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Figure 5

MuSD12 VH region
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Figure 7

12 variants DISD12VH
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Figure 8 FACS data
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Figure 9: V-L-I variants of DISD12VH
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Figure 10:  Distribution of antibody productivity for GS-CHO cell lines
preducing the PG102 antibody and ‘overgrown’ 24-well
plate cultures
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Figure 11: Growth and antibody accumulation profiles for cell lines L107
(DC1; top panel), L25 (DC2; middle panel) and M95 (DC3, Iower panel) in
CDACF fed-batch shake flask culture
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Figure 12: Comparison of the binding of PG102(red) and PG100(blue) at 10ug/ml to

CD40 immohilised at 3 different levels
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Figure 13 Inhibition of CD40 mAb binding to JY celis expressing human CD40 by the
anti-idiotype mAb 173-36-1. Anti-CD40 mAbs were assayed at a concenfration of 1

ugfml. Data indicate mean + s.e. mean of 4 separate determinations for each antibody.
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Figure 14: CD40-Fc ELISA. Concentration-related binding of PG100 and PG102 to
human CD40-Fc. Plates were coated overnight with 250 ng/mi human CD40-Fc. The
isotype control mAb, chFUN-1, is directed against human CD86. Data indicate mean +
s.e, mean (all n=3).
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Figure 15: FACS quantification of anti-CD40 mAb binding to JY celis. PG100 and
PG102 displayed comparable half-maximal binding concentrations. The anti-CD86 mAb,
chFUN-1, also showed hinding to JY cells in these experiments due to the surface
expression of human CD86 by this cell line. Data indicate the mean of duplicate
determinations for each antibody.
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Figure 16. Inhibition of PG100PE and PG102PE binding to JY cells by unlabelled
PG100 and PG102 antibodies. Labelled PG100 (A) and PG102 (B) were incubated at 1
Og/ml in the presence of increasing concentration of competing unlabelied anfibody.
Labelled antibody binding was determined as mean fluorescence intensity (MFI} by flow
cytometry, Maximal MFI for PG100PE and PG102PE binding was 369 fluorescence
units (A) and 305 fluorescence units (B), respectively. Data indicate mean * s.e. mean of

4 separate experiments,
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Figure 17: Inhibition of IL-8 release by THP-1 cells after co-culture with Jurkat
cells. :

THP-1/IL-8 release assay
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Figure 18

Protein sequence of PG102 heavy and light chain
Signal sequences are underlined, variable regions in bold.
Heavy chain:

MEWSWVFLIFFLSVITGVESQVELOESGPGLVEPSETLSITCTVSGFSLSRYSVYWIRQFPPGRGPE
WMEMMWGGGSTDY STSLKSRLTI SKDTSKSQVSLEMNSLRTDDTAMY YCVRTDGD YWGQGTTVTV
SSASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLOSSGLY
SLSSVVTVPSSSLGTKTYTCNVDHKPSNTKVDKRVESKYGPPCPSCPAPEFLGGPSVEFLFPPKPK
DTIMISRTPEVTICVVVDVSQEDPEVQOFNWYVDGVEVHNAKTKPREEQFNSTYRVVSVLTVLHQDW
LNGKEYKCKVSNKGLPSSIEKTISKAKGQPREPQVYTLPPSQEEMTKNQVSLTCLVKGFYPSDIA
VEWESNGOPENNYKTTPPVLDSDGSFFLYSRLTVDKSRWQEGNVFSCSVMHEALHNHY TQRSLSL
SLGK

Light chain:

MSVPTOVLGLLLLWLT DARCELQLTQSPLSLPVTLGQPASISCRSSQSLANSNGNTYLHWYLQRP
GQSPRLLIYEVSNREFSGVPDRFSGSGSGTDETLRISRVEAEDVGVYYCSQSTHVPWTFGGCTELE
IKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKD
STYSLSSTLTLSKADYEKHKVYACEVTHQGLSSEVTKSFNRGEC
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DNA sequences encoding PG102 heavy and Ilght chains

Signal sequences is indicated as underhned variable reglons in bold and stop codons in lower
case. - '

Heavy chain;

