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R7: A—B49ONAATvEA4IZEFTDIMIL—13 mADbIZELS
I L—130O&

¥ 1Cso (M) F15 1Cso (M) ¥ ICs (nM)
Zf;ﬁ%& [ E ~ IL-13 E ~ IL-13 h=5441L IL-13
e £

4A8 IgG 12 ND 2.70E-10 ND

6C8 IgG1x 7.20E-10 3.40E-10 1.61E-10 10

5F1 IgG1x 9.70E-11 9.00E-11__ 1.88E-09

1B6 IgGix 8.40E-10 2.40E-10 5.21E-10

_5G1 IgG1x 7.60E-11 4.80E-11 - 6.12E-10

29G5 IgG2ak 2.90E-10 2.00E-10 4.39E-09

33C3 IgG1x 1.50E-10 1.00E-10 8.47E-10

25C8 IgG1xk 2.30E-10 2.60E-10 1.88E-10

13C5 IgG1k 1.90E-10 1.70E-10 5.00E-09

3E5 lgG2axk 1.30E-10 3.00E-10 1.61E-10

3H7 lgG2ax NA 5.80E-10 7.97E-10

5D3 IgG1x 7.05E-10 2.90E-10 2.91E-10

8B6 IgG1x ND 4.80E-10 3.95E-10 20

21D9 lgG2bxk 6.82E-11 1.36E-10 3.40E-10

14B2 lgG1x ND 4.36E-10 NA

9C11 IgG1x 1.06E-10 1.70E-10 6.40E-10

22D10 IgGix 2.84E-10 5.40E-10 6.11E-09
00000
0000000000000 00000000000000000000000000
000000000000000000000000000000000000000
0000000000000 00000000000000000000000000
000000000
00000 30
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%£8: EMFBARRUZTHEIL—13IIHTEMIL—13 mAbO&HEMME
i b FEER IL-13 b % IL-13
Koo (1/Mes) | - K (1/5) Kp (M) Kon (1/Mes) Kogr (1/s) Kp (M)
4A8 8.90E-11 1.57E-10
6C8 1.45E+06 [ 7.02E-04 | 4.84E-10 | 9.78E+05 | 3.94E-04 | 4.03E-10
5F1 7.74E+05 | 2.24E-05 | 2.89E-11 | 5.02E+05 | 1.57E-05 | 3.14E-11
1B6 9.51E+05 | 5.18E-04 | 5.45E-10 | 1.06E+05 | 2.22E-04 | 2.10E-10
5G1 6.26E+05 | 5.49E-06 | 8.77E-12 [ 1.57E+05 | 2.05E-05 | 1.30E-10
29G5 8.59E+05 | 1.75E-04 | 2.04E-10 | 3.16E+05 | 1.04E-04 | 3.29E-10
33C3 2.33E+06 | 1.49E-04 | 6.39E-11 | 7.70E+05 | 9.59E-05 | 1.24E-10
25C8 3.45E+05 | 2.60E-05 | 7.54E-11 | 1.34E+05 | 8.45E-06 | 6.31E-11
13C5 1.25E+06 | 9.31E-05 | 7.45E-11 | 5.74E+05 | 4.35E-05 | 7.59E-11
3E5 1.44E+06 | 6.58E-04 | 4.57E-10 | 1.85E+06 | 4.68E-04 | 2.53E-10
3H7 NB 2.54E+05 | 5.58E-05 | 2.20E-10
5D3 1.63E+06 | 4.83E-04 | 2.96E-10 | 1.51E+06 | 5.84E-04 | 3.87E-10
8B6 1.16E+06 | 6.07E-04 | 5.23E-10 | 9.83E+05 | 9.60E-04 | 9.76E-10
21D9 8.52E+05 | 6.58E-05 | 7.72E-11 | 8.31E+05 | 6.18E-05 | 7.44E-11
14B2 6.69E+05 | 1.84E-04 | 2.75E-10 | 8.08E+05 | 2.79E-04 | 3.46E-10
9C11 5.79E+05 | 6.50E-05 | 1.12E-10 | 6.37E+05 | 5.86E-05 | 9.21E-11
22D10 1.82E+05 | 6.50E-05 | 3.56E-10 | 2.45E+05 | 1.55E-04 | 6.32E-10
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DIOMTQTPSSLSASVGDRVTISCRASQDIR
NYLNWYQRKPGKVVKLLIFYTSKLHSGVPS
RFSGSGSGTDYTLTISSLQPEDVATYFCQQ
GNTLPLTFGGGTKVEIKR

80

13C5.5

EVTLRESGPGLVKPTQTLTLTCTLYGFSLS
TSDMGVDWIRQPPGKGLEWLAHIWWDDVKR
YNPALRSRLTISKDTSKNQVVLKLTSVDPV
DTATYYCARTVSSGYIYYAMDYWGQGTLVT
VSS.

