WO 2066/121422

PCT/US2005/003725

1/35

FIG. 1

Amino Acid Sequences of Monoclonal Anti-Toxin A Antibodies Variable

Light Chain Re

ions (L) and Variable Heavy Chain Regions (H)

Clone | chain

Amino Acid Sequence

SEQ ID NO:
(SEQ ID NO:
without
eader
|}sequence)

3D8

mdmmypagliglitwipgsreDIQMTQSPSSVSAS VGDRY TITCRASOGISS
WLAWYQHKPGKAPKLLIYAASSLOSGVPSRFSGSGSGTDFTLTISS
LOPEDFATYYCQQANSFPWTFGQGTKVEIK

SEQ ID NO:43
(SEQ ID NO:4)

mdrmrvlaqliglilicfpgarcDIQMTQSPSSLSASVGDRV TITCRASQGISSWL
AWYQQKPBKAPKSLWMS_S_LQgGVPSRFSGSGSG'IDFI‘LTISSLQP

EDFATYYCQOYNSYPWTFGQGTKVEIK

SEQ ID NO:44
(SEQ ID NO:30)

mdmrvpaqiiglliiwlpgarcVTWMTQSPSLLSASTGDR VTISCRMSQGISSY.
LAWYQQKPGKAPELLIYAASTLQSGVPSRFSGSGSGTDFILTISSLQ

PEDFATYYCQOYNSYPWTFGQGTKVEIK.

SEQ ID NO:45
(SEQ ID NO:31)

mdmmvpagilgiwipgarcDIQMTQSPSSVSASYGDRVTIIC,
WLAWYQHKPGKAPKLLIYAASSLOSGVPSRFSGSGSGTDFTLTISS
LQPEDFATYYCOOYNSYPWTFGQGTKVEIK

SEQ ID NO:46
(SEQ ID NO:32)

rdmrvpagliglllicfpgarcDIQMTQSPSSVSASVGDRVTITCRASQOGISSW
LAWYQOKPEKAPKSLIYAASST OSGVPSRFSGSGSGTDFTLTISSLQ

PEDFATYYCQOYNSYPWIFGQGTKVEIX

SEQ ID NO:47
(SEQ ID NO:33)

mdmrvlagiiglllcfpgarcDIQMTQSLSSLSASVGDRVIITCRASQGISSWL
AWYQQKPEKAPKSLTY AASSLOSGVPSRFSGSGSGTDFTLTISSLQP
EDFATYYCQOQANSFPWTFGQGTKVEIK

SEQ ID NO:48
(SEQ ID NO:34)

mefglswyllvalirgvacQVQLVESGGGVVQPGRSLRLSCAASGFSFSNYG
MHWVRQAPGKGLEWVALIWYDGSNEDYTDSVKGRETISRDNSKN
TLYLQMNSLRAEDTAVYYCARWGMVRGVIDVEDIWGQGTVVTVS
s

SEQ ID NO:49
(SEQ ID NO:1)

1B11

‘meapaqlifilllwipditgEIVLTQSPATLSLSPGERATLSCRASOSVSSYLA,
WYQQKPGQAPRLLIYDASNRATGIPARFSGSGSGTDFTLTISSLEPE
DFAVYYCQORSNWSQFTFGPGTKVDIK

SEQ ID NO:50
(SEQ ID NO:S)

mefglswvilvallrgvgeQMQLVESGGGVVQPGRSLRLSCEASGFSFNSYG

MHWVRQAPGKGLEWVSYIWASGNKKYYIESVEGRFTISRDNSKNT
LYLQMNSLRABDTAVY YCARANFDYWGQGTLVTVSS

SEQ ID NO:51
(SEQ ID NO:2)

33.3H2

mdmrvlaqilglllefpgarcDIGMTQSPSSLSASVGDRVITTCRASOGISSWIL
AWYQQKPEKAPKELIYAASSLOSGVPSRFSGSGSGTDFTLTISSLQP
EDFATYYCQOYKSYPVIFGGGTKVEIK

SEQ IDNO:52
(SEQ ID NO:6)

mefglswvlvallrgvgeQVQLVESGGGVVQPGRSLRLSCAASGFTFNKY

GMHEWVRQAPGEGLEWVAVIWYDGTNKY Y ADSMKGRFTISRDNS
ENMLYLQMNSLRAEDTAVYYCARDPPTANYWGQGTLVTVSS

SEQ ID NO:53
(SEQ ID NO:3)
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FIG. 2A -

