<110>

<120>
<130>
<160>
<170>
<210>
<211>

<212>
<213>

<220>
<221>
<222>

<400>
atg gac tcg

Met
1

gt
va

gac
ASp

ctc
Leu

gag
Glu
65

cty
Leu

aag
LyS

tcg
ser

gag
Glu

cac
H1s

Asp

ctg
Leu

tcc
Ser

tac
Tyr
50

gat
Asp

cag
Gin

aca
Thr

ctc
Leu

gac
Asp
130

ctg
Leu
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1
630
DNA
Homo

cbs
(L..

1
Ser

gct
Ala

agt
ser
35

aca
Thr

oty

ctg
Leu

tcc
Ser

cac
His
115

gga
Gly

cca
Pro

sapiens

(630)

gac
ASp

ggt
20
cct

Pro

gat
Asp

acg
Thr

dadd
Lys

agg
Arg
100

Tttt
Phe

tac
Tyr

3ty

gag
Glu

ctt
teu

ctc
Leu

gat
AsSp

gt
va

gcc
Ala
85

ttc
Phe

gac
Asp

aat
Asn

aac
Asn

acce
Thr

ctg
Leu

ctg
Leu

gce
Ala

ggg
Gly
70

Tty
l.eu

cty
Leu

cCct
Pro

gtt
val

aag
LYyS

ctg
Leu

cad
GIn

cay
Gln
55

&ty

aag
Lys

tgc
Cys

gag
Glu

tac
Tyr
135

tcc
Ser

TtcC
Phe

3ty

ttc
Phe
40

cag
Gin

gct
Ala

ccy
Pro

cag
GlIn

gcc
Ala
120

cag
Gln

cia
Pro

gag
Glu

gcc
Ala
25

gg9g
Gly

aca
Thr

gct
Ala

&ty

cgy
Arg
165

tgc
Cys

tce
Ser

cac
H1s

cac
H1s
10

tgc
Cys

ety

gaa
Glu

gac
Asp

gtt
val
S0

cCa
Pro

age
Ser

gaa
Glu

cgg
Arg

pPage 1

tca
Ser

cag
Gin

caa
Glin

gce
Ala

cag
G1In
75

att
Ile

gat
Asp

tic
Phe

gce
Ala

gac
Asp

Gly

gca
Ala

gtc
val

cac
His
60

agce
ser

caa
Gin

3ty

cgg
Arg

cac
H1s
140

cct
Pro

ctg
Leu

cac
H1s

€gg
Arg
45

ctg
Leu

cce
Pro

atc
Ile

gce
Ala

gag
Glu
125

&ty

gca
Ala

A-T429_US_NP2_WO_PCT2_5T25

tgg
Trp

cce
Pro
30

cay
Glin

gzag
Glu

gaa
Glu

ttg
Leuy

ctg
Leu
110

ctg
Leu

cte
Leu

ccc
Pro

gtt
val
15

atc
Tle

cgy
Arg

atc
Ile

agt
Ser

gga
&y
95

tat

Tyr

ctt
L.eu

ceg
Pro

cga
Arg

tct
ser

cct
Pro

Tac
Tyr

agyg
Arg

ctc
Leu
80

gtc
val

&Ny

ctt
t.eu

cty
Leu

ety

48

96

144

192

240

288

336

384

432

480



145

CCa
PIro

cca
Pro

cct
Pro

tce
ser

gct
Ala

ccc
Pro

cty
Leu

tga

<210
<211>
<212>
<213>

<400>

cge
Arg

ety

agc
Ser
195

2
209
PRT
Homo

2

Met Asp Ser
1

val

Asp

Leu

Glu

65

Leu

LyS

Ser

Glu

His

145

Pro

Leu

ser

Tyr

50

ASp

GIn

Thr

Leu

ASp

130

Leu

Ala

Ala
Ser

35

Thr

Leu

ser

His

115

Gly

Pro

Arg

tte
Phe

atc
Ile
180

atg
Met

ctg
Leu
165

ctg
Leu

gt
va

sapiens

Asp

Gy

20

Pro

Asp

Thr

Lys

Arg

100

Phe

Tyr

Gly

Phe

Glu
5
Leu
Ley
Asp
val
Ala
35
Phe
Asp
Asn

Asn

Leu
165

150

cca
Pro

gce
Ala

STy

Thr
L.eu
Ley
Ala
Gly
70

Leu
L.eu

Pro

val

cta
Leu

ccc
Pro

cct
Pro

Gly

Leu

Gln

Gln

55

Gly

Lys

cys

Glu

Tyr

135

Ser

Leu

A-1429_US_NP2TyO_PCT2_ST25
155

cca
Pro

cag
Glin

tcC
Ser
200

Phe
Gly
Phe
40

Gin
Ala
Pro
GlIn
Ala
120
Gln
Pro

Pro

Ty

cce
Pro
185

cag
Glin

Glu
Ala
25

Gly
Thr

Ala

Gly

Cys
Ser
His

Gly

ctyg
Leu
179

CcCC
Pro

ety

His
10

Cys
Gly
Glu
Asp
val
90

Pro
Ser

Glu

Arg

cCcC
Pro

gat
ASp

cga
Arg

Ser

G1n

Gln

Ala

Gln

75

Ile

Asp

Phe

Ala

Asp
155

cCo
Pro

agc
Ser

Gly

Ala

val

His

60

Ser

Gin

Gly

Arg

His

140

Pro

Leu Pro Pro

170

Page 2

gca
Ala

ety

cce
Pro
205

Leu
His
Arg
45

Leu
Pro
Ile
Ala
Glu
125
Gly

Ala

Ala

cce
Pro

tce
ser
180

agc
Ser

Trp

Pro

30

Gin

Glu

Glu

Leu

Leu

110

Leu

Leu

Pro

Pro

ccg
Pro
175

teg
Ser

tac
Tyr

val

15

Ile

Arg

Ile

Ser

Gly

95

Tyr

Leu

Pro

Arg

Pro
175

160

gag
Glu

gac
ASpP

gct
Ala

Ser

Pro

Tyr

Arg

Leu

80

val

Gly

Leu

Leu

Gly

Glu

528

576

624

630



A~1429_US_NP2_WO_PCT2_ST25

Pro Pro Gly Ile Leu Ala Pro Gln Pro Pro Asp val Gly Ser Ser Asp
180 185 190

Pro Leu Ser Met val Gly Pro Ser Gln Gly Arg Ser Pro Ser Tyr Ala
200 205

195
Ser
<210> 3
<211> 546
<212> DNA

<213> Homo sapiens

<220>
<221> (DS
<222> (1)..(546)

<400> 3

cac ccc atc ¢Ct gac tcc agt cct ctc ctg caa tic gg g?c caa gtc 48
His Pro Ile Pro ésp Ser Ser Pro Leu Lgu GIn phe Gly Gly GIn val

1 1 15

€gg cag cgg tac ctc tac aca gat gat gce cag cag aca gaa gec cac 96
Arg Gin Arg ggr Leu Tyr Thr Asp %gp Ala GIn GIn Thr g%u Ala His

ctg gag atc agg gag gat g?g acg gt g?g g%c gct g¢t gac cag agce 144
Leu Glu ITe Arg Glu Asp Gly Thr val Gly Gly Ala Ala Asp Gln Ser
35 40 45

CCC gaa agt ctc ctg cag ctg aaa gcc ttg aag ccg g%a gtt att caa 192
Pro ggu Ser iteu Leu GIn Leu Lys Ala Leu Lys Pro Gly val Ile G1n
55 60

atc ttg g?a gtc aag aca tec agg tie ctg tge cag cgg ¢ca gat g?g 240
Ile Leu Gly val Lys Thr Ser Arg Phe Leu Cys GIn Arg Pro Asp Gly
65 70 75 80
gcc ctg tat g?a tcg c¢tc cac it gac C¢Ct gag g¢c tgce age tte cgg 288
Ala Leu Tyr Gly ggr Leu His Phe Asp Sgo Glu Ala Cys Ser She Arg

5

gag ctg ctt ctt gag gac g?a tac aat gtt tac cag tcc gaa gec cac 336
Glu Leu Leu 583 Glu Asp Gly Tyr égg val Tyr Gln Ser G]S Ala His
11

g?c ctc ccg ctg cac ctg cca g?g aac aag tCc cca €ac ¢gg gac cct 384
Gly Leu Pro Leu His Leu Pro Gly Ash Lys Ser Pro His Arg Asp Pro
115 120 125

gca ccc cga g?a cca gct cgc ttc ctg cca cta cca g%c ctg ccc ccc 432
Ala P;g Arg Gly Pro Ala Arg Phe Leu Pro Leu Pzg Gly Leu Pro Pro
1 135 1

gCa CCC CCg gag cca CcCC gga atc ctg gcc ¢CC cag ccc ¢cc gat gt 480
Ala Pro Pro Glu Pro Pro Gly Ile Leu Ala Pro Gin Pro Pro Asp va
145 150 155 160

gge tec teg gac cct ctg age atg gt g%a cct tcc cag g%c cga agc 528
Gly Ser Ser Asp Pro Leu Ser Met val Gly Pro Ser Gln Gly Arg Ser
165 170 175
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A-1429_US_NPZ2_WO_PCT2_ST25

CCC agc tac gct tcc tga 546
Pro Ser Tyr Ala Ser
180
<210> 4
<211> 181
<212> PRT
<213> Homo sapiens
<400> 4

His Pro Ile Pro Asp Ser Ser Pro Leu Leu Gln Phe Gly Gly GIn val
1 5 10 15

Arg GIn Arg Tyr Leu Tyr Thr Asp Asp Ala GIn ¢1n Thr Glu Ala His
20 25 30

Leu Glu %ée Arg Glu Asp Gly Tgr val Gly Gly Ala Ala Asp GIn Ser
4 45

Pro Glu Ser Leu Leu Gln Leu Lys Ala Leu Lys Pro Gly val Ile Gln
50 55 60

ITe teu Gly val Lys Thr Ser Arg Phe Leu Cys Gln Arg Pro Asp Gly
65 70 75 80

Ala Leu Tyr Gly Ser Leu His Phe Asp Pro Glu Ala Cys Ser Phe Arg
85 90 95

Glu Leu Leu Leu Glu Asp Gly Tyr Asn val Tyr GlIn Ser Glu Ala His
100 105 110

Gly Leu Pro Leu His Leu Pro Gly Asn Lys Ser Pro His Arg Asp Pro
115 120 125

Ala Pro Arg Gly Pro Ala Arg Phe teu Pro Leu Pro Gly Leu Pro Pro
130 135 140

Ala Pro Pro Glu Pro Pro Gly Ile Leu Ala Pro GIn Pro Pro Asp val
145 150 155 160

Gly Ser Ser Asp Pro lLeu Ser Met val Gly Pro Ser Gln Gly Arg Ser
165 170 175

Pro Ser Tyr Ala Ser

180
<210> 5
<211> 630
<212> DNA

<213> Homo sapiens

<220>
Page 4



<221> (DS
<222>

<400>
atg gac tcg

Met
1

gt
Va

gac
Asp

ctc
Leu

gag
Glu
65

ctg
Leu

aag
LYS

1Cy
Ser

gag
Glu

cac
His
145

cca
Pro

cca
Pro

cct
Pro

tec
Ser

Asp

cty
Leu

tcc
Ser

tac
Tyr
50

gat
Asp

cag
GIn

aca
Thr

ctc
Leu

gac
Asp
130

ctg
Leu

gct
Ala

CcCC
Pro

ctg
Leu

tga

<210>
<211>
<212>
<213>

<400>

(..

5

ser

gct
Ala

agt
Ser
35

aca
Thr

Sty

ctg
l.eu

tcc
Ser

cac
H1s
115

Sty

cCa
Pro

cgc
Arg

Gly

agc
Ser
195

6
209
PRT
Homo

(630)

gac
Asp

oy
20

cct
Pro

gat
Asp

acg
Thr

aaa
LYs

agg
Arg
100

Tttt
Phe

tac
Tyr

ggg

ttC
Phe

atc
Ile
180

aty
Met

gag
Glu

ctt
Ley

ctc
Ley

gat
Asp

gt
va

gcc
Ala
85

ttc
Phe

gac
Asp

aat
Asn

aac
AsSn

ctg
L.ey
165

ctg
Leu

sapiens

acc
Thr

ctg
Leu

ctyg
Leu

gce
Ala

3t
70

ttg
Leu

ctg
Leu

cct
Pro

gtt
val

aag
LyS
150

cca
Pro

gcc
Ala

o1y

ctg
Leu

caa
GIn

cag
GIn
55

oty

aag
Lys

tgc
Cys

gag
Glu

tac
Tyr
135

tcC
Ser

cta
Leu

cccC
Pro

cct
Pro

A-1429_US_NPZ2_WO_PCT2_ST25

tTEC
Phe

ety

TEC
Phe
40

cag
Gin

gct
Ala

ccg
Pro

cag
Gln

gcce
Ala
120

cag
Gin

cca
Pro

cca
Pro

cag
GIn

tcc
ser
200

Glu

gcc
Ala
25

oty

aca
Thr

gct
Ala

gga
Gly
cgg
Arg
105
tgc
Cys

tec
sSer

cac
His

ggc

cce
Pro
185

cag
Gin

cac
H1S
10

togc
Cys

&ty

gaa
Glu

gac
ASp

gtt
val
90

cca
Pro

agc
ser

gaa
Glu

gy
Arg

cty
Leu
170

cCC
Pro

ety

Page 5

tca
ser

cag
Gn

caa
Gln

gcc
Ala

cag
G1In
75

att
Ile

gat
Asp

tte
Phe

gce
Ala

gac
ASp
155

CCC
Pro

gat
Asp

cga
Arg

Ty

gca
Ala

gte
val

cac
H1s5
60

agc
ser

caa
Gin

cac
His
140

cCt
Pro

cCcc
Pro

val

agce
ser

ctg
Leu

cac
H1s

cgg
Arg
45

ctyg
Leu

CCC
Pro

atc
Ile

gcce
Ala

gag

g Glu

125
&ty

gca
Ala

gca
Ala

sty

cce
Pro
205

tgg
Trp

ccc
Pro
30

cag
Gin

gag
Glu

gaa
Glu

ttg
Leu

ctyg
Leu
110

ctg
Leu

ctc
Ley

CcCC
Pro

ctcC
Leu

tcc
ser
190

agc
Ser

gtt
va'l
15

arc
Ile

cgg
Arg

arc
Ile

agt
Ser

gga
95
tat

Tyr

ctt
Leu

ccg
Pro

cga
Ai"g

ccg
Pro
175

tcg
Ser

tac
Tyr

TCct
Ser

cct
Pro

tac
Tyr

agg
Arg

ctc
Leu
80

gte
val

3ty

ctt
Leu

ctg
Leu

gga
Gly
160

gag
Glu

gac
ASp

gct
Ala

48

96

144

192

240

288

336

384

432

480

528

576

624

630



Met

val

ASp

Leu

Glu

65

Leu

Lys

Ser

Glu

His

145

Pro

Pro

Pro

Ser

Asp

Leu

Ser

Tyt

50

Asp

Gin

Thr

Leu

Ala

Pro

Leu

<210>
<211>
<212>
<213>

<220>
<221>
<222>

<400>
cac ccc atc

Ser

Ser

35

Thr

Gly

Leu

Ser

His

115

Gly

Pro

Arg

Gly

ser
195

546
DNA
Homo

CDS
..

7

AsSp

Gly

20

Pro

Asp

Thr

Lys

Arg

100

Phe

Tyr

Gly

Phe

Ile

180

Met

Glu

Leu

Leu

Asp

val

Ala

85

Phe

ASp

Asn

Asn

Leu

165

Leu

val

sapiens

(546)

Thr

Leu

Leu

Ala

Gly

70

Leu

Ley

Pro

val

LYS

150

Pro

Ala

Gly

A-1428_US_NPZ_WO_PCT2_58T25
Gly phe Glu His Ser Gly Leu Trp
10

Leu Gly Ala Cys
25

Gln Phe Gly Gly
40

Gin ¢ln Thr Glu
55

Gly Ala Ala Asp

Lys pro Gly val
%0

Cys GIn Arg Pro

Glu Ala Cys ser
120

Tyr GIn Ser Glu
135

ser Pro His Arg

Leu Pro Gly Leu
170

Pro GIn Pro Pro
185

Pro Ser GIn Gly
200

Gin

Gin

Ala

Gln

75

Ile

ASD

Phe

Ala

ASp

Arg

Ala

val

His

60

Ser

Glin

Gly

Arg

His

140

Pro

Pro

val

Ser

His

Arg

45

Leu

Pro

Ile

Ala

Glu

125

Gly

Ala

Ala

Gly

Pro
205

Pro

30

Gin

Glu

Glu

t.eu

Leu

110

Leu

Leu

Pro

feu

Ser

190

Ser

val

15

Ile

Arg

Ile

ser

Gly

95

Tyr

Leu

Pro

Arg

Pro

175

Ser

Tyr

Ser

Pro

Tyr

Arg

Leu

80

val

Gly

Leu

Leu

Gly

160

Glu

ASp

Ala

CCt gac tec agt cct ctc ctg caa ttc ggg gge caa gte

Page 6

48



His

cgg
Arg

cty
Leu

cCcC
Pro

atc
Ile
65

gce
Ala

gag
Glu

Sty

gca
Ala

gca
Ala
145

3ty

cCC
Pro

Pro

cag
Glin

gag
Glu

gaa
Glu
50

ttg
l.eu

ctg
Leu

ctg
Ley

ctc
Leu

cce
Pro
130

crc
Leu

tce
ser

agc
ser

<210>
<211>
<212>
<Z213>

<400>

Ile

cgg
Arg

atce
Ile
35

agt
Ser

ety

tat
Tyr

ctt
Leu

ccg
Pro
115

cga
Arg

ccg
Pro

teg
Ser

tac
Tyr

181
PRT
Homo

8

His Pro Ile

1

Arg GIn Arg

Leu Glu Ile

35

Pro Glu Ser

Pro

tac
Tyr
20

agg
Arg

ctc
Ley

gtc
val

gga
Gly

ctt
Leu
100

cty
Leu

ety

gag
Glu

gac
Asp

gct
Ala
180

Asp
5

ctc
l.eu

gag
Glu

cty
Ley

aag
LyS

tcg
Ser
85

gag
Glu

cac
H18

cca
Pro

CCa
Pro

cct
Pro
165

tce
ser

sapiens

Pro
Tyr
20

Arg

Leu

ASp
5

Leu
Glu

Leu

Ser

tac
Tyr

gat
Asp

cag
Gln

aca
Thr
70

ctc
Leu

gac
Asp

ctg
Leu

gct
Ala

cce
Pro
150

ctg
Leu

tga

Ser

Tyr

Asp

Gin

aca
Thr

ety

ctg
Ley
55

tcc
Ser

Cac
His

Gly

cca
Pro

cgce
Arg
135

ety

age
ser

Ser
Thr
Gly

L.eu

A-1429_US_NP2_WO_PCT2_5T25
Ser Pro Leu Leu Gln Phe Gly Gly

gat
ASpP

acg
Thr
40

aaa
Lys

agg
Arg

Tt
rhe

tac
Tyr

9%9
Gly
120
tte
Phe

atc
Ile

atg
Met

Pro
Asp
Thr
40

Lys

gat
ASD
25

gtg
val

gce
Ala

tte
Phe

gac
Asp

aat
Asn
165

aac
Asn

ctg
Leu

ctg
Leu

gt
va

Leu

Asp

25

val

Ala

gcc cag
Ala Gin

ggg ggc
Gly G?y

ttg aag
Leu Lys

ctg tgce
Leu Cys
75

cct gag
Pro Glu
g0

gtt tac
val Tyr

aag tcc
Lys Ser

cCa cta
Pro ieu

gce cec
Ala Pro
155

Pro
170

g%; cct

Leu Gin
Ala Gln
Gly Gly

Leu Lys
Page 7

cag
Gln

gct
Ala

ccy
Pro
50

cag
Glin

gce
Ala

cag
Gln

cca
Pro

cca
Pro
140

cag
Gln

tcc
Ser

Phe

Gln

Ala

Pro

aca
Thr

gct
Ala
45

oty

cgg
Arg

tgc
Cys

tcc
ser

cac
H1S
125

oty

cCcC
Pro

cag
Gn

Gly
Thr

Ala
45

gaa
Glu
30

gac
ASD

gtt
val

CCa
Pro

agc
ser

gaa
Glu
110

<ag
Arg

ctg
Leu

CCC
Pro

ggc
Gly

Gly
Glu
30

ASp

val

Gln
15

gcee
Ala

cag
Glin

att
Ile

gat
Asp

Tt
Phe
95

gec
Ala

gac
Asp

cCcC
Pro

gat
AsSD

cga
Arg
175

Gln

15

Ala

Gln

Ile

val

cac
H1S

age
Ser

caa
GIn

999
ey
80

cgg

Arg

cac
H1s

cct
Pro

cCccC
Pro

gt
Va
160

agc
ser

val
His
Ser

Gin

96

144

192

240

288

336

384

432

480

528

546



val Lys

Gly Ser
85

Leu Glu
100

Leu His

Gly Pro

Glu Pro

Asp Pro

165

Ala ser
180

Thr

70

Leu

ASp

Leu

Ala

Pro

150

Leu

55

Ser

His

Gly

Pro

Ser

Artificial sequence

A~1429_US_NPZ2_WO_PCT2_5T25
60

Arg

Phe

Tyr

Gly

Phe

Ile

Met

Phe Leu Cys GIn
75

Asp

Asn

105

Asn

L.eu

Leu

val

Pro

90

val

Lys

Pro

Ala

Gly

Glu

Tyr

Ser

Ley

Pro

155

Pro

Ala

Gln

Pro

Pro

140

Gln

Ser

Arg

Cys

Ser

His

125

Gly

Pro

Gin

portion of a mature human FGF21l polypeptide

50
Ile Leu Gly
65
Ala Leu Tyr
Glu Leu Leu
Gly Leu Pro

115

Ala Pro Arg

130
Ala Leu Pro
145
Gly Ser ser
Pro Ser Tyr
<210> 9
<21i> 10
<212> PRT
<213>
<220>
<223>
<400> 9
Met His Pro
1
<210> 10
<211> 681
<212> DNA
<213> Homo
<220>
<Z221> DS
<222> (1).
<400> 10

gac aaa act
Asp Lys Thr
1

gga ccg tca
Gly Pro ser

Ile Pro Asp Ser Ser Pro lLeu

5

sapiens

. (681)