8l

13C5.5

DIQMTQSPSSLSASVGDRVTISCRASQDIR
NYLNWYQQKPGKAPKLLIFYTSKLHSGVPS
RFSGSGSGTDYTLTISSLQPEDIATYYCQQ
GNTLPLTFGGGTKVEIK

82

SCli.1

EVOLVOSGAEVKKPGASVKVSCKASGYTFT
SSWIHWVRQAPGQGLEWIGMIHPSDSETRL

NQKFKDRATMTVDKSTSTAYMELSSLRSED

TAVYYCASTATDFDYWGQGTTVTVSS

83

9Cl1.1

DVVLTQTPLSLPVTPGEPASISCRSTQTLL
NSDGFTYLDWYLQKPGQSPQLLIYLVSNRF
SGVPDRFSGSGSGTDFTLKISRVEAEDVGV
YYCFQNNYLPLTFGAGTKLEIKR

84

9Cl1l1.2

EVQLVQSGAEVKKPGASVKVSCKASGYTFT
SSWIHWVNQAPGQGLEWIGMIHPSDSETRL
NORFKDKATLTVDKSTSTAYMELSSLRSED
TAVYYCASTATDFDYWGQGTTVTVSS

85

9C11.2

DVVLTQTPLSLPVTPGEPASISCRSTQTLL
NSDGFTYLDWYLQKPGQSPQLLIYLVSNRF
SGVPDRFSGSGSGTDFTLKISRVEAEDVGV
YYCFOQNNYLPLTFGAGTKLEIKR

90

5Gl.5

QVQLVQSGAEVKKPGASVKVSCKASGYTFT
RQAPGQGLEWIGEIYPGNYNTYY
NEKF KATLTADKSTSTAYMELSSLRSED
TAVYMCSRWRTSYFSDYGYFDYWGQGTLVT

VS8

91

5G1.5

DIVMTQSPLSLPVTPGOPASISCRSSQSLV

HSHGNTYLHWYLQKPGQSPKLLIYTVSNRF'

SGVPDRFSGSGSGTDFTLKISRVEAEDVGV
YYCSQSTHVPYTFGGGTKVEIK

80

13C5.5L2E

EVTLRESGPGLVKPTQTLTLTCTLYGFSLS
TSDMGVDWIRQPPGKGLEWLAHIWWIDVKR
YNPALKSRLTISKDTSKNQVVLKLTSVDPV
DTATYYCARTVSSGYIYYAMDYWGQGTLVT
VSS

92

13C5.5L2E

DIQ
MTQSPSSLSASVGDRVTISCRASQDIRNYL
NWYQQKPGKAPKLLIFYTSMRPRGVPSRFS
GSGSGTDYTLTISSLQPEDIATYYCQQGNT
LPLTFGGGTKVEIK

80

13C5.5L3F

EVILRESGPGLVKPTQTLTLTCTLYGFSLS

'TSDMGVDWIRQPPGKGLEWLAHIWWDDVKR

YNPALKSRLTISKDTSKNQVVLKLTSVDPV

'DTATYYCARTVSSGYIYYAMDYWGQGTLVT

VSS.

