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Plasmid Mutations [B2]1B1] |B2/B1
pSES01 DA8E, L136P, G179, E236D | 52 184] 0.28

(A132Q), T317A, T580C,
G708A, A887T, (A1124G)

PSE502 | D48E, A89T, L136P, G1795, 42| 204] 0.2
£y ‘ E238D |

‘ T317A, G438A, T580C, G/08A,
A887T

pSE503 D48E, AB9T, L136P, K154E, -
G179S,E238D 1032|1721 0.9
T317A, G438A, (T497C),
T580C, T633C, G708A,
(C775T), AB87T

PSE504 D25G, DA4SE, A89T, L136P, §
S138T, AI39T, VI41A, 1159T, | 44) 205| 0.21

R163Q, G1795 |

A247G, T317A, G438A,

(T497C), T580C, T585A,

G588A, T595C, T649C, G661A,

G708A, (C884T) |

9 pSE505 DA48E, A89T, S138T, A139T,
C "IK154R, G1795, V196A, P289L 350 178] 0.2
T317A, GA38A, T585A, G588A, '
A634G, G708A, T760C, A761C,
C1039T

pSE506 D48E, A89T, S138T, A139F,
G179S, V196A, £238D 26) 135| 0.19
T317A, G438A, (T497C), T585A,
(G588T, G589T, G708A, T760C,
A761C, A887C.

|pSE507 D48E, A61T, A89T, L136P,
G1795, V196A, A198G, P289L 18] 88 0.2
T317A, G354A, G438A,
(T497C), T580C, G708A,
T760C, A761C, C766G, C1039T
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FIG. 6B

PCT/1B03/00348

Plasmid

Mutations

[B1]

pSE508

D48E, AG9T, 590G, L136P,
R163Q, G1795, E238D

T317A, G438A, A441 G, T580C,

|GB6TA, G708A‘,|A887T, (A938G)

91

pSE509

D48E, AGTT, S138T, A139F,
G1795,G196A,E238D,P289L.

(G136A), T317A, G354A,
{T497C), T585A, G588T, C589T,
G708A, T760C, A761C, A887C,
C1039T '

ha
N}

114]

0.19

pSE510

D48E, A61T, L136P, G179,
E238D

T317A, G354A, (14970,
T580C, G708A, A887C

64

211

0.30

pSE5T1

TD48E, A61T, A89T, G111V,

S138T, A139T, G1795, E238D,
P289L :

{T317A, G354A, (T416C),

(G438A, G505T, T585A, G588A,

_|G708A, (G775T), A887C,

C10397

o1

0.21

PSE512

D48E, A61T, L136P, G179S

T317A, G354A, (T497C),
1580C, G708A

55

88

pSE514

D48E, A89T, L136P, G1795

(T33A), T317A, G438A,
(T497C), T580C, G708A

36

175

pSE515

D4BE, ABOT, V120A, L136P,
G1795

T317A, G438A, T532C, T580C,
G708A, (T1031C)

189

0.19
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FIG. 6C

PCT/IB03/00348

Plasmid

Mutations

{B2]

|iBl]

pSE517

D48E, A6TT, A89T, S5138T,
A139F, G179S, V196A, A198(,
E238D

T317A, G354A, G438A,
(T497C), T585A, G588T, C589T,

G708A, T760C, A761C, C766G, .

A887C

99}

PSE518

D48E, A6TT, AB9T, G111V, -

5138T, A139F, G179S, V196A,

E238D

T317A, G354A, GA38A, G505T,

T585A, G588T, C589T, G708A,
T760C, A761C, AB87C

11

57

0.18}

pSE5T9

D48E, A89T, 51387, A139T,
G1795

T317A, G438A, T585A, G588A.
G708A

40

153

pSE520

D48E, AB9T, 5138T, A139T,
G1795

T317A, G438A, (T497C),
T585C, G588A, G708A

45

177

0.25

pSE523

DA48E, L136P, R163Q, G1795,
5231L :

T317A, T580C, G661A, G708A,
(T797C), C865T

37

168

0.22

pSE524

D48E, A89T, L136P, G1795,
E238D

T317A, G438A, (T497C),
T580C, G708A, A887T

137

70.18

PSES25

D48E, A89T, L136P, G179S

T317A, G438A, (1497C),
T580C, G708A

0.17
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FIG. 6D

PCTABO3/00348

Plasmid

Mutations

B1]