cac aca
His Thr
5

gtec ttc
val Phe
20

tgt
Ccys

ctc
L.eu

10

Pro

Ser

Glu

110

Arg

Leu

Pro

Gly

cca cct tgt cca gct ccg gaa Cctc
Pro Pro Cys Pro Ala Pro Glu Leu
10

ttC CCC cca aaa CCC aag gac acc
Phe Pro Pro Lys Pro Lys Asp Thr
30

25

Page 8

ASp

Phe

95

Ala

Asp

Pro

Asp

Arg

ctg
lLeu
15

cte
Leu

Gly
80

Arg

His

Pro

Pro

val
160

ser

499
Gly

atg
Met

48

96



atc
ITe

gaa
Glu

cat
His
65

cgt
Arg

aag
Lys

gag
Glu

tac
Tyr

ctyg
Leu
145

tgg
Trp

gt
Va

gac
Asp

cat
His

ccg
Pro
225

tce
ser

gac
Asp
50

aat
Asn

gt
Va

gag
Glu

aaa
Lys

acc
Thr
130

ace
Thr

gag
Glu

ctg
Leu

aag
LysS

gag
Glu
210

&y

<210>
<211>
<212>
<213>

<400>

cgt
Arg
35

cct
Pro

gce
Ala

gtc
val

tac
Tyr

acc
Thr
115

cty
Leu

tgc
Cys

age
Ser

gac
ASp

age
ser
195

gct
Ala

aaa
Lys

11
227
PRT
Homo

11

Asp Lys Thr
1

Gly Pro ser

acc
Thr

Glu

aag
Lys

agc
ser

aag
LyS
100

atc
Ile

CCC
Pro

ctg
Leu

aat
AsSN

tee
ser
180

cgt
Arg

ctg
Leu

cCct
Pro

gtc
val

aca
Thr

grc
val
85

tgc
Cys

tcc
Ser

cca
Pro

gtc
val

9%9
Gly
165
gac

Asp

tgg
Trp

cac
His

sapiens

gag
Glu

aag
Lys

aag
Lys
70

ctc
Leu

aag
Lys

aaa
Lys

tcc
Ser

ada
Lys
150

cag
Gln

Sty

cag
Gin

aac
Asn

gtc
val

tte
Phe
55

ccg
Pro

acce
Thr

gtc
val

gce
Ala

cgt
Arg
135

oty

cecg
Pro

tcc
Ser

cag
Gln

cac
His
215

A-1429_US_NP2_WO_PCT2_5T25

aca
Thr
40

aac
Asn

cgt
Arg

gtc
val

Icc
ser

aaa
LyS
120

gat
Asp

tEC
Phe

gag
Glu

tte
phe

&y
200

tac
Tyr

tgc
Cys

tgg
Trp

gag
Glu

ctg
Leu

aac
Asn
105

3y

gag
Glu

tat
Tyr

aac
Asn

tte
Phe
185

dac
Asn

acg
Thr

gtg
Va

tac
Tyr

gag
Glu

cac
H1s
90

aad
Lys

cag
GlIn

ctyg
Laeuy

ccC
Pro

aac
Asn
170

ctc
L.eu

gtc
val

cag
Gln

gt

T va

gt
va

cag
Glin
75

cag
Gin

gce
Ala

cce
Pro

acc
Thr

agc
Ser
155

tac
Tyr

tac
Tyr

ttcC
Phe

aag
Lys

gt
va

gac
Asp
60

tac
Tyr

gac
Asp

ctc
Leu

cga
Arg

aag
Lys
140

gac
Asp

aag
LyS

agce
ser

tca
Ser

agc
ser
220

gac
Asp
45

ety

dac
Asn

tgg
Trp

cca
Pro

gaa
Glu
125

daac
Asn

atc
Ile

ace
Thr

aag
LysS

tgc
Cys
205

Ctc
Leu

gt
va

gt
Va

agce
ser

ctyg
Leu

gce
Ala
110

cca
Pro

cag
Glin

gcc
Ala

acyg
Thr

ctc
Leu
190

tce
Ser

tcc
Ser

agc
ser

gag
Glu

acg
Thr

aat
Asn
95

CcCccC
Pro

cag
Gin

gtc
val

gt
Va

cct
Pro
175

acc
Thr

gt
va

ctg
Leu

cac
His

tac
TYyr
80

3ty

atc
Ile

gt
va

agc
ser

gag
Glu
160

cCC
Pro

gt
va

atg
Met

TCT
ser

His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu Gly
10 15

20

5

25

Page 9

val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met
30

144

192

240

288

336

384

432

480

528

576

624

672

681



Ile

Glu

His

65

Arg

Lys

Glu

Tyr

Leu

145

Trp

val

ASp

His

Pro
225

Ser

ASp

50

Asn

val

Glu

Lys

Thr

130

Thr

Glu

Leu

Lys

Glu
210

Arg

35

Pro

Ala

val

Tyr

Thr

115

Leu

Cys

ser

ASp

Ser

195

ala

Gly Lys

<210>
<211>
<212>
<213>

<220>
<223>

<400>
aggaggaata acatatgcat ccaattccag attcttctcc

<210>
<211>
<212>
<213>

12
40
DNA

Thr

GTu

Lys

ser

Lys

Ile

Pro

l.eu

Asn

Ser

180

Arg

Leu

Pro

val

Thr

val

85

Cys

Ser

Pro

val

Trp

His

Glu

Lys

LYS

Leu

Lys

LYS

Ser

Gly

Gin

Asn

Phe

55

Pro

Thr

val

Ala

Pro

Ser

Gin

His
215

Artificial Sequence

PCR primer

12

13
33
DNA

Artificial Seguence

A-1429_US_NP2_WO_PCTZ2_ST25
val Tgr Cys val val val Asp val
4 45

Asn

Arg

val

Ser

Asp

Phe

Glu

Phe

Trp

Glu

Leu

Asn

105

Gly

Glu

Tyr

Asn

Phe

185

Asn

Thr

Tyr

Glu

His

90

LyS

Gin

Leu

Pro

Asn

170

Leu

val

Gln

val

Gln

75

Gin

Ala

Pro

Thr

Ser

155

Tyr

Tyr

Phe

Lys

Asp

Tyr

Asp

Leu

Arg

Lys

140

Asp

Lys

ser

Ser

Ser
220

Page 10

Gly

AsSn

Trp

Pro

Glu

125

Asn

Ile

Thr

Lys

Cys

205

Leu

val

sSer

Leu

Ala

110

Pro

Gin

Ala

Thr

Leu

190

Ser

Ser

Ser

Glu

Thr

Asn

95

Pro

Gin

val

val

Pro

175

Thr

va'l

L.eu

val

Tyr

80

Gly

Ile

val

Ser

Glu

160

Pro

val

Met

ser

40



A-1429 _US_NPZ2_WO_PCT2_ST25

<220>

<223> PCR primer

<400> 13

tagtgagctc gaattcttag gaagcgtage tgg 33
<210> 14

<211> 41

<212> DNA

<213> Artificial Sequence

<220>

<223> PCR primer

<400> 14

ggagatatac atatgccaat tccagattct tetccattat ¢ 41
<210> 15

<211> 34

<212> DNA

<213> Artificial Sequence

<220>

<223> PCR primer

<400> 15

catatgtata tctcettett aaagttaaac aaaa 34
<210> 16

<211> 34

<212> DNA

<213> Artificial

<220>

<223> PCR primer

<400> 16

aaaacaaatt gaaattcrtc ctctatatgt atac 34
<210> 17

<21i> 63

<212> DNA

<213> Artificial Sequence

<220>

<223> sense strand from a portion of an FGF21 expression construct

<400> 17

ttttgtttaa cttiaagaag gagatataca tatgcatcca attccagatt cttctccatt 60
att 63
<210> 18

<211> 63

<212> DNA

<213> Artificial

<220>

<223> antisense strand from a portion of an FGF21 expression construct
<400> 18

aaaacaaatt gaaattcttc ctctatatgt atacgtaggt taaggtctaa gaagaggtaa 60

Page 11



taa

<210>
<211>
<212>
<213>

<220>
<223>

<400>

A-1429_US_NP2_WO_PCT2_5T25

19
34
DNA
Artificial Sequence

PCR primer
19

aggaggaata acatatggac aaaactcaca catg

<210>
<211>
<212>
<213>

<220>
<223>

<400>

20

23

DNA

Artificial sequence

PCR primer

20

ggatccacca ccaccgctac cac

<210>
<211>
<212>
<213>

<220>
<223>

<400>

21
39
DNA
Artificial Sequence

PCR primer
21

ggtggtggty gatcccatcc aattccagat tcttctcca

<210>
<211
<212>
<213>

<220>
<223>

<400>

22

33

DNA

Artificial sequence

PCR primer
22

tagtgagctc gaattcttag gaagegtage tgg

<210>
<Z211>
<212>
<213>

<220>
<223>

<400>

23

27

DNA

Artificial Sequence

PCR primer
23

atggtggaac cttcccaggg ccgaage

<210>
<211l>
<212>
<213>

24

30

DNA

artificial Sequence

Page 12

63

34

23

39

33

27



<220>
<223>

<400>

A~1429_US_NPZ2_WO_PCTZ_S5T25

PCR primer
24

ggaaggttcc accatgctca gagggiccga 30

<210>
<211>
<212>
<213>

<220>
<223

<400>

25

50

DNA

Artificial sequence

sense strand from a portion of an FGF21 expression construct

25

ctcctcggac cctctgagea tggtgggacc ttcccaggge cgaageecca 50

<210>
<211>
<212>
<213>

<220>
<223>

<400>

26

30

DNA
Artificial

PCR primer
26

agcctgggag actegtacca ccttggaagy 30

<210>
<211>
<212>
<213>

<220>
<223>

27

50

DNA
artificial

antisense strand from a portion of an FGF21l expression construct

<400> 27

gaggagcctg ggagactegt accaccctygg aagggteccg gettcggggt 50
<210> 28

<211l> 15

<212> PBRT

<213> Artificial Sequence

<220>

<223> G55G3SGA4S (L15) Linker

<400> 28

Gly Gly Gly Gly Gly Ser Gly Gly Gly Ser Gly Gly Gly Gly ser
1 5 10 15

<210>
<211>
<212>
<213>

<220>
<223>

<400>

29

4

PRT
artificial
G4 Linker
29

Page 13



A-14729_US_NP2_WO_PCT2_5725
Gly Gly Gly Gly
1

<210> 30

<211> 5§

<212> PRT

<213> aArtificial

<220>
<223> G5 Linker

<400> 30
Gly Gly Gly Gly Gly
1 5

<210> 31

<211> 15

<212> PRT

<213> Artificial

<220>
<223> (G4S)3 Linker

<400> 31
Gly Gly Gly Gly sSer Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser
1 5 10 15

<210> 32

<211> 8§

<212> PRT

<213> Artificial

<220>
<223%> G3KG4 Tinker

<400> 32
Gly Gly &ly Lys Gly Gly Gly Gly
1 3

<210> 33
<211> 8

<Z212> PRT

<213> Artificial

<220>
<223> G3NGSGZ Linker

<400> 33
E]y Gly Gly Asn §1y ser Gly Gly

<210> 34
<211> 8

<212> PRT

<213> Artificial

<220>
<223> G3CG4 1inker

Page 14



A~1429_US_NP2_WO_PCT2_ST25

<400> 34
Gly Gly Gly Cys Gly Gly Gly Gly
1 5

<210> 35

<211> 5

<212> PRT

<213> Artificial
<220>

<223> GPNG2 Linker
<400> 35

Gly Pro Asn Gly Gly
1 5

<210> 36
<211> 549
<212> DNA
<213> Artificial Seguence

<220>
<223> FGF21 RG

<220>

<221> (DS

<222> (1)..(549)
<400> 36

atg cat cca att cca gat tct tct
Met His Pro Ile Pro Asp Ser Ser
1 5

gtc cgg cag cgt tac ctc tac aca
val Arg GIn Arg Tyr teu Tyr Thr

20
cac ctg gag atc agg gag gac ggg
His Leu géu ITe Arg Glu Asp Gly
40

agc ccc gaa agt ctc ctg cag ctg
ser ggo Glu Ser Leu Leu GIn Leu
55

caa atc ttg g%t gtc aag aca tcc
ggn Ile Leu Gly val %%s Thr Ser

g%g gcc ctg tat g?a tcg ctc cac
Gly Ala Leu Tyr Gly Ser Leu His
85

Cgt gag cgt ctt ctt gag gac g?t
Arg Glu Arg %83 Leu Glu Asp Gly

cac g?c ctc ccg ctg cac ctg cca
His Gly Leu Pro Leu His Leu Pro
115 120

CCt gca ccc cga g%a cca gct cgce
Pro Ala Pro Arg Gly Pro Ala Arg

CcCa
Pro

gat
Asp
25

acg
Thr

aaa
Lys

a9g
Arg

tit
Phe

tac
Tyr
105

&ty

ttC
Phe

tta
Leu
10

gat
ASp

gt
Va

gcce
Ala

ttcC
Phe

gac
AsSp
a0

aat
Asn

aac
Asn

ctg
Leu

tta
Leu

gee
Ala

ety

ttg
Ley

ctg
Leu
75

CcCct
Pro

gtt
val

aag
Lys

cca
Pro

caa
GIn

cag
GIn

&y

aag
LYS
60

tgc
Cys

gag
Glu

tac
Tyr

tcc
Ser

cta
Leu

pPage 15

TtcC
Phe

cag
Gin

gct
Ala
45

ccy
Pro

cag
Gin

gcce
Ala

cag
Gln

cca
Pro
125

cca
Pro

oty

daCa
Thr
30

gct
Ala

Gly

gy
Arg

tge
cys

tce
ser
110

cac
His

ggc

ggc
Gly
15

gaa
Glu

gac
AsSp

gtt
val

cca
Pro

age
Ser
95

gaa
Glu

cgt
ATQ

ctg
Leu

caa
GIn

gcc
Ala

cag
GIn

att
Ile

gat
ASD
80

ttc
Phe

gcc
Ala

gac
ASp

cce
Pro

48

96

144

192

240

288

336

384

432



cce
Pro
145

gt
va

agc
Ser

130

gca
Ala

3ty

cco
Pro

<210>
<211>
<212>
<213>

<220>
<223>

<400>

cCccC
Pro

tce
Ser

agce
ser

37
182
PRT

ccg
Pro

tcg
Ser

tac
TYyr
180

gag
Glu
gac
Asp
165

gct
Ala

cca
Pro
150

cct
Pro

tce
Ser

135

cccC
Pro

ctg
Leu

taa

Artificial Sequence

Synthetic Construct

37

Met His Pro
1

val

His

Ser

Gln

65

Gly

Arg

His

Pro

Pro

145

va’l

Arg

Leu

Pro

50

ITe

Ala

Glu

Gly

Ala

130

Ala

Gly

Glin

Glu

35

Glu

Leu

Leu

Arg

Leu

115

Pro

Pro

ser

Ile Pro Asp Ser

Arg

20

Ile

ser

Gly

Tyr

Leu

100

Pro

Arg

Pro

Ser

5

Tyr

Arg

Leu

val

Gly

85

Leu

Leu

Gly

Glu

ASp

Leu

Glu

Leu

Pro

Pro
150

Pro

Tyr

Asp

Glin

55

Thr

Leu

AsSp

Leu

Ala

135

Pro

Leu

A-1429_US_NP2_WO_PCT2_ST25
140

gga
Gly

agce
ser

ser

Thr

Gly

40

Leu

Ser

His

Gly

Pro

120

Arg

Gly

Ser

atc
Ile

atg
Met

Pro

Asp

25

Thr

Lys

Arg

Phe

Tyr

105

Gly

Phe

Ile

Met

ctg gcc
Leu Ala
155

gtg g9t
val Gly
170

Ley Leu
10

Asp Ala
val Gly
Ala Leu

Phe Leu
75

Asp Pro
90

Asn val
Asn Lys
Leu Pro
Leu Ala

155

val Gly
170

CCC
Pro

Gln

Glin

Gly

cys

Glu

Tyr

Ser

Leu

140

Pro

Gly

pPage 16

cag
Glin

tcc
Ser

Phe

Gin

Ala

45

Pro

Gln

Ala

Gln

Pro

125

Pro

GIn

Ser

CCC
Pro

cag
Gln

Gly

Thr

30

Ala

Gly

Arg

Cys

ser

110

His

Gly

Pro

GIn

ccC
Pro

ggc
Gly
175

Gly
15

Glu
Asp
val
Pro
ser
95

Glu
Arg

Leu

Pro

gat
Asp
160
cga
Arg

GIn
Ala
Gin
Ile
ASp
80

Phe
Ala

AsSp

Pro

480

528

546



Ser Pro Ser Tyr Ala Ser

<210>
<211>
<212>
<213>

<220>
<223>

<220>
<221>
<222>

<400>
cat cca att

His
1

cgg
Arg

ctg
Leu

cCcC
Pro

atc
Ile
65

gce
Ala

Glu

ggc

gca
Ala

gca
Ala
145

ggc
Gly

CcCC
Pro

Pro

cag
Gin

gag
Glu

gaa
Glu
50

ttg
Leu

cty
Leu

cgt
Arg

ctc
Leu

ccc
Pro
130

Cccc
Pro

tce
Ser

agc
Ser

38
546
DNA

180

Artificial Sequence

FGFZ21 RGE

cbs
(..

38
Ile

cgt
APrg

atc
Ile
35

agt
ser

&

tat
Tyr

ctt
Leu

ccg
Pro
115

cga
Arg

ccg
Pro

tcg
ser

tac
Tyr

(546)

cca
Pro

tac
Tyr
20

agg
Arg

ctc
Leu

gtc
val

ety

ctt
Leu
100

ctg
Leu

3ty

gag
Glu

gac
Asp

gaa
Glu
180

gat
ASp
5

cte
Leu

gag
Giuy

cty
Leu

aag
Lys

tcy
ser
85

gag
Glu

cac
His

cca
Pro

CCa
Pro

cct
Pro
165

tce
ser

tct
ser

tac
Tyr

gac
ASp

cag
Gln

aca
Thr
70

ctc
Leu

gac
Asp

ctyg
Leu

gct
Ala

ccc
Pro
150

cty
ey

taa

tct
ser

aCa
Thr

Gly

cty
Leu
55

tcc
Ser

cac
His

cCa
Pro

cge
Arg
135

ty

agc
ser

A~1429_US_NP2_WO_PCT2_ST25

CCa
Pro

gat
Asp

acg
Thr
40

aaa
Lys

agg
Arg

Tttt
Phe

tac
Tyr

9?9
Gly
120
ttc

Phe

atc
Ile

atg
Met

tta
Leu

gat
Asp
25

gt
va

gce
Ala

tIcC
Phe

gac
Asp

aat
Asn
165

aac
AsSh

cty
Leu

ctyg
Leu

gt
Va

tta
Leu
10

gcc
Ala

ttg
Leu

ctg
Leu

cct
Pro
90

gtt
val

aag
LYyS

cca
Pro

gcc
Ala

oy
170

caa
Gln

cag
Gln

Gly

aag
Lys

tgc
Cys
75

gag
Gly

tac
Tyr

tcc
Ser

cta
Leu

cce
Pro
155

&

tte
Phe

cag
Gln

gct
Ala

ccg
Pro
60

cag
Gln

gcc
Ala

cag
Gln

cca
Pro

cca
Fro
140

cag
Gln

tce
Ser

page 17

ey

aca
Thr

gct
Ala
45

&

<gg
Arg

tgc
Cys

tcc
Ser

cac
His
125

ggc
Gly

ccc
Pro

cag
Gin

ety

gaa
Glu
30

gac
ASp

gtt
vai

cca
Pro

agce
ser

gaa
Glu
116

cgt
Arg

ctg
Ley

CCC
Pro

&ty

caa
Gin
15

gce
Ala

cag
Gin

att
Ile

gat
ASp

tte
Phe
95

gcc
Ala

gac
Asp

CCC
Pro

gat
Asp

cga
APg
175

gtc
val

cac
H1s

agce
ser

caa
Gn

gag
Gly
80

cgt
Al"g

cac
His

cct
Pro

ccc
Pro

gtg
val
160

age
ser

48

96

144

192

240

288

336

384

432

480

528

546



<210>
<211>
<212>
<213>

<220>
<223>

<400>

39
181
PRT

Artificial Sequence

Synthetic Construct

39

His Pro Ile

1

Arg

Leu

Pro

Ile

65

Ala

Gly
Ala
Ala
145

Gly

Pro

GlIn

Glu

Glu

50

Leu

L.eu

Arg

Leu

Pro

130

Pro

Ser

ser

<210>
<211>
<212>
<213>

<220>
<223>

<220>

Arg

Ile

35

Ser

Gly

Tyr

Leu

Pro

115

Arg

Pro

ser

Tyr

40
1272
DNA

Pro Asp ser Ser

Tyr

20

Arg

Leu

val

Gly

Leu

100

Leu

Gly

Glu

Asp

Glu
180

5

Leu

Glu

Leu

Lys

Ser

85

Gliu

His

Pro

Pro

Pro

165

Ser

Tyr

Asp

Gln

Thr

70

Leu

Asp

Leu

Ala

Pro

150

L.eu

Thr
Gly
Leu
55

Ser

Gly

Pro

Arg

Gly

ser

artificial Sequence

WT21-L15-FC

A-1429_US_NP2_WO_PCT2_5T25

Pro

Asp

Thr

40

Lys

Arg

Phe

Tyr

Gly

Phe

Ile

Met

Leu

Asp

25

val

Ala

Phe

ASD

Asn

105

Asn

Leu

Leu

val

Leuy

10

Ala

Gly

Leu

Leu

Pro

90

val

Lys

Pro

Ala

Gln

Gin

Gly

Lys

Cys

Glu

Tyr

Ser

Leu

Pro

155

Gly

Phe

GIn

Ala

Pro

60

Gin

Ala

GlIn

Pro

Pro

140

Gin

Ser

Page 18

Gly

Thr

Ala

45

Gly

Arg

Cys

Ser

Mis

125

Gly

Pro

Gin

Gly

Glu

30

ASp

val

Pro

ser

Glu

110

Arg

Leu

Pro

Gly

Gln

15

Ala

Gin

Ile

ASp

Phe

95

Ala

ASp

Pro

Asp

val

His

sSer

Gin

Gly

80

Arg

His

Pro

Pro

val

160

Ser



A~1429_US_NPZ_WO_PCT2_ST25
<221> (DS
<222> (1)..(1272)

<400> 40
atg cat cca att cca gat tct tet cca tta tta caa ttc g?g ggc caa 48
%et His Pro Ile Ero Asp Ser Ser Pro LSU teu Gln Phe Gly Gly GlIn

