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hCMV IE Promoter

Beta-lactamase § . pKJS195 —Hu-3G9 Light Chain
6911 bp

hGH Poly A signal

EcoRI (4432)

EcoRY (4172) BcoR1 (2578)

Neomycin Expression Cassette

1263 ATG GAC TTC CAG GTG CAG ATC TTC AGC TIC CTG CTG ATC AGC GTS AGC GTG ATC ATG AGC CGC 6GC GAG AIC GIG CIG ACC CaG
1 Met Asp Phe Gln Val Gln Ile Phe Ser Phe Leu Leu Ile Ser Val Ser val Ile Met Ser Arg Gly Glu Ile Val Leu Thr Gln
1347 AGC CCC GCC ACC CTG AGC CTG AGC CCC GGC GAG AGG GCC ACC CTG AGC TGC AGC GCC AGC AGC AGC GIC AGC AGC AGC TAC CIG
28 Sar Pro Ala Thr Leu Ser Leu Ser Pro Gly Glu Arg Ala Thr Leu Ser Cys Ser Ala Ser Ser Ser Val Ser Ser Ser Tyr Leu
1431 TAC TGG TAC CRAG CAG AAG CCC GAGC CAG GCC CCC AGE CTG CTE ATC TAC AGC ACC ACC ARC ©¥G CCC AGC GGC ATC CCC &CC CBC
&€ Tyr Trp Tyr Cln Gln Lys Pro Gly Gln Ala Pro Arg Leu Leu Ile Tyr Ser Tnr Ser Asn Leu Ala Ser Gly Ile Pro Ala Arg
1515 TTC AGC GGC AGC GGC AGC GGC ACC GAC TTC ACC CTG ACC ATC AGC AGC CIG GAG CCC GAG GAC TTC GCC GTG TAC TAC TGC CAC
€3 Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Sexr Ser ILeu Glu Pro Glu Asp Phe Ala Val Tyr Tyr Cys His
1599 CAG TGE AGC ACC TAC CCC CCC ACC TYC GEC GEC GGC ACC AAG GTG GAG ATC ARG CGT ACG 6TG GCT GCA CCA TCT 6IC TTC ATC
110 Gln Trp Ser Thr Tyr Pro Pro Thr Phe Gly Gly Gly Thr Lys Val Glu Yle Lys Arg Thr Val Ala Ala Pro Ser Val Phe Ile
1683 PTC CCE CCA TCT GAT GAC CAG TG ARA TCT CGA ACT GCC TCT GIT GTE TGC CTG CTG AAT AAC TTC TAT CCC AGA GAG GCC AAA
137 Pha Pro Pro Ser Asp Glu Gln Leu Lys Ser Gly Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe Tyr Pro Arg Glu ala Lys
1767 GTA CAG TGG AAG GTG GAT AAC GCC CTC CAA TCG GGT AAC TCC CAG GAG AGT GTC ACA GAG CAG GAC AGC ARG GAC AGC ACC TAC
164 Val Gln Trxp Lys Val Asp Asn Ala Leu Gln Ser Gly Asn Ser Gln Glu Ser Val Thr Glu Gln Asp Ser Lys Asp Ser Thr Tyx

1851 AGC CTC AGC AGC ACC CTG ACG CTG AGC AAA GCA GAC TAC GAG AAA CAC AAA GTC TAC GCC TGC GAA GTC ACC CAT CAG GEC CTC

191 Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys Ala Adp Tyr Glu Lys His Lys Val Tyr Ala Cys Glu Val Thr His Gln Gly Leu
1935 AGC TCG CCC @TC ACA AAG AGC TTC AAC AGG GGA GAGS 76T
218 Ser Ser Pro Val Thr Lys Ser Phe Asn Arg Gly Glu Cys

Figure 9. Plasmid map of pKJS195 and 3G9 version 5 Light Chain
Sequence.
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CMV IE Promoter

CAP (604)

ZspX (1122)

-1 (1236)
Beta-lactamase Q) G HL (255)
— Neol (1262)
pKJS189 Pl (1562)
7467 bp
T~Hu-3G9 Heavy Chain
y
EooR1(4833)
MGt (4576) 2 \Bm\nHI (2671)
EaoRI(4541) hGH Poly A Signal

DHFR Expression Cassete/

Neol (3207)

Neok (3393)
Hind NI (3702)

A @744)

