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FIGURE 1

191

Figure 1 Nen-reduced SDS-PAGE analys’s of varisus HudMax-CD4 batchss on 4-
12% NUPAGE Els-Trig gels. Lane 1, Inteenal Assay Contrely Lane 2, MRS-CD&-001;
Lang 3, MEVQOS; Lane &, BNOT8; Lane 5, BOL1B; Lans &, UNG-MRS-CD4; tane 7,
MOCK-MRS-CIM; tans 8§ MI0-MRS-CD4; Lans §, MBI-MRS-CD 1ane 14, MEVOOL.
Migration of the markers (KDa) is indicsted on the lef

1/26

SUBSTITUTE SHEET (RULE 26)



WO 2007/009469 PCT/DK2006/000426

| FIGURE 2

Figure 2A  Reduced SD3-PAGE analysic of various HuMax-CD4 batches on 10%

; MuPASSE Sis-Tris gsls. Lane 1, internal Assay Control; Lane 2, MRS-CD4-004; Lane 3 3
UNG-MRS-CD4; kane 4, MEV0OOS; Lane S, MEVOOS; Lanc 8§, MEVODE: Lang 7. BMNO78;
Lane &, B0118, Migration of the markers (KDa) is indicated on the l=f
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FIGURE 3
Induction of ADCC measured by flow cytometry
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FIGURE 4

A

ADCC induction by control batches of Zanolimumab
(bottom-fixed curves)
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FIGURE §

Binding to purified FeyRIlIlaECD176VHis measured by ELISA
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FIGURE 6
FeyRlllaECD176VHis binding by control batches of Zanolimumab
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FIGURE 7
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Ability to bind to FcyRIllaECD176VHis
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FIGURE 8

Correlation ADCC and FeyRIllaECD176VHis binding
1.50-

E2

22

é.é_) 1.00- .

(] -

8 % 0.75 .

¢ = 0.50- =

% %— R*=0.98

g 2 0.254 '
0.00% )

7000 025 050 075 1.00 1.25
Relative potency fo induce ADCC

8/26

SUBSTITUTE SHEET (RULE 26)



WO 2007/009469

FIGURE 9

Relative potency
(relative to
MRS-CD4-001)

PCT/DK2006/000426

Binding to plate-bound CD4 measured by ELISA
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FIGURE 10
CDA4 binding by control batches of Zanolimumab
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FIGURE 11
EX2005-0634-013-A0B EX2005-0634-013-A0B
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FIGURE 12

PCT/DK2006/000426

Relative capacity to bind to sCD4 and FcyRIllaECD176VHis

measured by AlphaScreen™
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FIGURE 13
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FIGURE 14
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FIGURE 15
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FIGURE 16
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FIGURE 17
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FIGURE 18
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FIGURE 19
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FIGURE 20
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FIGURE 21
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FIGURE 22
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FIGURE 23

Coat FecyRIllaECD176VHis 1pg/ml
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Figure 24
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o Tcells + Mo

¢ Tcells + Mo + IFNy
o Tecels

® Tcels + [FNy

o CD4-F(ab)2

* CD4-F(ab')2 + THP1
o Ho-KLH

® Hb-KLH + THP1

A Hx-CD4
A Hx-CD4 + THP1
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FIGURE 25
Sequence listing
SEQ ID No: 1

1 MWFLTTLLLW
61 TATQTSTPSY
121 ALRCHAWKDK
181 ISVTVKELFP
241 TSSEYQILTA

SEQ ID No: 2

1 MWQLLLPTAL
61 FHNESLISSQ
121 EDPIHLRCHS
181 VSSETVNITI

SEQID No: 3

1 MWQLLLPTAL
61 FHNESLISSQ
121 EDPIHLRCHS
181 VSSETVNITI

SEQ ID No: 4
1 GATCCCGGGG

SEQ ID No: 6
1 CCGTACGTTA

SEQ ID No: 6
1 GAAGACTTAA

SEQID No: 7
1 TCGGACATCT

SEQ ID No: 8
1 GATCCCGGGG

SEQ ID No: 9
1 CGAATTCTTA

SEQ ID No: 10
1 TACTTCTGCA

VPVDGQVDTT
RITSASVNDS
LVYNVLYYRN
APVLNASVTS
RREDSGLYWC

LLLVSAGMRT
ASSYFIDAAT
WENTALHRVT
TQGLAVSTIS

LLLVSAGMRT
ASSYFIDAAT
WENTALHRVT
TOGLAVSTIS

CCGCCACCAT

GTGATGGIGA

GGCAGCGGCA

CATGACTTITC

CCGCCACCAT

GTGATGGTGA

GGGGGCTTTT

KAVITLQPPW
GEYRCQRGLS
GKAFKFFHWN
PLLEGNLVTL
EAATEDGNVL

EDLPKAVVFL
VDDSGEYRCQ
YLONGKGRKY
HHHHHH

EDLPKAVVFL
VDDSGEYRCQ
YLONGKGRKY
HHHHHH

GTGGTITCTTG

TGGTGATGAT

GAA

TIT

GTGGCAGCTG

TGGTGATGIG

CGGGAGTAAA
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VSVFQEETVT
GRSDPIQLEI
SNLTILKTNI
SCETKLLLQR
KRSPELELQV

EPQWYRVLEK
TNLSTLSDPV
FHENSDEYIP

EPQWYRVLEK
TNLSTLSDPV
FHHNSDFYIP

ACAACTCTGC

GAAACCAGAC

CTCCTCCCAA

AGATGGTTGA

AATGTGICT
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LHCEVLHLPG
HRGWLLLQVS
SHNGTYHCSG
PGLOLYFSFY
LGLOLPTPVW

DSVTLKCQGA
QLEVHIGWLL
KATLKDSGSY

DSVTLKCQGA
QLEVHIGWLL
KATLKDSGSY

AGGAGTTGG

CACTGCCAA
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SSSTQWFLNG
SRVFTEGEPL
MGKHRYTSAG
MGSKTLRGRN
FHAHHHHH

YSPEDNSTQW
LOAPRWVFKE
FCRGLVGSKN

YSPEDNSTQW
LOAPRWVFKE
FCRGLFGSKN
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SEQ ID No: 11
1 AGACACATTT TTACTCCCGA ARAGCCCCCT GCAGAAGTA
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