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€e) —— 12,12 1mg/ky

f) —o—12.12 10mg/kg
g) —o—5.9 ingfkg

h)} —o— Rituxan 10mgfkg

1 ANOVA: P<0.0001

Days after tumor inoculation

FIGURE 4
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gG1 vs. 5.2 Tmg/kg: P>0.05
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E ANOVA on day 36: P<0.0001
- Newman-Keuls multiple comparison
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L T T | T
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FIGURE 9A

CHIR 12.12 light chain:

leader:
MALPAQLLGLLMLWVSGSSG
variable:

DIVMTQSPLSLTVIPGEPASISCRSSQSLLYSNGYNYLDWYLQKPGQSPQVLISLGINRASG
VPDRFSGSGSGTDFTLKISRVEAEDVGVYYCMQARQTPFTFGPGTKVDIR

congtant:

RTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSK
DSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVIKSFNRGEC

FIGURE 9B

CHIR-12.12 heavy chain:

leader:
MEFGLSWVFLVAILRGVQC
variable:

QVQLVESGGGVVQPGRSLRLSCAASGFTFSSYGMHWVROAPGKGLEWVAVISYEESNRYHAD
SVKGRFTISRDNSKITLYLOMNSLRTEDTAVYYCARDGGIAAPGPDYWGQGTLVTVSS

constant:

ASTKGPSVFPLAPASKSTSGGTAALGCLVKDYFPEPVIVSWNSGALTSGVHTFPAVLQSSGL
YSLSSVVIVPSSSLGTQTYICNVNHKPSNTKVDRRVEPKSCDKTHTCPPCPAPELLGGPSVF
LFPPKPRKDTLMISRTPEVICVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVV
SVLTVLHQDWLNGEKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSL
TCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWNQQGNVFSCSV
MHEALHNHYTQKSLSLSPGK

alternative congtant region:

ASTKGPSVFPLAPSSESTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHETFPAVLQSSGL
YSLSSVVTVPSSSLGTQTYICNVNHKPSNTEVDKRVEPKSCDKTHTCPPCPAPELLGGFSVF
LFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNARTKPREEQYNSTYRVV
SVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTRNQVSL
TCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSV
MHEALHNHYTQKSLSLSPGK
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FIGURE 10A
DNA sequence of light chain of CHIR-12.12:

S'atggcgctecctgeteageteetggggetgetaatgetetgggtetetggatecagtggggatatigtgatgacteagtctecactete
cctgaccgtcacceetggagagecggectecatetectgeaggtecagtcagagectectgtatagtaatggatacaactatttggattg
gtacctgeagaagecagggeagtctccacaggtcctgatetetitgggtictaatcgggectecggggtecctgacaggticagtggea
gtggatcaggeacagattttacactgaaaatcagecagagtggagpctgaggatgtigggatttattactgeatgeaagetegacaaact
ccattcactttcggecctgggaccaaagtggatatcagacgaactgiggetgeaccatctgteticatettecogecatetgatgageagt
tgaaatctggaactgecteigttgtgtgcctgetgaataactictatcccagagaggecaaagtacagtggaaggtggataacgecctee
aatcgggtaactcccaggagagtgtcacagageaggacageaaggacageacctacagectcageageaccctgacgetgageaa
agcagactacgagaaacacaaagtctacgectgegaagtcacccatcagggectgagetcgecegtcacaaagageticaacaggg

gagagtgttag3'

FIGURE 10B

DNA sequence of heavy chain of CHIR-12.12 (including introns):

S'atggagtitgggctgagetgggitttcetigtigetatittaagaggtgtecagtgtcaggtgeagttggtggagtetgggggaggegt

