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Sfil
GGCCCAGCCGGCCCAGTGACAGACACAGACATAGAACATTCACGATGTACTTGGGACTGA 60
M Y L G L N
ACTATGTATTCATAGTTTTTCTCCTARATGGTGTCCAGAGTGAAGTGAAGCTTGAGGAGT 120
Y v F I VvV P L L N G V Q S E V K L E E S
CTGGAGGAGGCTTGGTGCAGCCTGGAGGATCCATGAAACTCTCTTGTGCTGCCTCTGGAT 180
G G G L V. Q P G GG S M KL s €C A A S8 G F
TCACTTTTAGTGACGCCTGGATGGACTGGGTCCGCCAGTCTCCAGAGATGGGACTTGAGT 240
T F S D A W M D W V R Q 8 P EM G L E W
GGGTTGCTGAAATTAGAAGCAAAGCTAATAATCATGCAACATTCTATGCTGAGTCTGTGA 300
VvV A E I R 8 K A NN HA T F Y A E S8 V K
AAGGGAGGTTCACCATCTCAAGAGATGATTCCARAAGTAGTGTCTACCTGCAAATGAACA 360
G R F T I 8 R DD S K S S VYL QM N s
GCTTAAGACCTGAAGACACTGGCATTTATTACTGTACCAGGGTAAAGGTAGGCTTTGACA 420
L R P E DT G I ¥ ¥ C T R YV KV G F D N
ACTGGGGCCAAGGCACCACTCTCACAGTCTCCTCAGCCAARACAACAGCCCCATCGGTCT 480
W 6 Q 6 T T L T V 8 8 A K T T A P S V Y
ATCCACTGGCCCCTGTGTGTGGAGATACAACTGGCTCCTCGGTGACTCTAGGATGCCTGG 540
p L A P V C G D T T G S SV T L G C L V
TCAAGGGTTATTTCCCTGAGCCAGTGACCTTGACCTGGAACTCTGGATCCCTGTCCAGTG 600
K G Yy F P E P V T L T WN S G S L S S G
GTGTGCACACCTTCCCAGCTGTCCTGCAGTCTGACCTCTACACCCTCAGCAGCTCAGTGA 660
vV H T » P A V L @ §$ DL ¥ T L S s s v T
. XhoI :
CTGTAACCTCGAGCACCTGGCCCAGCCAGTCCATCACCTGCAATGTGGCCCACCCGGCRAA 720
v T 8§ 8§ T W P §S ©Q 8 I T C N V A H P A S
GCAGCACCAAGGTGGACAAGAAAATTGAGCCCAGAGGGCCCACAATCAAGCCCTGTCCTC 780
s T K v b K K I B P R G P T I K P C P P
CATGCAAATGCCCAGCACCTAACCTCTTGGGTGGACCATCCGTCTTCATCTTCCCTCCAA 840
Cc K ¢ p A P N L L G G P S8 V F I F P P K
AGATCAAGGATGTACTCATGATCTCCCTGAGCCCCATAGTCACATGTGTGGTGGTGGATG 900
I K p v L M I §8 L 8§ p I VvV T C V VvV V D V
TGAGCGAGGATGACCCAGATGTCCAGATCAGCTGGTTTGTGAACAACGTGGAAGTACACA 960
s E D b P DV I S WUF V NNV E V H T
CAGCTCAGACACAARACCCATAGAGAGGATTACAACAGTACTCTCCGGGTGGTCAGTGCCC 1020
A 0 T Q T H R E D Y N S T L R V V S5 A L
TCCCCATCCAGCACCAGGACTGGATGAGTGGCAAGGAGTTCAAATGCAAGGTCAACAACA 1080
P I 9 H ¢ D W M 8§ G K E F K C K VvV N N K
AAGACCTCCCAGCGCCCATCGAGAGAACCATCTCAARACCCAAAGGGTCAGTAAGAGCTC 1140
D L P A P I ERTTI S K P K G S V R A P
CACAGGTATATGTCTTGCCTCCACCAGAAGAAGAGATGACTAAGARAACAGGTCACTCTGA 1200
Q v Yy v L. Pp P P EE EMTEK K Q V T L T
CCTGCATGGTCACAGACTTCATGCCTGAAGACATTTACGTGGAGTGGACCAACAACGGGA 1260
¢ M v T D FM P E DI Y V E W T NN G K
AAACAGAGCTAAACTACAAGAACACTGAACCAGTCCTGGACTCTGATGGTTCTTACTTCA 1320
T £E L N Y K N T E P V L D S D G S Y F M
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Yy § K L, R V E K K N W VvV E R N 8 Y & C s
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Substituted amino acids® in VL CXIIG

K1 |pTG17896] | A9S| VI3A | E17D | T18R | Q40P | S43A | Q45K | V48L | H49Y | NSIR ASSE | D565 | Q70D | S72T | K74T | N76S | S80P | G84A | S85T | G100Q
K2 |pTG17897| |A9S| VI13A | E17D | Ti8R S43A | Q45K | V48L | H49Y [N53R [ ASSE | D56S [ Q70D [ S72T [ K74T | N76S GB84A | S85T | G100Q
K3 [pTG17899| |A9S| VI3A | E17D [ T18R S43A | Q45K | V48L ASSE | D56S | Q70D [ ST2T | K74T | N76S G84A | S85T | G100Q
K4 |pTG17900( {A9S E17D | TI18R S43A | Q45K H49Y | NS3R | ASSE [ D56S | Q70D | S72T | K74T | N76S S85T | G100Q
K5 [pTG17901] | A9S E17D | T18R | Q40P | S43A | Q45K AS5SE | D56S | Q70D | S72T | K74T | N76S | S80P S85T | G100Q
K6 {pTG17902| |A9S: E17D | T18R S43A | Q45K ASSE |D56S | Q70D | S72T | K74T [ N76S S85T | G100Q
K7 |pTG17903| | A9S E17D | TI18R S434A | Q45K D56S [ Q70D N76S G100Q
K8 |pIG17904 E17D G100Q
K9 |pTG17905| [A9S| VI3A | F17D | Ti8R S43A [ Q45K | V48L D365 Q70D | S7T2T [ K74T | N76S GB4A | S85T | G100Q
K10 |pTG17906| [ A9S EI17D | T18R | Q40P | S434A [ Q45K D365 | Q70D | S72T | K74T | N76S | S80P S85T | G100Q
K11 | pTG17907| [A9S E17D | Ti8R S43A | Q45K D56S] Q70D | S72T [K74T | N76S S$85T | G100Q
K12 [pTG17947| {A9S| VI3A | E17D [ TI18R [ Q40D . K74T | N76S | S80P