1 15

gtc cgg cag cgg tac ctc tac aca gat gat gcc cag cag aca gaa gec 96
val Arg GlIn égg Tyr Leu Tyr Thr ggp Asp Ala Gln GIn ggr Glu Ala

cac ctg gag atc agg gag gat g?g acg gt g?g ggc gct got gac cag 144
His Leu Glu Ile Arg Glu Asp Gly Thr val Gly Gly Ala Ala Asp GIn
35 40 45

agc ccc gaa agt ctc ctg cag ctg aaa gcc ttg aag ccg gga gty att 192
Ser Pro Glu Ser Leu Leu GlIn Leu Lys Ala Leu Lys Pro Gly val 1le
50 55 60

caa afc¢ ttg gga gtc aag aca tce agg ttc ctg tyc cag cgg cca gat 240
g1n Ile Lteu Gly val Lys Thr Ser Arg Phe Leu Cys GlIn Arg Pro Asp
5 70 75 80

g?g gce ctg tat gga tcg ctc cac ttt gac cct gag gec tgc age ttc 288
Gly Ala Leu Tyr g y Ser Leu His Phe ggp Pro Glu Ala Cys Ser Phe
5 95

cgg gag ctg ctt ctt gag gac g%a tac aat gtt tac cag tcc gaa gcc 336
Arg Glu Leu Egg Leu Glu Asp Gly ng Asn val Tyr GlIn ser Glu Ala
1 110

cac g%c ctc ccg ctg cac ctg cca g?g aac aag tcc c¢ca cac cgg gac 384
His Gly Leu Pro Leu His Leu Pro Gly Asn Lys Ser Pro His Arg Asp
115 120 125

cct gca cce cga g%a cCa gct cgc ttc ¢tg <ca cta cca g%c ctg cca 432
Pro A;g Pro Arg Gly Pro A;a Arg Phe Leu Pro Leg Pro Gly Leu Pro
1 135 14

CCC gta CcCC €Cg gag cca ccc g?a atc ctg goec Ccc cag ccc cCe gatr 480
Pro Ala Pro Pro Glu Pro Pro Gly Ile Leu Ala Pro GlIn Pro Pro Asp
145 150 155 160

gtg ggc¢ tcc tcg gac cCt ctg agc atg gt g%a cct teo cag g?c cga 528
val Gly Ser Ser Asp Pro Leu Ser Met vVal Gly Pro Ser Gln Gly Arg
165 170 175

agc ccc agce tac gct tec g%t g%a agt g%t ggt tct g?t g%t ggt agc 576
Ser Pro Sser {gg Ala ser Gly Gly T Giy Gly 5er Gly gg% Gly ser

g?t ggt g?t g%a TCC gac aaa act cac aca tgc cca ccg tge cca gea 624
Gly Gly Gly Gly Ser Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala
195 200 205

cct gaa ctc ctyg g%g g%a ccg tca gt¢ ttc cte £IC CCC cCa aaa ccc 672
Pro Glu Leu teu Gty Gly Pro Ser val Phe Leu Phe Pro Pro Lys Pro
210 215 220

aag gac acce cte atg atc tce cgt acc cct gag gtc aca tge gtg gt 720
Lys Asp Thr Leu Met Ile Ser Arg Thr Pro Glu val Thr Cys val va
225 : 230 235 240

gtg gac gtg agc cac gaa gac cct gag grc aag tic aac tgg tac gt 768
val Asp val Ser His Glu Asp Pro Glu val Lys Phe Asn Trp Tyr va
245 250 255
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gac
Asp

tac
Tyr

gac
Asp

ctc
Leu
305

cga
Arg

aag
LyS

gac
Asp

aag
LyS

agce
ser
385

tca
Ser

agc
ser

aac
AsSn

tgg
Trp

290

cca
Pro

gaa
Glu

adc
Asn

atc
Ile

acc
Thr
370

aag
LYyS

tgc
cys

ctc
Leu

<210>
<211>
<212>
<213>

<220>
<223>

<400>

Caf

agce
Ser
275

ctg
Leu

gcce
Ala

cCa
Pro

cag
Gin

gcc
Ala
355

acg
Thr

cte
Leu

tcc
Ser

tcc
ser

41
424
PRT

gag
Glu
260

acg
Thr

aat
Asn

cCcc
Pro

cag
GIn

gtc
val
340

gt
Va

cct
Pro

ace
Thr

gt
Va

cty
Leu
420

gt
va

tac
Tyr

&ty

ate
Ila

gtg
val
325

age
Ser

gag
Glu

ccC
Pro

gt
va

atg
Met
405

tct
Ser

cat
H1s

cgt
Arg

aag
Lys

gag
Glu
310

tac
Tyr

ctg
Leu

tgg
Trp

qQt
va

gac
Asp
390
cat
H1s

ccy
Pro

aat
AsSn

gt
va

gag
Glu
295

adad
Lys

acc
Thr

ace
Thr

gag
Glu

ctg
Leu
375

aag
LyS

gag
Glu

&y

Artificial sequence

Synthetic Construct

41

Met His Pro Ile Pro Asp Ser
1

5

val arg Gin ggg Tyr Leu Tyr

His Leu géu Ile Arg Glu Asp

ser Pro GIu Ser Leu Leu Glin

A-1429_US_NP2_WO_PCT2_ST25

gec
Ala

gtc
va'l
280
tac
TYF

acc
Thr

ctg
Leuy

tgc
Cys

agc
Ser
360

gac
Asp

agc
Ser

gct
Ala

aaa
Lys

Ser

Thr

Gly

40

Leu

aag
LysS
265
agc
Ser

aag
LYS

atc
Ile

cce
Pro

ctg
Leu
345

aat
Asn

tcc
sSer

249
Arg

ctyg
Leu

Pro

Asp

25

Thr

Lys

aca aag ccg
Thr Lys Pro

gtc ctc acc
val Leu Thr

tgc aag gtc
Cys Lys val
300

tcc aaa gcc
Ser Lys Ala
315

cca tec cgg
Pro Ser Arg
330

gtc aaa g%c
val Lys Gly

ggg cag <cg
Gly G1n Pro

gac gge tcc
Asp Gly Ser
380

tgg cag cag
Trp Gln Gln
395

cac aac cac
His Asn His
410

Leu Leu Gln
Asp Ala G1n
val Gly Gly

Ala Leu Lys
Page 20

cgt
Arg

gtc
val
285
tcc
Ser

aaa
LysS

gat
Asp

Ttc
Phe

gag
Glu
365

ttc
Phe

tac
Tyr

phe

GIn

Ala

45

Pro

gag
Glu
270

ctg
Leu

dac
Asn

944

gag
Glu

tat
Tyr
350
aac
Asn

ttc
Phe

aaC
AsSn

acg
Thr

Gly
Thr
30

Ala

Gly

gag
Glu

cac
H1s

aaa
Lys

cag
Gin

ctg
l.eu
335

cCo
Pro

daac
Asn

ctC
Leu

gtc
val

cag
GIn
415

Gly
15
Glu

ASp

val

cag
Gin

cag
GIn

gcce
Ala

cce
Pro
320
acc
Thr

agc
ser

tac
Tyr

Tat
Tyr

tic
Phe
400

aag
Lys

Glin

Glin

Tle

816

864

912

960

1608

1056

1104

1152

1200

1248

1272



GIn

65

Gly

Arg

His

Pro

Pro

145

val

ser

Gly

Pro

ASP

Tyr

Asp

Leu

305

Arg

50

Ile

Ala

Glu

Gly

Ala

130

Ala

Gly

Pro

Gly

Glu

210

AsSp

ASp

Gly

ASH

Trp

290

Pro

Glu

Leu

L.ey

Leu

Leu

115

Pro

Pro

ser

Ser

Thr

val

val

Ser

275

Leu

Ala

Pro

Gly

Tyr

Leu

100

Pro

ATrg

Pro

Ser

Tyr

Gly

Leu

Leu

Ser

Glu

260

Thr

ASn

Pro

GIn

val

Gly

85

Leu

Leu

Gly

Glu

Ser

Gly

Met

His

245

val

Tyr

Gly

Ile

val

Glu

His

Pro

Pro

150

Pro

ser

Asp

Gly

Iie

230

Glu

His

Arg

Lys

Glu

310

Tyr

55

A-1429_US_NP2_WO_PCT2_S5T25

Thr ser Arg phe

ey

AsSD

Leu

Ala

135

Pro

Leu

Gly

Lys

Pro

215

Ser

Asp

Asn

val

Glu

295

Lys

Thr

His

Gly

Pro

120

Arg

Gly

Ser

Gly

Thr

200

S5er

Arg

Pro

Ala

val

280

Tyr

Thr

Leuy

Phe

Tyr

105

Gly

Phe

1le

Met

val

Thr

Glu

Lys

sSer

Lys

Ile

Pro

ASp

90

Ash

Asn

Leu

Leu

val

170

Gly

Thr

Phe

Pro

val

250

Thr

va'l

Cys

Ser

Leu

75

Pro

val

LYS

Pro

Ala

155

Gly

Gly

Cys

Leu

Glu

235

Lys

Lys

Leu

Lys

Lys
315

60

cys

Glu

Tyr

ser

Leu

140

Pro

Pro

Ser

Pro

Phe

220

val

Phe

Pro

Thr

val

300

Ala

Pro Ser Arg
Page 21

Gln

Ala

G1n

Pro

125

Pro

Gln

ser

Gly

Pro

205

Pro

Thr

Asn

Arg

val

285

ser

Lys

Asp

Arg

Cys

Ser

110

His

Gly

Pro

Gln

Gly

Cys

Pro

Cys

Try

Glu

270

Leu

Asn

Gly

Glu

Pro

ser

95

Glu

Arg

Leu

Pro

Pro

Lys

val

Tyr

255

Glu

His

Lys

Gln

Leu

ASD

80

Phe

Ala

ASDp

Pro

ASp

160

Arg

Ser

Ala

Pro

val

240

val

Gin

Ala

Pro

320

Thr



Lys Asn
Asp Ile

Lys Thr
370

Ser Lys
385

ser Cys
Ser Leu

<210>
<211>
<212>
<213>

<220>
<223>

<220>
<221>
<222>

<400>
atg gac
Met Asp
1

ggg gga
Gly G?y

atg atc
Met Ile

325

Gln val ser
340

Ala val Glu

Thr Pro Pro

teu Thr val

Ser val Met
405

ser Leu Ser
420

42

1275

DNA
Artificial

Fc LL15 RG

CDS
(13..Q1275)

42
aaa act cac
Lys Thr His

ccg tca gtc
Pro Ser val
20

tcec cgt acc
Ser arg Thr
35

cac gaa gac cct gag

His Glu
50

gtg cat
vai His
65

tac cgt
Tyr Arg

ggce aag
Gly Lys

Asp Pro Glu

aat gcc aag
Asn Ala Lys

gtg gtc age
val val Ser
85

gag tac aag
Glu Tyr Lys
100

Leu

Trp

val

Pro

aca
Thr

ttC
Phe

cct
Pro

gtc
val

aca
Thr
70

gte
val

tgc
Cys

Thr

Glu

Leu
375

Lys

Glu

Gly

tgt
cys

ctc
Leu

gag
Glu

aag
Lys
55

aag
Lys

ctc
Leu

aag
LyS

A-1429_US_NP2_WO_PCT2..5T25
330

Cys

Ser
360

AsSp

Ser

Ala

Lys

cca
Pro

ttc
Phe

gtc
val
40

ttc
Phe

ccg
Pro

ace
Thr

gtc
val

Leu
345

Asn

Ser

Arg

Leu

cct
Pro

cce
Pro
25

aca
Thr

aac
Asn

cgt
Arg

gtc
val

tce
ser
105

val Lys Gly Phe

Gly

Asp

Trp

His
410

tgt
Cys
10

cca
Pro

tgc
Cys

tag
Trp

gag
Glu

cty
Leu
90

dac
AsSn

Gln

Gly

Gln
385

Asn

cca
Pro

aaa
Lys

gt
va

tac
Tyr

gag
Glu
75

cac
His

aaa
LYS

Pro

Ser
380

GlIn

His

gct
Ala

cCcC
Pro

gt
va

gt
va
60

cag
Glin

cag
GIn

gcce
Ala

Page 22

Glu
365

Phe

Gly

Tyr

ccy
Pro

aag
LYS

gt
va
45

gac
Asp

tac
Tyr

gac
Asp

ctc
Leu

Tyr
350

Asn

Phe

Asn

Thr

gaa
Glu

gac
Asp
30

gac
Asp

ggc
Gly

aac
Asn

tgg
Trp

cca
Pro
110

333

Pro

Asn

Leu

val

GIn
415

cte
Leu
15

ace
Thr

gt
va

gt
Va

agce
ser

ctg
Leu
95

gce
Ala

ser

Tyr

Tyr

pPhe
400

Lys

cty
Leu

Cctc
L.eu

age
ser

gag
Glu

acg
Thr
80

aat
Asn

cCcC
Pro

48

96

144

192

240

288

336



ate
Ile

gty

agce
ser
145

gag
Glu

ccc
Pro

gtg

atg
Met

tct
ser
225

ggt
Gly

&y

gaa
Glu

gac
Asp

gtt
val
305

cca
Pro

agce
Ser

gaa
Glu

cgg
Arg

gag
Glu

tac
TYr
130

ctg
Leu

tgg
Trp

gt
va

gac
Asp

cat
His
210

ccg
Pro

gaa

caa
Gin

gce
Ala

cag
Gln
290

att
Ile

gat
Asp

tic
Phe

gcc
Ala

gac
ASp
370

ada
Lys
115

acc
Thr

ace
Thr

gag
Glu

ctg
Leu

aag
Lys
195

gag
Glu

ggt

tce
Ser

gtc
val

cac
His
275
agc
sSer

caa
GIn

oty

€gg
Arg

cac
His
355

cct
Pro

acc
Thr

ctg
Leu

tgc
Cys

agce
ser

gac
Asp
180

agc
Ser

gct
Ala

ddd
Lys

cat
His

c€ag
Arg
260

ctg
Leu

ccc
Pro

ate
Ile

gcc
Ala

gag
Glu
340

ety

gca
Ala

atc
Ile

cCC
Pro

ctg
Leu

aat
Asn
165

tcc
ser

cgt
Arg

ctg
Leu

ggt
Gly

cca
Pro
245

cag
Gin

gag
Glu

gaa
Glu

ttg
Leu

cty
Leu
325

cgt
Arg

ctc
Leuy

CCC
Pro

tcc
Ser

cca
Pro

gtc
val
150

agd
Gly

gac
Asp

Lgg
Trp

cac
His

ey
230

aty
Ile

cgg
Arg

atc
Ile

agt
ser

gga
310
tat
Tyr

ctt
Leu

ccg
Pro

cga
Arg

aaa
Lys

tce
Ser
135
aaa
Lys

cag
Gin

Gly

cag
Gin

aac
Asn
215

&ty

cca
Pro

tac
Tyr

agg
Arg

ctc
Leu
295

gtc
val

ety

ctt
Leu

ctg
Leu

&y
375

A-1429 US_NP2_WO_PCT2_ST25

gce
Ala
120

cgt
Arg

ety

ccg
Pro

tcc
Ser

cag
Gin
200

cac
HtS

&y

gat
Asp

cte
Leu

gag
Glu
280

ctyg
Leu

aag
Lys

tCg
Ser

gag
Glu

cac
His
360

cCa
Pro

adad
Lys

gat
Asp

ttc
Phe

gag
Glu

Ttc
Phe
185

g4ag
Gly

tac
Tyr

ety

tct
ser

tac
Tyr
265

gat
ASp

cag
Gln

aca
Thr

ctc
l.eu

gac
Asp
345

ctg
Leu

gct
Ala

994
Gly

gag
Glu

tat
TY"r

aac
Ash
170

tfc
rhe

aac
Asn

acg
Thr

tct
ser

tct
ser
250

atCa
Thr

cty
Leu

tcce
Ser

cac
His
330

aly

cca
Pro

cge
Arg

cag
Gin

ctg
Leu

ccc
Pro
155

dac
Asn

Cctc
Leu

gtc
val

cag
Gln

ggt
G
235

cca
Pro

gat
Asp

acg
Thr

aaa
Lys

agg
Arg

315
ttt
Phe

tac
Tyr

Sty

ttc
Phe

cccC
Pro

acc
Thi
140

agc
ser

tac
Tyr

tac
Tyr

Ttc
Phe

aag
Lys
220

v &y

tta
Leu

gat
Asp

gt
Va

gcc
Ala
300

ttC
Phe

gac
Asp

aat
ASTi

dac
AsSn

ctg
Leu
380

Page 23

cga
Arg
125

aag
Lys

gac
AsSp

aag
Lys

agc
ser

tca
ser
205

agc
Ser

&ty

tta
Leu

gcce
Ala

&y
285

ttg
Leu

ctg
Leu

cct
Pro

gtt
val

aag
Lys
365

CCa
Pro

gaa
Glu

daac
AsSn

atc
ITe

acc
Thr

aag
LYyS
190

tgce
Cys

ctc
Leu

age
ser

caa
GIn

cag
Gln
270

&y

aag
Lys

tgc
Cys

gag
Glu

tac
Tyr
350

tcc
Ser

cta
Leu

CccCa
Pro

cag
Gin

gce
Ala

acg
thr
175

ctc
Leu

tce
Ser

tcc
Ser

Gly

TtC
rhe
255

cag
Gin

get
Ala

ccg
Pro

cag
Gin

gcc
Ala
335

cag
Glin

cca
Pro

cca
Pro

cag
Gin

gtc
val

gty
val
160

cCt
Pro

acc
Thr

gt
va

ctg
Leu

ggt
240

o

aca
Thr

gct
Ala

€gg
Arg
320

tgc
Cys

tcc
Ser

cac
H1s

ggc
Gly

384

432

480

528

576

624

672

720

768

816

864

912

960

1008

1056

1104

1152



ctg
Leu
385

CCC
Pro

ety

CcCc
Pro

gat
Asp

cga
Arg

<210>
<211>
<212>
<213>

<220>
<223>

<400>

ccc
Pro

agce
Ser

43
424
PRT

gca
Ala

oty

cec
Pro
420

cccC
Pro

tce
ser
405

agc
S5er

Artificial

ccg
Pro
390

tcg
ser

tac
Tyr

gag
Glu

gac
Asp

gct
Ala

synthetic Construct

43

nlnet Asp Lys

Gly

Met

His

val

65

Tyr

Gly

Ile

val

Ser

145

Glu

Gly

Ile

aiu

50

His

Arg

Lys

Glu

Tyr

130

Leu

Trp

Pro

ser

33

Asp

Asn

val

Glu

Thr

Glu

Thr
Ser
20

Arg
Pro
Ala
val
Tyr
100
Thr
Leu

Cys

ser

His

5

val

Thr

Glu

Lys

Ser

85

Lys

Ile

Pro

Leu

Asn
165

Thr

Phe

Pro

val

Thr

70

val

Cys

Ser

Pro

val

150

Gly

Cys

Leu

Glu

Lys

Lys

Leu

Lys

Lys

Ser

135

Lys

Gin

A-1429 US_NPZ2_WO_PCT2_5T25

cca
Pro

cct
Pro

tcc
Ser

Pro

Phe

val

40

Phe

Pro

Thr

val

Ala

120

Arg

Gly

Pro

cCcc
Pro

ctg
Leu

taa

Pro

Pro

25

Thr

Asn

Arg

val

ser

105

LyS

AsSp

Phe

Glu

gga
Gly

agc
ser
410

Cys

10

Pro

Cys

Trp

Glu

Leu

90

Asn

Gly

Glu

Tyr

Ash
170

atc ctg
Ile Leu
395

atg gt
met Va

Pro Ala

Lys Pro

val val

Tyr val
60

Glu GIn
75

His Gln

Lys Ala

Gin Pro

Leu Thr
140

Pro Ser
155

Asn Tyr

Page 24

gce
Ala

gga
Gly

Pro

Lys

val

45

ASD

Tyr

ASD

Leu

Arg

LyS

Asp

Lys

cccC
Pro

&y

Glu
Asp
30

Asp
Gly
Asn
Trp
Pro
110
Glu
ASnh

Ile

Thr

cag
Gin

tce
Ser
415

Leu

15

Thr

val

val

Ser

Leu

95

Ala

Pro

Gln

Ala

Thr
175

cee
Pro
400

cag
Gln

l.eu

Leu

Ser

Giu

Thr

80

Asn

Pro

Gln

val

val

160

Pro

1200

1248

1275



Pro

val

Met

Ser

225

Gly

Gly

Glu

Asp

val

305

Pro

Ser

Glu

Arg

Leu

385

Pro

val

AsSp

His

210

Pro

Gly

Gln

Ala

Gln

290

Ile

ASp

Phe

Ala

Asp

370

Pro

Asp

Leu

Gly

Ser

val

His

275

Ser

Gin

Gly

Arg

His

355

Pro

Pro

val

Gly Arg Ser

<210>
<211>
<212>
<Z213>

44
1275
DNA

ASp

Ser

Ala

Lys

His

Arg

Leu

Pro

Ile

Ala

Glu

340

Gly

Ala

Ala

Gly

Pro
420

ser

Arg

Leu

Gly

Pro

245

GIn

Glu

Glu

Leu

Leu

325

Arg

Leu

Pro

Pro

Ser

405

ser

ASp

Trp

Mis

Arg

Ile

ser

Leu

Pro

Arg

Pro

390

Ser

Tyr

Gin

Asn

215

Gly

Pro

Tyr

Arg

l.eu

295

val

Gly

Leu

Leu

Gly

Glu

Asp

Ala

Artificial Seguence
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Gly Ser Phe Phe Leu Tyr Ser Lys
190

Gin

200

His

Gly

ASp

Leu

Glu

280

l.eu

Lys

Ser

Glu

His

360

Pro

Pro

Pro

ser

185

Gly

Tyr

Gly

Ser

Tyr

ASD

Gin

Thr

Leu

AsSD

345

Leu

Ala

Pro

Leu

Asn

Thr

Ser

Ser

250

Thr

Gly

Leu

ser

His

330

Gly

Pro

Arg

Gly

Ser
410

val

Gln

Gly

Pro

Asp

Thr

Lys

Arg

315

Phe

Tyr

Gly

Phe

Ile

395

Met

Phe

Leu

Asp

val

Ala

300

phe

ASp

Asn

Asn

Leu

380

Leu

val

pPage 25

Ser

205

Ser

Gly

Leu

Ala

Gly

Leu

Leu

Pro

val

Ala

Gly

Cys

Leu

Ser

Gin

Gin

270

Gly

Lys

cys

Glu

Leu

Pro

Gly

Leu

ser

Ser

Gly

Phe

255

Glin

Ala

Pro

Glin

Ala

335

Gin

Pro

Pro

Gln

ser
415

Thr

val

Leu

Gly

Thr

Ala

Gly

Arg

320

cys

ser

His

Gly

Pro
400



<220>
<223>

<220>
<221>
<222>

<400>

atg

gac

Fc-(G48)3~RG

CDS
..