[B2/B1]

pSE526

DA48E, A61T, L136P, G179,
A198G, P202S, E238D, P289L,

T317A, G354A, (T4970),
T580C, G708A, C766G, C777T,
A887C, C1039T

135

0.06|

pSE527

D48E, L136P, S138T, A139F,
G179S, V196A, E238D

T317A, (T497C), T580C, T585A,

|G588T, C589T, G708A, T760C,

A761C, A887C

31

119

pSE528

DA8E,AG1T,L136P,5138T,
AT139F, G179S, E238D, P289L

T317A, G354A, (14970),
T580C, T585A, G588T, C589T,
G708A, A887C, C1039T

- 50

160

0.30

pSE529

D48E,A61T,A89T,5138T,
AT139T, G179S, V196A, E238D,
P28SL

T317A, G354A, G438A,
{T497C), T585A, G588A,
G708A, T760C, A761C, A887C,
C1039T

150

0.17})-

pSE530

D48E, L136P, G1795, A198G,
E238D, P289L

(C97T), T317A, T580C, G708A,
C766G, A887C, C1039T

37

136

pSE531

D48E, A61T, 5138T, A139F,
G179S, A198G, P289L

T317A, G354A, (T497C), T585A,
G588T, C589T, G708A, C766G,
C10397

101

0.27
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FIG. 6E

PCT/B03/00348

Plasmid

Mutations

[B2]BT1]

B2/B1

pSE532

DA8E, A61T, ABYT, L136P,
$138T, A139F, G179S, A198G,
E238D

- [T317A, C354A, G438A,

(T497C), T580C; T585A, G588T,
C589T, G708A, C766G, A887C

19

97

0.20

pSES34

D48E, L84P, G111V, S138T
A139T, G1795, A198G, P283L

T317A, T424C, G505T, 1585A,
G588A, G708A, C766G, C1039T

37

139

PSE535

Y28C, D48E, A61T, A89T,
S138T, A139T, G179S, E238D

A256G, T317A, G354A, G438A,
T585A, G588A, G708A, AB87C

34

PSE536

|D48E, AB9T, 5138T, A139F,

G1795,A198(G,V220A

(G137T), T317A, G438A,

- [(T497C), T585A, G588T, C589T,

G708A, C766G, T832C

19

106

0.17

pSE537

D48E, AGTT, A89T, 5138T,
A139T, G1795, V196A, E238D,
R239H, P289L

| 34

T317A, G354A, G438A,
(T497C), T585A, G588A,
G708A, T760C, A761C, A887C,
G889A,C1039T -

171

0.19

pSE538

D48E, A61T, A8IT, S'[ 38T
A139T, G1795, A198G, P289L

T317A, G354A, G438A, T585A,
G588A, G708A, C766G, C1039T

13

39

0.33

pSE539

D48E, A61T, A89T, F995,
S138T, A1397, G178S, E238D

T317A, G354A, GA38A, G469C,
(T497C), T585A, G588A,
G708A, A887C, (C1094T)

43

179
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FIG. 6F

PCT/1B03/00348

Plasmid

Mutations

[B2] [B1] B2/B'l.

pSES40

(G355, D48E, A89T, 5138T,
AT139T,G179S,P289L

G276A, T317A, G438A,
(T497C), T585A, G588A,
G708A,C1039T

42

180

—0.23|

PSE541

D48k, A6TT, A89T, L136P,
G179S, P289L

(C266T), T317A, G354A,
G438A, (T497C), T580C,
G708A, C1039T

36

174

0.20f

DSE542

D48E, A61T, A107T, S108G,
L136P, G179S, S192A, E238D,
P289L

T317A, G354A. G499A, A495G,

(T497C), T580C, G708A,
T747G, A887C, C1039T

50

175

0.29

pSE543

D48E, A61T, A89T, G111V,
S138T, A139F, G1795, E238D,
P289L

T317A, G354A, G438A, G505T,
T585A, G588T, C589T, G708A,
A887C,C1039T

67

pSE545

D48E, 1L.136P, G179S, R250W

G31 7A, T580C, G708A, Co217

37

134

0.27

pSE546

D48E, L136P, G179S, E238D

G317A, T580C, G708A, A887T

48

178

0.27

pSE547

D48E, A61T, A89T, S138T,
A139T, G1795, V196A, E238D

T317A, G354A, G438A, T585A,
G588A, G708A, T760C, A761C,
A887C

32

142

0.23
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FIG. 6G

PCT/TB03/00348

Plasmid

Mutations

[B2]