ggtecagectgggaggtecctgagactetectgtgeagectetggattcaccttcagtagetatggeatgeactgggtecgecaggete
caggcaaggggctggagtgggtggcagttatatcatatgaggaaagtaatagataccatgeagactcegtgaagggecgaticacca
tcteccagagacaattccaagatcacgetgtatctgeaaatgaacagecteagaactgaggacacggetgtgtattactgtgegagagat
gggggtatagcageacctgggectgactactggggecagggaaccctggtcacegictectcageaagtaccaagggeccatcegt
cttcceectggegeccgetageaagageacctetgggggeacageggeectgggctgectggtcaaggactacttceecgaaccgg
tgacggtgtcgtggaactcaggegeectgaccageggegtgeacaccttcceggetgtectacagtecicaggactetacteecteag
cagcgtggtgaccgtgeccteccageagettgggeacccagacctacatctgcaacgtgaatcacaageccagcaacaccaaggtgg
acaagagagitggtgagaggccagcacagggagggagggtgtctgctggaagecaggetcagegetectgeetggacgeateeeg
getatgeagteccagtccagggeageaaggeaggecccgictgeeteticacccggaggectetgecegeeccacicatgetcagg

gagagggtctictggcttittccccaggetetgggeaggeacaggetaggtgcccctaacccaggecctgeacacaaaggggcaggt
getgggetecagacctgecaagagecatatcegggaggacectgeccetgacctaageccaccccaaaggecaaactctecactece
tcagcteggacaccttetctectcecagattccagtaacteecaatctictetetgcagageccaaatetigtgacaaaactcacacatge

ccaccgtgeccaggtaagecageccaggectegecectecagetcaaggegggacaggtgecctagagtagoctgeatccagggac
aggecccagecgggtgetgacacgtccaccetecatetcticetcageacctgaacteetggeggeacegteagicttcctettececee
aaaacccaaggacaccctcatgatctcccggaccectgaggteacatgegtggtggtggacgigagecacgaagacceetgaggtca
agttcaactggtacgtggacggcegiggaggtgcataatgccaagacaaagecgegggaggageagtacaacageacgtacegtgt

ggteagegtectcacegtectgeaccaggactggetgaatggcaaggagtacaagtgeaaggictccaacaaageecteccagece

ccatcgagaaaaccatctccaaagecaaaggtgggaccegtgggptgegaggeccacatggacagaggeeggeteggeccacce
tetgecctgagagtgaccgetgtaccaacctetgteectacagggeageccegagaaccacaggtgtacacectgeccecatecegg
gaggagatgaccaagaaccaggtcagectgacctgectggtcaaaggetictatcccagegacatcgeegtggagtgggagageaa
tgggcageeggagaacaactacaagaccacgectecegigetggactecgacggetecticticetetatageaagetecacegtggac
aagagcaggtpgcagcaggggaacgictictcatgeteegtgatgeatgaggctctgeacaaccactacacgeagaagagectetec
ctgtctccgggtaaatga3’
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FIGURE 11A

CHIR-5.9 light chain:

leader:

MALLAQLLGLLMLWVPGSSG

variable:

ATVMTQPPLSSPVTLGQPASISCRSSQSLVHSDGNTYLNWLQQRPGOQPPRLLIYKFFRRLSG
VPDRFSGSGAGTDFTLKISRVEAEDVGVYYCMOVTQFPHTFGQGTRLEIK

constant:

RTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSK
DSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

FIGURE 11B

CHIR-5.9 heavy chain:

leader:
MGSTAILALLLAVLQGVCA
variable:

EVQLVQSGAEVKKPGESLKISCKGSGYSFTSYWIGWVROMPGKGLEWMGIIYPGDSDTRYSP
SFQGQVTISADKSISTAYLQWSSLKASDTAMYYCARGTAAGRDYYYYYGMDVWGQGTTVTVS
s

constant:

ASTRGPSVFPLAPASKSTSGGTAALGCLVEDYFPEPVITVSWNSGALTSGVHTFPAVLQSSGL
YSLSSVVIVPSSSLGTQTYICNVNHKPSNIKVDEKRVEPKSCDKTHTCPPCPAPELLGGPSVE
LFPPEPKDTLMISRTPEVICVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVV
SVLTVLHQDWLNGRKEYKCRVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSL
TCLVEKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDASFFLYSKLTVDESRWQQGNVFSCSV
MHEALHNHYTQKSLSLSPGK

alternative constant region:

ASTKGPSVFPLAPSSKSTSGGETAALGCLVKDYFPEPVIVSWNSGALTSGVHTFPAVLQSSGL
YSLSSVVIVPSSSLGTQTYICNVNHKPSNTKVDKRVEPKSCDKTHTCPPCPAPELLGGPSVF
LFPPKPKDTLMISRTPEVICVVVDVSHEDPEVKFNWIVDGVEVHNAKTKPREEQYNSTYRVV
SVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTRNQVSL
TCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSV
MHEALHNHYTQKSLSLSPGK
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FIGURE 12A

Coding sequence for short isoform of human CD40:

1 atggitegte tgeetetgea gtgegtecte tggggetget tgetgaccge tgtecateca

61 gaaccaccca ctgcatgecag agaaaaacag tacctaataa acagtcagtg ctgtictttg
121 tgccagecag gacagaaact ggtgagtgac tgcacagagt tcactgaaac ggaatgectt
181 cctigeggtg aaagegaatt cetagacace tggaacagag agacacactg ccaccageac
241 aaatactgeg accccaacct agggettcgg gteccageaga agggeaccie agaaacagac
301 accatctgea cctgtgaaga aggetggeac tgtacgagtg aggectgtga gagetgtgic
361 ctgcaccget catgetegece cggctitggg gtcaageaga tigetacagg ggtttetgat
421 accatctgeg agccctgece agteggettc tictccaatg tgteatctge titcgaaaaa
481 tgtcaccett ggacaaggte cccaggateg getgagagee ctggtggtega tececateat
541 cttegggatce ctgtttgeca tectctiggt getggtettt atcaaaaagg tggecaagaa
601 gccaaccaat aa

FIGURE 12B

Encoded short isoform of human CD40:

1 mvrlplgevl wgclltavhp epptacrekq ylinsqecesl cqpggklvsd cteftetecl
61 pcgesefldt wnrethchgh kycdpnlglr vqgkgtsetd tictceegwh ctseacescv
121 Ihrscspgfg vkqiatgvsd ticepcpvgf fsnvssafek chpwtrspgs aespggdphh

181 Irdpvchplg aglygkggqe ang
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FIGURE 12C

Coding sequence for long isoform of human CD40:

1 atggttcgtc tgectctgea gtgegtecte {ggggetget tgetgacege tgtecateca

61 gaaccaccca ctgeatgeag agaaaaacag tacctaataa acagtcagtg ctgttetttg
121 tgcecagecag gacagaaact ggtgagtgac tgcacagagt tcactgaaac ggaatgectt
181 ccttgeggtg aaagegaatt cctagacace tggaacagag agacacactg ccaccageac
241 aaatactgcg accccaacct agggcettegg gtccageaga agggeacctc agaaacagac
301 accatctgea cctgtgaaga aggetggceac tgtacgagtg aggectgtga gagetgtgtc
361 ctgeaccget catgetegee cggetttggg gtcaageaga ttgetacagg ggtttctgat
421 accatctgeg agecctgeee agteggetic tictccaatg tgteatetge tttcgaaaaa
481 tgtcaccctt ggacaagetg tgagaccaaa gacctggttg tgcaacagge aggeacaaac
541 aagactgatg ttgtctgtgg tccccaggat cggetgagag cectggtggt gatccecate
601 atcticggga tectgtitge catectettg gtgetggict ttatcaaaaa ggtggecaag
661 aagccaacca ataaggccce ccaccccaag caggaaccee aggagatcaa tittccegac
721 gatctteetg getecaacac tgetgeteca gtgeaggaga ctttacatgg atgecaaceg
781 gtcacccagg aggatggeaa agagagicge atctcagtge aggagagaca gtga

FIGURE 12D

Encoded long isoform of human CD40:

1 mvrlplgevl wgclltavhp epptacrekq ylinsqcesl cqpggklvsd cteftetect
61 pcgesefldt wnrethchgh kycdpnlglr vqgkgtsetd tictceegwh ctseacescv
121 lhrsespgfe vkqiatgvsd ticepepvgf fsnvssafek chpwiscetk dlvvqgagin
181 ktdvvegpqd riralvvipi ifgilfaill vivfikkvak kptnkaphpk qepqeinfpd
241 dipgsntaap vgetlhgegp vtqedgkesr isvgerq
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FIGURE 13

pH