Anti-Toxin A 3D8 VK Sequences

WO 2006/121422
K V-segment :
J-segment :
. D I Q9 M T
1 GAC ATC CAG ATE@ ACC

v v T I T ¢C
55 GTC ACC ATC ACT TGT
Q H K P @
109 CAG CAT AAA CCA GGQ
CDR2
g 8 6 Vv P
163 ‘CAR AGT GGG GTC CCA
L T I 8§ 8
217 CTC ACC ATC AGC AGC
CDR3
A N § F P
a7 GCT AAT AGT TTC CCT

L19

JK1

© S P 8 8 YV 8 A 8 ¥ @ D R

CAG TCT CCA TCT TCC GTG TCT GCA TCT GTA GGA GAC AGA
CDR1

R A 8 @ & T 8 8 W L A W ¥

CGE G906 AGT CAG GGT ATT AGC AQC TGG TTA GCC TGE TAT

CDR2

o B VP b A ek k.

K A P X L L I ¥ A A 8 8 T
AAA GCC CCT AAG CTC CTG ATC TAT GCT GCA TCC AGT TTG

8 R F $ €@ 8 86 8 6 T D F T

TCA AGG TTC AGC GGC AGT GGA TCT GGG ACA GAT TTC ACT
CDR3

L @ ®P E D A T Y ¥ € @ @

CTG CAG CCT GAA GAT

¥ T 'F € @ € T X v E I K
TGE ACE TTC GGC CAA GBG ACC AAG GTG GAA ATC AdA

JR1

Amino acid sequence = SEQ ID NO:4
Nucleic acid sequence= SEQ ID NO:35
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FIG. 2B

Anti-Toxin A 3D8 VH Sequences

V-segment: VH3-33
D-segment: D3-10
J-segment: JH3b

. 9 vV ¢ L Vv E 8 66 6 6 VvV Vv Q P G R & L
1 CAG GT3 CAG CTG GTG GAG TCT GGG GGA GGC GIG GTC CAG CCT GGC AGS TCC OTG

CDR1L
R L s € A A 8 G F &8 F 8 N ¥ G M H Ww
55 AGA CTC TCC TGT GCG GCE TCT GEA TTC AGC TTC AGT ARC TAT GGC ATG CAC TE@
CDRZ
¥ R @ A P G K 6 L B W V A 6L I W Y D
103 GTC CGC CAG GCT CCA GGC AAG GGG CTG GAG TEG GTG@ GCA CTT ATA TGE TAT GAT
CDR2

G '8 N B P ¥ T D S8 VvV K @6 R F T I s R
163 GGA AGT AAT GAG GAC TAT ACA GAC TCC GTG ARG GGEC CGA TTC ACC ATC TCC AGA

D N &§ K N T L Y B Q M ¥ 58 L R A E D

217 GAC ART TCC ARG AAC ACG CTE TAT CTG CAR AT3 AAC ASC CTC AGA GCC GAG GAC
CDR3
T A v Y Y (4 A R " G M v R G v I D v
271 ACG GCT GTE TAT TAC TET GCG AGA TGE GEE ATG GTT CGE SGA GTT A AT GTT
D3-10/DXP’1
coR3 — JH3b

F D I w 66 Q 6 T VvV-¥ T Vv S8 s
325 TTT GAT ATC TGE GGC CAA GGG ACA GTG GTC ACC GTC TCT TCA

amino acid sequence=SEQ ID NO:1
nucleic acid sequence=SEQ ID NO:38
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FIG. 3A