[B1]

pSE548

D4SE, A89T, 51381, A139T,
R163Q, G179S

(T114C), (T1300), T317A
GA438A, T585A, G588A, G661A,
G708A '

41

157

pSE549

DA48E, AB9T, 51387, A139T
G1795, V196A, E238D, P289L

G317A, GA38A, (T4970),
T585A, G588A, G708A, T760C,
A761C, A887C, C1039T

141

0.17

pSE550

D48E, A89T, G111V, 5138T,
A139T, G179S, A198G, E238D

T317A, G438A, G505T, T585A,
G588A, G708A, C766G, A887C

19

76

0.25

pSE551.

D48E, A61T, AB9T, §138T,
AT39F, G1795, V196A, E238D

T317A, G354A, G438A,
{T497C), T585A, G588T, C589T,
(G708A, T760C, A761C, A887C

141

0.17

pSE552

D48E, L136P, G1795, A198G,
P289L

T317A, (1497C), T580C,
G708A, C766G, ClO39T

40

154

0.26

pSE553

D48E, A89T, S138T, A139T,
G179S, V196A, E238D, P289L

1T317A, GA38A, (T497C), T585A,

G588A, G708A, T760C, A761C,
A887C, C1039T

23

0.18

pSES54

D48E, A61T, A89T, 5138T,
A139T, G179S, V196A, E238D,
P289L

T317A, G354A, G438A,
(T497C), T585A, G588A,
G708A, T760C, A761C, A887C,

C1039T

30

0.18
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FIG. 6H

PCT/IB03/G0348

Plasmid

Mutations

TB2]

B2/B1

pSE556

D48E, 5138T, A139T, G179,
E238D ' '

(T169C), T317A, T585A, G588A,
G708A, ABSZT

66

0.37

pSE557

D48E, F78L, A89T, L136P,
G179S

A317A, T405C, GA38BA, T580C,
G708A

57

219

DSE558

S41G, D48E, A89T, L136P,
G1795

(GB7A), A294G, T317A, G438A,
T580C, G708A '

51

PSE559

G405, DA8E, L1367, G1795,
E238D

G797A, T317A, T560C, G708A,
A887T

A81‘

247

0.33

pSE561

Y28C, Q38R, D4BE, L136P,
G179S, E238D

A256G, A286G, T317A,
(T497C), T580C, G708A, A887T

31

83

0.37

pSE563

D48E, A89T, L136P, R163Q,
G179S, P2525

T317A, G438A, T580C, G661A,
G708A, C927T

43

177

pSE564

DA48E,A89T,5138T,A130T,
G179S, E238D, F278L

T317A, G438A, (T497C), T585A,
(G588A, G708A, AB87T, T1005C

61

216

0.28

pSE565

D48E, A8B9T, 5138T, A139T,
G179S, E238D, F278L

T317A, G438A, (T497C), T585A,
G588A, G708A, A887T, T1005C

210

0.28
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FIG. 61

PCT/1B03/00348

Plasmid

Mutations

[B2]

E1]

PSE566

D48E, A89T, L136F, G1795,
F2348

T317A, (C341T), G438A,
(T497C), T580C, (C695T),
G708A, T874C

37

154

pSE567

D48E, L136P, R163Q, G1795,

T317A, T580C, G661A, G708A

60

192

0.31

DSE568

D48E, A89T, L136P, R163Q,
G179

(T85C), T317A, G438A,
(T497C), T580C, G661A,
G708A, (C800T)

48

173

0.28

pSE569

D48E, 51387, A139T, G1795,
E238D -

(T104C), T317A, (T4970,
T585A, G588A, G708A, A887T

59

153

0.38

pSE570

D48E, L136P, R1630, G1795,
E238D

T317A, T580C, G661A, G708A,
A887T '