44
aaa

Met Asp Lys

1
ety

atg
Met

cac
His

gtg
val
65

tac
Tyr

Sty

atc
Ile

val

age
Ser
145

gag
Glu

ccc
Pro

gt
va

atg
Met

tct
Ser

&ty

atc
Ile

gaa
Glu
50

cat
H1s

cgt
Arg

aag
Lys

gag
Glu

tac
Tyr
130

ctg
Leu

tgg
Trp

gt
Va

gac
Asp

cat
His
210

ccg
Pro

ccg
Pro

tece
ser
35

gac
Asp

aat
Asn

gag
Glu

aaa
LYS
115

acc
Thr

acc
Thr

gag
Glu

ctg
Leu

aag
LYS
195

gag
Glu

(1275)

act
Thr

tca
Ser
20

cgt
Alg

cct
Pro

gce
Ala

gtc
val

tac
Tyr
100

acc
Thr

ctg
Leu

tgc
Cys

agce
ser

gac
Asp
180

agc
ser

gct
Ala

aaa
Lys

cac
H13
5

gtc
val

acc
Thr

gag
Glu

aag
Lys

age
ser
85

aag
LyS

atc
Ile

cCC
Pro

ctg
Leu

aat
Ash
165

tcc
Ser

cgt
Arg

ctg
Leu

aca
Thr

ttc
Phe

cct
Pro

gtc
va'l

aca
Thr
70

gtc
val

tgc
Cys

tcc
Ser

cCa
Pro

gtc
val
150

099
Gly

gac
Asp

tgg
Trp

cac
H1s

&ty

tgt
Cys

ctc
Leu

gag
Glu

aag
LYS
55

aag
Lys

ctc
Leu

aag
Lys

ddd
LysS

tcc
Ser
135

aaa
LYS

cag
GIn

sty

cag
Gln

aac
Asn
215

ggt
Gly
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CCa
Pro

ttc
Phe

gte
val
40

ttC
Phe

ccg
Pro

aCC
Thr

gtc
val

gcc
Ala
120

cgt
Arg

ccy
Pro

tcC
Ser

cag
GlIn
200

cac
His

CcCct
Pro

cce
Pra
25

aca
Thr

a4acC
Asn

cgt
A["g

gtc
val

tcc
Ser
105

aaa
LYyS

gat
AsSp

tEe
Phe

gag
Glu

ttc
phe
185

&ty

tac
Tyr

tcc
sSer

tgt
cys
10

cca
Pro

tge
Cys

tgg
Trp

gagd
Glu

ctg
Leu
90

44C
Asn

&y

gag
Glu

tat
Tyr

aac
Asn
170

ttc
Phe

daac
ASn

acg
Thr

ggt
Gly

CCa
Pro

ddd
LYS

gtg
val

tac
Tyr

gag
Giu
75

cac
H1s

aaa
Lys

cag
Glin

ctg
Leu

cce
Pro
155

aac
Asn

ctc
Leu

gtc
val

cag
Gin

ggc
Gly

gct
Ala

cCcC
Pro

gtg
val

gtg
val
60

cag
Gln

cag
Gln

gcc
Ala

cCC
Pro

acc
Thr
140

agc
ser

tac
Tyr

tac
TYP

tte
Phe

aag
Lys
220

STy
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ccg
Pro

aag
Lys

gt
Va
45

gac
AsSp

tac
Tyt

gac
Asp

ctc
Leu

cga
APrg
125

aag
Lys

gac
AsSp

aag
Lys

age
ser

tca
Ser
205

agce
Ser

ggc

gaa
Glu

gac
Asp
30

gac
Asp

aac
Asn

tgg
Trp

cca
Pro
110

gaa
Glu

aac
Asn

atc
Ile

acc
Thr

aag
LysS
190

tge
Cys

ctc
Leu

tct
Ser

ctc
Leu
15

acc
Thr

gt
Va

gt
va

agc
Ser

cty
Leu
95

gcc
Ala

cca
Pro

cag
Gin

gcce
Ala

acg
Thr
175

ctc
L.eu

tce
ser

tce
Ser

I

cty
Leu

ctc
Leu

agc
Ser

gag
Glu

acg
Thr
80

aat
Asn

cCC
Pro

cag
Glin

gtc
val

gt
va
160

cCt
Pro

acc
Thr

gt
Va

ctyg
Leu

ggt
Gly

48

96

144

192

240

288

336

384

432

480

528

576

624

672

720



225

ty
&y

gag
Glu

gac
Asp

gtt
val
305

ccg
Pro

tct
ser

gag
Glu

cgt
Arg

ctg
l.euy
385

cca
Pro

My

ety

cag
Gin

gcg
Ala

cag
Gln
290

ate
Ile

gac
Asp

Tttt
Phe

gcg
Ala
gac
AsSp
370
ccyg
Pro

gac
Asp

cgt
Arg

<210>
<211>
<212>
<213>

<220>
<223>

<400>

agc
Ser

gtt
vai

cac
His
275

tct
ser

cag
Gin

ety

cgt
Arg

cac
His
355

ccy
Pro

cct
Pro

gtt
val

Tt
ser

45
424
PRT

cat
His

cgt
Arg
260

ctg
Leu

ccg
Pro

atc
Ile

gce
Ala

gaa
Glu
340

&y

gcg
Ala

gcg
Ala

&y

ccg
Pro
420

ccg
Pro
245

cag
Gln

gag
Glu

gaa
Glu

ctg
Leu

ctyg
Ley
325

cgt
Arg

cty
Leu

CCa
Pro

cet
Pro

tct
Ser
405

tct
Ser

230

atc
Ile

cgt
Arg

atc
Ile

tct
Ser

ety
310

tac
Tyr

ctg
Leu

ccg
Pro

cgt
Arg

cct
Pro
390

tct
Ser

tac
Tyr

ccg
Pro

tac
Tyr

cgt
Arg

ctg
Leu
295

gtt
val

ggt
Gly

ctc
Leu

Ctg
Leu

oy
375

gaa
Glu

gac
AsSp

gee
Ala

Artificial Sequence

Synthetic Construct

45

A-1429_US_NP2_WQO._PCT2_ST25

gac
Asp

ctg
Leu

gaa
Glu
280

ctg
Leu

ddd
Lys

tct
ser

gaa
Glu

cac
His
360
cct
Pro

ccg
Pro

ccg
Pro

tct
Ser

tct
Ser

tac
Tyr
265

gac
ASp

cag
Gln

ace
Thr

cty
Leu

gac
Asp
345

ctg
Ley

gcg
Ala

cct
Pro

ctg
L.eu

taa

tct
ser
250

ace
Thr

&ty

Cctg
Leu

TCt
Ser

cac
His
330

&ty

ccg
Pro

cgt
Arg

gogt
Gly

tct
ser
410

235

cey
Pro

gac
Asp

ace
Thr

daa
Lys

cgt
Arg
315

tte
Phe

tac
Tyr

&

ttc
Phe

atc
ite
395

atg
Met

ctg ctg cag

Leu

gac
Asp

gtt
val

gce
Ala
300

ttc
Phe

gac
Asp

adc
Asn

dac
Asn

ctg
l.eu
380

ctg
Leu

gtt
Val

Leu

gcg
Ala

&9
285

ctg
Ley

ctg
Leu

ccg
Pro

gtt
val

aaa
LysS
365

cca
Pro

gct
Ala

Gln

cag
Gln
270

&

aaa
LYS

tge
Cys

gag
Glu

tac
TYr
350

tct
ser

cty
teu

ccg
Pro

get Asp Lys Thr ?is Thr Cys Pro Pro Cys Pro Ala Pro Glu
10

ttC
Phe
255

cag
Gin

gcg
Ala

ccg
Pro

cag
GlIn

gcg
Ala
335

cag
GIn

ccg
Pro

ccg
Pro

cag
GIn

tct
Ser
415

Leu
15

240
ggt

ace
Thr

gce
Ala

&

cgt
Arg
320

tgc
cys

Tct
Ser

cac
His

ety

ccg
Pro
400

cag
Glin

Leu

Gly Gly Pro Ser val pPhe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu
20 25 30
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768

816

864

912

960

1008

1056

1104

1152

1200

1248

1275



Met

His

val

65

Tyr

Gly

Ile

val

Ser

145

Glu

Pro

val

Met

Ser

225

Gly

Gly

Glu

Asp

Ile

Glu

50

His

Arg

Lys

Glu

Trp

val

Asp

His

210

Pro

Gly

GIn

Ala

Glin
290

Ser

35

Asp

Asn

val

Glu

Thr

Glu

Leu

Gly

ser

val

His

275

Ser

Arg

Pro

Ala

val

Tyr

100

Thr

Leu

Cys

Ser

Ala

Lys

Pro

Thr

Glu

LYS

Ser

85

Lys

Ile

Pro

Leu

Asn

165

Ser

Arg

Leu

Gly

Pro

245

GlIn

Glu

Glu

Pro

val

Thr

70

val

Cys

ser

Pro

val

150

Gly

ASp

Twp

His

APg

Ile

Ser

Glu

Lys

55

Lys

Leu

Lys

Lys

Ser

135

Lys

GlIn

Gly

Gin

Asn

215

Gly

Pro

Tyr

Arg

Leu
295
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val Thr Cys val val

40

Phe

Pro

Thr

val

Ala

120

Arg

Gly

Pro

ser

Gin

200

His

Gly

ASp

Leu

Glu

280

Leu

Asnh

Arg

val

Ser

105

Lys

Asp

Phe

Glu

Phe

185

Gly

Tyr

Ser

ser

Tyr

265

Asp

Gln

Trp

Glu

Leu

90

ASn

Gly

Glu

Tyr

Asn

170

Phe

ASh

Thr

Gly

Ser

250

Thr

Gly

Leu

Tyr

Glu

75

His

Lys

Gin

Leu

Pro

155

Ash

Leu

val

Glin

Gly

Pro

ASp

Thr

Lys

val

60

Gin

Gin

Ala

Pro

Thr

140

ser

TYr

Tyr

Phe

LYyS

Gly

Leu

Asp

val

Ala
300
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val
45

Asp
Tyr

ASp

Leu

ASp

Lys

Ser

Ser

205

Ser

Gly

Leu

Ala

Gly

Leu

AsSp

Gly

Asnh

Trp

Pro

110

Glu

Asn

Ile

Thr

Lys

190

Cys

Leu

Ser

Gln

Gin

270

Gly

Lys

val

val

Ser

Leu

95

Ala

Pro

Gin

Ala

Thr

175

Leu

ser

Ser

Gly

Phe

255

Gln

Ala

Pro

ser

Glu

Thr

80

Asn

Pro

Gln

val

val

160

Pro

Thr

val

Leu

Gly

Thr

Ala

Gly



val
305
Pro
Ser
Glu
Arg
Leu
385

Pro

Gly

Ile

ASp

Phe

Ala

Asp

Pro

Asp

Arg

<210>
<211>
<212>
<213>

<220>
<223>

<220>
<221>
<222>

<400>

atg
Met
1

&ty

atg
Met

cac
H1s

at
Va
65

tac

gac
AsSp

cly

atc
Iie

gaa
Glu
50

cgt
His

cgt

G1In

Gly

Arg

His

Pro

Pro

val

Ser

46
1275
DNA

Ile

Ala

Glu

340

Gly

Ala

Ala

Gly

Pro
420

Leu

Leu

325

Arg

Ley

Pro

Pro

Ser

405

Ser

Artificial

Fc~{G4S)3-RGE

cbs
..

46
aaa
LysS

ccg
Pro

tec
ser
35

gac
ASp

aat
Asn

gtg

(1275)

act
Thr

tca
Ser
20

cgt
Arg

cct
Pro

gce
Ala

gtc

cac
H1s

gtc
val

ace
Thr

gag
Glu

aag
LyS

age

Gly

Tyr

Leu

Pro

Arg

Pro
390

Ser

Tyr

aca
Thr

ttC
Phe

cCct
Pro

gtc
val

aca
Thr
70

gtc

A-1429_US_NP2_WO_PCT2_5T25

val Lys Thr Ser Arg Phe Leu Cys

Gly

Leu

Leu

Gly

Glu

Asp

Ala

tgt
Cys

ctc
Leu

gag
Glu

aag
LYs
55

aag
Lys

ctc

Ser

Glu

His
360

Pro

Pro

Pro

Ser

cca
Pro

tte
Phe

gtc
val
40

ttc
Phe

ccg
Pro

acc

Leu

ASD
345

Leu

Ala

Pro

Leu

cct
Pro

cce
Pro
25

aca
Thr

aac
ASn

cgt
Arg

gtc

His
330

Gly

Pro

Arg

Gly

Ser
410

tgt
Cys
10

€Ca
Pro

tgc
Cys

tgg
Trp

gag
Glu

cty

315

Phe

Tyr

Gly

Phe

Ile
395

Met

cca
Pro

add
Lys

gtg
val

tac
Tyr

gag
Glu
75

cac

Asp

ASni

Asn

Leu
380

Leu

val

gct
Ala

cco
Pro

gt
va

gtg
vai
60

cag
Gln

cag

Page 29

Pro

val

365

Pro

Ala

Gly

ccg
Pro

aag
LyS

gt
va
45

gac
Asp

tac
TYTr

gac

Glu

Leu
Pro

Gly

gaa
Glu

gac
Asp
30

gac
Asp

ety

dac
Ash

tgg

Pro

Pro

Gln

ser
415

ctc
Leu
15

acc
Thr

gtg

gt
Va

agc
Ser

ctg

Arg

Cys

Ser

His

Gly

Pro
400

GIn

ctg
Leu

ctc
L.eu

agce
Ser

gag
Glu

acy
Thr
80

aat

48

96

144

192

240

288



Tyr

ty

atc
ITe

age
Ser
145

gag
Glu

CCC
Pro

gt
va

gaa
Glu

gac
ASD

gtt
val
305

cCa
Pro

agce
Ser

gaa

Arg

aag
Lys

gag
Glu

tac
Tyr
130

ctg
Leu

tgg
Trp

gt
Va

gac
Asp

cat
His
210

ccg
Pro

caa
Gln

gce
Ala

cag
Gln
290

att
T'le

gat
Asp

tte
Phe

gee

val

gag
Glu

aaa
Lys
115
ace
Thr

acc
Thr

gag
Glu

ctyg
Leu

aag
Lys
195

gag
Glu

&ty

tcc
Ser

gtc
val

cac
His
275
agce
Ser

caa
Gln

ety

cgt
Arg

cac

val

tac
Tyr
100

acc
Thr

ctg
Leu

tgc
Cys

agc
ser

gac
Asp
180

agce
Ser

gct
ala

aaa
Lys

CE‘UZ
H1s

<gg
Arg
260

ctyg
Leu

cCC
Pro

atc
Ile

gcc
Ala

gag
Glu
340

ggc

ser
85

aag
Lys

atc
Ile

ccc
Pro

cty
Leu

aat
Asn
165

tcc
Ser

cgt
Arg

ctg
Leu

&ty

cca
Pro
245

cag
GlIn

gag
Glu

gaa
Glu

ttg
Leu

ctyg
Leu
325

cgt
Arg

cte

val

tgc
Cys

tcc
ser

cca
Pro

gtc
val
150

ety

gac
Asp

tgg
Trp

cac
His

ggt
dly
230
att

Ile

cgt
Arg

atc
Ile

agt
Ser

ggt
ay
310
tat
Tyr

ctt
Leu

ccg

aag
Lys

ddd
LyS

tee
Ser
135
aaa
LYsS

cag
GIn

oty

cag
Glin

aac
Asn
215

&y

CcCa
Pro

tac
Tyr

agg
Arg

cte
Leu
295

gtc
val

STy

ctt
Leu

cty

A-1429 US_NPZ_WO_PCT2_ST25
teu Thr val

gtc
val

gcce
Ala
120

cgt
Arg

ggc
Gly

ceg
Pro

tcc
ser

cag
GIn
200

cac
His

&y

gat
Asp

ctc
Leu

gag
Glu
280

ctg
Leu

aag
Lys

tcg
ser

gag
Glu

cac

tce
Ser
105

aaa
Lys

gat
Asp

ttcC
Phe

gag
Glu

Tic
Phe
185

2]ele)
Gly

tac
Tyr

tct
Ser

tct
Ser

tac
Tyv
265

gac
Asp

cag
Gln

aca
Thr

ctc
Leu

gac
Asp
345

ctg

Leu
90

daac
Asn

Sty

gag
Glu

tat
Tyr

aac
Asn
170

ttc
phe

adC
Ash

acqg
Thr

&y

tct
ser
250

aCa
Thr

ggg
Gly

cty
Leu

t.CC
Ser

cac
His
330

&

cca

His

aaa
Lys

cag
Gln

ctg
Leu

ccc
Pro
155

aac
Asn

ctc
Leu

gtc
val

cag
GIn

&y
235

CCa
Pro

gat
Asp

acg
Thr

aaa
LYS

agg
Arg
315

Tttt
Phe

tac
Tyr

9499

Gin

gce
Ala

CCC
Pro

aCccCc
Thr
140

agc
ser

tac
Tyr

tac
Tyr

ttcC
Phe

aag
Lys
220

ggt
Gly

tta
Leu

gat
Asp

gty
val

gce
Ala
300

ttc
Phe

gac
ASD

aat
Asn

adac
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ASp

ctc
Leu

cga
Arg
125

aag
Lys

gac
Asp

aag
Lys

agc
Ser

tca
Ser
205

agc
ser

ggt
Gly

tta
Leu

gcc
Ala

ga4q
oty
285
ttg
Loy

ctg
Leu

cct
Pro

gtt
val

aag

Tre

cca
Pro
110
gaa
Glu

dac
AsSn

atc
Ile

ace
Thr
aag
Lys
190
tgc
Cys

ctc
Leu

agc
Ser

caa
Gin

cag
GlIn
270

ggt
Gly

aag
Lys

tgc
Cys

gag
Glu
tac
Tyr
350

tee

Leu
95

gce
Ala

cca
Pro

cag
Gln

gcc
Ala

acg
Thr
175

ctc
Leu

tcc
Ser

tcc
Ser

ggt

tte
Phe
255

cag
Gln

gct
Ala

ccg
Pro

cag
Gln

gce
Ala
335

cag
Gln

cca

Asn

cce
Pro

cag
Glin

gtc
val

gt
va
160

cct
Pro

acc
Thr

gt
va

ctg
Leu

ggt
b4
240

oty

aca
Thr

gct
Ala

agt
Sy
cgg
Arg
320
tge

Cys

tcC
Ser

cac

336

384

432

480

528

576

624

672

720

768

816

864

912

960

1008

1056

1104



Glu

cgt
Arg

ctg
Leu
385

CCC
Pro

ggc
Gly

Ala

gac
ASp
370

cce
Pro

gat
Asp

cga
Arg

<210>
<211>
<212>
<213>

<220>
<223>

<400>

His
355

cct
Pro

cCC
Pro

gt
va

agce
Ser

47
424
PRT

Gly

gca
Ala

gca
Ala

oty

ccc
Pro
420

Leu

CCC
Pro

CcCC
Pro

tec
ser
405

agce
ser

Artificial

Pro

cga
Arg

ccg
Pro
350

tcy
Ser

tac
TYFR

Leu

ety
375

gag
Glu

gac
Asp

gaa
Glu

synthetic Construct

47

Met Asp Lys
1

Gly

Met

His

val

65

Tyr

Gly

val

Ser
145

Giy

Ile

Glu

50

Arg

Lys

Glu

Tyr

Leu

Pro

Asp

Asn

val

Glu

Thr

Thr

Ser

20

Arg

Pro

Ala

val

Tyr

100

Thr

Leu

Cys

gis Thr Cys

val

Thr

Glu

Lys

Ser

85

Lys

Ile

Pro

Leu

Phe

Pro

val

Thr

70

val

Cys

ser

Pro

val
150

Leu

Glu

LYyS

55

Lys

Leu

Lys

LysS

ser

135

Lys
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His
360
cca
Pro

cCa
Pro

cct
Pro

tcc
Ser

Pro

Phe

val

40

Phe

Pro

Thr

val

Ala

120

Arg

Gly

Leu

gct
Ala

ccc
Pro

cty
Leu

taa

Pro

Pro

25

Thr

Asn

Arg

val

Ser

105

Lys

Asp

Phe

Pro

cgce
Arg

ety

agc
ser
410

Cys
Pro
Cys
Trp
Gclu
Leu
90

Asn

Gly

GHu

Gly

tte
Phe

atc
Ile
395

atg
Met

Pro

Lys

val

Tyr

Glu

75

His

Lys

Glin

Leu

Asn

cty
Leu
380

ctg
Leu

gtg
val

Ala

Pro

val

val

60

Gin

Gin

Ala

Pro

Thr
140

Tyr Pro Ser

155
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LysS
365

cca
Pro

gcc
Ala

oy

Pro
LyS
val
45

ASp
Tyr

ASP

Leu

LyS

Asp

Ser

cta
Leu

ccc
Pro

My

Glu
Asp
30

Asp
Gly
Asn
Trp
Pro
110
Glu

Asn

Ile

Pro

cca
Pro

cag
Gln

tce
Ser
415

Leu

15

Thr

val

val

Ser

Leu

95

Ala

Pro

Gln

Ala

ety

cce
Pro
400

cag
Gin

Leu
Leu
ser
Glu
Thr
80

Asn
Pro
Gin

val

val
160

1152

1200

1248

1275



Glu

Pro

val

Met

ser

225

Gly

Gly

Glu

AsSp

val

305

Pro

Ser

Glu

Arg

Leu

385

Pro

Gly

Trp

val

ASp

His

210

Pro

Gly

Gln

Ala

alin

290

ile

Asp

Phe

Ala

ASD

370

Pro

ASD

Arg

Glu

Leu

Gly

Ser

val

His

275

Ser

Glin

Gly

Arg

His

355

Pro

Pro

val

ser

ser

Asp

Ser

Ala

LYS

His

Arg

Leu

Pro

Ile

Ala

Glu

340

Gly

ala

Ala

Gly

Pro
420

Asn

165

Ser

Arg

Leu

Gly

Pro

245

Gln

Glu

Glu

Leu

Leu

325

Arg

Leu

Pro

PO

Ser

405

Ser

Gly
ASD
Trp
His
Gly
2

Ile
Arg
Ile
Ser
Gly
Tyr
Ley
Pro
Arg
Pro
390

Ser

Tyr

A-1429 US_NP2_WO_PCT2_ST25

Gln Pro Glu Asn Asn Tyr Lys Thr
170

Gly

Glin

Asn

215

Gly

Pro

Tyr

Arg

Leu

295

val

Gly

Leu

Leu

Gly

Glu

Asp

Glu

Ser

Gln

200

His

Gly

Asp

Leu

Glu

280

Leu

LysS

Ser

Glu

His

360

Pro

Pro

Pro

Ser

Phe

185

Gly

Tyr

ser

Ser

Tyr

265

Asp

Gin

Thr

Leu

Asp

345

Leuy

Ala

Pro

Leu

Phe

Asn

Thr

Gly

Ser

250

Thr

Gly

Leu

ser

His

330

Gly

Pro

Arg

Gly

ser
410

Ley

val

Gln

Gly

Pro

ASp

Thr

Lys

315

Phe

Tyr

Gly

rhe

Ile

395

Met

Tyr

Phe

LYyS

Gly

Leu

ASD

val

Ala

300

Phe

Asp

AsSn

Asn

Ley

380

l.eu

val
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ser

Ser

205

Ser

Gly

Leu

Ala

Gly

Leu

Leu

Pro

val

Ala

Gly

Lys

190

cys

l.eu

Ser

Glin

Gin

270

Gly

Lys

Cys

Glu

Tyr

350

Ser

Leu

Pro

Gly

Thr

175

Leu

Ser

ser

Gly

Phe

255

Gln

Ala

Pro

Glin

Ala

335

Gln

Pro

Pro

Gln

Ser
415

Pro

Thr

val

Leu

Gly

Gly

Thr

Gly

Arg

Cys

Ser

His

Gly

Pro

400

Glin



<210>
<211>
<212>
<213>

<220>
<223>

<220>
<221
<222>

<400>

atg
Met
1

31y

atg
Met

cac
H1s

gt
Va
65

tac
Tyr

Ty

atc
Ile

gtg
val

age
ser
145

gag
Glu

CCC
Pro

gt
Va

gac
Asp

3ty

atc
Ile

gaa
Glu
50

cat
His

cgt
Arg

aag
Lys

gag
Glu

tac
TYr
130

ctg
Leu

1gg
Trp

gt
va

gac
Asp

48
1275
DNA

Artificial Sequence

Fc-L15-wT21

CDs
..