Anti-'i‘oxin A 1B11 VK Sequences

V-segqment: L6
J-segmenkt: JK3

E I v & T @ =8 P A T L S L s B
GAA ATT GTG TTG ACA CAG TCT CCA GCC ACC CTE TCT TTG TCT CCA GGG GAR AGA

CDR1
A T L 8 ¢cC R A &8 @ 8 VvV 8 8 Y L A W Y
GCC ACC CTC TCC TGC AGBG GCC AGT CAG AGT GPT AGC AGC TAC TTA GCC TGG TAC

CDR2

g © K P G 0 A P R L L I ¥ D A 8 N R

, CAR CAG AAA CCT GGC CAG GCT CCC AGG CTC CTC ATC TAT GAT GCA TCC AAC AGG

CDR2

o ok o Pt B e

A T @ I P A R F 8 &6 8 & 85 & ® D F T
GCC ACT GGC ATC CCA GCC AGG TTC AGT GGC AGT GGG TOT GGE ACA GAC TTC ACT

. CDR3

ot b e e

L T I 5] s L E ?P E D F A V Y Y ¢ Q 9
CTC ACC ATC AGC AGC CTA GAW CCT GRAA GAT TTT GCA GTT TAT TAC TGT CAG CAG

CDR3

R &8 ¥ w =8 Q P T F. G ® & T K Vv D I K
CGT AGC ARC TGG TCT CAA TTC ACT TIC GGC CCT GGG ACC AAR GTG GAT ATC AAA

JK3

Amino acid sequence = SEQ ID NO:5
Nucleic acid sequence= SEQID NO:36
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FIG. 3B

Anti~-Toxin A 1B11 VH Sequences

V-gegment: VH3-33
D-gsegment: unknown
J-segmenkt: JH4b

o M ¢ L Vv E s G & 6 VvV vV Qg P 6 R 8 L
1 CAG ATG CAG CTG GTG GAG TCT GGG GEC GEC GTG GTC CAG CCT GGG AGE TCC CTC

) R L 8 C E A 8 G F 8 F N 8 Y G ¥ H W
55 AGA CTC TCC TGT GARA GCG TCT GGA TTC TCC TTC AAT AGC TAT GGC ATG CAC TGG

CDR2

v R Q@ A P G K G L E W VvV § V¥V I W A s
108 GIC CGC CAG GCT CCA GGC ARG GGG CTG GAG TGE GTG TCA GTC ATA TGE GCC AGT

CDR2
G N XK K ¥ Y =1 E 8 VvV E @ R F T I S R
163 GGA ART ARG AAA TAT TAT ATA GAR TCC GTG GAG GGC CGA TTC ACC.ATC TOC AGA

. D N 8 X ¥ T L ¥ L Q M N 8§ L R & E D
217 GAC AAT TCC ARG AAC ACG CTG TAT CTIG CAA ATG AAC AGC CTG AGA GCC GAG GAC

At Pt Pt 0l Pt Pt et g ot 0 gt Bt g g b Bod Tt ot

T A Y Y Y ¢ A R A N F D Y W G Q & T
271 ACG GCT GTG TAT TAC TGT GCG AGA GCC AAT TTT GAC TAC TGG GGC CAG GGA ACC

JH4b
L v T Vv 8 s
325 CT@ GTC ACC GTC TCC TCA .

Amino acid sequence = SEQ ID NO:2
Nucleic acid sequence= SEQ ID NO:39
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' - FIG. 4A