73

221

- 0.33

{pSE571

D48E, L136P, R163Q, G1795,
A200G, E238D

(T67C), T317A, T580C, G661A,
G708A, C772G, A8S7T

75

236

0.32

pSES72

D48E, L136P, R163Q), G179,
E238D

T317A, (1497C), T580C,
G6671A, G708A, A887T

74

229

0.32

PSE573

D48E, ABOT, L136P, R163Q,
G1795, E238D

T317A, GA38A, T580C, G66TA,

G708A, ABB7T

39

173

0.23
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FIG. 6)

PCT/IB03/00348

Plasmid

Mutations

[B2]

pSE574

C36R, D43E, ABIT, L136P,
G179, E238D

A280G, T317A, (G359A),
G438A, T580C, G708A,
(T836C), A8S7T

53

pSE575

D48E, A89T, L136P, R163Q,
G1798

T317A, G438A, T580C, G661A,
(C704T), G708A, (G965A)

49

217

0.23

pSE576

D48E, AB9T, L136P, R1630,
G179 |

T317A, G438A, T580C, Gb61A,
G708A

44

197

pSES77

D48E, A89T, S138T, G1795

T317A, G438A, (T497C), T585A,

|G708A

36

140

PSES78

D48E, A89T, L136P, R163Q,
G178S, E238D

T317A, G438A, (T497C),
T580C, G661A, G708A, ABB7T

45

193

0.23
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FIG. 6K
Plasmid Mutations (B2} [B1] {B2/B1
pSE582 V3L, L136eM
ca 186 178 1.04
pSE583 G26A, D48Y, R75W, S93N
cb ' 94 88| 1.07
pSE584 R71L '
cC 314] 293 1.07
pSES85 T471, W110L, A139T
= ‘ 168] 189 0.89
(7, —APSE>86 V1041, S138T, V2201, F2341 -
{ e : 150| _138] 1.10
pSES87 G45R, A64V, R69K ' :
o 182 192| Q.95
pSE588 S9ON
cg 251] 243] 1.03
pSE589 G26D, WiT110L, R233H .
ch 97{ 107{ .0.91
pSES90 Q36R, V1041, P1285, C152W, ,
ci T276A ' 194y 171 1.13
pSE591 S9ON
ci 1641 1470 1.12
pSE592 C142Y, A302T -
ck :
: 152 133 1.14
~{pSE593 2M,V56D
( Ad 117 121] 0.97
i [pSE594 S41G, L87V, AT39T, L206M, -
cm 122 212} 0.58
pSE595 AB2V, A139D .
cn 150 122] 1.23
pSE596 F176C
Co : 203] 204 1.0
pSESY97 T1495
cp ' 1201 135| 0.89
pSE598 AG4T, C142Y
cq | 1050 90| 1.17
PSE599 A130V, C142Y, 1224M, E238V,
cr L293M 79 711 1.1
pSE6CQ0 A16T, K154M, L206F
cs 103 971 1.06
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FIG. 6L
Plasmid Mutations B2} ifB1] |IB2/B1]
pSEGOT (541G, D48E, A61T, R71L,
da AB9T, L136M, 5138T, A139T, 17] 137 0.12
T149S. G795, V196A, E238D,
: F278L, P289L _
pSEGO2  [S41G, DABE, A61T, R71L,
db AB9T, L136M, S138T, A139T, 17{ 87 0.19
T1498. F176C, G1795, V196A,
E238D, P289L
PSE603  |D48E, R71L, AB9T, L136P,
dc T149S. F176C, G179S, E238D, 19| 146 0.13
1280V
pSE604 | D48E, A61T, R71L, W110L,
dd T1495; G179S, V196A, L206M, 26( 180 0.14]
E238D, V271A, 1280V
pSE605  (D48E, AGTT, R71L, A89T,
de L136M, S138T, A139T, T1495. 22| 158 0.14
G 1 79S, VI196A, E238D, H279Q, :
P289L.
pSE606  [D48E, AGTT, R7TL, AB9T, .
df 1136M, S138T, A1309T, T149S. 16| 94 0.17
