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Ooo0ooao
£3:
AR E EFAZF BT B
hTNFa hTNFR1 TNF TNF+1R TNF+2R TNF+3R
U ~—[nM] | [nM]
5000 1000 0.973 0.027 0.000 0.000
5000 2000 0.767 0.233 0.000 0.000
5000 4000 0.421 0.525 0.054 0.000 L0
5000 6000 0.121 0.547 0.332 0.000
5000 8000 0.000 0.331 0.669 0.000
5000 10000 0.000 0.000 0.720 0.280
5000 23000 0.000 0.000 0.000 1.000
oooao
=4
FIE IR BE EHbAZF T b 20
hTNFa hTNFR1 TNF TNF+IR | TNF+#2R | TNF+3R
U ~—[M]+ | [nM]
fb&¥(3)
5000 1000 0.869 0.131 0.000 0.000
5000 2000 0.789 0.211 0.000 0.000
5000 4000 0.39 0.558 0.046 0.000
5000 6000 0.113 0.665 0.222 0.000
5000 8000 0.034 0.490 0.476 0.000
5000 10000 0.000 0.050 0.950 0.000 30
5000 23000 0.000 0.000 0.713 0.287
Ooo0oo00ooao
gooo0ooooooooouoooooouoooootooooootoooooooooaooao
gooooo0oooaooao
O0oao
K1
TNF + R «—> TNF+1R
40
K2
TNF:1R + R «<———> TNF+2R
K3
TNF:2R + R <«<——> TNF:3R
goooooaod
gooooooooooooooooooboooooooooooooooooooodao
gooo0ooo0ooooo0oooooooooooootooooooo0oooooooooaoao
gooooooocobooooocooootoooooooooooboooooooooboaoao
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#=E (K1, K2, K3)

TO,Rmax

= Z [(fTNFca[c - fTNFobs)z + (fTNF+1Rcm - fTNF+1RDbS)2

TO0,Rmin

1/2
+ (frvr+zroge = frvr+2r,p0)° T (FrNF+3Regge = STNF+3Rype)* ]T{), R
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I o o o o O
Joo0ooDDoDOoU0U0O0odooooDoODO0oDU0DU0DU0Ud0UdDU0o0DoDDoDUOUDODO0OO0OoDOoDoODoDOoODOoOOOd
I I e I A I I A R NN I
000000 oo0obOoDOooobbooooooBsBlinov, Mo L., Faeder, J. R., Goldstein,

B., and Hlavacek, W. S. (2004) BioNetGen: software for rule-based modeling of s

ignal transduction based on the interactions of molecular domains. Bioinformatic
s 20, 3289-32910 0 00000000 OOOOOOOOOOOOOOOOOOOOODAO
I I A I N O B A
coopoppo dbboooooboboooobbooooobobooobobbooobooooondan
goooooooooooooooooooboooooo0ooooooooooooooodao
gooo0ooooooooouoooooouoooootooooootoooooooooaooao
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#5

Faw 23 K1 [nM] | K2 [nM] | K3 [nM]

TNF + Z &K 0.01 0.02 0.22

TNF + & + {L&%3) |0.04 0.19 9612
Ooo0oo00ooao
gooo0ooooooooooooooouooooo oo oooooooooooooaooao
gooooooocoboooooooooooooo0onOoao
0 Ma et al. (2014) JBC 289:12457-12466, C870 0 0 000D OO OOODODOOOODOADO
0000000 o0oDpaO0OO0O00D0OO0OO0ODO0OO0DDODDODODO0DO0DDDOODOODODODOOODDODOOOnO
gooooo0ooooboooooooooooooooooooob0oooooooo0ooaoao
gooooooocobooooocooototooooo oo oobooboooboooooooboaoao

Silvian et al. (2011) ACS Chemical Biology 6:636-6470 0 OO0 0O O0OO0O0O0DODO
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0 O Sequence listing

SEQ ID NO: 1
DKPVAHVVANHQVEEQLEWLSQRANALLANGMDLKDNQLVVPADGLYLVYSQVLFKGQGCPDYVLLTHTVSRFAISYQEK
VNLLSAVKSPCPKDTPEGAELKPWYEP 1 YLGGVFQLEKGDQLSAEVNLPKYLDFAESGQVYFGV 1AL

SEQ ID NO: 2

GSVCPQGKY IHPQDNS I CCTKCHKGTYLYNDCPGPGQDTDCRECESGSFTASENHLRHCLSCSKCRKEMGQVE 1SSCTVD
RDTVCGCRKNQYRHYWSENLFQCFNCSLCLNGTVHLSCQEKQNTVCTCHAGFFLRENECVSSSN

SEQ ID NO: 3 (HCVR of 1974)

DVQLVESGGGLVQPGRSLKLSCAASGFTFSAYYMAWVRQAPTKGLEWVAS INYDGANTFYRDSVKGRFTVSRDNARSSLY
LQMDSLRSEDTATYYCTTEAYGYNSNWFGYWGQGTLVTVSS

