1.000 -B.4179 17.1918
pi8 m=En 68.51382 4.58347 967 -5.2908 19.3186
RED MAB 10.09382 4.559347 206 -2.7108 22.8986
B MAE  lgG Frvaeqy 5707030 4, 70158 1.000 -18.8131 7,389
p38 mEH -3.53600 4.70158 1.060 -16.5861 9.5261
PE3 -16.08382 459347 206 -22.8956 27109
1S_AAR oy igf; . P38 mEw -.25450 378664 1.000 -10.8088 10.3018
FPBS -4.43855 3.69957 1.000 -14.7515 5.8744
=810 mAEB 132520007 3.75664 007 25564 238076
BgiZJ lgG 7y e 25400 3.788864 1.000 -10.3018 10.8088
PBS -4.18455 3.69857 1.000 -14.4875 G.1284
REH MAB 13.50800{"; 3.78664 Ruje] 2.9504 24,0816
PBS lgG 7rvec7 443855 3.868957 1.000 -5.8744 14,7515
o3f mER 418455 3.69957 1.000 -§.1284 14.4975
x50 MAB 17.68055(% 3.69957 400 73776 280035
zurMAB  IgG 7 v a7 13252000 378664 067 -23.8078 -2.8864
038 mEw -13.50606(%) 378664 D06 -24.0616 -2.9504
PES -17.88055("} 3.868957 .000 -28.0035 -7.3776
I5_LV ng S 038 mEw 85200 1.88523 1.060 -4. 7388 6.4139
FAVEA
PES -4.44800 1.84935 470 -9.8820 8360
=80 mAB 8.76000(%) 1.89523 210 1.1981 12.3218
Kf::“ lgG7rvar7 - 85200 1.99523 1.000 -8.413¢ 47009
PES -5.30000 1.94935 058 -10.7340 4340
xEE MAB 5.90800(") 1.98523 03z 3461 11.4688
PBS G 71y a1 4.44800 1.94835 170 -.9880 8.8820
P38 EEH 5.30000 1.94835 059 -.134G 10.7340
zunmAB 11.20800() 1.94935 200 57740 16,6420
zgnmAE  IgGrrvaqu  -B8.76000{") 1.99523 410 -12.321% -1.1¢81
p38 mEER -5 80800 1.99523 032 -11.4688 -.3481
PES -11.20800("} 1.94935 000 -18.8428 -E7740
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(URTICEER TLEWIS/LVT —4% & K UTLR2K0 , mi&KO, figszK07T —4%
£RIICECEELLE)

