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Percent Fragmentation (hydrolysis impurities) Versus Time for Formulations from Example 4 Under Storage at 40°C.
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FIG. 11A

Ticilimumab (11.2.1) Heavy Chain DNA {SEQ ID NO: 1)
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gtgcagctgg tggagtctgg gggaggegtg gtecagecty ggaggtecct gagactetee

tgtgeageat
ggcaaggggc
gactcegtga
caaatgaaca
ggagctacce
acegtebect
ageaccteeg
gtgacggtgt
ctacagtecet
ggcacccaga
acagttgagce
ccgtcagtet
gaggtcacgt
tacgtggacg
agcacgttec

gagtacaagt

ctggattecac

tggagtgggt
agggecgatt

gectgagage

tttactacta
cagecteocac
agagcacagce
cgtggaacte
caggactcta
getacacctg
gcaaatgttg
teetettece
gcgtggtagt
gegtggaggt
gtgtggtcag
gcaaggtctce

cttcagtage
ggeagttata
caccatctee
cgaggacacq
ctactacggt
caagggecca
ggccetggge
aggcgetetg
cteceteage
caacgtagat
tgtcgagtge
cccaaaacee
ggacgtgage
géataatgcc
cgtceteace

£aacaaaqqc

tatggeatge actgggtceeg ccaggeteca

tggtatgatg gaagtaataa atactatgca

agagacaatt ccaagaacac gctgtatcetyg

gctgtgtatt
atggacgtet
teggtcttee
tgectggtea
accageggcyg
agcgtggtga
cacaagecca
ccaccgtgee
aaggacaccce
cacgaagacc
aagacaaagc
gttgtgeacce

cteccagece

aaaacCaaag ggrtagccccg agaaccacag gtgtacaccce

atgaccaaga

actgtgegag
ggggccaagg
cectggegec
aggactactt
tgcacacctt
cagtgecceteo
gcaacaccaa
cagcaccace
tcatgatcte
cegaggteca
cacgggagga
aggactgget
ccatcgagaa

tgcceecate

accaggtcag cctgacctge ctggtcaaag gettetacee

geegtggagt gggagagcaa tgggcagecy gagaacéact acaagaccac

ctggacteeyg acggetectt cttectetac agcaagetca cegtggacaa

cagcagggga acgtcettete atgctecegtg atgeatgagg ctetgeacaa

Cagaagagce

tetecetgte tecgggtaaa tga |

agatcegagg
gaccacggtce
ctgctecagy
ceccgaacey
cceagetgte
gagcaacttce
ggtggacaag
tgtggeagga
ceggaceect
gttcaactgy
gcagttcaaé
gaacggcaag
aaccatctee
ccgggaggag
cagcgacate
accteceatg
gagcaggtgg
ccactacacg

SUBSTITUTE SHEET (RULE 26)

120
180
240
300
360
420
480
540
600
660
720
780
840
900
960

1020 -

1080
1140
1200
1260
1320
1380
1413



WO 2006/096491 PCT/US2006/007555
12/13

FIG. 11B

Ticilimumab {11.2.1) Heavy Chain Protein {SEQ ID NO: 2)

[QVQLVESGGG VVQPGRSLRL SCAASGFIFS SYGMHWVRQA PGKGLEWVAV IWYDGSNKYY 60

ADSVKGRFTI SRDNSKNTILY LOMNSLRAED TAVYYCARDP RGATLYYYYY GMDVWGQGTT 120
VTVSS]ASTKG PSVFPLAPCS RSTSESTAAL GCLVKDYFPE PVIVSWNSGA LTSGVHTIPA = 180
VLQSSGLYSL SSVVIVESSN FGTQTYTCNV DHKPSNTKVD KTVERRCCVE CPPCPAPPVA 240
GPSVFLFPPK PKDTLMISRT PEVICVVVDV SHEDPEVQFN WYVDGVEVHN AKTKPREEQF 300
NSTFRVVSVL TVVHQDWLNG KEYRKCKVSNK GLPAPIEKTI SKTKGQPREP QVYTLPPSRE 360
EMTENQVSLT CLVKGFYPSD IAVEWESNGQ PENNYKTTPP MLDSDGSFTL YSKLTVDKSR 420
WOOGNVEFSCS VMHEALENEY TQKSLSLSPG K 451

The variable region (SEQ 1D NO:5) is depicted [between brackets] and the
CDRs are underlined. CDR1 is indicated by SEQ ID NO:7, CDRZ2 by SEQ ID
NO:8, and CDR3 by SEQ ID NO:8.
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FIG. 11C
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Ticilimumab (11.2.1) Light Chain DNA ({SEQ D NO: 3)

atggacatga
agatgtgaca
gtcaccatca
aaaccaggga
ccatcaaggt

caacctgaag

ggccetggga

ccgccatetg
ttctatcceca
tcecaggaga
ctgacgcetga
cagggcctga

gggtceeege
tcecagatgac
cttgeegage
aagcccctaa
tcagtggcag
attttgcaac
ccaaagtgga
atgagcagtt
gagaggccaa
gtgtcacaga
gcaaagcaga

gctcgeeegt

tcagctectg
ccagtcteca
aagtcagagc
actcctgate
tggatctggy
ttactactgt
aatcaaacga
gaaatctgga
agtacagtgg
gcaggacage
ctacgagaaa

cacaaagage

FIG. 11D

Ticilimumab (11.2.1) Light Chain Protein SEQ IDNO: 4

[DIOMTQSPSS

RFSGSGSGTD
SDEQLKSGTA
LSKADYEKHK

LEASVGDRVT ITCRASQSIN SYLDWYQQOKP GKAPKLLIYA ASSLOSGVPS
FTLTISSLQP EDFATYYCQQ YYSTPFTFGP GTRVEIK]RTV AAPSVFIFPP
SVVCLLNNFY PREAKVQWKY DNALQSGNSQ ESVTEQDSKD STYSLSSTLT

gggctectac
tectecetgt
attaacagct
tatgctgeat
acagatttcea
caacagtatt
actgtagetyg
actgectctyg
aaggtggata
aaggacagca
cacaaagtcet

ttcaacagqgyg

VYACEVTHQG LSSPVTKSEN RGEC

tactctgget
ctgcatctygt
atttagattyg
ccagttigea
ctctecaccat
acagtactcc
caccatctgt
ttgtgtgeect
acgcecteca
cctacageet
acgcctgega

gagagtgtta

PCT/US2006/007555

cecgaggtgee
aggagacaga
gtatcagcag
aagtggggte
cagcagtectg
attcaétttc
ctteatette
gctgaataac
atcgggtaac
cagcageace

agtcacccat

gtga

120
180
240
300
360
420
480
540
600
660
714

60

120
180
214

The variable region (SEQ ID NO:6) is depicted [between brackets] and the
CDRs are underlined. CDR1 is indicated by SEQ ID NO:10, CDR2 by SEQ ID
NO:11, and CDR3 by SEQ ID NO:12.
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