48
add
Lys

ccg
Pro

tce
Ser
35

gac
AsSp

aat
Asn

gt
va

gag
Glu

add
Lys
115

acc
Thr

acCc
Thr

gag
Glu

ctg
Leu

aag
Lys
195

(1275)

act
Thr

tca
Ser
20

cgt
Arg

cct
Pro

gce
Ala

gte
val

tac
Tyr
100

acc
Thr

ctg
Leu

tgc
Cys

agce
ser

gac
AsSp
180

agce
Ser

cac
Hi1s

gtc
val

acc
Thr

gag
Glu

aag
Lys

agc
ser
85

aag
LysS

atc
Ile

cCcC
Pro

ctg
Leu

aat
Asn
165

tce
ser

cot
Arg

aca
Thr

ttc
Phe

cct
Pro

gtc
val

aca
Thr
70

gtc
val

tgc
Cys

tcc
Ser

cCa
Pro

gtc
val
150

jolele]
Gly

gac
ASp

Lgg
Trp

tgt
Cys

ctcC
Leu

gag
Glu

aag
Lys
55

aag
LYS

ctc
Leu

aag
Lys

aaa
Lys

tece
ser
135

daa
Lys

cag
GIn

ety

cag
Gln

A-1429_US_NPZ_WO_PCT2_5T25

cca
Pro

ttcC
Phe

gtc
val
40

ttc
Phe

ccy
Pro

acc
Thr

gtc
val

gcc
Ala
120

cgt
Arg

aly

ccg
Pro

tcc
Ser

cag
Glin
200

cct
Pro

cce
Pro
25

aca
Thr

aac
Asn

cgt
Arg

gre
val

tce
ser
105

aaa
Lys

gat
Asp

ttc
Phe

gag
Glu

ttc
Phe
185

3ty

tgt
Cys
10

cca
Pro

tgc
Cys

tgg
Trp

gag
Glu

ctg
Leu
90

dac
Asn

tat
Tyr

aac
Asn
170

Ttc
Phe

aac
Asn

cca
Pro

aaa
LYS

gtg

tac
Tyr

gag
Glu
75

cac
HtsS

aaad
Lys

cag
Gln

ctg
Leu

cce
Pro
155

dac
Asn

ctc
Leu

gtc
val

gct
Ala

CCC
Pro

gt
va

gtg
val
60

cag
Gin

cag
Gln

gecce
Ala

cCC
Pro

acc
Thr
140

agc
ser

tac
Tyr

tac
Tyr

ttc
Phe
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ccy
Pro

aag
Lys

gt
va
45

gac
Asp

tac
Tyr

gac
Asp

ctc
Leu

cga
Arg
125

aag
Lys

gac
AsSp

aag
Lys

agc
ser

tca
ser
205

gaa
Glu

gac
Asp
30

gac
Asp

ety

aac
Asn

tgg
Trp

cca
Pro
110

gaa
Glu

dac
Asn

ate
Ile

acc
Thr

aag
LYS
190

tgc
Cys

ctc
Leu
15

acc
Thr

gt
va

gt
Va

agc
Ser

ctg
Leu
95

gee
Ala

cCa
Pro

cag
Gin

gee
Ala

acg
Thr
175

ctc
Leu

tcc
Ser

ctg
Leu

ctc
Leu

agc
Ser

gag
Glu

acg
Thr
80

aat
Asn

CcCC
Pro

cag
GIn

gtc
val

gt
va
160

cCct
Pro

acc
Thr

gt
va

48

96

144

192

240

288

336

384

432

480

528

376

624



gaa
Glu

gac
AsSp

gtt
val
305

CcCa
Pro

agc
sSer

gaa
Glu

€gg
ATg

ctg
Leu
385

ccc
Pro

oty

cat
H1s
210

ccg
Pro

ety

caa
Gin

gee
Ala

cag
Gin
290

att
Ile

gat
Asp

ttc
Phe

gcc
Ala

gac
Asp
370

ccc
Pro

gat
Asp

cga
AFg

<210>
<211>
<212>
<213>

<220
<223>

<400>

Glu

ggt
Gly

tcc
Ser

gtc
val

cac
H1s
275

agc
Ser

caa
Gin

&Ny

cgg
Arg

cac
His
355

cct
Pro

ccC
Pro

gt
va

agc
Ser

49
424
PRT

gct
Ala

aaa
Lys

cat
His
cag
Arg
260
cty

Leu

ccC
Pro

atc
Ile

gcc
Ala

gag
Glu
340

oty

gca
Ala

gca
Ala

sty

cce
Pro
420

ctg
Leu

ggt
Gly

cea
Pro
245

cag
Gin

gag
Glu

gaa
Glu

ttg
l.eu

ctg
Leu
325

ctg
Leu

ctc
Leu

ccc
Pro

cCC
Pro

tce
ser
405

agc
Ser

cac
Hi1s

gga
Gly
230

att
Ile

cgg
Arg

atc
I'te

agt
Ser

gga
Gly
310

tat
Tyr

ctt
Leu

ccy
Pro

cga
APrg

ccy
Pro
390

tcg
Ser

tac
Tyr

aac
Asn
215

&y

cca
Pro

tac
Tyr

agg
Arg

ctc
Leu
295

gtc
val

ctt
Leu

ctg
ieu

&
375

gag
Glu

gac
Asp

gct
Ala

Aartificial Sequence

Synthetic Construct

49

A-1429_US_NP2_WO_PCTZ2_ST25

cac
H1s

&ty

gat
Asp

ctcC
Leu

gag
Glu
280

ctg
Leu

aag
LYS

tcg
Ser

gag
Glu

cac
His
360

cca
Pro

cCa
Pro

cct
Pro

tcc
Ser

tac
Tyr

&ty

tct
Ser

tac
Tyr
265

gat
ASp

cag
Gln

aca
Thr

ctc
Leu

gac
Asp
345

ctg
Leu

gct
Ala

ccC
Pro

ctg
Leu

taa

acy
Thr

tct
Ser

tct
ser
250

aCa
Thr

Sty

ctg
Leu

tcC
Ser

cac
His
330

ey

cCa
Pro

cgce
Arg

ety

agc
Ser
410

cag
Glin

ggt
G?y
235
cca
Pro

gat
Asp

acg
Thr

dad
Lys

agg
Ar

315
Tt
Phe

tac
Tyr

ety

fic
Phe

atc
Ile
395

atg
Met

aag
LYS
220

&y

tta
Leu

gat
Asp

gty
val

gce
Ala
300

ttc

g Phe

gac
Asp

adt
Asn

aac
Asn

ctyg
Leu
380

ctg
L.eu

gt
va

age
Ser

&ty

tta
Ley

gcc
Ala

ggg
Gly
285

ttg
Leu

ctg
Leu

cct
Pro

gtt
val

aag
Lys
365

CCa
Pro

gcce
Ala

gga
Gly

cte
Leu

agc
Ser

caa
GIn

cag
GIn
270

ggc
Gly

aag
LysS

tgc
Cys

gag
Glu

tac
Tvr
350

tcc
Ser

cta
Leu

ccc
Pro

cct
Pro

tce
Ser

&y

ttcC
Phe
255

cag
Gln

gct
Ala

ccg
Pro

cag
Glin

gcc
Ala
335

cag
Gin

cca
Pro

cCa
Pro

cag
GIn

tce
ser
415

ctg
Leu

&y
240

ety

acCd
Thr

gct
Ala

ety

cgg
Arg
320
tgc
Cys

tce
ser

cac
H1s

cly

ccce
Pro
400

cag
Gln

Met Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu
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672

720

768

816

864

912

960

1008

1056

1104

1152

1200

1248

1275



Met
His
val
65

Tyr

Ile

val

Ser

145

Glu

Pro

val

Met

ser

225

Gly

Gly

Glu

Gly

Ile

Glu

50

His

Arg

Lys

Glu

Trp

val

ASp

His

210

Pro

Gly

Gln

Ala

Pro

Ser

35

Asp

Asn

val

Glu

Thr

Glu

Leu

Gly

ser

val

His

Ser
20

Arg
Pro
Ala
val
Tyr
100
Thr
Leu
Cys
ser
Asp
ser
Ala
Lys
Hisg
Arg
260

Leu

val

Thr

Glu

Lys

Ser

85

LYsS

Ile

Pro

Leu

Asn

165

ser

Arg

Leu

Gly

Pro

245

Gin

Glu

Phe
Pro
val
Thr
70
val
Cys
Ser
Pro
val
150
Gly
ASp
Trp
His
Gly
2
Ile

Arg

Ile

A-1425 _US_NP2_WO_PCT2_ST25

10

Leu Phe Pro Pro Lys Pro Lys Asp
25 30

Glu

Lys

55

Lys

Leu

LYS

Lys

Ser

135

Lys

GIn

Gly

Gin

Asn

215

Gly

Pro

Tyr

Arg

val

40

Phe

Pro

Thr

val

Ala

120

Arg

Gly

Pro

Ser

Gln

200

His

Gly

Asp

Leu

Glu

Thr

Asnh

Arg

val

Ser

105

Lys

Asp

Phe

Glu

Phe

185

Gly

Tyr

Gly

ser

Tyr

Asp

Cys

Trp

Glu

L.eu

90

Asn

Gly

Glu

Tyr

AsSn

170

Phe

Asn

Thr

sSer

ser

250

Thr

val

Tyr

Glu

75

His

Lys

GlIn

Leu

Pro

155

Asn

Leu

val

Gin

Gly

Pro

ASp

val

val

60

Gin

Gin

Ala

Pro

Thr

140

Ser

Tyr

Tyr

Phe

L.eu

AsSp

Gly Thr val
Page 35

val

45

Asp

Tyr

Asp

Leu

Arg

Lys

Asp

Lys

Ser

ser

205

Ser

Gly

Leuy

Ala

Gly

Asp

Gly

Asn

Trp

Pro

110

Glu

Asn

Ile

Thr

Lys

Cys

Leu

ser

Glin

Gln

270

Gly

15

Thr

val

val

Ser

Leu

a5

Ala

Pro

Glin

Ala

Thr

175

Leu

Ser

Ser

Gly

Phe

255

Gin

Ala

leu

Ser

Glu

Thr

80

Asn

Pro

GIn

val

val

160

Pro

Thr

val

Leu

Gly

Gly

Thr

Ala



ASp

val

305

Pro

ser

Glu

Arg

Leu

385

Pro

Gly

GIn

290

Ile

Asp

Phe

Ala

Asp

370

Pro

ASp

Arg

<210>
<211>
<212>
<213>

<220>
<223>

<220>
<221>
<222>

<400>
atg gac aaa
Met Asp Lys
1

ty

atg
Met

cac
H1s

ety

ate
Ile

gaa
Gliu
50

275

sSer

Gln

Gly

Arg

His

355

Pro

Pro

val

ser

>0
1275
DNA

Pro

Ile

Ala

Glu

340

Gly

Ala

Ala

Gly

Pro
420

Glu

Leu

Leu

325

Leu

l.eu

Pro

Pro

Ser

405

Ser

Ser

Gly

310

Tyr

Leu

Pro

Arg

Pro

390

ser

Tyr

Leu

295

val

Gly

Leu

Leu

Gly

Glu

Asp

Ala

Artificial Sequence

Fc-L15-G170E

CDS
(..

50

ccy
Pro

tce
Ser
35

gac
Asp

(1275)

act
Thr

tca
Ser
20

cgt
Arg

cCct
Pro

cac
His
5

gtc
val

ace
Thr

gag
Glu

aca
Thr

ttc
Phe

cct
Pro

gtc
val

tgt
cys

ctc
Leu

gag
Glu

aag
Lys
55

A-1429_US_NP2_WO_PCT2_S5T25

280

Leu

LysS

Ser

Glu

His
360

Pro

Pro

Pro

Ser

Cca
Pro

ttce
Phe

gtc
val
40

ttcC
Phe

GIn Leu Lys

Thr

Leu

Leu

Ala

Pro

Leu

cct
Pro

cee
Pro
25

aca
Thr

aac
Asn

ser

His
330

Pro

Arg

Gly

Ser
410

tgt
Cys
i0

cca
Pro

tgc
Cys

tgg
Trp

Arg
315

Phe

Tvyr

Gly

Phe

Ile
395

Met

cca
Pro

ddad
Lys

gtg
val

tac
TYyr

285

Ala Leu Lys

300

Phe

ASDP

Asn

Asn

l.eu
380

Leu

val

gct
Ala

cCC
Pro

gt
va

gt
va
60
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Leu

Pro

val

Lys
365

Pro

Ala

Gly

ccg
Pro

aag
LYyS

gtg
val
45

gac
ASD

Cys

Glu

Tyr
350

ser

Leu

Pro

Pro

gaa
Glu

gac
Asp
30

gac
Asp

ggc

Pro

Gln

Ala

335

Gln

Pro

Pro

Gin

Ser
415

ctc

Leu
15

acc
Thr

gtg
val

gt
va

Gly

320

Cys

Ser

His

Gly

Pro
400

Gln

ctg
Leu

ctc
Leu

agc
Ser

gag
Glu

48

96

144

192



gt
Va
65

tac
Tyr

ggc
Gly

atc
Ile

gt
Va

agc
Ser
145

gag
Glu

ccc
Pro

<D
ot
anrvey

atg
Met

tCct
ser
225

ggt
Gly

oty

gaa
Glu

gac
ASp

gtt
val
305

cca
Pro

cat
His

cgt
Arg

aag
Lys

gag
Glu

tac
Tyr
130

ctg
Leu

tgg
Trp

gt
Va

gac
Asp

cat
His
210
ccg
Pro

gga

caa
Gin

gce
Ala

cag
Gln
290

att
Ile

gat
Asp

aat
Asn

gt
va

gag
Glu

aaa
Lys
115

acc
Thr

acc
Thr

gag
Gly

ctg
Leu

aag
Lys
195

gag
Glu

Gly

tce
Ser

gtc
val

cac
H1sS
275
agc
ser

caa
Gln

1y

gcc
Ala

gtc
val

tac
Tyr
100

acc
Thr

ctg
Leu

tgc
Cys

agc
ser

gac
Asp
180

agc
Ser

gct
Ala

aaa
Lys

cat
His

cgg
Arg
260

ctg
Leuy

CCC
Pro

ate
Ile

gce
Ala

aag
Lys

age
ser
85

aag
Lys

atc
Ile

cCccC
Pro

ctg
Leu

aat
Asn
165

tcc
ser

cgt t

Arg

ctyg
l.eu

ggt

cca
Pro
245

cag
Gin

Glu

gaa
Glu

ttg
Leuy

cty
Leu
325

aca
Thr
70

gtc
val

tgc
Cys

1cc
Ser

cCa
Pro

gtc
val
150

g4dg
Gly

gga
230

att
Ile

€gg
Arg

arc
Ile

agt
ser
gga
310

tat
Tyr

aag
Lys

ctc
Leu

aag
Lys

aaa
LyS

tce
Ser
135

add
Lys

cag
Gin

cCa
Pro

tac
Tyr

4449
Arg

crc
L.eu
295

gtc
val

&ty

A-1429_US. NP2 _WO_PCT2_ST25

ccg
Pro

acc
Thr

gtc
val

gcc
Ala
120

cgt
APrg

Sty

ccg
Pro

tcc
Ser

cag
Gln
200

cac
H1s

gyt
Gly

gat
AsSp

cte
Leu

gag
Glu
280

ctg
Leu

aag
Lys

tCy
Ser

cgt
Arg

gtc
val

tcc
ser
105

aaa
LYyS

gat
Asp

tic
Phe

gag
Glu

tct
Ser

tac
Tyr
265

gat
Asp

cag
Gin

aca
Thr

ctc
Leu

gag
Glu

ctg
Leu
80

dac
Asn

gag
Glu

tat
Tyr

aac
Ash
170

tte
Phe

aac
Ash

acg
Thr

tct
Ser

TCt
ser
250

aca
Thr

ety

cty
Leu

tce
Ser

cac
His
330

gag
Glu
75

Cac
His

addd
Lys

cag
GIn

ctyg
Leu

ccc
Pro
155

aac
Asn

ctc
Leu

gtc
vai

cag
GIn

&y
235

cca
Pro

gat
Asp

acg
Thr

ddd
LysS

agd9
Arg
315

Tttt
Phe

cag
Gin

cag
GlIn

gce
Ala

cCccC
Pro

acc
Thr
140

agc
ser

tac
Tyr

tac
Tyr

tte
Phe

aag
LyS
220

ggt
Gly

tta
Leu

gat
Asp

gt
va

gce
Ala
300

tte
Phe

gac
Asp

page 37

tac
Tyr

gac
ASp

ctc
Leu

cga
Arg
125

aag
LYS

gac
Asp

aag
Lys

agc
ser

tca
Ser
205

agc
ser

&

tta
Leu

gee
Ala

ggg
&y
285
tty

t.ey

ctg
Leu

cct
Pro

adc
Asn

tag
Trp

cca
Pro
110

gaa
Glu

adc
Asn

atc
Ile

acc
Thr

aag
LyS
190

tgc
Cys

ctc
fLeu

age
ser

caa
GlIn

cag
Gin
270

oty

aag
LysS

tgc
Cys

gag
Gliu

agc
Ser

ctg
Leu
95

gcc
Ala

CCa
Pro

cag
Gln

gcc
Ala

acg
Thr
175

ctc
Leu

tce
Ser

tce
Ser

ttC
Phe
255

cag
Gin

gct
Ala

ccy
Pro

cag
Gin

gece
Ala
335

acg
Thr
80

aat
Asn

CCcC
Pro

cag
Glin

gtc
val

gt
va
160

cCt
Pro

aCC
Thr

&
i

val

cty
Leu

ggt
240

ggg
Gly

aca
Thr

gct
Ala

&y

<ag
Arg
320

tgc
Cys

240

288

336

384

432

480

528

576

624

672

720

768

816

864

912

960

1008



agc
Ser

gaa
Glu

cgg
Arg

ctg
Leu
385

ccC
Pro

ety

ttc
Phe

gcc
Ala

gac
ASp
370

ccc
Pro

gat
Asp

cga
Arg

<210>
<211>
<21Z2>
<213>

<220>
<223>

<400>

€gg
Arg

cac
His
355

cCct
Pro

CCC
Pro

gtg
val

age
ser

51
424
PRT

gag
Glu
340

ggc
Gly

gca
Ala

gca
Ala

Gly

cee
Pro
420

cty
Leu

ctc
Leu

CcCcC
Pro

cccC
Pro

tcc
ser
405

age
Ser

ctt
Ley

ccy
Pro

cga
Arg

ccg
Pro
390

tcg
Ser

tac
Tyr

ctt
Leu

cty
Leu

&y
375

gag
Glu

gac
AsSp

gct
Ala

Artificial Sequence

Synthetic Construct

51

Met Asp LyS
1

Gly

Met

His

val

65

Tyr

Gly

Ile

Gly

Tle

Glu

50

His

Arg

Lys

Glu

Pro

ser

35

ASp

Asn

val

Glu

Thr His Thr Cys

Ser

20

Arg

Pro

Ala

val

Tyr

Thr

5

val

Thr

Glu

Lys

Ser

8%

Lys

Ile

pPhe

Pro

val

Thr

70

val

Cys

Ser

Leu

Glu

LysS

Lys

Leu

Lys

Lys

A~1429 _US_NP2_WO_PCT2.S5T25

gag
Glu

cac
His
360
cca
Pro

cca
Pro

cct
Pro

tce
ser

Pro

Phe

val

40

Phe

Pro

Thr

val

Ala
120

gac
Asp
345

ctg
Leu

gct
Ala

cCco
Pro

ctg
Leu

taa

Pro

Pro

25

Thr

Asn

Arg

val

sSer

105

LYS

3ty

cca
Pro

cgce
Arg

ety

agc
Sear
410

Cys
10

Pro
Cys
Trp
Glu
Leu
S0

Asn

Gly

tac
Tyr

agg
Gly

tte
Phe

atc
Ite
395

atg
Met

Pro

Lys

val

Tyr

Glu

75

His

Lys

GIn

aat
Asn

adc
Asn

ctg
Leu
380

ctg
Leu

gt
va

Ala

Pro

val

val

60

Gln

Gin

Ala

Pro

Page 38

gtt
val

aag
Lys
365

cca
Pro

gce
Ala

gaa
Glu

Pro

Lys

val

45

ASp

TYr

ASp

Leu

Arg

tac
Tyr
350
tce
sSer

cta
Leu

ccc
Pro

cct
Pro

Glu
ASp
30

ASp
Gly
Asn
Trp
Pro

110

Glu

cag
Glin

cca
Pro

cca
Pro

cag
G1In

tcce
ser
415

Leu

15

Thr

val

va'l

ser

Leu

95

Ala

Pro

tce
Ser

cac
His
ggc
ety
ccc

Pro
400

cag
Gin

Leu
Leu
Ser
Glu
Thr
80

Asn

Pro

Gin

1056

1104

1152

1200

1248

1275



val

ser

145

Glu

Pro

val

Met

ser

225

Gly

Gly

Glu

Asp

val

305

Pro

Ser

Glu

Arg

Leu
385

Tyr

130

l.eu

Trp

val

Asp

His

210

Pro

Gly

Gln

Ala

Gln

290

Ile

Asp

rPhe

Ala

370

Pro

Thr

Thr

Glu

Leu

Lys

Glu

Gly

Ser

val

His

275

Ser

Gin

Gly

Arg

His

355

Pro

Pro

Leu

Cys

Ser

Ala

Lys

His

Arg

L.eu

Pro

Ile

Ala

Glu

340

Gly

Ala

Ala

Pro

Leu

Asn

165

ser

Arg

Leu

Gly

Pro

245

Gln

Glu

Glu

Leu

Leuy

325

Ley

Leu

Pro

Pro

Pro
val
150
Gly
ASp
TI“Q
His
Gly
2

Ile
Arg

I1le

Ser

Tyr
Leu
Pro
Arg

Pro
390

135

LysS

Gln

Gly

Gln

Asn

215

Gly

Pro

Tyr

Arg

Lel

295

val

Gly

Leu

Ley

Gly

Glu

A-1429_US_NP2_WO_PCT2_ST23

Gly

Pro

Ser

Gin

200

His

Gly

ASDH

Leu

Glu

280

Leu

Lys

Ser

Glu

His

360

Pro

Pro

Phe

Glu

Phe

185

Gly

Tyr

Gly

Ser

Tyr

265

Asp

Gln

Thr

Leu

345

l.eu

Ala

Pro

TYr

Asn

170

Phe

Asn

Thr

Ser

Ser

250

Thr

Gly

Leu

Ser

His

330

Gly

Pro

Arg

Gly

Ser Arg Asp Glu Leu T
1

Pro

155

Asn

Leu

val

Gln

Gly

Pro

Asp

Thr

LysS

Tyr

Gly

Phe

Ile
395

ser

Tvyr

TYFr

Phe

Lys

Gly

Leu

Asp

val

Ala

300

rhe

ASp

Asn

Asn

Leu

380

Leu

page 39

ASp

Lys

Ser

Ser

205

Ser

Gly

Leu

Ala

Gly

Leu

Leu

Pro

val

Pro

Ala

hr Lys Asn
40

Iie

Thr

LyS

Cys

Leu

Ser

Gin

Gln

270

Gly

LYS

Cys

Glu

Tyr

350

sSer

Leu

Pro

Gln

Ala

Thr

175

Leuy

Ser

Ser

Gly

Phe

255

Glin

Ala

Pro

Gin

Ala

335

Gln

Pro

Pro

Gin

val

val

160

Pro

Thr

val

Leu

Gly

240

Gly

Thr

Ala

Gly

Arg

Cys

Ser

His

Gly

Pro
400



A-1429_US_NPZ2_WO_PCT2_ST25
pPro Asp val Gly Ser Ser Asp Pro Leu Ser Met val Glu Pro Ser Gln
405 : 410 415