Anti-Toxin A 33,3H2 VK Sequences

V-zegment: L15
J-segment: JK4

*

D I g M T Q 8 P g 5 L 8 A 8 ¥ €6 D R
GAC ATC CAG ATG ACC CAG TCT CCA TCC TCA CTG TCT GCA TCT GTA GGA GAC AGA

CDR1
v T I T € R A B8 g ¢ I 8 8 W L A W ¥
GIC ACC ATC ACT TGT CGG GCG AGT CAG GGT ATT AGC AGC TGG TTA GCC TGE TAT

CDR2
Q Q K P E XK A P K 8 L I Y A A 858 8§ 1
CAG CAG AAA CCA GAG ARRA GCC CCT AAG TCC CTG@ ATC TAT GCT GCA TCC AGT TTG

CDR2
QO S ¢ v P 8§ R F S ¢ 8§ @ 8 G T D F T
CAR AGT GGG GTC CCA TCA AGG TTC AGC GGC AGT GGA TCT GGG ACA GAT TTC ACT

' -y

L T I & & L Q P E D F A T Y ¥ C Q0 Q
CTC ACC ATC AGC AGC CTG CAG CCT GAA GAT TTT GCA ACT TAT TAC TGC CAA CAG

CDR3
¥y K 8§ ¥ p Vv T F ¢ ¢ ¢ T X Vv E I K
TAT AAG AGT TAC CCG G’[C ACT TIC GAEC GGA GGG ACC ARG GTG GAG ATC AAA

JK4¢

Amino acid sequence = SEQ ID NO:6
Nueleic acid sequence= SEQ ID NO:37

v
*
b

PCT/US2005/003725
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FiG. 4B

Anti-Toxin A 33.3H2 VH Sequences

V-segment: VH3-33
D-segment: Unknown
J-segment: JH4Db

Q v Q L Vv E § 6 & 6 Vv VvV @ P 6 R § I
ChG GTG CAG CTG GTG GAG TCT GGG GGA GGC GTE GTC CAG CCT GGG AGE TCC CTG

CDR 1

R L 8 ¢ A A 8 €€ F ? F N XK Y G M B W
AGA CTC TCC 76T GCA GCG TCT GGA TTC ACC TTC ART ARA TAT GGC ATG CAC TGO

CDR 2

v R Q0 A P 6 K G L E W VvV A V I W Y D
GIC COC CAG GCT CCA GGC AAZ GGG CTG GAG TGG GTG GCA GTT ATA TGS TAT GAT

CDR 2

¢ T W K ¥ ¥ A p &8 M X ¢ R P 7T I 5 R
GGEA ACT AAT ARA TAC TAT GCA GAC TCC ATG AAG G3C CGA TTC ACC ATC TCC AGA

D ¥ &8 K N M L ¥ L 0 M N 85 L R A EBE D
GAC AAT TCC AAG AAT ATG CTG TAT CTG 'CAA ATG AAC AGC CTA AGR GCC GAG GAC

. COR 3

T A Vv Y ¥ ¢ A R I P P T A N Y W € 0
ACG GCT GTG TAT TAC TGT GCG AGA GAT CCC CCC ACT GCT AAC TAC TGG GGC CAG

THeD
G T L v T Vv 8 8§
GEGA ACC CT@ GTC ACC GTC TCC TCA

Amino acid sequence = SEQ ID NO:3
Nucleic acid sequence= SEQ ID NO:40
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C. difficile Toxin A Amino Acid Sequence
(See also GenBank® GI No0:98593, Acc. No:A37052)

MSLISKEELIKLAYSIRPRENEYKTILTNLDEYNKLTTNNNENKYLOLKKLNESIDVEMNKY
KTSSRNRALSNLKKDILXEVILIKNSNTSPVERNLEFVWIGGEVSDIALEYIKQWADINAEY
NIKLWYDSEAFLVNTLKKAIVESSTTEALQLLEEEIQNPQFDNMKFYKKRMEFTI YDRQKRFT
NYYKSQINKPTVPTIDDIIKSHLVSEYNRDETVLESYRTNSLRKINSNHGI DIRANSLFTEQ
ELLNIYSQELLNRGNLAAASDIVRLLALKNFGGVYLDVDMLEGIHSDLFKTISRPSSIGLDR
WEMIKLEATMKYKKYINNYTSENFDKLDQQOLKDNFKLI IESKSEKSEI FSKLENINVSDLEI
KIAFALGSVINQALISKQGSYLTNLVIEQVKNRYQFLNQHLNPAT ESDNNFTDTTKIFHDST
FNSATAENSMFLTKIAPYLQVGFMPEARSTISLSGPGAYASAYYDFINLQENTIEKTLKASD
LIEFKFPENNLSQLTEQEINSLWSFDQASAKYQFEKYVRDYTGGSLSE DNGVDFNKNTATLDK
NYLLNNKIPSNNVEEAGSKNYVHYIIQLOGDDISYEATCNLFSKNPKNSIITQRNMNESAKS
YFLSDDGESILELNKYRIPERLKNKEKVKVTFIGHGKDEFNTSEFARLSVDSLSNEI SSFLD
TIKLDISPKNVEVNLLGCNMFSYDFNVEETYPGKLLLSIMDKITSTLPDVNKNSITIGANQY
EVRINSEGRKELLAHSGKWINKEEAIMSDLSSKEYIFFDSIDNKLKAKSKNIPGLASISEDT
KTLLLDASVSPDTKFILNNLKLNIESSIGDYIYYEKLEPVKNIIHNSIDDLIDEFNLLENVS
DELYELKKLNNLDEKYLISFEDISKNNSTYSVRFINKSNGESVYVETEKEIFSKYSEHITKE
ISTIKNSIITDVNGNLLDNIQLDHTSQVNTLNAAFFIQSLIDYSSNKDVINDLSTSVKVQLY
AQLFSTGLNTIYDSIQLVNLISNAVNDTINVLPTITEGIPIVSTILDGINLGAAIKELLDEH
DPLLKKELEAKVGVLAINMSLSIAATVASIVGIGAEVTIFLLPIAGISAGI PSLYNNELILYE
DRATSVVNYFNHLSESKKYGPLKTEDDKILVPIDDLVISEIDFNNNS IKLGTCNILAMEGGS
GHTVIGNIDHEFFSSPSISSHIPSLSIYSAIGIETENLDFSKKIMMEL PNAPSRVFWWETGAVE
GLRSLENDGTRLLDSIRDLYPGKFYWRFYAFFDYAITTLKPVYEDTNIKIKLDKDTRNFIMP
TITTNEIRNKLSYSFDGAGGTYSLLLSSYPISTNINLSKDDLWIFNIDNEVREISIENGTIK
KGKLIKDVLSKIDINKNKLIIGNQTIDFSGDIDNKDRYIFLTCELDDKISLIIEINLVAKSY
SLLLSGDKNYLISNLSNTIEKINTLGLDSKNIAYNYTDESNNRKYFGAISKTSOKSITHYKKD
SKNILEFYNDSTLEFNSKDFIAEDINVFMKDDINTITGKYYVDNNTDKSIDFSISLVSKNQV
KVNGLYLNESVYSSYLDFVENSDGHHNT SNFMNLFLDNI SFWKLFGFENINFVIDKYFTLVG
KTNLGYVEFICDNNKNIDIYFGEWKTSSSKSTIFSGNGRNVVVERTYNPDTGEDISTSLDFS
" YEPLYGIDRYINKVLIAPDLYTSLININTNYYSNEYYPEIIVLNPNTFHKXVNINLDSSSFE -