pm N iy iy Kurtosis | Kurtosis Skewness Skewness
AAR/LV &£ HpgEiEk | 10 40,7550 3,72254 2,342 1,334 -1,361 ,687 10
p38 EHE A 10 40,8740 3,75393 6,945 1,334 2,526 ,687
IgG71vs147 10 44,0190 2,99674 -,421 1,334 ,954 ,687
OPN-301 10 | 38,0840 | 3.18762 2,583 1,334 856 687
TLR2 KO 10 41,4090 5,72911 - 113 1,334 1,020 ,687
mik KO 11 40,6355 1,46900 -,349 1,279 -,035 ,661
B#H& KO 9 41,6533 2,63617 3,751 1,400 1,196 17
IS/AAR £ HMBEIEK 10 34,5010 3,25153 -1,895 1,334 -,201 ,687
p38 [T 10 31,7250 2,39083 2,860 1,334 -,922 ,687
IgG71v4547| 10 31,4300 2,72385 -,762 1,334 -921 ,687
OPN-301 10 | 18,0490 | 2.16521 -.800 1,334 420 687
TLR2 KO 10 23,0090 2,92849 -,755 1,334 ,647 ,687 20
& KO 1 22,9055 2,74268 -,628 1,279 ,278 ,661
& KO 9 33,9011 3,23683 -1,309 1,400 411 17
IS/LV EHGBIEK 10 14,0620 2,00624 -1,153 1,334 ,659 ,687
p38 ) 10 12,3220 ,76883 ,882 1,334 ,999 ,687
IgG 714 v547| 10 13,5420 1,16046 ,889 1,334 -,485 ,687
OPN-301 10 6,8170 ,95525 ,382 1,334 -418 ,687
TLR2 KO 10 8,7470 ,99411 -1,124 1,334 ,000 ,687
& KO 1 9,0845 ,93461 -,907 1,279 -110 ,661
BEKO 9 13,7856 1,12967 -,869 1,400 ,242 17
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O
x5 YRAVEESFUVEEAROSELR
Fry bt (FRQ2-sided)) 95% = HER M
3] ]
M Oy g FyE ) | FERE HEH R TR
AAR TV PREFEA LEHRIEK 11900 501741 1,000 13,1178 133558
IeG7 v a7 £BMAEK 326400 501741 969 99728 16,5008
OPN-301  £BmEHEA 2267100 501741 988 159078 10,5658
TIRZKO &£BMBHEK 65400 501741 1,000 12,5828 13,8908
m#EKO £@BmeiEk -11955 490205 1,000 -13,0520 12,8129
E#EKO HEMBEK 29833 5,15490 1,000 -12,7012 144978
IS AAR PREFH EENBEK 277600 394779 956 -13,1910 7,6390
IoG7 v a1 7 BB RIEK 307100 394779 931 -134860 73440
OPN-301  £EMBIEK -15,55200(%) 304779 001 259670 51370
TIR2ZKO £BHEIEK 1149200(%) 394779 025 21,9070 10770
mi# KO ERHRIEK -11,59555(%) 385703 019 217710 14200
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[gG7rvsr7 EREBEK -52000 1,63426 99 48315 3,7915
OPN-301  £EMBIRK 724500(%) 1,63426 000 115565 29335
TIRZKO #BEMEIEK -531500(%) 1,63426 010 96265 -1,0035
W& KO HEMEEK A97745(%) 1,59669 014 29,1898 7651
E#EKO £BHREK 27644 1,67904 1,000 -4,7061 41532
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(50)

JP 2010-535707 A 2010.11.25

ugobdn
®7 —MEHE:

maEmE

nE N | s BEREE 1y
EDV SHEEIRK 8 68,405 |9,6401 3,4083
mADb 8 70,049 |8,7510 3,0940
ESV EHMRIEK 8 139,714 19,9343 3,5123
mADb 8 38,020 |7,0095 2,4782

SV EHMREK 8 128,690 |1,9269 ,6813
mAb 8 132,028 |5,7211 2,0227
EF FHEMREK 8 (42,618 |6,0618 2,1432
mADb 8 45,828 |6,8354 2,4167
LVES SHERIRK 8 73,909 |9,2857 3,2830
mADb 8 169,253 |6,1860 2,1871
EDV28  “BEmEiEk 8 76,801 |9,9619 3,5221
mADb 8 |68,158 |7,0632 2,4972
ESV28  &@EmMBIEK 8 |46,360 |8,7689 3,1003
mADb 8 33,720 |7,1595 2,5312
Sva8 SHERIRAK 8 130,440 |4,6195 1,6332
mAb 8 34,440 |1,2395 ,4382
EF28 £HHBEK 8 39,893 |6,1642 2,1794
mADb 8 51,035 |5,9714 21112
LV &8 28 4£®mRiEk 8 79,123 |9,9238 3,5086
mADb 8 |75975 |6,4139 2,2676
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(51) JP 2010-535707 A 2010.11.25

ooono

&8 (MIFHBHER)

gg&gﬁg T &M t %% (t-test for Equality of Means)
BEf | T2 | EERE | 2R0o5%EEEN
F wElE | o o
TR g TR R TR B TR R TR 10
EDV28
gELE |2120 | 167 2002 |14 065 | 86438 (43175 |-6165 | 9
fR5E L TLMVRLY 18.000
ot 2,002 |12,618 |.067 |8,6438 43175 |-7125 | ®
ESV28
wELr: | 1920 | 187 |3158 |14 007 | 12640 14 0024 | 4,0558 | 21224
ot 0 2
BrLTLBL 3158 [ 13461 | 007 | 120 40004 [a,0084 |212%0
sv28 )
ExL: 5682 (032 |-2365 |14 033 | 7 0000 | 16910 |-7,6268 | -3732 20
fRE LT _
Lyt 2,365 |8,003 |,046 1,6910 |-7,8992 |-,1008
4,0000
BF28  mevr - -
BXLE o037 | 851 | -3672 |14 003 | 11,142 [3,0343 [17,650 |-4,6346
5 4
L TUEL - -
L 3672 [13,986 |,003 | 11,142 [3,0343 [17,651 |-4,6340
5 0
LVE= 12,107
28 wELre  |1597 | 227 | 753 |14 464 | 31475 | 41776 |-58126 | 12
SoaE 6
ﬂiﬁ\b'(b\t;b‘ 12’251 30
FARE 753 11,979 | ,466 |3,1475 |4,1776 |-5,9565 5