G179S, V196A, 238D, G287E,
P289Q '
pSE607 | DASE, A6TT, R71L, A89T,
dg L136M, S138T, A139T, T149S. 21| 243 0.13
G179S, V196A, E238D, P289L
PSE6O8 |D48E, A61T, R71L, A89T,
dh A139T, T149S. F176C, G179S, 18] 146 0.12
V196A, E238D, V285G, P289L
pSE609  |Q38R, D48E, A61T, R71L,
di L87V, ABST, L136M, $138T, 201 150 0.13
A139T, T1495. G179S, V196A,
£238D, P289L
pSE610  |D48E, A61T, L87V, A89T,
dj W110L,, S138T, A139T, T1495. 14] 110 0.13
G179S, V196A, E238D, P289L '
pSE61T  |D48E, AG1T, R71L, AB9T,
dk L136M, $138T, A139T, T1495.
G1795, V196A, £238D, P289L 25! 184 0.14
pSEG12  |DABE, ABOT, L136P, K154E,
di G1795, $231L, E238D 16 132 0.12
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asmid Mutations [B2] _[B1] _B2/Bi
pSE617 | D48E, A6TT, R711, A89T, 1136P,
ea T149S, F176C, G179S, V196A, 4 86 0.05
E238D, 1280V i
pSE62O D48E, R7H A89T, 1136P T1 498.
eb F1 76C G1 795 E238D 1 ‘780V 17 179 | 0.08
pSE621 | Q36P, D48E, A6TT, R71 L, A89T,
ec L136P, T149S. F176C; G179S, 12 204 0.06
V196A, E238D, {280V
pSE622 | D4BE, AGTT, R711, AB9T, A139T,
ed T1495. F176C, G179S, V196A, 16 226 | 0.07
E238D, 1280V '
pSE639 | V2M, D48E, A61T, R71L, A89T,
ee L136P, T149S. F176C, G179S, 15 225 | 0.07
V196A, E238D, [280V '
PSE643 | D48E, A61T, R71L, ABIT, L136F, | |
ef T149S., F176C, G179S, V196A, 19 247 | 0.08
E238D, 1280V, A302T :
pSE646 D48E, R71L, A89T, L136P, T149S. .
F176C, G179S, E238D, P289L 7 100 | 0.06
pSE655 D48E, R71L, A89T, L136P, T149S. ‘
eh F176C, G179S, E238D, A3D2T 10 139§ 0.07
pSE657 | D48E, R71L, ABIT, 1136P, T149S.,
e F176C, G179§, V196A, E238D, 9 157 | 0.06
- 1280V
pSE6SY D48E, A61T, R71L, A89T, L136P,
ej T1495 Fi 76C G1 793 V196A 7 105 { 0.06
E2381) :
pSE670 V2M, D48E, R71L, A89T, L136P,
ek T 495. F176C, G179S, V196A, 7 104 0.07
E238D, 1280V
pSE682 D48E, A61T, R71L, A89T, L136P,
el T149S. R162H, F176C, G1795, 4 83 0.05
V196A, E238D, 1280V
pSE683 | D48E, R71L, A89T, V120A, L136P,
em T149S, K154E, G179S, S231L, 8 154 | 0.05
£238D
pSE684 | D48E, R71L, A89T, V120A, L136P,.
en T149S8. F176C, G1795, 52311, 11 155 0.07
E238D, 1280V
pSE685 | D48E, A61T, R71L, L87V, AB9T,
€0 SA0N, A139T T149S. F1 76C 11 134 | 0.08
G1 795 V1 96A E238D, V285G
P289L
pSE6B6 | D48E, A61T, R71L, L87V, A8IT,
ep A139T, T149S. F176C, G179S, 8 100 | 0.08
V196A, E238D, V285G, P289L
pSE579 | D48E, R71L, A89T, L136F, K154E,
eq G1798, 82311, E238D 16 178 | 0.09
pSES80 | D48E, R71L, A89T, V120A, L136F,
er K154E, F176C, G179S, S231L, 14 149 | 0.09
£238D
pSE581 D48E, R71(, A89T, V120A, L136P,
es T149S, K154E, F176C, G1795,
S2311. E238D 8 146 0.06