SEQ ID NO: 4 (LCVR of 1974)

DIQMTQSPASLPASPEE IVT I TCQASQD I GNWLSWYQQKPGKSPQLL I YGATSLADGVPSRFSASRSGTQYSLK I SRLQV
EDFGIFYCLQGQSTPYTFGAGTKLELK

SEQ ID NO: 5 (1974 HC mlgGl full)
DVQLVESGGGLVQPGRSLKLSCAASGFTFSAYYMAWVRQAPTKGLEWVAS INYDGANTFYRDSVKGRFTVSRDNARSSLY
LQMDSLRSEDTATYYCTTEAYGYNSNWFGYWGQGTLVTVSSAKTTPPSVYPLAPGSAAQTNSMVTLGCLVKGYFPEPVTV
TWNSGSLSSGVHTFPAVLQSDLYTLSSSVTVPSSTWPSETVTCNVAHPASSTKVDKK I VPRDCGCKPC I CTVPEVSSVFI
FPPKPKDVLT ITLTPKVTCVVVD I SKDDPEVQFSWFVDDVEVHTAQTQPREEQFNSTFRSVSELP IMHQDWLNGKEFKCR

VNSAAFPAP 1 EKT ISKTKGRPKAPQVYT I PPPKEQMAKDKVSLTCMITDFFPED I TVEWQWNGQPAENYKNTQP IMDTDG
SYFVYSKLNVQKSNWEAGNTFTCSVLHEGLHNHHTEKSLSHSPGK
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SEQ ID NO: 6 (1974 LC kappa fTull)

DIQMTQSPASLPASPEEIVT I TCQASQD IGNWLSWYQQKPGKSPQLL I'YGATSLADGVPSRFSASRSGTQYSLKISRLQV
EDFGIFYCLQGQSTPYTFGAGTKLELKRTDAAPTVSIFPPSSEQLTSGGASVVCFLNNFYPKD INVKWKIDGSERQNGVL
NSWTDQDSKDSTYSMSSTLTLTKDEYERHNSYTCEATHKTSTSP IVKSFNRNEC

SEQ ID NO: 7 (HCVR of 1979)

EVHLVESGPGLVKPSQSLSLTCSVTGYSITNSYWDWIRKFPGNKMEWMGY INYSGSTGYNPSLKSRISISRDTSNNQFFL
QLNSITTEDTATYYCARGTYGYNAYHFDYWGRGVMVTVSS

SEQ ID NO: 8 (LCVR of 1979)

DIQMTQSPASLSASLEEIVTITCQASQD IGNWLSWYQQKPGKSPHLLIYGTTSLADGVPSRFSGSRSGTQYSLKISGLQV
ADIGIYVCLQAYSTPFTFGSGTKLEIK

SEQ ID NO: 9 (1979 HC migGl full)

EVHLVESGPGLVKPSQSLSLTCSVTGYSITNSYWDWIRKFPGNKMEWMGY INYSGSTGYNPSLKSRISISRDTSNNQFFL
QLNSITTEDTATYYCARGTYGYNAYHFDYWGRGVMVTVSSAKTTPPSVYPLAPGSAAQTNSMVTLGCLVKGYFPEPVTVT
WNSGSLSSGVHTFPAVLQSDLYTLSSSVTVPSSTWPSETVTCNVAHPASSTKVDKKIVPRDCGCKPCICTVPEVSSVFIF
PPKPKDVLTITLTPKVTCVVVDI1SKDDPEVQFSWFVDDVEVHTAQTQPREEQFNSTFRSVSELP IMHQDWLNGKEFKCRV
NSAAFPAP IEKT I SKTKGRPKAPQVYT I PPPKEQMAKDKVSLTCMITDFFPED I TVEWQWNGQPAENYKNTQP IMDTDGS
YFVYSKLNVQKSNWEAGNTFTCSVLHEGLHNHHTEKSLSHSPGK

SEQ ID NO: 10 (1979 LC Kappa Ffull)

DIQMTQSPASLSASLEE IVT ITCQASQD I GNWLSWYQQKPGKSPHLL 1 YGTTSLADGVPSRFSGSRSGTQYSLK ISGLQV

ADIGIYVCLQAYSTPFTFGSGTKLEIKRTDAAPTVSIFPPSSEQLTSGGASVVCFLNNFYPKD INVKWKIDGSERQNGVL
NSWTDQDSKDSTYSMSSTLTLTKDEYERHNSYTCEATHKTSTSP IVKSFNRNEC
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Box No. | Nucleotide and/or amino acld sequence(s) (Continuation of Rem 1.c of the first sheet)

1. With regard to any nuclectide and/or amine acid sequence disclosed in the international applieation, the international search was
carriad out on the basis of a sequence listing:

a. forming part of the international application as filed:
inthe form of an Annex C/ST.25 text file.