Gly Arg Ser Pro Ser Tyr Ala Ser
420

<210> 52

<211> 1275

<212> DNA

<213> Artificial Seguence

<220>
<223> Fe-L15~p171A

<220>
<221> (DS
<222> (1)..{(127%)

<400> 52

atg gac aaa act cac aca tgt cca cct tgt cca gct ccg gaa ctc ctg 48
Met Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu

1 5 10 15

g%g gga ccg tca gtc trc ctc ttc ccc Cca aaa ¢CC aag gac acc ctc 96
Gly Gly Pro Ser val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu
20 25 30

atg atc tec cgt acc cct gag gtc aca tgc gtg gtg gtg gac gtg age 144
Met Ile Ser Arg Thr Pro Glu val Thr Cys val val val Asp val Ser
35 40 45

cac gaa gac cct gag gtc aag ttc aac tgg tac gtg gac ggc gtg gag 192
His Glu Asp Pro Glu val Lys phe Asn Trp Tyr val Asp Gly val Glu
50 55 60

gtg cat aat gcc aag aca aag ccg <gt gag gag cag tac aac agec acg 240
g§1 His Asn Ala Lys Thr Lys Pro Arg Glu ?Su Gln Tyr Asn Ser Thr
70 80

tac cgt gtg gtc agc gtc ctc acc gtc ctg cac cag gac tgg ctg aat 288
Tyr Arg val val Ser val teu Thr val Leu His Gin Asp Trp Leu Asn
85 20 95

g?c aag gag tac aag tgc aag gtc tcC aac aaa gcCc ctc cca gec ccc 336
Gly Lys Glu Tyr Lys Cys Lys val Ser Asn Lys Ala Leu Pro Ala Pro
100 105 110

atc gag aaa acc atc tCC aaa ¢gCc aaa ggg cag ccc ¢ga gaa cca cag 384
ITe Glu Lys Thr Ile Ser Lys Q;% Lys Gly GlIn Pro Arg Glu Pro Gln
115 125

gty tac acc ctg ccc c¢ca tce cgt gat gag ctg acc aag aac cag gtc 432
val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln Vval
130 135 140

agc ctg acc tge ctg gtc aaa ggc ttc tat ¢cc age gac atc gec gt 480
Ser Leu Thr Cys Leu val Lys Gly Phe Tyr Pro Ser Asp Ile Ala va
145 150 155 160

gag tgg gag agc aat g%g cag ccg gag aac aac tac aag acc acg cct 528
Glu Trp Glu ser Agg Gly GIn Pro Glu Asn Asn Tyr Lys Thr T?g Pro
1 170 1

cCC gtg <tg gac tcc gac g?c tce tte tic ctc tac age aag cic acc 576
Pro val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr
page 40



gt
va

atg
Met

tct
Ser
225

&

ggc
Gly

gaa
Glu

gac
Asp

gtt
val
305

cCa
Pro

agc
Ser

gaa
Glu

cgg
Arg

cty
Leu
385

cCcc
Pro

ety

gac
Asp

cat
H1s
210

ccy
Pro

gga
Gly

caa
Gin

gec
Ala

cag
Gin
290

att
Ile

gat
Asp

ttC
Phe

gcc
Ala

gac
Asp
370

ccc
Pro

gat
Asp

cga
Arg

<210>
<211>
<212>
<213>

aag
Lys
195

gag
Glu

&y

tcc
Ser

gtc
val

cac
His
275

agc
Ser

caa
GIn

€gg
Arg

cac
His
355

cct
Pro

CcCC
Pro

gt
va

agc
Ser

53
424
PRT

180

agc
Ser

gct
Ala

aaa
Lys

cat
His

Cgy
Arg
260

ctg
Leu

ccC
Pro

ate
Ile

gcc
Ala

gag
Glu
340

ety

gca
Ala

gca
Ala

ggc

cCe
Pro
420

cgt
Arg

ctg
Leu

&ty

cca
Pro
245

cag
GIn

gag
Glu

gaa
Glu

tty
Leu

ctg
Leu
325

cty
Leu

Ctc
Leu

ccC
Pro

CCC
Pro

tec
ser
405

agc
Ser

tgg
Trp

cac
His

ey
230

att
Ile

cgg
Arg

atc
Ile

agt
ser

a1y
310

tat
Tyr

Ctt
Leu

ccg
Pro

cga
Arg

ccg
Pro
390

tcg
Ser

tac
Tyr

cag
Gln

aac
Asn
215

ggt
Gly

cCa
Pro

tac
Tyr

a4g
Arg

ctc
Leu
295

gtc
val

cly

ctt
Leu

ctg
Leuy

&ty
375

gag
Glu

gac
Asp

gct
Ala

Artificial Sequence

A-1428_US_NP2_WQ_PCT2_ST25

cag
Gln
200

cac
H1s

ggt
Gly

gat
Asp

ctc
Leu

gag
Glu
280

ctg
Leu

aag
Lys

tcg
Ser

Glu

cac
His
360

cca
Pro

cca
Pro

cct
Pro

tcc
ser

185
&

tac
Tyr

ggt
Gly

TCct
Sser

tac
Tyr
265

gat
Asp

cag
GlIn

aca
Thr

ctc
Leu

gac
Asp
345

ctg
Leu

gct
Ala

ccc
Pro

ctg
Leu

taa

aac
Asn

acg
Thr

tct
Ser

tct
ser
250

aca
Thr

ety

cty
Leu

tee
sSer

cac
His
330

ey

cca
Pro

cgc
Arg

3ty

agce
Ser
410

gtc
val

cag
Gln

&%
235

cca
Pro

gat
Asp

acg
Thr

aaa
Lys

agg
ATg
315

ttt
Phe

tac
Tyr

tte
Phe

atc
Ite
395

atg
Met

tte
Phe

aag
Lys
220

&ty

tta
Leu

gat
ASp

gt
va

gcc
Ala
300

ttc
Phe

gac
AsSp

aat
Asn

aac
Asn

cty
l.eu
380

ctg
Leu

gt
va

Page 41

tca
ser
205

agc
ser

o

tta
Leu

gcc
Ala

agg
&y
285
tty
Leu

ctg
Leuy

cct
Pro

gtt
val

aag
Lys
365

cca
Pro

gcc
Ala

ety

1580

tgc
Cys

ctc
Leu

agc
Ser

caa
Gln

cag
Gln
270

ggc
Gly

aag
LYS

tgc
Cys

Glu

tac
Tyr
350

tCc
Ser

cta
Leu

cCcC
Pro

gct
Ala

tce
Ser

tcc
Ser

tie
Phe
255

cag
Gln

gct
Ala

ccg
Pro

cag
Gln

gce
Ala
335

cag
Gln

cca
Pro

cca
Pro

cag
Gln

tee
ser
415

gt
va

ctg
Leu

ggt
Gly
240

ggg
Gly

aca
Thr

gct
Ala

gga
Gly

<gg
Arg
320

tge
Cys

tcc
Ser

cac
His

ety

cce
Pro
400

cag
Gln

624

672

720

768

816

864

912

960

1008

1056

1104

1152

1200

1248

1275



A~1429_US_NPZ2_WO_PCT2_ST25

<220>
<223> synthetic Construct
<400> 53

Met Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu
1 5 10 15

Gly Gly pro ggr val Phe Leu Phe Pro Pro Lys Pro Lys ggp Thr Leu
25

Met Ile Ser Arg Thr Pro Glu 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
50 55 60

val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr
65 70 75 80

Tyr Arg val val Ser val teu Thr val Leu His Gln Asp Trp Leu Asn
85 90 95

Gly Lys Glu Tyr Lys Cys Lys val Ser Asn Lys Ala Leu Pro Ala Pro
100 105 110

-
-
D

Glu Lys Thr Ile ser Lys Ala Lys Gly GIn Pro Arg Glu Pro Gln
115 120 125

val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gin val
130 135 140

ser Leu Thr Cys teu val Lys Gly Phe Tyr Pro Ser Asp Ile Ala val
145 150 155 160

Glu Trp Glu Ser Asn Gly GIn Pro Glu Asn Asn Tyr Lys Thr Thr Pro
165 170 175

Pro val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr
180 185 190

val Asp Lys Ser Arg Trp Gin Gin Gly Asn val Phe Ser Cys Ser val
195 200 205

Met His Glu Ala Leu His Asn His Tyr Thr Gin Lys Ser Leu Ser Leuy
210 215 220

Ser Pro Gly Lys Gly Gly Gly Gly Gly Ser Gly Gly Gly Ser Gly Gly
225 230 235 240

Gly Gly Ser His Pro ITe Pro Asp Ser Ser Pro Leu Leu GIn Phe Gly
245 250 255

Page 42



Gly Gln

val Arg Gln Arg Tyr Leu Tyr Thr Asp Asp Ala 61In
265

Glu Ala His Leu Glu Ile Arg

Asp Gln

275

Ser Pro Glu Ser Leu

290 295

val 1le
305

Pro Asp

Gln Ile Leu Gly val

Gly Ala Leu Tyr Gly
325

Ser Phe Arg Glu Leu Leu Leu

Giu Ala

Arg Asp
370

Leu Pro
Pro Asp
Gly Arg

<210>
<211>
<212Z2>
<213>

<220>
<223>

<220>
<221>
<222>

<400>
atg gac
met Asp
1

[ALie]
el (2
A
[a)le]
g

atg atc

340

His Gly Leu Pro Leu

Pro Ala Pro Arg Gly

Pro Ala Pro Pro Glu
390

val Gly Ser Ser Asp
405

Ser Pro Ser Tyr Ala
420

54

1275

DNA

Artificial Sequence

Fc-115-51721

CDSs
(1)..(1275)

54
aaa act cac aca tgt
Lys Thr His Thr Cys

ccg tca gtc tic ctc
Pro ser val Phe lLeu
20

tCC €gt acc cct gag

A-142G_US_NP2_WO_PCT2.5T25

Glu

280

Leu

LyS

ser

Glu

His

360

Pro

Pro

Pro

Ser

cCa
Pro

tte
Phe

gtc

ASp

GlIn

Thr

Leu

345

Leu

Ala

Pro

L.eu

cct
Pra

ccce
Pro
25

aca

Gly

Leu

Ser

His

330

Gly

Pro

Arg

fey]
rnmanak
b

ser
410

tgt
Cys
10

cca
Pro

tgc

Page 43

Thr

Lys

Arg
315

Phe

Tyr

Gly

CcCa
Pro

ada
Lys

gtg

val

Ala
300

Phe

AsSp

Asn

Asn

Leu
380

gct
Ala

cce
Pro

gtg

Gly
285
Ley
l.eu

Pro

val

Ala

Gly

ccg
Pro

aag
Lys

gtg

270

Gly

Lys

Cys

Glu

Tyr

350

Ser

Leu

Pro

Ala

gaa
Glu

gac
Asp
30

gac

Gin

Ala

Pro

GIn

Ala

335

Gln

Pro

Pro

Gin

Ser
415

ctc
Leu
15

acc
Thr

gtg

Thr

Ala

Gly

Arg

320

Cys

Ser

His

Gly

Pro

400

Gin

cty
Leu

Ctc
Leu

agce

48

96

144



Met

cac
H1s

gt
va
65

tac
Tyr

oty

atc
Ile

gt
va

agce
ser
145

gag
Glu

cCC
Pro

atg
Met

tct
ser
225

&ty
ety

gaa
Glu

gac
ASp

gtt

Ie

gaa
Giu
50

Ca_.t
H1s

cgt
Arg

aag
Lys

gag
Glu

tac
TYF
130

ctg
Leu

Ltgg
Trp

gt
va

gac
Asp

cat
His
210

ccg
Pro

a1y

caa
Gin

gce
Ala

cagy
Gln
250

att

ser
35

gac
Asp

aat
Asn

gag
Glu

aaa
Lys
115

acc
Thr

ace
Thr

gag
Glu

ctg
Ley

aag
LyS
1985

gag
Glu

tcC
Ser

grc
val

cac
His
275

agc
Ser

Caa

Arg

cct
Pro

gcce
Ala

gtc
val

tac
Tyr
100

acc
Thr

cty
Leu

tgc
Cys

agc
ser

gac
AsSp
180

agc
ser

gct
Ala

aaa
Lys

Cf—:lt
H1s

€gg
Arg
260

ctg
Leu

cCcC
Pro

atc

Thr

gag
Giu

aag
Lys

agc
Ser
85

aag
LYS

atc
Ile

cCC
Pro

ctg
Leu

aat
Asn
165

tcc
Ser

cgt
Arg

ctg
Leu

&y

cca
Pro
245

cag
Glin

gag
Glu

gaa
Glu

ttg

Pro

gtc
val

aca
Thr
70

gtc
val

tac
Ccys

tcc
Ser

cca
Pro

gte
val
150

999
Gly

gac
Asp

tgg
Trp

cac
H1s

&ty
230

att
Iie

€gg
Arg

atc
Ile

agt
Ser

gga

Glu

aag
LyS
53

aag
LyS

ctc
Leu

aag
Lys

ddd
Lys

tee
ser
135

ada
Lys

cag
Gln

Gly

cag
Gln

aac
Asn
215

ggt
Gly

CCa
Pro

tac
Tvr

agg
Arg

ctc
Leu
295

gtc

A-1429_US_NP2_WO_PCT2_ST25

val
40

tte
Phe

ccy
Pro

acc
Thr

gtc
val

gce
Ala
120

cgt
Arg

&ty

ccg
Pro

tcc
Ser

cag
Gin
200

cac
H1S

&y

gat
Asp

ctc
Leu

gag
Glu
280

ctg
Leu

aag

Thr

dacC
ASN

cgt
Arg

gtc
va'l

tcc
Ser
105
adadad
Lys

gat
Asp

tte
Phe

gag
Glu

trC
Phe
185

oty

tac
Tyr

&ty

tct
Ser

tac
Tyr
265
gat
AsSp

cag
Gin

aca

Cys

tgg
Trp

gag
Glu

ctg
Leu
90

aac
Asn

gag
Glu

tat
TY P

aac
Asn
170

tte
Phe

aac
Asn

acg
Thr

Tct
ser

tct
Ser
250

aca
Thr

ety

ctg
Leu

tee

val

tac
TYr

gag
Glu
75

cac
His

ddad
Lys

cag
Gln

ctg
Leu

cee
Pro
155

aad
Asn

ctc
Leu

gtc
val

cag
Glin

ggt
Gly
235

cca
Pro

gat
Asp

acg
Thr

ada
Lys

agg

val

gtg
val
60

cag
Gin

cag
Gln

gce
Ala

ccc
Pro

acce
Thr
140

agce
Ser

tac
Tyr

tac
TYyr

tte
rhe

aag
Lys
220

ggt
Gly

tta
Leu

gat
ASp

gt
va

gcce
Ala
300

Ttc

Page 44

val
45

gac
Asp

tac
Tyr

gac
ASp

ctc
Leu

cga
Arg
125
aag
LYS

gac
ASp

aag
Lys

age
Ser

tca
ser
205

agc
Ser

&

tta
Leu

gee
Ala

&y
285

ttg
Leu

ctg

Asp

ety

adcC
Asn

199
Trp

cca
Pro
110

gaa
Giu

adcC
Asn

ate
Ile

acc
Thr

aag
Lys
190

tgc
Cys

ctc
Leu

age
Ser

Cda
Gin

cag
Gin
270

oty

aag
Lys

tgc

agc
Ser

ctg
Leu
95

gce
Ala

cca
Pro

cag
Gln

gece
Ala

acg
Thr
175

ctc
ey

tce
Ser

tcc
Ser

&

tte
Pha
255

cag
Gln

gct
Ala

ccg
Pro

cag

Ser

Glu

acg
Thr
80

aat
AsSn

CcCC
Pro

cag
Gin

gtc
val

gtg
vali
160

cct
Pro

acc
Thr

gt
va

ctg
Leu

ggt
Gly
240

sty

aca
Thr

gct
Ala

ety

cgd

192

240

288

336

384

432

480

528

576

624

672

720

768

816

864

912

960



val
305

cca
Pro

agc
ser

gaa
Glu

cgg
Arg

cty
Leu
385

cCC
Pro

&ty

Ile

gat
Asp

ttc
Phe

gcc
Ala

gac
Asp
370

ccc
Pro

gat
Asp

cga
APg

<210>
<211>
<212>
<213>

<220
<223>

<400>

Gln
&y

cgyg
Arg

cac
His
355

cct
Pro

ccc
Pro

gt
va

age
Ser

55
424
PRT

Ile

gce
Ala

gag
Glu
340

Sty

gca
Ala

gca
Ala

oty

cece
Pro
420

Leu

ctg
Leu
325

ctg
Leu

ctc
Leu

ccC
Pro

CCC
Pro

tee
ser
405

agce
ser

Gly
310

tat
Tyr

ctt
Ley

ccg
Pro

cga
Al"g

ccg
Pro
390

tcg
ser

tac
Tyr

val

oty

ctt
Leu

ctg
Leu

&ty
375

gag
Glu

gac
AsSp

gct
Ala

Artificial Seguence

Synthetic Construct

55

Tet ASp LyS

Gly

Met

His

val

65

Tyr

Gly

Gly

Tle

Glu

50

His

Arg

Lys

Pro

Ser

35

ASD

Asn

val

Glu

Thr

Ser

20

Arg

Pro

Ala

val

His Thr Cys

5

val

Thr

Glu

Lys

Ser

85

Lys

Phe

Pro

val

Thr

70

val

Cys

Leu

Glu

l.eu

LysS

A~1429_US_NP2_WO_PCTZ2.ST25

Lys

tcg
ser

gag
Glu

cac
His
360
cca
Pro

cca
Pro

cct
Pro

tcc
Ser

Pro

Phe

val

40

Phe

Pro

Thr

val

Thr

ctc
Leu

gac
Asp
345

cty
Leu

gct
Ala

cCC
Pro

ctg
Leu

taa

Pro

Pro

25

Thr

Asn

Arg

val

ser
1G5

Ser

cac
His
330

ety

cca
Pro

cge
Arg

&ty

agc
ser
410

Cys
10

Pro
Cys
Trp

Glu

Leu
90

Arg
315
Tttt
Phe

tac
Tyr

atc
Ile
395

atg
MeT

Pro
Lys
val
Tyr
Glu

75

His

Phe

gac
Asp

aat
Asn

dac
Asn

ctg
Leu
380

ctyg
Ley

gt
va

Ala

Pro

val

val

60

Gin

Glin

Asn Lys Ala

page 45

L.eu

cet
Pro

gtt
val

aag
LyS
365

cca
Pro

gcc
Ala

Sty

Prro
LysS
val
45

Asp
Tyr

Asp

Leu

Cys

gag
Glu

tac
Tyr
350

tcc
Ser

Ccta
Leu

ccC
Pro

cct
Pro

Glu

Asp

30

ASp

Gly

AsSn

Trp

Pro
110

Gin

gcc
Ala
335

cag
Gin

cca
Pro

cca
Pro

cag
Gin

ctg
Leu
415

L.eu

15

Thr

val

val

Ser

Leu

95

Ala

Arg
320

tgc
Cys

tcc
ser

cac
His

cce
Pro
400

cag
Gln

feu

Leu

Ser

Glu

Thr

80

Asn

Pro

1008

1056

1104

1152

1200

1248

1275



Ile

val

ser

145

Glu

Pro

val

Met

Ser

225

Gly

Gly

Glu

ASp

val

305

Pro

Ser

Glu

Arg

Giu

Tyr

130

Leu

Trp

val

ASp

His

210

Pro

Gly

Gln

Ala

GIn

290

Ile

Asp

Phe

Ala

Asp
370

Thr

Glu

Leu

Gly

ser

val

His

275

ser

GlIn

Gly

Arg

His

355

Pro

Thr

Leu

Cys

ser

Asp

Ser

Ala

Lys

Arg

Leu

Pro

Ile

Ala

Glu

340

Gly

Ala

Ite

Pro

Leu

Ash

165

Ser

Arg

Leu

Gly

Pro

245

Gln

Glu

Glu

Leu

Ley

325

Leu

Leu

Pro

sSer
Pro
va'l
150
Gly
Asp
Trp
His
Gly
P

Ile
Arg
Ile
Ser
Gly
310
Tyr
Leu

Pro

Arg

LYS

Ser

135

Lys

GlIn

Gly

Gln

Asn

215

Pro

Tyr

Arg

Leu

295

val

Gly

Leu

Ley

Gly

A-1429 US_NP2_WO_PCT2_ST25

Ala Lys Gly GIn Pro Arg Glu

120

Arg

Gly

Pro

Ser

GIn

200

His

Gly

ASp

Leu

Giu

280

Leu

Lys

ser

Gliu

His

360

Pro

Asp

Phe

Glu

Phe

185

Gly

Tyr

Gly

Ser

Tyr

265

ASp

GlIn

Thr

Leu

ASp

345

Leu

Ala

Glu

Tyr

Asn

170

rhe

Asn

Thr

Ser

Ser

250

Thr

Gly

Leu

Ser

His

330

Gly

Pro

Arg

Leu

Pro

155

Asn

Leu

val

Gln

ASp

Thr

Lys

Tyr

Gly

pPhe

Thr

140

Ser

Tyr

Tyr

Phe

Lys

Gly

Leu

Asp

val

Ala

300

Phe

Asp

Asn

Asn

Leu
380
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125

Lys

AsSp

LyS

Ser

Ser

205

Ser

Gly

Leu

Ala

Gly

Leu

Leu

Pro

val

Ash

Ile

Thr

Lys

190

cys

Leu

ser

Gln

Glin

270

Gly

Lys

Cys

GHu

Tyr

350

ser

Leu

Pro

Gln

Ala

Thr

175

L.eu

Ser

Ser

Gly

Phe

255

Gln

Ala

Pro

GIn

Ala

335

Gln

Pro

Pro

Gin

val

val

160

Pro

Thr

val

Leu

Gly

Gly

Thr

Ala

Gly

Arg

320

Cys

Ser

His

Gly



A-1429_US_NP2_WO_PCT2_ST25

Leu Pro Pro Ala Pro Pro Glu Pro Pro Gly Ile Leu Ala Pro Gln Pro
385 390 395 400

Pro Asp Val Gly Ser Ser Asp Pro Leu Ser Met val Gly Pro Leu Gln
405 4 415

Gly Arg Ser Pro Ser Tyr Ala Ser
420

<210> 56

<211> 1275

<212> DNA

<213> Artificial Sequence

<220>
<223> Fc-L15-RGE

<220>
<221> (DS
<222> (1)..(1275)