93

13C5.5L3F

DIQMTQSPSSLSASVGDRVTISCRASQDIR
NYLNWYQQKPGKAPKLLIFYTSKLHSGVPS
RFSGSGSGTDYTLTISSLQPEDIATYYCQQ
GLTPPLTFGGGTKVEIK
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£11: EMEHRIL—13 mAbODPHMIARURIMN
| mAb 25 (1C,,) M hIL-13wt (=39 2 3501
hiL—13wt hIL-13v K, (I/Ms) | Ky (1/8) K, (W)
5GI-Chim 7. 69E-11 6. 92E-11 9. 16E+05 | 3.82E-05 4 17E-11
5GT. | 2. 90E-11 7. 41E-11 7. 86E+05 2 14E-05 2. 72E-11
5GT. 2 2 95E-11 5. 53E-11 8. 35E+05 8. 81E-05 1. 05E-10
5GT. 5 1.14E-10 | 6. 55E-11 8. 69E+05 1. 91E-05 2 20E-11
13C5-Chim 1.07E-10 | 3.70E-11 1. J0E+06 9. 65E-05 5. 68E-11
13C5. 1 8 68E-10 | 3.69E-10 6. 68E+05 | 4. 74E-04 | 7. 10E-10
13C5. 2 1.93E-10 1. 30E-10 1. 26E+06 1.23E-04 | 9. JOE-11
1305. 5 1. 24E-10 6. 90E-11 2. 51E+06 1. 76E-04 7.01E-11
Oogo0oo0ogad
o000 0Oooo0Qo0Q0o0oooQooooUouUoooooD oo obooop oo oooooao
goo0oo00o00o0oooo0oooooooooooooD oo oboooooooooooao
ofdo0oo0oooooo0ogooouooogo0goouooygg ooy pDoDoooyg oo ooggooodg
gfodooooooogogoooouogooooyoopooououooyoo Dot ooouogooodg
goo0oo0Oo0o0oooo0oooooooouoooooD oo oboooD oo oooooo
gfdoo0o0oooogogooo0oyoogogoouUoyggooUooyggyggpDbDoUoyggpoDoDogygopoog
gfdoo0o0oooooog0oooouogoooooyoopoDooyooyoo Doy oo ooygooodg
goo0oo0O0o0Q0o0oooo0oooooooouoooooD oo oo oooOooboooooao
Uy 0bb000ooooooobbboooooooobbboboooooooobooboao
Of0do0OoooooDouogooo
Oooo0O0o0oOoo
oooO0oao
£12 EBMoec M I L—13 mAb®OhHIAN
BhH (I Cgzq. NnM}
mAb ERIL—13 H=HAFLIL—13 | 7H5HILIL—13
13C5. BL2E 0. 18 1. 20 0. 40
13C5. 5L3F 0. 15 0. 46 0. 14
13C5. 5L2EL3F 0. 12 0. 48 0. 26
oooo0ooOoo
ooo0oao
#£13: ENMOEHMERIL—13 mAbOESERAM
Bt (K. nM)
mAb EFIL—13 A=A FLIL—13 | FH5PLIL—13
1305. 5L2E 0. 12 0. 52 0. 29
1305. 5L3F 0. 24 0. 19 0. 11
13C5. 5L2EL3F 0. 25 0. 32 0. 13
gogooo0ogad
goooo0OoOoooooao
go0do0o0o0oo0oDooooDooggao
gfodooouoooodggto0o0tdoc 0000 0DDo bbb OO oOoogoo
gooo00o0o0ooooo0oooooooouoooooDooooooo oo ooouoooboaooao
ggogoo0ogogooogogooogogggooUoygggUoooyggpo ooy ooy oboggao
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£14: HUEEGE-EI(BRBEERHESTyvEAIRUELISAIZEI(RENRES
FytAIz8H3. ERIL—13Ra2ICHTAERIL—13 (wt)
DESEMBIETEmADbDHA
mA b h (I Cge. NM)
Hi&m ELISA
13C5. 5 2. 7 1. 1
BAK502G9 75. 8 34. 3
5G1. 5 P. B. P. B.
mAb13. 2 P. B. P. B.
MJ2—7 17. 6 19. 0O
gooo0ooooooo0oo0oooooooo0ooaooao
goooooaod
Oooooo0oooooooo0ooooooooooooo0ooboooooooooooboaooano
gooo00oo
gooo0o0oao
#%15: BiacorelZd-THfidh=iilL—13 mAbOHEERNE
' mA b B (Ko, nM)
EFIL—13wt EhIL—13%H
13C5. 5 0. 07 0. 05
BAK502G9 2. 10 0. 17
mAb13. 2 0. 11 0. 20
MJ2—7 1. 14 0. 79
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347 | 0O 7.901.2) | -0-| 965(59.9) | -0- | 129.7(17.2) | -0~ | 173.9(32.0) | -0-
1000 | 6.02(0.31)" | 24 | 587(48.4)* | 40 |78.18(12.3)*| 40 | 77.3(18.5)" | 56
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100 | 4.5(0.42)* 1 19.5 567.5(62.6) | 15 | 90.4(15.4)* | 54 NT