D onh paper of in the form of an image file.

b. furnished together with the international application under PCT Rule 13fsr.1(a) for the purposes of international search
ohly in the form of an Annex G/ST.25 text file.

o. D furnished subsequent to the international filing date for the purposes of international search only:

D in the farm of an Annex C/ST.25 text file {(Rule 13fer.1(a)).

D an papar ar in the form of an imaga file (Rule 13fer.1(b) and Administrative Inetructions, 8sction 713).

2. D In addition, in the case that more than one version or copy of asequences listing has besn filed or fumished, the reguired
statements that the information in the subsequent or additional copies is identical te that forming part of the application as
filed or does not go beyond the application as filed, as appropriate, were furnished.

3. Additional comments:

Farm PCT/ISA/210 (continuation of first shast {1)) (January 2015)
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Minimum documentation searched (classification system followed by classification symbals)
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Documentation searched other than minimum doecumentation to the extent that such documents are included in the fiskle searched

Elepty
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EPO-Internal, BIOSIS, EMBASE, WPI Data

Ited during the intematicnal search {name of data basa and, where practicable, search terms used)

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category*

Gitation of decument, with indication, where appropriate, of the relevant passages Relevant to claim No.

LAURA F. SILVIAN ET AL: "Small Mclecule
Inhibition of the TNF Family Cytokine CD40@
Ligand through a Subunit Fracture
Mechanism",

ACS CHEMICAL BIOLOGY,

vol. 6, no. 6, 17 June 2011 (2011-06-17),
pages 636-647, XP055231751,

us

1-20,
22-26

ISSN: 1554-8929, DOI: 10.1021/ch2000346
cited in the application

the whole document 21

Further documents are listed in the oontinuation of Box C.

See patent family annex.

* Special categories of cited documents :

"A" document defining the general state of the art which is not considered
to be of particular relevance

"E" eatlier application or patent but publishad on ot after the international
filing date

"L" dooument whioh may throw doubts on priority olaim({s) or whioh is
ciled to blish the publication of anather citation or other

special reasoh (as ap'ec'rliad)
"O" gooument referring to an oral disclosure, use, exhibition or other

*T* later deoument published after the intemational filing date or priornity
date and not in oontilict with the applioation but aited 1o understand
the principle or theory undlerlying the invention

"X" document of paricular relevance; tha claimed invention cannot be
oonsidered novel or cannct be considered to involve an inventive
step when the dooument is taken alone

*¥" document of particular relevance; tha claimed invention cannat be
conaidered to invalva an invertive etep when the document ia
combined with one or more other suoh dosurments, such combination

European Patent Offioe, P.B. 5818 Patentlaan 2
NL - 2280 HV Rijswijk

Tel. (+31-70) 340-204Q,

Fax: {(+31-70) 340-3016

mMeans bsing obvious to a persan skilled in the art
"P* documesnt publishad prior ta the intemational filing dats but later than
the priority date olaimed & dooument member of the same patent family
Date of the actual carnplstion of the ink tional search Dats of mailing of the intsmational saarch repart
30 Novemher 2015 11/01/2016
Name and mailing address of the ISA/ Authorized officer

R. von Eggelkraut-G.

Femn PCT/ASA210 (secand aheet) {(April 2005)
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X MOLLY M HE ET AL: "Small-Molecule 1-20,
Inhibition of TNF-alpha", 22-26
SCIENCE,

vol, 310, no. 5750,

11 November 2005 (2005-11-11), pages
1022-1025, XP00814789%6,

AMERICAN ASSOCIATION FOR THE ADVANCEMENT
OF SCIENCE, US

ISSN: 0036-8075

A the whole document 21
X GANESAN L ET AL: “Exploratory 1-20,
computational assessment of possible 22-26
binding modes for small molecule
inhibitors of the CD40-CD154
co-stimulatory interaction",

PHARMAZIE,

vol. 67, no. 5, May 2012 (2012-05), pages
374-379, XP002751609,

ISSN: 0031-7144, DOI: 10.1691/PH.2012.1656
A the whole document 21
X ANDREAS HOFFMANN ET AL: "New Binding Mode 1-20,
to TNF-Alpha Revealed by Ubiguitin-Based 22-26
Artificial Binding Protein",

PLOS ONE,

vol. 7, no. 2, E31298,

20 February 2012 (2012-02-20), pages 1-10,
XPO55231011,

DOI: 10.1371/journal.pone.0031298

A the whole document 21
X R. ALZANI ET AL: "Mechanism of 1-20,
suramin-induced deoligomerization of tumor 22-26
necrosis factor .alpha.",

BIOCHEMISTRY,

vol. 34, no. 19, 1 May 1995 (1995-05-981),
pages 6344-6350, XP05h231745,

Us

ISSN: 0006-2960, DOI: 10.1021/bi0E015a012
A the whole document 21
X W0 2014/009295 ALl (UCB PHARMA SA [BE]) 13-20,
16 January 2014 (2014-01-16) 22-26
cited in the application
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