oooooao

gooobooooobooobboo
gooobooooooboboooooboobooooobboooobbooooobooooobooogoano
ugogobobobodoogoobooouooobooooobboooouobbooooboobooooboogdo
ooooOboOoo0oooooooobobbooooooooobbooboooooobboooodd
goooboooooboboooooboooobobooobboooobobooooboboogao 40
gogobooogooan
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(52) JP 2010-535707 A 2010.11.25

oodono
%9
- . EYIZTDONTD = =
N Ty | BREE | Eemz =R BMR | BAR
TR | tR L R TR R TR R
AAR
v EBMBEK] 10 40,7550 11,77170 3,72254 32,3340 49,1760 13,93 54,21
TLR2
Ko 10 41,4090 18,11703 5,72911 28,4489 54,3691 21,76 75,09
Jii¥:3
Ko 7 40,2071 5,82204 2,20052 34,8227 45,5916 32,75 49,18
:zﬁ 6 43,6033 7,95412 3,24726 35,2560 51,9507 37,05 59,39
&5t 33 41,3548 12,20156 2,12402 37,0284 45,6813 13,93 75,09
IS A
AF; s@aEx | 10 34,5010 10,28226 3,25153 27,1455 41,8565 20,99 48,26
TLR2
Ko 10 23,0090 9,26069 2,92849 16,3843 29,6337 11,62 38,98
J;g 7 23,6871 9,01528 3,40746 15,3494 32,0249 11,00 39,50
:?j 6 28,2333 5,20739 2,16265 22,6741 33,7926 21,48 36,62
& 33 27,5852 9,91828 1,72655 24,0683 31,1020 11,00 48,26
Ooo0o00o0oaoao
Ooo0ooOoao

F10 (ZFHK)

Sy (@l (2-sided))

R -
% 5 ) FHE mEamz | mER
() & = (I-J) 95% {EHER
R ER R ER TR
AAR LV TLR2 KO ZE&EK | ,65400 570596 | 999 | -13.5676 | 14.8756
m KO £@massk|-54786 | 628767 | 1,000 |-162193 | 15,1236
S£HPEE
ﬁﬁf BK| 84833 | 658868 | 953 | -135734 | 19,2700
IS AAR  TLR2KO #mssstaxk | -
11,49200(* | 4,02692 |,022 | -215287 | -1,4553
)
% KO #musatik|-1081386 |443745 | 056 | -218738 | 2461
s ST REA
- 626767 | 4.64988 | 419 |-17.8571 |53218

*
FigERK  OSLRILTHETH D,
Hry bt REFHEE LTIHERL. ThISHLTR2TOMOBRELET 5.
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11— BB LCp 38AEH(SB239063)D
BE#OLEONE, | S=A+ZLKROLSICRZ 55EE,
AAR=1S+HDOMEHE, LV=AAR+FEDMHEE,

oooao

H2—-PBSOBREZDOLEONE., | S=A+F0LF0
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INTERNATIONAL SEARCH REPORT

International application No

PCT/EP2008/060249
A. CLASSIFICATION OF SUBJECT MATTER
INV. AB1K38/17 A61K31/00 A61K39/395 C12N15/11- €1201/00
A61P39/00 A61P41/00 A61P9/10

According to Intemational Patert Classification {IPG) or 1o both national classification and IPG

B. FIELDS SEARCHED
Minimum decumentation searched (classlfication system followed by classification symbols)

A6lK A61P C12N Cl2Q

Docurnentation searched other than minimum dacumentation e the axtant that such documents ars included in the flelds searchad