YKWSTEGSDFILVRYLEESNKKI LOKIRIKGILSNTQSFNKMSIDFKDIKKLSLGYIMSNFK
SENSENELDRDHLGFKIIDNKTYYYDEDSKLVKGLININNSLEYFDPIEFNLVTGWQTINGK
KYYFDINTGAALTSYKI INGKHFYFNNDGYMQLGVFKGPDGFEY FAPANTQNNNIEGQAIVY
OSKFLILNGKKYYFDNNSKAVIGWRIINNEKYYFNPNNAIAAVGLOVIDNNKYYFNPDTAT I
SKGWOTVNGSRYYFDTDTAIAFNGYKTIDGKHFYFDSDCVVKIGVESTSNGFEYFAPANTYN
NNIEGQAIVYQSKE@TLNGKKYYFDNNSKAVTGWQTIDSKKYYFNTNTAEAATGWQTIDGKK
YYENTNTAEAATGWQT IDGKKYYFNTNTAIASTGYTI INGKHFYFNTDGIMOIGVFKGPNGF
EYFAPANTDANNIEGQATLYQNEFLTLNGKKY YFGSDSKAVTGHWRIINNKKYYFNPNNATAR
IHLCTINNDKYYFSYDGILONGYITIERNNFYFDANNESKMVTGVEKGPNGFEYFAPANTAN
NNIEGOAIVYQNKFLTLNGKKYYFDNDSKAVTGWOT IDGKKY YFNLNTAEAATGWQTIDGKK
YYFNLNTAEAATGWQT IDGKKYYFNTNTFIASTGYTS INGKHFYFNT DG IMQIGVFKGPNGE
EYFAPANTDANNIEGQAILYONKFLTLNGKKYYFGSDSKAVTGLRT I DGKKYYFNTNTAVAYV
TGWQTINGKKYYFNINTSIASTGYTITISGKHFYFNTDGIMQIGVFKGPDGFEYFAPANTDAN
NIEGQATRYQNRFLYLHDNIYYFGNNSKAATGHWVTIDGNRYYFEPNTAMGANGYKTI DNKNF
YFRNGLPQIGVFKGSNGFEYFAPANTDANNIEGQAIRYQONRFLHLLGKI YYFGNNSKAVTGH
QT INGKVYYFMPDTAMAAAGGLFEIDGVIYFFGVDGVKAPGIYG (SEQ ID NO:41)
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C. difficile Toxin B Amino Acid Sequence
(See also GenBank® GI No: 7476000, Acc. No: $70172)