300 | 5.25(0.42) |14.1606.3(71.2) | 9 | 87.4(19.6)* | 65 NT

1000 | 4.4(0.33)* |20.7| 534.9(31) | 20.| 96.5(10.4)" | 51 NT
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INTERNATIONAL SEARCH REPORT International application No.
PCT/US 07119660

A. CLASSIFICATION OF SUBJECT MATTER
IPC(8) - C12P 21/08; CO7H 21/00 (2009.01)
USPC - 530/388.23; 536/23.53

According to International Patent Classification (IPC) or 1o both national classification and [PC

B.  FIELDS SEARCHED

Minimum documentation searched (classification system followed by classification symbots)
IPC(B}- C12P 21/08; COTH 21/00 (2008.01)
USPC - 530/388.23; 536/23.53

Documentstion searched other than minimum documentation 1o the extent thal such documents are included in the fields searched
USPC - 424/158.1; 435/243; 435/252.33; 435/254.11; 435/254 .2; 435/254.21; 435/325; 435/348; 435/349; 435/358; 435/365; 435/119;
435/69.6; 514/12; 530/350; 530/387.1; $30/387.3; 530/188.1; 530/391.3; 530/391.7; 536/23.53; 424/145.1; 530/388.23 435/60.1; 4351320

Electronic data base consulted during the international search (name of dala base and, where practicable, search terms used)

WEST (PGPB.USPT.EPAB,JPAB): Interleukin-13, IL-13, antibody, binding protein, inhibitor, agonist, ligand, immunoglobulin, constant
domain, light chain, heavy chain, crystalized antibody, carrier-free, controlled release, adjuvanl, hyaluronidase. GenCore version 6.3 (all
DB): SEQ ID NQ:32, 33, 4, 6, 46, 47, 70, 71, 80, 81

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category* Citation of document, with indication, where appropriste, of the relevani passages Relevant to caim No.
X US 2006/0063228 A1 (Kasaian, et al) 23 Mar 2006 (23.03.2006); abstract; SEQ ID NO: 23,21, | 1, 2, 16, 23-25, 27-33, 37
— Table 1, pg 14, col 2; SEQ 1D NO: 29, 27, pg 46, 47; claims 33, 43; Fip 19; para [0010], [0014), | -50, 52, 53, 58, 59, 61-68
Y [G029], [0042], [0055], [0056), [0O76), [0084), {D08T], [0101), [0107], [0131], [0134), [0147], PR
[0150], [0153], [154], [0170), [0172], [D177Y, [0178], [9189), {01971 199), [0206), [0212), 26, 24.36, 40, 51, 54.57,
10216]-[0218), [0246], [0271), (D287, [0302) 60
26
Al US 2004/0096452 A1 (Dennay) 20 May 20 2004 (20.03.2004), SEQ ID NO: 49 pg 53, 54; para
10336)
60
A US 20030175261 A1 (Welckmann) 18 Sep 2003 (18.09.2003); para [0060]
34-36. 40, 51, 54-57
Y US 2005/0147610 A1 (Ghayur, et al.) 07 Jul 2005 (07 07.2006); para [0104], (0105)
1-69
A US 2005/0065327 A1 {Monk, et al.) 24 Mar 2005 {24.03,2005)
D Further documenis are listed in the continuation of Box C. D
* Special categories of cited documents: “T*  later document published afier the interationgl filing date or&riorlty
“A"  document defining the general siate ofhe an which is not considered daie and not in conflist with Lhe aaﬁllqallon but cried ta understand
10 be of panicular relevance the principle or theory underlying the invenuon
“E" earlier application or patent bui published onor after the imemational  “X document of particular refevance; the claimed invention cannot be
filing date considered novel or cannol be considered lo invelve an invenlive
“L"  document which may shrow doubts on prierity claim(s) er which is step when the document is taken alone -
cited Lo establish the publication dale of another citation or other .y~ document of particular relevance, the claimed invention cannotl be
special reason (as specified) considered 10 involve an invemtive siep when the document is
“0Q" 'document referning 10 an oral disclosure, wse, exhibition o1 olher combined with one or more ather such documents, such combination
means being obvious to a person skilled in the ar

“P"  document published prior 10 (he imemational ftling date bt later than  wg  ancumen) member of the same patent family
the priority daie claimed

Date of the actual completion of the inlernational search - Date of mailing of the international search repon
03 Feb 2008 (03.02.2009) n 9 F E B 2009
Name and mailing address of the ISA/US Auvthorized officer: :