Electronic data base consulted during the intemational search (name of data base and, where practical, search terms used}

EPO-Internal, WPI Data, EMBASE, BIOSIS

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category” | Citation of document, with indication, where apprepriate, of the refevant passages Relevant to claim No,
E WO 2009/004094 A (OPSONA THERAPEUTICS LTD 1-17,
[IE]; HEFFERNAN MARK [IE]; O’NEILL LUKE 19-30,
[IE];) 8 January 2009 (2009-01-08) 34-50,
53-59,
65-81,
85-95,99

see claims 1-37, page 20 last paragraph,
examples 2-3

X WO 2005/039504 A (EISAI CO LTD [JP]; CHOW 99
JESSE [US]; GUSOVSKY FABIAN [US]; HAWKINS
LYNN) 6 May 2005 (2005-05-06}

¥ see claims 37-39 1-17,
19-30,
34-50,
53-59,
65-81,
85-95

-/—

E See patent family annex.

m Further documentts are iisted in the continuation of Box C.

* Special categories of cited documents : ) . )
“T" latar documant published after the imtemational filing date

“A" document defining the genaral state of the art which Is not
considarad 1o be of particular relevance

"E" earlier document but published on or after the international
filing dete

“L" document which may throw doubts on priority claim(s) or
which is cited to establish the publication date of another
cltation or other speclal reason (as specifiad)

"O" dacument referring to an oral disclosure, usa, exhibition ar
other means

"P* documant published prior to the intematicnal flling date bus
later than the pricrity date claimed

or priority dale and not in conflict with the application but
cited to understand the pringiple or theory undartying the
invention

"X* document of particular relevance; the claimed invention
cannat be censidered novel or cannot be consldered ta
invalve an inventive step when the document is takan along

*¥" document of particular relevance; the claimed inventien
cannot be ¢considered o involve an Invantive stap whan the
document is combined with ona or more ather such decu~
manis, such combination being obvious to a person skilled
inthe an.

"&" docurnent mamber ol the same patent family

Date of the actual compietion of the intemational search

10 August 2009

Date of mailing of the intemational search repan

14/12/2009

Name and malling address of the ISA/

European Patent Office, P.B. 5818 Palantlaan 2
NL - 2280 HV Rijswijk

Tel. {+31-70) 340-2040,

Fax: (+31-70) 340-3016

Authorized officer

Merckling—Ruiz, V

Form PCTASA/210 {second shaet) {April 2005)
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Category* | Citation of document, with Indication, where appropriata, of the relavant passages Relevant to claim No.

X WO 2005/028509 A (UNIV MUENCHEN TECH [DE]: 99
KIRSCHNING CARSTEN JUERGEN [DE]; MENG
GUANGXU) 31 March 2005 (2005-03-31)

Y see claims 1-23 1-17,

19-30,
34-50,
53-59,
65-81,
85-95,99

Y LEEMANS JAKLIEN C ET AL: 1-17,
"Renal-associated TLR2 mediates 19-30,
ischemia/reperfusion injury in the kidney" 34-50,
JOURNAL OF CLINICAL INVESTIGATION, 53-59,
AMERICAN SOCIETY FOR CLINICAL 65-81,
INVESTIGATION, US, 85-95,99
vol. 115, no. 10,

1 October 2005 (2005-10-01), pages
2894-2903, XP002502398

ISSN: 0021-9738

seg ahstract and page 2900 left col.

Y SAKATA Y. ET AL.: "Toll-like receptor 2 1-17,
modulates left ventricular function 19-30,
following ischemia-reperfusion injury." 34-50,
AM. J. PHYSIOL. HEART CIRC. PHYSIOL., £3-59,
vol. 292, 15 September 2006 (2006-09-15), 65-81,
pages H503-H509, XP002540619 ’ 85-95,99
see abstract

A MENG G ET AL: "Antagonistic antibody 1-17,
prevents toll-1ike receptor 2-driven 19-20,
lTethal shock-1ike syndromes” 34-50,
JOURNAL OF CLINICAL INVESTIGATION, 53-59,
AMERICAN SOCIETY FOR CLINICAL 65-81,
INVESTIGATION, US, 85-95,99
vol. 113, no. 10, 1 May 2004 (2004-0%-01),
pages 1473-1481, XP002317655
ISSN: 0021-9738
abstract