MSLVNRKQLEKMANVRFRVQEDEYVAILDALEEYHNMSENTVVEKYLKLKDINSLTDTYIDT
YKKSGRNKALKKFKEYLVIEILELKNSNLTPVEKNLHFIWIGGQINDTAINY INQWKDVNSD
YNVNVFYDSNAFLINTLKKTITIESASNDTLESFRENLNDPEFNHTAFFRKRMQI I YDKQONF
INYYKAQKEENPDLIIDDIVKTYLSNEYSKDIDELNAYIERESLNKVTENS GNDVRNFEEFKT
GEVFNLYEQESVERWNLAGASDILRVAILKNIGGEVYLDVDMLPGIHPDLFKDINKPDSVKTA
VDWEEMQLEAIMKEKEYIPEYTSKHFDTLDEEVQSSFESVIASKSDKSEIFLPLGDIEVSPL
EVRKIAFAKGSI INQATLISAKDSYCSDLLIKQIQNRYKILNDTLGPIISQGNDFNTTMNNFGE
SLGAIANEENISFIAKIGSYLRVGFYPEANTTITLSGPTI YAGAYKDLL TFKEMSIDPSILS
SELRNFEFPKVNISQATEQEKNSLWOFNEERAKIQFEEYKKNYFEGATL.GEDDNLDFSQNTVT
DKEYLLEKISSSTKSSEGGYVHYIVQLQGDKI SYEAACNLFAKNPYDSILFQRNIEDSEVAY
YYNPTDSEIQEIDKYRIPDRISDRPKIKLTFIGHGKAEFNTDIFAGLDVDSLSSEIETAIGT
AKEDISPKSIEINLLGCNMFSYSVNVEETYPGKLLLRVKDKVSELMPSMSQDSIIVSANQYE
VRINSEGRRELLDHSGEWINKEESIIKDISSKEYISFNPKENKI IVKSKNLPELSTLLOEIR
NNSNSSDIELEEKVMLARCE INVISNIETQVVEERIEEAKSLTSDSINYIKNEFKLIESISE
ALCDLKQONELEDSEFISFEDISETDEGFSIRFINKETGESIFVETEKTIFSEYANHITEET
SKIKGTIFDTVNGKLVKKVNLDTTHEVNTLNAAFFIQSLIEYNSSKESLSNLSVAMKVQVYA
QLFSTGLNTITDAARKVVELVSTALDETIDLLPTLSEGLPI IATIIDGVSLGAAIKELSETSD
PLLRQEIEAKIGIMAVNLTTATTAIITSSLGIASGFSILLVPLAGISAGT PSLVNNELVLRD
KATKVVDYFKHVSLVETEGVETLL DDKVMMOQDDLVI SEI DFNNNS I VLGKCEIWRMEGGSG
RIVIDDIDHFFSAPSITYREPHLSIYDVLEVQKEEL DLSKDLMVLPNAPNRVEFAWETGWTEG
LRSLENDGTKLLDRIRDNYEGEFYWRYFAFTADALITTLKPRYEDTNIRINLDSNTRSFIVE
IITTEYIREKLSYSFYGSGGTYALPLSQYNMGINIELSES DVWIIDVDNVVRDVTIESDKIK
KGDLIEGILSTLSIEENKIILNSHEINFSGEVNGSNGFVSLTFSILEGINAIIEVDLLSKSY
KLLISGELKILMLNSNHIQQKIDYIGFNSELQKNIPYSFVDSEGKENGFINGS TKEGLEVSE
LPDVVLISKVYMDDSKPSFGYYSNNLKDVKVI TKDNVNILTGYYLKDDIKISLSLTLODEKT
TKLNSVHLDESGVAE ILKFMNRKGSTNTSDSLMSFLESMNIKS IFVNFLQOSNIKFILDANFT
ISGTTSIGQFEFICDENNNICPYFIKFNTLETNYTLYVGNRONMI VEPNY DL, DDSGDISSTV
INFSQKYLYGIDSCVNKVVISPNIYTDEINITPVYETNNT YPEVIVLDANYINEKINVNIND
LSIRYVWSNDGNDFILMSTSEENKVSQVKIRFVNVFKDKT LANKLSFNFSDKQDVPVSEIIL
SFIPSYYEDGLIGYDLGLVSLYNEKFYINNFGMMVSGLIYINDSLYYFKPPVNNLITGFVTV
GDDKYYFNPINGGAASIGETIIDDKNYYFNQSGVLOTGVFSTEDGFKYFAPANTLDENLEGE
AIDFTGKLIIDENIYYFEDNYRGAVEWKELDGEMHYFSPETGKAFKGLNQIGDDKYYFNSDG
VMOKGFVSINDNKHYFDDSGVMKVGYTEIDGKHFY FAENGEMOT GVFNTE DGFKY FARHNED
LGNEEGEEISYSGILNFNNKIYYFDDSFTAVVGWKDLEDGSKYYFDEDTAEAYIGLSLINDG
QYYFNDDGIMQVGFVTINDKVFYFSDSGIIESGVQNIDDNYFYIDDNGIVQIGVFDTSDGYE -
YFAPANTVNDNIYGQAVEYSGLVRVGEDVYYFGETYTIETGWIYDMENES DK Y YFVEETKKA
CKGINLIDDIKYYFDEKGIMRTGLISFENNNYYFNENGEIQFGYINIEDKMFYFGEDGVMQT
GVENTPDGFKYFAHQNTLDENFEGES INYTGWLGLDEKRYYFTDEYIAATGSVIIDGEEYYF
DPDTAQLVISE
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Fig. 24