1263 ATG GAC TTC GGC CTG AGC- TGG GTG TIC CTG GTG CIG GIG CIG ARG GGC GIG CAG TGC GAG GTG CAG CTG GIG GAG AGC GGC GGC

2 Met Asp Phe Gly Leu Ser Trp Val Phe Leu Val Leu Val Leu Lys @ly Val Gla Cys Glu Val Cln Leu Val Clu Sex Gly Gly
1347 GGC CTG GTG CAG CCC GGC GGC AGC CIG ABG CIG AGC TGC GCC GCC AGC GGC TTC ACC TIC AGC CGC TAC GIG ATG AGC TGG GTG
29 Gly Leu Val 6ln Pro Gly Gly Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Arg Tyr Val Met Ser Trp Val

1431 CGC CAG GCC CCC GGC AAG GGC CTG GAG TEG GTG GCC AGC ATC AGC AGC GGA GGC CGC ATG TAC TAC CCC GAC ACC GTG. ARG GGC
57 Arg Gln Ala Pro Gly Lys Gly Leu CGlu Trp Val Ala Ser Ile Ser Ser Gly Gly Arg Met Tyr Tyr Pro Agp Thr Val Lys Gly

1515 CGC TTC ACC ATC AGC CGC GAC AAC GCC AAG AAC AGC CTG TAC CTG CAG ATG AARC AGC CIG €6C GCC GAG GAC ACC 6CC GTG TAC
85 Arg Phe Thr Ile Ser Arg Asp Asn Ala Lys Asn Ser Leu Tyr Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr

1899 TAC TGC GCC C6C GGC AGC ATC TAC GAC GGC TAC TAC GTG TTC CCC TAC TGG GGC CAG GGC ACC CTG GTG ACC GTG AGC TCC GCC
113 Tyr Cys Ala Arg Gly Ser Ile Tyr Asp Gly Tyr Tyr Val Phe Pro Tyr Trp Gly Gln Gly Thr Leu Val Thr Val Ser Ser Ala

1683 AGC ACC AAG G6C CCC AGC GIG TIC CCC CIG GCC CCC AGC AGC AAG AGC ACC AGC GGC GGC ACC €CC GCC CTe GGC TCC CTG GIC
141 Sex Thr Lys Gly Pro Ser Val Pha Pro Leu Ala Pro Ser Ser Lys Ser Thr Ser Gly Gly Thr Ala Ala Leu Gly Cys Leu Val

1767 AAG GAC TAC TTC CCC GAA CCG GTG ACG GUG TCG TGE AAC TCA GGC GCC CTC ACC AGC GGC GTG CAC ACC TTC CCG GCT GTIC CTA
169 Lys Asp Tyr Phe Pro Glu Pro Val Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr Phe Pro Ala Val Leu

1851 CAG TCC TCA (@A CTC TAC TCC CTC AGC AGC GTG GTG ACC GTG CCC TCC AGC AGC TTG GGC ACC CAG ACC TAC ATC TGC AAC GIG
197 Gln Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val Val Thr Val Prc Ser Ser Sexr Leu Gly Thr Gln Thr Tyr Ile Cys Asn Val

1935 AAT CAC AAG CCC AGC AAC ACC AAG GTG GAC AAG AAA GIT GAG CCC AAA TCT TGT GAC ARG ACT CAC ACA TGC CCA CCG TGC CCA
225 Asn His Lys Pro Ser Asn Thr Lys Val Asp Lys Lys Val Glu Pro Lys Ser Cys Asp Lys Thr His Thr Cys Pro Pro Cyd Pro

2019 GCA CCT GAA CTC CTE GGG GGA CCG TCA GTC TIC CTC TTC CCC CCA ARA CCC AAG GAC ACC CIC ATG ATC TCC CGG ACC CCT GAG
253 Ala Pro Glu Leu Leu Gly Gly Pro Ser Val Phe Teu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met Ile Ser Arg Thr Pro Glu

2103 GTC ACA TGC GTG GTG GTG GAC GTE AGC CAC GAA GAC CCT GAG €TC ARG TIC AAC TGE TAC GTE GAC GGC GTG GAG GTG CAT AAT
281 val Thr Cys Val Val Val Asp Val Ser His 6lu Asp Pro Glu Val Lys Phe Asn Trp Tyr val Asp Gly Val Glu Val His Asn