<400> 56

atg gac aaa act cac aca tgt cca cct tgt cca gct ccg gaa ctc ctg 48
Met Asp Lys Thr His Thr Cys Proc Pro Cys Pro Ala Pro Glu Leu Leu

1 5 10 i5

g%g g?a ccg tca gtc ttc cte TE¢ ¢ce ¢cca aaa CCcC aag gac ace ctc 96
Gly Gly Pro Ser val Phe Leu Phe Pro Pro Lys Pro Lvs Asp Thr Leu
20 25 30

atg atc tcc cgt acc cct gag gtc aca tgc gtg gtg gtg gac gtg agc 144
Met Ile Ser Arg Thr pro Glu val Thr Cys val val val Asp val Ser
35 40 45

cac gaa gac cct gag gtc aag ttc aac tgg tac gtg gac ggc gtg gag 192
His Glu Asp Pro Glu val Lys Phe Asn Trp Tyr Vg Asp Gly val Glu
50 55 6

gtg cat aat gcc aag aca aag ccg cgt gag gag cag tac aac agc acg 240
val His Asp Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser TE?
65 70 75 8

tac cgt gtg gtc agc gte Ctc acc gtc Cctg cac cag gac tgg ctg aat 288
Tyr Arg val val ger val Leu Thr val ggu His Gln Asp Trp Sgu Asn
3

g%c aag gag tac aag tgc aag gtc tcc aac aaa gec Ccic cca gee ccc 336
Gly Lys Glu ng Lys Cys Lys val igg Asn Lys Ala Leu igg Ala Pro
1

atC gag aaa acc atc tCC aaa gcc aaa g?g £ag ccc cga gaa cca cag 384
Ile Glu Lys Thr 1le Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gin
115 120 125

gtg tac acc ctg ccc cca tec ¢yt gat gag ctg acc aag aac cag gtc 432
val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gin val
130 135 140

agc ctg acc tgc ctg gtc aaa gge tic tat ccc agce gac ate geo gt 480
Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala va
145 150 155 160

Page 47



gag
Glu

ccC
Pro

gt
va

atg
Met

tCct
ser
225

ggt
Gly

ety

gaa
Glu

gac
Asp

gtt
val
305

cCa
Pro

agc
ser

gaa
Glu

cgt
Arg

ctg
Leu
385

cCcc
Pro

199
Trp

gt
va

gac
Asp

cat
His
210

ccg
Pro

&y

caa
GIn

gce
Ala

cag
GIn
290

att
Ile

gat
Asp

tte
Phe

gec
Ala
gac
ASp
370
cee

Pro

gat
ASp

cga
Arg

gag
Glu

ctg
Leu

aag
Lys
185

gag
Glu

tcc
Ser

gtc
val

cac
His
275
agce
Ser

caa
Gin

cly

cgt
Arg

cac
His
355

cct
Pro

cCcC
Pro

gt
Va

age
ser

agc
Ser

gac
Asp
180

age
ser

gct
Ala

aaa
LysS

cat
H1s

cgg
Arg
260

ctg
Leu

cCC
Pro

ate
Ile

gcc
Ala

gag
Glu
340

sty

gca
Ala

gca
Ala

ggc

cce
Pro
420

aat
Asn
165

tec
Ser

cgt
Arg

ctg
Leu

cca
Pro
245

cag
Gin

gag
Glu

gaa
Glu

tty
Leu

ctg
l.eu
325

cgt
Arg

ctc
Leu

ccc
Pro

cCcC
Pro

tcc
Ser
405

agc
Ser

3ty

gac
ASp

tag
Trp

cac
H1s

&y
230

att
Ile

cgt
Arg

atc
Ile

agt
Ser

oy
310

tat
Tyr

ctt
Leu

ccg
Pro

cga
Arg

ccy
Pro
390

tcg
Ser

tac
Tyr

cag
Gin

ety

cag
Gln

aac
Asn
215

&

cca
Pro

tac
TYr

499
Arg

ctc
Leu
295

gtc
val

Sty

ctt
Leu

ctg
Leu

&ty
375

gag
Glu

gac
Asp

gaa
Glu

A-1420 _US_NP2_WO_PCT2_S725

ccy
Pro

tcc
Ser

cag
Gln
200

cac
His

&ty

gat
Asp

ctc
Leu

gag
Glu
280

cty
Leu

aag
Lys

tcg
Ser

gag
Glu

cac
His
360

cCa
Pro

Ccca
Pro

cct
Pro

tcc
Ser

gag
Glu

tte
Phe
185

ety

tac
Tyr

ggt
Gly

tct
Ser

tac
Tyr
265

gac
ASp

cag
Gln

aca
Thr

ctc
l.eu

gac
Asp
345

cty
Leu

gct
Ala

ccC
Pro

ctg
Leu

taa

aac
Asn
170

ttc
Phe

aac
Asn

acg
Thr

Tt
ser

Tct
Ser
250

aca
Thr

ety

cty
Leu

tcc
ser

cac
His
330

ggt
Gly

cca
Pro

cgc
Arg

ety

agce
Ser
410

aac
Asn

ctc
Leu

gtc
val

cag
GIn

oy
235

cca
Pro

gat
AsSp

acg
Thr

aaa
Lys

agg
Arg
315

ttt
Phe

tac
Tyr

9ag

tte
Phe

atc
Ile
395

atg
Met

tac
Tyr

tac
Tyr

ttC
Phe

aag
LYS
220

&y

tta
Leu

gat
ASp

gt
va

gece
Ala
300

Tte
Phe

gac
Asp

aat
Asn

aac
Ash

ctg
Leu
380

ctg
Leu

gtg
val
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aag
LYS

age
Ser

tca
Ser
205

agc
ser

ggt
Gly

tta
Leu

gcc
Ala

999
&y
285
ttg
Leu

ctg
Leu

cct
Pro

gtt
val

aag
LyS
365

cca
Pro

gce
Ala

&

acc
Thr

aag
LYS
190

tgc
Cys

ctc
Leu

agc
ser

caa
Glin

cag
Gin
270

&ty

aag
Lys

tgc
cys

gag
Glu

tac
Tyr
350

tce
Ser

cta
Leu

ccc
Pro

&

acyg
Thr
175

cte
Leu

tCC
Ser

tcce
Ser

&y

ttc
Phe
255

cag
Glin

gct
Ala

ccg
Pro

cag
Glin

gcc
Ala
335

cag
GIn

cca
Pro

cca
Pro

cag
GIn

tce
ser
415

cct
Pro

acc
Thr

gt
Va

ctg
Leu

ggt
240

999
Gly

aca
Thr

tcc
ser

cac
H18

ggc
Gly

cce
Pro
400

cag
Gin

528

576

624

672

720

768

816

864

912

960

1008

1056

1104

1152

1200

1248

1275



<210> 57

<211> 424

<212> PRT

<213> Artificial sequence
<220> i

<223> Synthetic Construct
<400> 57

Met Asp Lys
1

Gly

Met

His

val

65

TYTr

Gly

Ile

val

Ser

145

Glu

Pro

val

Met

Ser

Gly

Ile

Glu

50

His

Arg

Lys

Glu

Tyr

130

Leu

Trp

val

Asp

His

210

Pro

Pro

ser

35

Asp

Asn

val

Glu

Lys

115

Thr

Thr

Glu

Leu

Lys

195

Glu

Gly

Thr

Ser

20

Arg

Pro

Ala

val

100

Thr

l.eu

Cys

ser

AsSp

Ser

Ala

Lys

His Thr Cys

5

val

Thr

Glu

Lys

ser

85

Lys

Ile

Pro

Leu

Asn

165

ser

Arg

Leu

Gly

Phe

Pro

val

Thr

70

val

Cys

Ser

Pro

val

150

Gly

ASp

Trp

His

Gly

Leu

Glu

Ley

LyS

Lys

ser

135

LYS

Gin

Gly

Gin

Asn

215

Gly
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Pro

Phe

val

40

Phe

Pro

Thr

val

Ala

120

Arg

Gly

Pro

Ser

Glin

200

His

Gly

Pro

Pro

25

Thr

Asn

Arg

val

Ser

105

Lys

Asp

Phe

Glu

rhe

185

Gly

Tyr

Gly

Cys

10

Pro

Cys

Trp

Glu

Leu

20

Asn

Gly

Glu

Tyr

Asn

170

Phe

Ash

Thr

Pro

Lys

val

Tyr

Glu

75

His

Lys

Gln

Leu

Pro

155

Asn

Leu

val

Glin

Ala

Pro

val

val

60

Gln

Gin

Ala

Pro

Thr

140

Ser

TYr

TYr

phe

LyS
220

ser Gly Gly
Page 49

Pro

Lys

val

45

Asp

Tyr

ASp

Leu

Arg

Lys

Asp

Lys

Ser

Ser

205

Ser

Gly

Glu

Asp

30

Asp

Gly

Asnh

Trp

Pro

119

Glu

Asn

Ile

Thr

Lys

190

Cys

Leu

Ser

Leu

15

Thr

val

val

ser

Ley

95

Ala

Pro

Gin

Ala

Thr

175

Leu

Ser

Ser

Gly

Leu

Leu

Ser

Thr

80

Asn

Pro

GIn

val

val

160

Pro

Thr

val

Ley

Gly



225

Gly

Gly

Glu

ASp

val

305

Pro

Ser

Glu

Arg

Leu

385

Pro

Gly

Glin

Ala

GIn

290

Ite

AsSD

Phe

Ala

370

Pro

ASp

ser

val

His

275

ser

Gln

Gly

Arg

His

355

Pro

Pro

val

His

Pro

Ala

Glu

340

Gly

Ala

Ala

Gly

Pro

245

Gln

Glu

Glu

teu

Leu

325

Arg

ey

Pro

Pro

ser
405

230

Ile

Arg

Ile

Ser

Gly

310

Ty

Leu

Pro

Arg

Pro

390

sSer

Pro

Tyr

Arg

Leu

295

val

Gly

Leu

Leu

Gly

Glu

Asp
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Asp Ser Ser Pro Leu Leu Gln

Leu

Glu

280

Leu

Lys

ser

Glu

His

360

Pro

Pro

Pro

Gly Arg Ser Pro Ser Tyr Glu Ser

<210>
<211>
<212>
<213>

<220>
<223>

<220>
<221>
<222>

<400>

420

58

1275

DNA

artificial Sequence

Fc-L15-G170E P171A S172¢

Cbs
(1)..¢1275)
58

Tyr

265

ASp

Gin

Thr

Leu

345

Leu

Ala

Pro

Leu

250

Thr

Gly

Leu

ser

His

330

Gly

Pro

Arg

Gly

Ser
410

ASp

Thr

LYys

Tyr

Gly

Phe

Ile

395

Met

ASp

val

Ala

300

Phe

Asp

Asn

Asn

Leu

380

Leu

val

Ala

Gly

Leu

Leu

Pro

val

LyS

365

pro

Ala

Gly

Glin

270

Gly

LYS

cys

Glu

TYr

350

ser

Leu

Pro

Gly

Phe

255

GIn

Ala

Pro

GIn

Ala

335

Gln

Pro

Pro

Gln

sSer
415

240

Gly

Thr

Ala

Gly

Ser

Gly

Pro
400

Gln

atg gac aaa act cac aca tgt cca cct tgt cca get ceg gaa cte ctg
mMet Asp Lys Thr HWis Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu
1 5 10

Page 50
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Sty

atg
Met

cac
H1s

gt
va
65

tac
Tyr

ety

atc
Ile

gt
Va

agc
ser
145

gag
Glu

CCC
Pro

gt
va

atg
Met

tct
ser
225

&y
ety

gaa
Glu

&ty

ate
Ile

gaa
Glu
50

cat
His

cgt
Arg

aag
Lys

gag
Glu

tac
Tyr
130

cty
Leu

tgg
Trp

gt
va

gac
ASp

cat
His
210
ccg
Pro

gga
Gly

caa
Glin

gce
Ala

ccy
Pro

tcc
Ser
35

gac
ASp

aat
Asn

gag
Glu

ada
Lys
115

acc
Thr

acc
Thr

gag
Glu

ctg
Leu

aag
Lys
195

gag
Glu

&ty

tcc
Ser

gtc
val

cac
His
275

teca
Ser
20

cgt
Arg

cct
Pro

gcc
Ala

gtc
val

tac
Tyr
100

acc
Thr

cty
L.eu

tac
Cys

agc
Ser

gac
Asp
i80

age
ser

gct
Ala

aaa
Lys

ca_xt
His

g9
Arg
260

ctg
Leu

gtc
val

acc
Thr

gag
Glu

aag
Lys

agc
Ser
85

aag
Lys

atce
Ile

CcCC
Pro

ctg
Leu

aat
Asn
165

tcc
Ser

cgt
Arg

ctyg
L.eu

cca
Pro
245

cag
Gin

Glu

ttc
Phe

cct
Pro

gtc
val

aca
Thr
70

gtc
val

tgc
Cys

tcc
ser

cca
Pro

gtc
val
150

999
Gly

gac
ASp

tgg
Trp

cac
Hils

gga
cly
230
atrt

Ile

cgg
Arg

atc
Ile

ctc
Leu

gag
Glu

aag
Lys
55

aag
LysS

ctc
Leu

aag
Lys

aaa
Lys

tcc
Ser
135

ddd
Lys

cag
G1In

cag
GlIn

aac
Asn
215

&ty

CCa
Pro

tac
Tyr

agg
Arg

A-1429_US_NP2_WO_PCT2.5T725

ttc
Phe

gtc
val
40

ttc
Phe

ccy
Pro

acc
Thr

tce
Ser

cag
Gin
200

cac
His

ggt

gat
ASp

ctc
L.eu

gag
Glu
280

cce
Pro
25

aca
Thr

adac
ASn

cgt
Arg

gtc
val

tce
ser
105

aaa
Lys

gat

Asp G

ttc
Phe

gag
Glu

ttc
Phe
185

Sty

tac
Tyr

ggt
cly
Tt
ser
tac
Tyr
265

gat
Asp

cca
Pro

tgc
Cys

tgg
Trp

gag
Glu

tat
Tyr

aac
Asn
170

ttc
Phe

daac
AsSn

acg
Thr

tct
Ser

tct
Ser
250

aca
Thr

&ty

aaa CCcc aag gac acc
Lys ggp Thr

Lys

gt
Va

tac
Tyr

gag
clu
75

cac
His

aaa
Lys

cag
Gln

ctg
leu

cee
Pro
155

daac
Asn

ctc
Leu

gtc
vai

cag
Gln

&
235

cca
Pro

gat
Asp

acg
Thr

Pro

gtg
val

gtg
val
60

cag
Gln

cag
Gln

gcc
Ala

ccc
Pro

acc
Thr
140

agc
Ser

tac
Tyr

tac
Tyr

ttc
Phe

aag
Lys
220

ggt
Gly

tta
Leu

gat
ASp

gt
va
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gt
Va
45

gac
Asp

tac
Tyr

gac
Asp

ctc
Leu

cga
Arg
125

aag
LYyS

gac
Asp

aag
Lys

age
Ser

tca
Ser
205

agce
Ser

&

tta
Leu

gcc
Ala

&1y
285

gac
ASp

ety

adcC
Ash

tgg
Trp

cca
Pro
110

gaa
Glu

aacC
Asn

atc
Ile

ace
Thr

aag
Lys
190

tgc
Cys

Ctc
Leu

agce
Ser

caa
GlIn

cag
Gln
270

ggc
Gly

gt
va

gt
va

agc
ser

ctg
Leu
95

gce
Ala

cCa
Pro

cag
Glin

jte)

cc
Ala

acy
Thr
175

ctc
Leu

tcc
ser

tcc
Ser

&ty

ttc
Phe
255

cag
Gln

act
Ala

ctc
Leu

agc
Ser

gag
Glu

acyg
Thr
80

aat
Asn

CCC
Pro

cag
Gln

gtc
val

gty
val
160

cct
Pro

acc
Thr

gtg

ctg
Leu

&y
240

999
Gly

aca
Thr

gct
Ala

96

144

192

240

288

336

384

432

480

528

576

624

672

720

768

816

864



gac cag
Asp G1Tn
290

agc ccc gaa agt cte
Ser Pro Glu Ser Leu
295

gtt att caa atc tig g?a gtc
val Ile Gln Ile Leu Gly val
305 310

cca gat g?g gcoc ctg tat g?a
Pro Asp Gly Ala %gu Tyr Gly
5

ctt ctt
Leu Leu

agc ttc cgg gag
Ser Phe Arg Glu
340

cty
Leu

ccg ctg

gaa gcc cac g?c ctc
Gly Pro Leu

Gilu Ala His Leu
355

Cdg gac cCt gca ccC cga g?a
Arg Asp Pro Ala Pro Arg Gly
370 375

Ctg C€CC cce geca ccc ccg gag
Leu Pro Pro Ala Pro Pro Glu
385 390

CCC gat gtg g%c tcc tcg gac
Pro Asp val Gly Sgr ser Asp
405

g?c cga agc ccc age tac get
Gly Arg Ser Pro Ser Tyr Ala
420

I

<210> 59

<211> 424

<212> PRT

<213> Artificial sequence

<Z220>
<223>

<400> 59

Synthetic Construct

Met Asp Lys Thr His Thr Cys
1 5

Gly Gly Pro Ser val Phe Leu

20

Met Ile Ser arg Thr Pro Glu

His Glu Asp Pro Glu val Lys
50 55

val His Asn Ala Lys Thr Lys
65 70

A-1429_US_NP2_WO_PCT2_ST25

ctg cag

ctg aaa gcc ttg aag
Leu Gln

Leu Lys Ala Leu Lys
300

aag aca tcc agg ttc ctg tgce
Lys Thr Ser Arg Phe Leu Cys
315

tcg cte cac ttt gac
Ser Leu His Phe Asp
330

cct gag
Pro Glu

gag gac g%a tac aat gtt tac
Glu Asp Gly Tyr Asn val Tyr
345 350

cac
His
360

ctg
Leu

aag tcc
Lys Ser
365

cca g?g aac
Pro Gly Asn

cca gct
Pro Ala Arg

cgc ttc ctg
phe Leu
380

cca cta
Pro Leu

¢Ca CCC gga atc ctg gce ccc
Pro Pro Gly Ile Leu Ala Pro
395

CCt ctg age atg gt
Pro Leu Ser Met Va
410

gaa gct
Glu Ala

tcc taa
Ser

Pro Pro Cys Pro Ala Pro Glu

Phe Pro Pro Lys Pro Lys Asp

25 30

val Thr Cys val val val
40 45

ASp

Phe Asn Trp Tyr val
60

Asp Gly

Pro Arg Glu Glu GIn Tyr Asn
75

Page 52

ccg
Pro

cag
Gln

gcce
Ala
335

cag
GlIn

CCa
Pro

cCa
Pro

cag
Gin

ctg
Leu
415

Leu

15

Thr

val

val

ser

ety

cgg
Arg
320

tgce
Cys

tcc
Ser

cac
H1s

Gly
cce

Pro
4060

cag
Gln

Leu
Leu
Ser
Glu

Thr
80

912

960

1008

1056

1104

1152

1200

1248

1275



Tyr

Gly

Ile

val

Ser

145

Glu

Pro

val

Met

ser

225

Gly

Ggly

Glu

ASD

val

305

Pro

Ser

Arg

Lys

Glu

Tyr

130

Leu

Trp

val

Asp

His

210

Pro

Gly

GlIn

Ala

GlIn

290

Ile

AsSp

Phe

val

Glu

Thr

Glu

Leu

Lys

195

Glu

Gly

ser

val

His

275

Ser

Gln

Gly

Arg

val

Tyr

100

Thr

Leu

Cys

Ser

Ala

Lys

His

Pro

Ile

Ala

Glu
340

ser

85

Lys

Iie

Pro

Leu

Asn

165

Ser

Arg

Leu

Gly

Pro

245

Gln

Glu

Glu

Leu

Leu

325

Leu

val
Cys
Ser
Pro
val
150
Gly
Asp
Trp
His
Gly
2

Ile
Arg
Ile
Ser
Gly
310

Tyr

Leu

Lys

Lys

Ser

135

Lys

Gln

Gly

Gln

Asn

215

Gly

Pro

Tyr

Arg

Leu

295

val

Gly

Leu

A-1429 _US_NP2_WO_PCT2.ST25
Leu Thr val Leu His Gln Asp Trp

val Ser Asn

Ala

120

Arg

Gly

Pro

ser

Gln

200

His

Gly

ASp

Leu

Glu

280

Leu

Lys

Ser

Glu

105

Lys

ASp

phe

Glu

Phe

185

Gly

Tyr

Gly

ser

Tyr

265

ASp

Gln

Thr

Ley

345

Gly

Glu

Tyr

Asn

170

Phe

Asn

Thr

sSar

Ser

250

Thr

Gly

Leu

ser

His

330

Gly

Page 353

Lys

Gln

Ley

Pro

155

Asn

Leu

val

Glin

Gly

Pro

Asp

Thr

Lys

Arg

315

Phe

Tyr

Ala

Pro

Thr

140

Ser

Tyr

s

Phe

LyS

220

Gly

Leu

Asp

val

Ala

300

Phe

Asp

Asn

Leu

Arg

125

Lys

ASp

Lys

Ser

Ser

205

sSer

Gly

Leu

Ala

Gly

Leu

Leu

Pro

val

Pro

110

Glu

Asn

Ile

Thr

Leu

Ser

Gln

GIn

270

Gly

LyS

Cys

Glu

Tyr
350

Leu

g5

Ala

Pro

Gin

Ala

Thr

175

Leu

sSer

Ser

Galy

Phe

255

Gin

Ala

Pro

Gin

Ala

335

Gin

Asn

Pro

Gin

val

val

160

Pro

Thr

val

Leu

Gly

Gly

Thr

Ala

Gly

Ser



A-1429_US_NP2_WO_PCT2_ST25
Glu Ala His Gly Leu Pro Leu His Leu Pro Gly Asn Lys Ser Pro His
355 360 365