Mail Stop PCT, Altn: ISAJUS, Commissioner for Patents Les W, Young -

PC. iBm‘t 1450, Alexandria, Virginia 22313-1450 PGT Helpdesk: 57+2724280

Facsimile No,  §71-273-3201 PCT OSP: 571-272.7774

Form PCT/ISA/210 (second sheet) (April 2007)
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PCT/US 07/19660

Box No. 11 Observations where certain claims were found unsearchabte {Continuation of item 2 of first sheet}

This intemnational scarch report has not been esiablished in respect of certain claims under Article 17(2)a) for the following reasons:

1. D Claims Nos.:

because they relate 1o subject marter not required 1o be searched by this Authority, namely;

2. D Claims MNes.:

because they relate to parts of the inlernational application that do not comply with the prescribed requirements to such an
extent that no meaningful international search can be carried out, specifically.

3. D Claims Nos..
because they are dependent claims and are not drafied in accordance with the second and third sentences of Rule 6.4(a}.

Box No. 111 Observatipns where unity of invention is iacking (Continuation of item 3 of first sheet)

This Infernational Searching Authority found muhiple inventions in this international application, as follows;

Group |, claims 1-69, wherein claim 2 is limited to residues 31-35 of SEQ ID NQ: 32; claim 4 - to the YH 25C8 varisble domain COR set.
glaim 6 -t VH 25C8 and VL 25C8 CDR sals; claim 8 - ta SEQ 1D NO: §; clalms 13 and 15 - to' SEQ 1D NO:70; claim 14- SEQ 1D
NO:70 and 71,

Group I+, claims 1-69. Should additional fee be paid, Applicant is invitad ta make an alection of SEQ 1D NOs of clalms 4, 6, B, 13-15 to
be searchad.

Group i), claims 70-103, drawn io an anti-IL13 isalated antibody or antigen binding fragmeni thereol.

sresstbannsssensstnmnsieons SEE SUPPLEMENTAL PAGE TO CONTINUE *rrettsastrrisnssraersramimniasis

1. D As all required additional search fees were timely paid by the applicant, this international search report covers all searchable
claims.

2. D As all searchable claims could be searched without effort justifying additional fees, this Authorily did not invite payment of
additional fees.

3. @ As only some of the requircd additional search fees were timely paid by the applicant, this intemational search repon covers
only those claims for which fees were paid, specificaltly claims Nos.;
Claims 1-59, limited to VH 25C8 CDR, VH 13CS CDR, VL 13CS COR Sets and SEQ W ND: 70, 71, BO, B1.

4, D No required sdditional search fees were timely paid by the applicant. Consequenty, this inlernational search repont is
restricted 1o the invention first mentioned in the claims; it is covered by claims Nos.:

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

D The additional search fees were accompanicd by the applicant’s protest but the applicable protest
fee was not paid within the time limit specified in the invitation.

E Mo protest accompanied the payment of additional search fees.

Form PCT/ISA/210 {continuation of first sheet (2)) (April 2007)
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Information on patent family members Intemattonal application No.

PCTIUS 07/19660

SUPPLEMENTALRAGE #9454 sai0easst sha b a0 i ruutwtuss sus

BOX Ill. Observations where unity of invantion is lacking:

The invgntions listed as Groups 1-1ll do not relate to a single general inventive concept under PCT Rulg 13,1 bacause, under PCT Rule
13.2, they lack the same or comrespending special tachical features for the following reasons;

Although Groups |-l do share the tachnical feature of an anli-IL13 isolated antibody or antigen binding fragment thereof, this shared
technical feature does not represent a contribulion over the prior art of US 2006/0140948 A1 ta Faltz, el al. (25 Jun 08) that teaches
fully human monogtonal antl- IL-13 antibodias (abstract) Inhibiting binding of IL-13 to IL-13 receplor alpha 1{para [0008]}. As the above
antibody were known al the time of the invantion, as evidenced by tha tasching of Foltz e al., this cannot be considered a special
technical feature thal would otherwise unify the groups.

In addition, the sequencas of groups | and 11+ are patantably distintl because they sre unrefated sequences and antibodies comprising
said sequentes differ in structure and in biological activity.

Groups |-l therefore lack unity under PCT Rule 13 bacause they do not share a same or carresponding spectal technicat foature.

Form PCT/ISA/210 {patent family annex} (April 2007)
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