2187 GCC AAG ACA AAG CCG CGG GAG GAG CAC TAC AAC AGC ACG TAC €GT GTG GTC AGC GTC CTC ACC GIC CIG CAC CAG GAC IGG CT6
309 Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu

2271 ART GGC ARG BGAG TAC AAG TGC AAG GTC TCC AAC AAAR GCC CTC CCA GCC CCC ATC GAG AARR ACC ATC TCC AAA GCC AAA GGG CAG
337 Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro Ile Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln

2355 CCC CGA GAA CCA CAG GTG TAC Z\Cé CTG CCC CCA TCC CGG GAT GAG CTG ACC AAG AAC CAG GIC AGC CTG ACC TGC‘CTG GTC AAA
368 Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn €ln Val Ser Leu Thr Cys Leuw Val Lys

2439 GGC TTC TAT CCC AGC GAC ATC GCC GTC GAG TGE GAGC AGC AMT G6G CAG CCG GAG AAC AAC TAC ARG ACC ACG CCT CCC GIG TIG
393 Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu

2523 GAC TCC GAC GGC TCC TTC TTC CTC TAC AGC AAG CTC ACC GTG GAC AAG AGC AGG TGG CAG CAG GGG AAC GIC TTC TCA TGC TCC
421 Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp 6ln Gln Gly Asn Val Phe Ser Cys Ser

2607 GTE ATG CAT GAG GCT CTG CAC AAC CAC TAC ACG CAG AAG AGC CTC TCC CTE TCT CCC GGT
448 Val Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly

Figure 10. Plasmid map of pKJS189 and 3G9 version 3 Heavy Chain
Sequence.
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CMV IE Promoter

Hindl (1)

el (582 TATA Box (577)

pKJS196
7467 bp

A5l 562)

s ~Hu-3G9 Heavy Chain

EoaRI(4541)

%ﬂl (2671)
hGH Poly A Signal

ZeoRI (3271)

DHFR Expression Cassette
Weol (3207)

25 (3744)
Neol (3593)
Him M1 (3702)