Hamster Primary Challenge
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Fig. 25
Hamster Straight Challenge
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Fig. 26

Hamster Primary Challenge
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Fig. 27

Neutralization of Toxin B Cytotoxicity against IMR-90 Celis
Using 2A11, 124-152 or 1G10
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Anti-CDTox B 124-152 VH .
Fig. 28
V segment: 5-51
D segment: 7-27
J Segment: JH3b

E ¥V Q@ VvV Q@ 8 €€ A E V¥V K K 8 G E B8 I
1 GAG GTG CAG CTG GTG CAG TCT GGA GCA GAG GTG AAA AAG TCC GGG GAG TCT CTG

CDR1, SEQ ID N0:62 {(aa) 63 (nt)
K I 8 cC K G =] G Y 8 ¥ T 8 ¥ w I G W
55 ARG ATC TCC TGT AAG GGT TCT GGA TAC AGC TTT ACC AGC TAC TGE ATC GGC TGG

P Pt 0 B P B d o ket i P B e

vV R 0 M P 6 K € L B W M &8 I F Y P ¢
105 GTG CGC CAG ATG CCC GGG AAG GGC CTG GAG TGG ATG GGG ATC PTTC TAT CCT GGT

CDR2 SEQ ID R0:64 (aa) 65 (nt)
D s ] T R ¥ =1 P 8 F g ¢ g v 7¢ I 8 A
163 GAC TCT AGT ACC AGA TAC AGC CCG 'TCC TTC CAA GGC CAG GTC ACC ATC TCA GCC

D K 8 vV ¥ T B ¥ L Q W 8 8 L K A 8§ D
217 GAC AAG TCC GTC AAC ACC GCC TAC CTG CAG TEG AGC AGC CTC AAG GCC TCG GAC

CDR3 8EQ ID NO:66 (sa) €7 (mk)-
T A M Y Y C A R R R N W € N a2 F D I
271 ACC GCC ATG TAT TAC TGT GCG AGA CGT CGA AAC TGG GEA AAT GCT TTT GAT ATC

W 6 @ 6 T M VvV T ¥V 8 s SEQ ID NO:54
325 TGG GGC CAA GGG ACA ATG GTC ACC GTC PCT TCA SEQ ID NO:55

>CDToX B, 124-152, VH-NT with leader 9@ ID NO:57 .
ATGGGGTCAACCGCCATCCTCGCCCTCCTCCTGGCTGTTCTCCAAGGAGTCTGTGCCGAGGTGCA
GCTGGTGCAGTCTGGAGCAGAGGTGAAAAAGTCCGGGGAGTCTCTGAAGATCTCCTGTAAGGGTT
CTGGATACAGCTTTACCAGCTACTGGATCGGCTGGGTGCGCCAGATGCCCGGGAAGGGCCTGGAG
TGGATGGGGATCTTCTATCCTGGTGACTCTAGTACCAGATACAGCCCGTCCTTCCAAGGCCAGGT
QAQCATCTCAGCCGACAAGTCCGTCAACACCGCCTACCTGCAGTGGAGCAGCCTGAAGGCCTCGG
ACACCGCCATGTATTACTGTGCGAGACGTCGAAACTGGGGAAATGCTTTTGATATCTGGGGCCAA
GGGACAATGETCACCATCTCTTCA )

>CDTox B, 124-152, VH-AA with leader 80 Ip no:se

MGSTAIIALLLAVLQGVCAEVQLVQSGAEVKKSGESLKISCKGSGYSFTSYWIGWVRQMPGKGLE
WMGIFYPGDSSTRYSPSFQGQVI‘ISADKSVNTAY‘LQWSSLKASDTAMYYCARRRNWGNAFDIWGQ
GTMVTVSS ' ‘
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Fig. 29
Anti-CDTox B 124-152 VK
V segment: | A27
J segment : JK1

8EQ ID §ois3 )
E I' vV - T Q 8 P € T L § L 8§ P G E R
1 GAR ATT GTG TTG ACG CAG TCT CCA GGC ACC CTG TCT TTG TCT CCA GGG GAA AGA
8EQ ID NQ:59 . .