Form PCT/ASA/210 (continualion of second shest) (April 2005)
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Box No.l  Observations where certain claims were found unsearchable (Continuation of item 2 of first aheet)

This intemational search report has not been established in respact of certain claims under Articla 17{2)(a) for the foliowing reasons:

1. |:| Claims Nos.:

because they relate to subject matter not required to be searched by this Authority, namely:

2. [:I Claims Nos.:
because they relate to parts of the international application that do nol comply with the prescribed requirements to such
an extent that no meaningful intemational search can be carried out, specifically:

3. I:I Claims ﬁos.:

because they are dependent claims and are not drafted in accordance with the second and third sentances of Rule 6.4(a).

Box No. Il Observations where unity of invention is lacking {Continuation of item 3 of first sheet)

This Intemational Searching Authority found multiple inventions in this international application, as follows:

see additional sheet

-

. [:l As all required additional search fees were timely paid by the applicant, this international search repont covers all searchable
claims.

2, I:l As alt searchable claims could be searched without effort justifying an additional feas, this Authority did not invite payment of
additional fees.

3 D As only some of the required additional search feas wera timely paid by the applicant, this international search report covers
only those claims for which fees were paid, specifically claims Nos.:

4. m No required additional search fees wera timely paid by the applicant. Consequently, this International search raport is
restricted to the invention first mentioned In the claims; it is coverad by claims Nos.:

see annex

Remark on Protost The addifional search fees were accompanied by the applicant’s protest and, where applicable, the
payment of a protest fee.

The additional search feas werg accompanied by the applicant’s protest but the applicable protest
fae was not paid within the time limit specified in the invitation.

L__J No protest accompanied the payment of additional search fees.

Form PCTASA/210 (continuation of first sheet (2)) (April 2005)
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FURTHER INFORMATION CONTINUED FROM PCTASA/ 2]10

This International Searching Authority found multiple {(groups of)
inventions in this international application, as follows:

1. claims:
1-8(part)},9-13,14-17(part)},19-21(part),
22-30,36-50(part),53-59(part
},65-66,67-73(part },74-77,78-81,
85-87(part),88-94,95(part},99(part}

Use of a TLR-Z antagonist for treating/preventing
ischemia-reperfusion injury, wherein the antagonist is an
antibody ; method of screening for such antagonists

2. claims:
1-8(part)},14-17(part),19-21{part),31-33,
36-50(part),51,53-59(part),
60-62,67-73(part),78-81(part),83-84,
85-?7(part),95(part),97—98,99(p
art

Use of a TLR-Z antagonist for treating/preventing
ischemia-reperfusion injury, wherein the antagonist is a
protein or peptide ; method of screening for such
antagonists

3. claims:
1-8(part),14-17(part),18,19-21{part),
34-35,36-50{part),52,53-59( par
1),63-64,67-73(part),78-81(part},82,
85-87(part),96,99(part)

Use of a TLR-2 antagonist for treating/preventing
ischemia-reperfusion injury, wherein the antagonist is a
nucleic acid ; method of screening for such antagonists

4. claims: 1-8,14-17,19-21,36-50,53-59,67-73,78-81,85-87,95,99 (all
partially)

Use of a TLR-2 antagonist for treating/preventing
ischemia-reperfusion injury, wherein the antagonist is a
carbohydrate ; method of screening for such antagonists

5. ¢laims: 1-8,14-17,19-21,36-50,53-569,67-73,78-81,86-87,95,99 (all
partially)

Use of a TLR-2 antagonist for treating/preventing
ischemia-reperfusion injury, wherein the antagenist is a
lipid ; method of screening for such antagonists

6. claims: 1-8,14-17,19-21,36-50,53-59,67-73,78-81,85-87,95,99 (all
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partially)

Use of a TLR-2 antagonist for treating/preventing
ischemia-reperfusion injury, wherein the antagonist is a

small molecule compound ; method of screening for such
antagonists
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