ATGGAGTGGTCTTGGGTGTTCCTGTTCTTCCTGTCTGTGACAACAGGAGTGCACTCTCAGGTCBA'_
GCTGCAGGAGTC‘I‘GGACCAGGAC’I‘GGTGAAGCCATCTGAGACCCTGAGCATCACCTG’J{%CAGTGA
GCGGCTTCAGCCTCTCTAGATACAGCGTGTACTGGRTCAGACAGCCACCTGGAAAGGGACCAGAGq
TGGATGGGAATGATGTGGGGBGGAGGATCTBCAGACTACAGCACCAGCCTGRBGTCTAGACTGAC'
CATCAGCBBGGACBCCTCTAAGTCTCAGGTCTCCCTGAAGBTGAACTCTCTGAGAACA‘ CGACA'
CCGCCATGTACTACTGTGTGAGAACCGACGGAGATTATTGGGGACAGGGCACAACAGTGACAGTG
TCCTCTGCCTCTACAAAGGGACCATCTGTGTTTCCACTGGCCCCATGTTCTAGATCTACCAGCGA
GTCTACAGCTGCTCTGGGATGTCTGGTGAAGGACTACTTTCCAGAGCCTGTGACAGTGTCTTGGA
ATAGTGGAGCCCTGACATCTGGAGTGCACACATTTCCAGCTGTGCTGCAGTCTAGCGGACTGTAT
TCTCTGTCCAGCGTGGTGACAGTGCCATCTTCTTCTCTGGGCACCAAGACCTACACATGTAACGT
GGACCACAAGCCATCTAARCACCAAGGT GGACAAGAGAGTGGAGTCTARGTACGGACCACCATGCC
CATCTTGTCCAGCTCCAGAGTTTCTGGGAGGACCTAGCGTGTTTCTGTTCCC CCCAAAGCCAAAG
GATACCCTGATGATCTCTAGARCCCCAGAGGTGACATCTGTGGTGETGGATCTGTCTCAGGAGGA
TCCAGAGGTCCAGTTTAACTGGTACGTGGATGGAGTGGAGGTGCACAARCGCTAAGACARAGCCAA
GAGAGGAGCAGTTCAACAGCACATACAGAGTGGTGTCTGTGCTGACAGTGCTGCATCAGGATTGE
CTGAACGGCAAGGAATACARGTGTAAGGTCTCCAACAAGGGCCTGCCATCTTCTATCGAGARARC
CATCTCTAAGGCTARGGGACAGCCARAGGGAGCCACAGGTGTACACACTGCCACCATCTCARGAGS
AGATGACCABRGAACCAGGTGTCCCTGACATGCCTGGTGAAGGGATTCTACCCATCTGATATCGCT
GTGGAGTGGGAGTCTARTGGACAGCCCGAGRACAACTACARGACCACACCACCAGTGCTGGATTC
TGACGGCTCTTTCTTCCTGTACAGCAGACTGACAGT GGACARGTCTAGAT GGCAGGAGGGARACG
TCTTTAGCTGTAGCGTGATGCATGAGGCTCTGCACAACCACTACACCCAGAAGTCTCTGTCTCTG
AGTCTGGGRAAALgatag

Light chain:

ATGTCTGTCCCAACACAGGT GCTGGGACTGCTGCTGCTGTGGCTGACAGATGCTAGATGTGAGCT
GCAGCTGACACAGTCTCCACTETCTCTGCCAGTGACACTCGGACAGCCAGCTAGCATCAGCTGTA
GARGCTCTCAGTCTCTGEGCCAACTCTARCGGCARCACATACCTGCATTGGTATCTGCAGAGACCA
GGACAGTCTCCARGACTECTGATCTACARGGTGTCCARCAGATTCTCTGEGAGTGCCRGACAGATT
PPCTEGCTCTGGCTCTGGAACAGACTTCACCCTGAAGATCTCTAGAGTEEAGGCTGAGGATGTGG
GAGTGTACTACTGCTCTCAGTCTACACATETECCATGGACATTCGGAGCAGGAACAARGCTGCAG
ATCAAGAGAACAGTGGCTGCCCCATCTGTGTTTATCTTCCCCCCATCTGATGAGCAGCTGAAGTC
TGGAACARGCTTCTETEETETEGTCTGCTGAACAACTTCTACCCARGGGAGGCTAAGGTGCAGTGGA
AGGTGGACAATGCTCTGCAGTCTGGARACTCTCAGGAGTCT GTCACAGAGCAGGACAGCAAGGAC
TCTACCTACTCTCTGAGCAGCACACTGACACTGTCTAAGGCCGACTACGAGAAGCATAAGGTGTA
CGCCTGTGAGGTGACACAT CAGCGACTGTC TAGCCCAGTGACCAAGTCTTTCAACAGAGGCGAGT
GCtgatag