K13 |pTG17948| |A9S| VI3A | E17D | TI18R | Q40D | S43A | Q45K [V48L D56S [ Q70D [S72T | K74T [ N76S | S80P | GB4A | $85T | G100Q
K14 |pTG17949| | A9S| VI3A | E17D [ T18R | Q40P K74T | N76S { S80P

K15|pTG17950| {A9S| VI3A | E17D | T18R | Q40P | S43A | Q45K [V48L D36S | Q70D | S72T | K74T | N76S | S80P | G84A | S85T | G100Q

samino acids in bold have a relative side-chain solvent-accessibility above 50 %, underlined above 25%
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Substituted amino acids? in VH CXIIG6

H1 pTG17870 K3Q [ ESV|MISL | K19R | S40A | E42G | M43K | A49G | ES0R | F61E | E64A | S7ON | V81L | R89K | POOT | G94A | 95V TI113L |L114V
H2 pTG17871 K3Q | ESV|MIBL | K19R | S40A [E42G | M43K A49G | ESOR |F61E | E64A | STON | VB1L | RS9K | POOT | GO4A | 195V [ T113L

H3 pTG17872 K3Q [ ESV|MI8L | K19R | S40A | E42G | M43K | A49G | ESOR F61E | E64A | S7ON | VBIL | R89K | P9OT | G94A | 195V L114V
H4 pTG17873 K3Q | E5V|MISL [ K19R | S40A | E42G | M43K | A49G | ESO0R F64A | S7TIN | VSIL | R§IK GO4A |95V | T113L | L114V
HS5 PTG17874 K3Q | ESV[(MISL [ K19R | S40A | E42G [ M43K | A49G | ESOR E64A | STIN | VEBIL | R8IK G94A | 195V | T113L

Hé6 pTG17875 K3Q | ESV|MI8L | K19R | S40A | E42G | M43K | A49G | ESOR E64A | S7T9N | V81L | R§9K G94A | 195V L114V
H7 pTG17883 K3Q | E5V K19R | S40A |E42G | M43K E64A | STON RS9IK 95V | T113L |L114V
HS pTG17884 K30 | ESV K19R | S40A | E42G | M43K EG4A | STON RS9K 195V { T113L

HY pTG17885 K3Q [ E5V KI19R | S40A | E42G [ M43K EGIA | STIN R89K sV L114V
H10 | pTG175886 K3Q | ESV KI19R E42G | M43K E64A R89IK T113L |L114V
H11 | pTG17887 K3Q | E5V KI19R E42G | M43K E64A R89K | T113L

H12 | pTG17888 K3Q [ E5V KI19R E42G | MA43K E64A R8IK L114V
H13 | pTG17889 K19R R89K T113L | L114V
Hi4 | pTG17890 - | K19R RSIK T113L

H1S5 | pTG17891 KI19R R8IK L114V
H16 | pTG17892 K3Q | ESV|MI18L [K19R | S40A | E42G | M43K | A49G E64A | S7TIN [ VE8IL | R8IK G94A | I95V | T113L | L114V
H17 | pTG17893 K3Q | ESV|MISL | K19R | S40A | E42G | M43K | A49G E64A | S79N | VBIL [ R89K G94A [I95V I T113L

H18 | pTG17894 K3Q | ESV|MISL | K19R | S40A | E42G | M43K | A49G E64A [ S7TON | V8IL | R8IK G94A | 195V L114V
H19 | pTG17943 K3Q | ESV|MISL Po0A

H20 | pTG17944 K3Q | ESV|{MI18L|K19R E42G | M43K E64A R89IK T113L |L114V
H21 | pTG17945 K3Q | ESV|{MI8L [KI9R E42G | M43K E64A R89K | POOA T113L |L114V
H22 | pTG17946 K3Q | ESV{MI18L|K19R | S40A [E42G | M43K EG4A R89K | POOA 195V | TI13L {L114V
H23 | pTG17968 K30 | E5V|MI18L|K19R E42G | M43K R89IK T113L {L114V
H24 | pTG17969 K3Q | ESV|MISL | K19R E42G [ M43K R89K | P90OA T113L |L114V
H25 | pTG17970 K3Q [ E5V|MI8L | K19R | 340A | E42G | M43K R89K | P90A 95V { T113L | L114V
H26 | pTG17985 K3Q | E5V|MI8L [ K19R E42G | MH43K R89K | P9OT T113L | L114V
H27 | pTG17986 K3Q | E5V|MISL | K19R | S40A | E42G | M43K R89K | P9OT 195V [ T113L | L114V

WO 2009/112245

aamino acids in bold have a relative side-chain solvent-accessibility above 50 %, underlined above 25%

Fig. 16
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