1263 ATG GAC TTC GGC CTG AGC TGG GTG TIC CTG GIG CTE GYG CEG ARG GGC GIG CAG TGC GAG GTG CAG CTG 6TG GAG AGC 6GC GGC
1 Met Asp Phe Gly Leu Ser Trp Val Phe Leu Val Leu Val Leu Lys Gly val Gln Cys Glu Val Gln Zeu Val Glu Ser Gly Gly
1347 GEC CT@ GTG CAG CCC GGC GGC AGC CTIG AGG CTG AGC TGC GCC GCC ASBC GGC TTC ACC TTIC AGC CGC TAC GTG ATG AGC TGC GIG
29 Gly Leu Val Gln Pro Gly Gly Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Arg Tyr Val Met Ser Trp Val
1431 CGC CAG GCC CCC GGC AAG GGC CTG GAG TGG GTG GCC AGC ATC AGC AGC GGEA GGC CGC ATG TAC TAC CCC GAC ACC GTIG BAG GGC
57 Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val Ala Ser Ile Ser Ser Gly Gly Arg Met Tyr Tyr Pro Asp Thr Val Lys Gly
1518 COBC TTC ACC ATC AGC CGC GAC AAC GCC AMG AAC AGC CTG TAC CTC CAG ATG AAC AGC CTG CEC GCC GAG GAC ACC GCC GTE TAC
‘85 Arg Phe Thr Tle Ser Arg Asp Asn Ala Lys Aan Ser Leu Tyr Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr
1589 TAC TGC GCC CCC GGC AGC ATC TAC GAC 5CC TAC TAC GTE TTC CCC TAC TGE GGC CAG 6GC ACC CTG GTG ACC GTG AGC TCC GCC
13 Tyr Cys Ala Axg Gly Ser Ile Tyr Asp Gly Tyr Tyr Val Phe Pro Tyr Trp Gly 6ln Gly Thr Leu Val Thr Val Sex Ser Ala
1683 AGC ACC AAG GGC CCC AGC GTG TTC CCC CTG GCC CCC AGC AGC ARG AGC ACC RAGC GGC GGC ACC GCC GCC CTG GGC TGC CTG GTG
141 Ser Thr Lys @ly Pro Ser Val Phe Pro Leu Ala Pro Ser Ser Lys Ser Thr Ser Gly 6ly Thr Ala Ala Leu Gly Cys Leu Val
11767 ALG GAC TAC TTC CCC GAA CCG GTG ACG GTG TCG TGE AAC TCA GGC GCC CTG RCC AGC GGC GTG CAC ACC TTC CCG GCT GTC CTA
169 Lys Asp Tyr Phe Pro Glu Pro Val Thr Val Sexr Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr Phe.Pro Ala val Leu
1851 CAG TCC ICA GGA CTC TAC TCC CTC AGC AGC GTG GTGE ACC GTE CCC TCC AGC AGC TTG GGC ACC CAG ACC TAC ATC TGC BAC GTG
197 Gln Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val Val Thr Val Prc Ser Ser Ser Leu Gly Thr Gln Thr Tyr Ile Cys Asn Val
1935 AAT CAC RAAC CCC AGC AAC ACC AAG GTG GAC AAG ARA GTT GAG CCC DAA TCT TGT GAC AAG ACT CAC ACA TGC CCA CCG T6C CCA
225 Asn His Lys Pro Ser Asn Thr Lys Val Asp Lys Lys Val Glu Pr¢ Lys Ser Cys Asp Lys Thr His Thr Cys Pro Pro Cys Ero
2019 GCA CCT GRA CTC CTG GGG GGA CCG TCA GTC TITC CTC TIC CCC CCA AAA CCC ARG GAC ACC CrC ATG ATC TCC CGG ACC CCT GAG
253 Ala Pro Glu Leu Leu Gly Gly Pro Sexr Val Phe Leu Phe Pro Pze Lys Pro Lys Asp Thr Leu Met Ile Ser Axg Thr Pro Glu
2103 GTC ACA TGC GTG GTG GTG GAC GTG AGC CAC GAA GAC CCT GAG 6TC AAG TTC AAC TGG TAC GTG GAC GGC GIG GRS GIG CAT AAT
281 Val Thr Cys Val Val Val Asp Val Ser His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val His Asn
2187 GCC 2AG ACA AAG CCG CGG GAG GAG CAG TAC CAG AGC ACG TAC CGT GIG GTC AGC GTC CIC ACC GIC CTE CAC CAG GAC T66 CIG
309 Ala Lys Thr Lys Pro Arg Glu Glu 6ln Tyr Gin Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Try Leu
2271 AAT GGC AAG GAC TAC AAG TGC AAG GTC TCC ARC AAR GCC CIC CCA GCC CCC ATC GAG AAA ACC ATIC TCC AAA GCC AAR GGG CAG
337 Asn Gly Lys 6lu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro Ile Glu Lys Thr Jle Ser Lys Ala Lys Gly Gln
235§ CCC CGA GPA CCA CAG GTG TAC ACC CTG CCC CCA TCC CGE GAT GAG CTG ACC AAG AAC CAG GTC AGC CIG ACC TGC CTG GTC AAR
365 Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln Val Ser Leu Thr Cys Leu Val Lys
2439 GGC TTC TAT CCC AGC GAC ATC GCC GTG GAG TGG GAG AGC AAT GGG CAG CCG GAG AAC AAC TAC AAG ACC ACG CCT CCC GT6 ITG
393 Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu Ser Asn Gly Glmn Pro Glu Asn Asn Tyz Lys Thx Thx Pro Preo Val Leu
2523 GAC TCC GAC GGC TCC TTC TIC CTC TAC AGC ARG CTC ACC GIG GAC AAG AGC AGG IGG CAG CAG GGG ARC GIC TTC TCA TGC TCC
421 Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Gla Gly Asn Val Phe Ser Cys Ser
2607 GTE ATG CAT GAG GCT CTG CAC AAC CAC TAC ACG CAG AAG AGC CYC TCC CTG TCT CCC GGT

449 Val Met His 6lu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly

Figure 11. Plasmid map of pKJS196 and Aglycosyl 3G9 version 3 Heavy
Chain Sequence,
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Figure 12. Easy Titer assay of CHO cells transiently transfected with
hu-3G9 CHO expression vectors.
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Figure 24
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Figure 26
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Figure 29
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Figure 30A-30B
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Figure 30C
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Figure 31B-31C
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Figure 32B-32C
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Figure 37
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Figure 38
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Figure 40A
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Figure 41




WO 2007/008712 PCT/US2006/026598
47/79

Figure 42
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Figure 43
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