CDR1 &RQ ID NO:68 (aa) 69 (nt)

AT:LSCRASQSVSSSYLAW
58 GCC ACC CTIC TCC TGC AGE GCC AGT CAG AGT GTT AGC AGC AGC TAC TTA GCC TGGE
{ . .

L)

{ CDR2
| »

Y 000 K P G Q A P R L L I Y G & 8 8
109 TAC CAG CAG ARA CCT GGC CAG GCT CCC AGG CTC CIC ATC TAT GGT GUA TCC AGC

CDR2, SEQ ID NO:70 (aa) 71 (nt)
R, T € I P D R P S G S G S G T D F
163 AGE GCC ACT GGC ATC CCA GAC AGE TTC AGT GGC AGT GGG TCT GGG ACA GAC TTC.

‘CDR3
T L T I 8 R L E P E D F A V Y Y € ¢
217 ACT CIC ACC ATC AGC AGA CTG GAG CCOT GAA GAT TTT GCA GIG TAT TAC TET CAG

CDR3 5EQ ID NO:72 (am} 72 (ut)

v

QYiGSSTWTFGQGTKVEIK
271 CAG TAT GGT AGC TCA ACG TGG ACG TTC GGC CAA GGG ACC AAG GTG GAA ATC ARA

>CDTox B, 124-152, VK-NT with leader S5 ID No:6L .
ATGEARACCCCAGCGCAGCTTCTCTTCCTCCTGCTACTCTGECTCCCAGATACCACCGAAGAAAT
TGTGTTGACGCAGTCTCCAGGCACCCTGTCTTTGTCTCCAGGEEAAAGAGCCACCCTCTCOTGOR
GGGCCAGTCAGAGTETTAGCAGCAGCTACT TAGCCTGGTACCAGCAGAAACCTEGCCAGGOTCRN
AGECTCCTCATCTATGETGCATCCAGCAGGGCCACTGECATCCCAGACAGGTTCAGTAACAGTG
GTCTCGGACAGACTTCACTCTCACCATCAGCAGACTGGAGCCTGAAGAT TTTGCAGTCTATTACT
GTCAGCAGTATEETAGCTCAACETGRACGTTCGGCCAAGGGACCAAGGTGGAAATCARA

>CDTox B, 124-152, VK-AA with leader sEQ ID No:o ,
METPAQLLFLLLLWLPDTTGEIWTQSPGTLSLSPGERATLSCRASQSVSSSYIAWYQQKPGQA
PRLLIYGASSRJ:-\TGIPDRFSGSGSGTDFTLTISRLEPEDFAVYYCQQYGSSTWTFGQGTKVEIK
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Anti-CPTox B 124-152 VH region

5-51 garxmiling
124-152 VHE

5=51 germliue
124-152 vH

5-51 germline
JH3b germline
124-152 vH

JH3L germlina
124-152 VHE
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Fig. 30

8EQ ID NO:75

COR1
EVOQLVOQSEGAEVKKPGESLKISCKAGE8GEGYSFT Ywiaw

L - T e m e m e m e - em e w

8EQ ID NO:76
: CDR2
VRQMPGKGI:BWMGIIYPGDSDTRYSPSFQGQVTISA
.......... B L 2SS

AFDI

WEQeTMVTVSS DUEQID NO74
______ « - -~ (JH3b)
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Fig. 31

-Anti-CDTox B 124-152 V'.K. ragion

A27 gexmline
124-152 VK

A27 germline
‘124-152 VK

AZ27 gexmline

JE1 germline
124-152 VK
(IK1)

k)

cop1 SEQ ID NO:78
EIVLTQSPGTLSELEPGERATLSCRAS C8Ve8sSsSYLAW

N CDR2
YOOQKPGQAPRLLIYGASSRATGIPDRPFS GS5GSGTDF

e m e iim m w m m = = M o Wom m m m d a = owm m om e - wm e - e o mow

' SEQ ID NO:80 .
TLTISRLEPEDFAVYYCPDOYGSGSPE l SEQ ID NO:79
‘ FGQGTRVEIK
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