Arg Asp Pro Ala Pro Arg Gly Pro Ala Arg Phe Leu Pro Leu Pro Gly
370 375 380

Leu Pro Pro Ala Pro Pro Glu Pro Pro Gly Ile Leu Ala Pro Gln Pro
385 390 395 400

Pro Asp val Gly Ser Ser Asp Pro Leu Ser Met val Glu Ala Leu Gln
405 410 415

Gly Arg Ser Pro Ser Tyr Ala Ser
420

<210> 60

<211> 1275

<212> DNA

<213> Artificial Sequence

<220>
<223> Fc-L15-G151A

<220>
<221> CDS
<222> (1)..¢1275)

<400> 60

atg gac aaa act cac aca tgt cca ¢Ct tgt cca gct ccg gaa cic ctg 48
Met Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu

1 5 10 15

g%g g%a €cg tca gtc ttc ctc ttc ccc cca aaa cCC aag gac acc Ctc 96
Gly Gly Pro Ser val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu
20 25 30

atg atc tcc cgt acc cct gag gtc aca tygc gtg gtg gtg gac gtg age 144
Met Ile SEr Arg Thr Pro Glu VST Thr Cys val val val Asp val ser
3 4 45

cac gaa gac cct gag gtc aag ttc aac tgg tac gtg gac g%c gtg gag 192
His ggu Asp Pro Glu val Lys Phe Asn Trp Tyr gg Asp Gly val Glu
55

gtg cat aat gcc aag aca aag ccg cgt gag gag cag tac aac agc acg 240
val His Asn Ala Lys Thr Lys Pro Arg Giu Glu Gln Tyr Asn Ser Thr
65 70 75 80

tac cgt gty gic age gtc Ctc acc gte Cig cac cag gac tygg ctg aat 288
Tyr Arg val val ggr val Leu Thr val ggu His Gln Asp Trp ;gu Asn

g%c aag gag tac aag tgc aag gtc tcc aac aaa goc ctc cca goc ¢Cc 336
Gly Lys Glu Tyr Lys Cys Lys val Ser Asn Lys Ala Leu Pro Ala Pro
100 105 110

atC gag aaa acc atc tcc aaa goec aaa g?g cag CCC Cga gaa cca cag - 384
Ile Glu Ly§ Thr Ile Ser Lys A;S Lys Gly Gln Pro Arg Glu Pro Gln
11 1 125

gtg tac acc ctg ccC cca tcc cgt gat gag ctg acc aag aac cag gtc 432
val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gin val
Page 54



agc
Ser
145

gag
Glu

cce
Pro

gt
va

atg
Met

Tct
ser
225

ggt
Gly

Sty

gaa
Glu

gac
Asp

gtt
va'l
305

cCa
Pro

agce
ser

gaa
Glu

€gg
Arg

ctg
Leu
385

cce
Pro

130

ctg
Leu

tgg
Trp

gt
va

gac
AsSp

cat
His
210

cey
Pro

3ty

caa
GlIn

gcc
Ala

cag
Glin
290

att
Ile

gat
Asp

tte
Phe

gcc
Ala

gac
ASp
370

cccC
Pro

gat
Asp

ace
Thr

gag
Glu

ctg
Leu

aag
LYysS
195

gag
Glu

ggt
Gly

tcc
sSer

gtc
val

cac
His
275

age
Ser

caa
Gin

3ty

cgg
Arg

cac
His
355

CcCt
Pro

ccc
Pro

gt
va

tgc
Cys

agce
Ser

gac
Asp
180

agc
ser

gct
Ala

adad
Lys

cat
His

cgg
Arg
260

cty
Leu

CcCcC
Pro

atc
Iie

gce
Ala

gag
Glu
340

ety

gca
Ala

gca
Ala

&ty

cty
Leu

aat
AN
165

Tcc
Ser

cgt
Arg

cty
Leu

oty

cca
Pro
245

cag
Gin

gag
Glu

gaa
Glu

Tty
Leu

ctg
Ley
325

cty
Leu

cic
Leu

cCccC
Pro

cCC
Pro

tce
Ser

gtc
val
150

3ty

gac
Asp

tag
Trp

cac
His

N
230

art
Ile

cgg
Arg

atc
ITe

agt
ser

&
310

tat
TYT

ctt
Leu

ccg
Pro

cga
Arg

ccy
Pro
390

tcg
Ser

135
aaa
Lys

cag
GIn

agc
Gly

cag
Gln

aac
Asn
215

&

CcCa
Pro

tac
Tyr

agg
Arg

ctc
Leu
295

gtc
val

ctt
Leuy

ctg
Leu

gga
G?y
375
gag
Glu

gac
ASp

A-T14729_US_NP2_WO_PCT2_5T25

ety

ccg
Pro

tcc
Ser

cag
Gln
200

cac
His

&

gat
Asp

ctc
Leu

gag
Glu
280

ctg
Leu

aag
LyS

tcg
Ser

gag
Glu

cac
His
360

cca
Pro

cca
Pro

cct
Pro

ttc
Phe

gag
Glu

tte
Phe
185

oty

tac
Tyr

gagt
Gly

tct
Ser

tac
Tyr
265

gat
Asp

cag
GIn

aca
Thr

ctc
Leu

gac
Asp
345

ctg
Leu

ct
g?a

cCcC
Pro

ctg
Leu

tat
Tyr

aac
Asn
170

tte
Phe

a4ac
AsSh

acg
Thi

Tct
ser

Tct
ser
250

aca
Thr

aly

ctg
Ley

1cC
ser

cac
His
330

&ty

cca
Pro

cgc
A?"g

gca
Ala

age
ser

ccc
Pro
155

dacC
Asn

ctc
Lely

gtc
val

cag
GIn

ggt
Gly
235

cca
Pro

gat
ASD

acg
Thr

aaa
Lys

agyg
Arg
315

ttt
Phe

tac
Tyr

9499
Gly

ttc
Phe

atc
Ile
395

atg
Met

140

agce
ser

tac
TYr

tac
Tyr

ttcC
Phe

aag
Lys
220

ty

tta
Leu

gat
Asp

gtyg
val

gcce
Ala
300

TtcC
Phe

gac
Asp

aat
Asnh

aac
Asn

ctyg
Ley
380

ctg
Leu

gt
Va

Page 55

gac
Asp

aag
Lys

agce
Ser

tca
Ser
205

agc
ser

ggt
Gly

tta
Leu

gcce
Ala

gg9g
Gly
285

ttg
Leu

cty
Leu

cct
Pro

gtt
val

aag
Lys
365

cca
Pro

gcc
Ala

gga
Gly

atc
Ile

acc
Thr

aag
LYS
190

tgc
Cys

ctc
Leuy

age
Ser

caa
GIn

cag
Glin
270

aly

aag
Lys

tgc
Cys

Glu

tac
Tyr
350

tce
ser

cta
Leu

CcCC
Pro

CcCt
Pro

gcc
Ala

acg
Thr
175

cte
Leu

tcC
Ser

tcc
ser

ttc
Phe
255

cag
Glin

gct
Ala

ccy
Pro

cag
Gin

gcc
Ala
335

cag
GIn

cca
Pro

cca
Pro

cag
Gln

tcc
ser

gty
val
160

cCct
Pro

ace
Thr

gt
va

ctg
l.eu

ggt
Gly
240

oty

aca
Thr

gct
Ala

Gly

cgg
Arg
320

tgc
Cys

tcc
ser

cac
His

Gly

cce
Pro
400

cag
Gin

480

528

576

624

672

720

768

816

864

912

960

1008

1056

1104

1152

1200

1248
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405 410 415

g?c €ga agc ¢Cc age tac gt tcc taa 1275
Giy Arg ser ng Ser Tyr Ala Ser
4

<210> 61

<211> 424

<212> PRT

<213> Artificial Sequence
<220> ‘

<223> Synthetic Construct
<400> 61

Met Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu
i 5 10 15

Gly Gly pro Ser val phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu
20 25 30

Met Ile Ser Arg Thr Pro Glu XS1 Thr Cys val val val Asp val ser
35 45

His Ggu Asp Pro Glu val Lys Phe Asn Trp Tyr val Asp Gly val Glu
5 55 60

val His Asn Ala Lys Thr Lys Pro Arg Glu Glu GIn Tyr Asn Ser Thr
65 70 75 80

i)
il

Tyr Arg val val Ser val Leu Thr val Leu His GIn Asp Trp Leu Asn
85 90 95

Gly Lys Glu Tyr Lys Cys Lys val Ser Asn Lys Ala Leu Pro Ala Pro
1060 105 110

ITe Glu Lys Thr Ile Ser Lys Ala Lys Gly GIn Pro Arg Glu Pro Gin
115 120 125

val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn GIn val
130 135 140

Ser teu Thr Cys Leu val Lys Gly Phe Tyr Pro Ser Asp ITe Ala val
145 150 155 160

Glu Trp Glu Ser Asn Gly Gin Pro Glu Asn Asn Tyr Lys Thr Thr Pro
165 170 175

Pro val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser tys lLeu Thr
180 185 190

val Asp Lys Ser Arg Trp Gln GIn Gly Asn val Phe Ser Cys Ser val
195 200 205

Page 56



Met
ser

225

Gly

Glu
Asp
val
305

Pro

Glu
Arg
Leu
385

Pro

Gly

His

210

Pro

Gly

Gin

Ala

GIn

290

Ile

Asp

Phe

Ala

370

Pro

Asp

Arg

<210>
<Z211>
<212>
<213>

<220
<223>

<220>
<221>

Glu

Gly

ser

val

His

275

Ser

Gln

Gly

Arg
Ay

His

Pro

Pro

val

Ser

62
1275
DNA

Ala

Lys

His

Arg

260

Leu

Pro

Ile

Ala

Ghu

340

Gly

Ala

Ala

Gly

Pro
420

Ley

Gly

Pro

245

Gln

Glu

Glu

Leuy

Leu

325

Leu

Pro

Pro

sSer

405

ser

His
Gly
Z

Ile
Arg
Ile
Ser
Gly
310
Tyr
Ley
Pro
Arg
Pro
390

ser

Tyr

A-1429 US_NP2_WO_PCT2_5T25

Asn His Tyr Thi GIn Lys Ser Leu

215

Gly

Pro

Tyr

Arg

Leu

295

val

Gly

,_
0

Leu

Gly

Glu

Asp

Ala

Artificial Sequence

Fe-L15-G170E PL71A

cDs

Gly

Asp

Leu

Glu

280

Leu

LYs

Ser

&
1

His

360

Pro

Pro

Pro

Ser

Gly

Ser

Tyr

265

AsSp

Gln

Thr

Leu

Ash

Leu

Ala

Pro

Ley

Ser

Ser

250

Thr

Gly

Leu

Ser

His
330

Gly T

Pro

Arg

Ala

Ser
410

Gly

235

Pro

Asp

Thr

Lys

Arg

Phe

Gly

Phe

Ile

395

Mat

220

Gly

L.eu

Asp

val

Ala

300

Phe

Asp

Asn
Leu
380

Leu

val

Page 57

Gly

Leu

Ala

Leu

Pro

y val

Ala

Gly

Ser

GlIn

Gin

270

Gly

Lys

Cys

Glu

Leu

Pro

Pro

Ser

Gly

Phe

255

Gln

Ala

Pro

GIn

Ala

335

Pro

Pro

Gln

ser
415

Leu

Gly

240

Gly

Thr

Ala

Gly

His
Gly
Pro
400

Gln



A-1429_US_NPZ_WO_PCT2_ST25
<222> (1)..(1275%

<400> 62
atg gac aaa act cac aca tgt cca cct tgt cca gct ccg gaa ctc ctg 48
Met Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu
1 5 10 15
ggg gga €Cg tca gi¢ thC CtC TLC CCC Ccca aaa CoC aag gac ace cte 96
Gly Gly Pro Ser val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu
20 25 30
atg arc tcc cgt acc cct gag gtc aca tygc gtg gtg gtg gac gtg age 144
Met Ile Ser Arg Thr Pro Glu val Thr Cys val val val Asp val Ser
35 40 45
caC gaa gac cct gag gtc aag ttc aac tgg tac gtg gac ggc gtg gag 192
His Glu Asp Pro Glu val Lys Phe Asn Trp Tyr Val Asp Gly val Glu
50 55 60
gtg cat aat g¢c aag aca aag ccg cgt gag gag cag tac aac agc acg 240
val His Asn Ala Lys Thr Lys Pro Arg Glu GIu Gln Tyr Asn Ser Thr
65 70 75 80
tac cgt gtg gtc age gtec ct¢ acc gtc ctg cac cag gac tgg ctg aat 288
Tyr Arg vVal val Ser val Leu Thr val Leu His GIn Asp Trp Leu Asn
85 350 95
g?c aag gag tac aag tgc aag gtc tcC aac aaa ¢gCc e cca gec ccce 336
Gly Lys Glu Tyr Lys Cys tys val Ser Asn Lys Ala Leu pPro Ala Pro
100 105 110
atC gag aaa acc atc tcC aaa gco aaa g?g Cag CCC cga gaa cca cag 384
Ile Glu Lys Thr Ile Sser Lys Ala Lys Gly Gin Pro Arg Glu Pro Gln
115 120 125
gtg tac acc ctg ccc cca tcc cgt gat gag ctg acc aag aac cag gtc 432
val Tyr Thr Leu Pro Pro Ser Arg Asp Glu teu Thr Lys Asn Gin val
130 135 140
agc ctg acc tgc ctg gtc aaa g%c ttC tat ccc agec gac atc geco gt 480
Ser Leu Thr Cys Leu val Lys Gly Phe Tyr Pro Ser Asp Ile Ala va
145 150 155 160
gag tgg gag agc aat ggg cag CcCcg gag aac aac tac aag acc acg cct 528
Glu Trp Glu Ser Asn Gly GIn Pro Glu Asn Asn Tyr Lys Thr Thr Pro
i65 170 175
cCcc gtg ctg gac tcc gac ggo toc ttc tte ctc tac age aag ctc acc 576
Pro val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr
180 185 190
gtg gac aag agc cgt tgg cag cag g%g aac gtc ttc tca tge tee ge 624
val Asp Lys Ser Arg Trp Gln GIn Gly Asn val Phe Ser Cys Ser va
195 200 205
atg cat gag gct ctg cac aac cac tac acg cag aag agc ctC tcc ctyg 672
Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leuy
210 215 220
tct ccg ggt aaa ggt gga g%t ggt g%t tct g%t ggt ggt agc g%t g?t 720
ser Pro Gly Lys Gly Gly Gly Gly Gly Ser Gly Gly Gly Ser Gly Gly
225 230 235 240
ggt g?a tee cat cca art cca gat tct tet cca tta tta caa tte g%g 768
Gly Gly Ser His Pro Ile Pro Asp Ser Ser Pro Leu Leu GIn Phe Gly
245 250 255
ggc caa gtc Cgg cag €gg tac ctc tac aca gat gat gcc cag cag aca 816
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Gly

gaa
Glu

gac
ASD

gtt
val
305

cca
Pro

age
ser

gaa
Glu

cgg
Arg

ctg
Leu
385

53

CCC
Pro

ggc
Gly

Gln

gee
Ala

cag
Gin
290

att
Ile

gat
Asp

tte
Phe

gce
Ala

gac
ASp
370

cccC
Pro

gat
Asp

cga
Arg

<210>
<211>
<212>
<213>

<220>
<223>

<400>

val

cac
His
275

agc
Ser

caa
Gln

Sty

<gg
Abrg

cac
His
355

cct
Pro

ccc
Pro

gt
va

agc
ser

63
424
PRT

Arg
260

cty
l.eu

ccc
Pro

atc
Ile

gcc
Ala

gag
Glu
340

ggc
Gly

gca
Ala

gca
Ala

oty

cece
Pro
420

Gln

gag
Glu

gaa
Glu

ttg
Leu

ctg
Leu
325

ctg
Leu

ctc
Leu

cCC
Pro

cco
Pro

tccC
ser
405

agce
ser

Arg

atc
Tle

agt
Ser

ety
310

tat
Tyr

ctt
Leu

ccyg
Pro

cga
Arg

ccyg
Pro
300

tcy
Ser

tac
Tyr

Tyr

agg
Arg

ctc
Leu
295

gtc
val

ety

ctt
Leu

ctg
L.eu

3y
375

gag
Glu

gac
Asp

get
Ala

Artificial Sequence

Synthetic Construct

63

Met Asp Lys Thr His Thr Cys
1 5

Gly Gly Pro Ser val Phe Leu
20

Met Ile ggr Arg Thr Pro Glu

His Glu Asp Pro Glu val Lys
55

50

A-1429 US_NPZ2_WO_PCTZ2_ST25
Asp Ala Gln

Leu

gag
Glu
280
ctg
Leu

aag
LYS

tcg
Ser

gag
Glu

cac
His
360
CCa
Pro

cCa
Pro

cct
Pro

tcc
Ser

Pro

rhe

val

40

Phe

TYr
265

gat
Asp

cag
Gln

aca
Thr

ctc
Leu

gac
Asp
345
ctg
Leu

gct
Ala

ccc
Pro

ctyg
Leu

taa

Pro

Pro

25 .

Thr

Asn

Thr Asp

ggg acg
Gly Thr

ctg aaa
Leu Lys

tce agg
ser Arg
315

cac ttt
His Phe
330

gga tac
Gly Tyr

cca ggg
Pro Gly

cgc ttc
Arg Phe

gga atc
G?y Ile
305

agce atg
Ser Met
410

gt
Va

gce
Ala
300

tte
Phe

gac
ASp

aat
Asn

aac
Asn

ctg
Ley
380

ctg
Leu

&y
285

ttg
Len

cty
Leu

cct
Pro

gtt
val

aag
Lys
365

cca
Pro

gce
Ala

gaa
Glu

Cys Pro Ala Pro
10

Pro Lys

Cys val

Trp Tyr

Pro
val

val
60

Page 59

Lys

val
45

Asp

270
&y

aag
Lys

tgc
Cys

gag
Glu

tac
TYr
350

tcc
Ser

cta
Ley

cCcC
Pro

gct
Ala

Glu
ASD
30

Asp

Gly

Gln

gct
Ala

ccg
Pro

cag
GlIn

gcc
Ala
335
cag
Gln

cCa
Pro

cCa
Pro

cag
Ggln

tce
Ser
415

L.eu

i5

Thr

val

va'

Thr

gct
Ala

gga
&ty
<gg
Arg
320
tgc

Cys

tcc
ser

cac
His

ety

CCC

Pro
400

cag
Glin

Leu
l.eu
Ser

Glu

864

912

960

1008

1056

1104

1152

1200

1248

1275



val

65

Tyr

Gly

Ile

val

ser

145

Glu

Pro

val

Met

Ser

225

Gly

Gly

Glu

Asp

val

305

Pro

His

Arg

LYS

Glu

Trp

val

Asp

His

210

Pro

Gly

Gin

Ala

GIn

290

Ile

Asp

Asn

val

Glu

Thr

Glu

Leu

Gly

ser

val

His

275

Ser

GIn

Gly

Ala

val

Tyr

Thr

Leu

Cys

Ser

ASp

Ser

Ala

Lys

His

Arg

260

Leu

Pro

Ile

Ala

Lys

ser

83

Lys

Ile

Pro

Leu

Ash

165

Ser

Arg

Leu

Gly

Pro

245

Gin

Glu

Glu

Leu

Leu
325

Thr

70

val

Cys

Ser

Pro

val

150

Gly

ASD

Trp

His

Arg

Ile

ser

A-1429_US_NP2_WO_PCT2_ST25

Lys Pro Arg Glu

Leu

Lys

LyS

ser

135

Lys

GIn

Gly

Gln

Asn

215

Gly

Pro

Tyr

Arg

L.eu

295

val

Gly

Thr

va'l

Ala

120

Arg

Gly

Pro

Ser

Gin

200

His

Gly

ASp

Leu

Glu

280

Leu

Lys

Ser

val

Ser

165

Lys

Asp

Phe

Glu

Phe

185

Gly

Tyr

Gly

ser

Tyr

265

Asp

Glin

Thr

Leu

Leu

90

Asn

Gly

Glu

Tyr

Asn

170

Phe

Asn

Thr

Ser

ser

250

Thr

Gly

Leu

Ser

His
330

Glu GIn Tyr Asn
75

His

LYS

Gln

Leu

Pro

155

Asn

Leu

val

Gn

Gly

Pro

Asp

Thr

Lys

Arg

315

Phe

Gin

Ala

Pro

Thr

140

ser

TYyr

Tyr

Phe

Lys

Gly

Leu

Asp

vai

Ala

300

Phe

Asp

Page 60

Asp

Leu

Arg

Lys

Asp

Lys

sSer

Ser

205

ser

Gly

Leu

Ala

Gly

Leu

Leu

Pro

Trp

Pro

110

Glu

Asn

Ile

Thr

Leu

Ser

Gin

Gln

270

Gly

Lys

Cys

Glu

Ser

Leu

95

Ala

Pro

Gln

Ala

Thr

175

Leu

Ser

ser

Gly

Phe

255

Gin

Ala

Pro

Gln

Ala
335

Thr
80
Asn
Pro
Gln
val
val
160
Pro
Thr
val
Leu
Gly
2
Gly
Thr
Ala
Gly

320

Cys



Ser Phe
Glu Ala
Arg Asp

Leu Pro
385

Pro Asp
Gly Arg

<210>
<211>
<212>
<213>

<220>
<223>

<Z220>
<221>
<222>

<4&00>
atg gac
Met Asp
1

A-1429_US_NP2_WO_PCT2_ST25

Arg Glu Leu teu Leu Glu Asp Gly Tyr Asn val
345

340

His Gly Leu Pro Leu His
355 360

Pro Ala Pro Arg Gly Pro

Pro Ala Pro Pro Glu Pro
390

val Gly Ser Ser Asp Pro
405

Ser Pro Ser Tyr Ala Ser
420

64

1275

DNA

Artificial Sequence

FCc-1.15-P150A G151A I152v

CD5S
(1)..(1275)

64

aaa act C?.C aCd tgt cCd
Lys Thr His Thr Cys Pro

CCg tca gtc tic ctc ttc

ggg gga
G%y G?y Pro Ser val Phe Leu Phe

atg atc
Met Ile

cac gaa
His Glu
50

gtg cat
val His
65

tac cgt
Tyr Arg

g?c aag
Gly Lys

20

tce cgt acc cct gag gte
Ser Arg Thr Pro Glu val
35 40

gac cCt gag gtc aag ttc
Asp Pro Glu val Lys Phe
55

aat ¢gcc aag aca aag cCg
Asn Ala Lys Thr Lys Pro
70

gtg gtc age gte cte acc
val val ger val Leu Thr
5

gag tac aag tgc aag gtc
Glu Tyr Lys Cys Lys val
100

Leu

Ala

Pro

Leuy

cct
Pro

cce
Pro
25

aca
Thr

aac
Asn

cgt
Arg

gtc
val

tee
Ser
105

Pro

Arg

Gly

ser
410

tot
Cys
10

cca
PIro

tge
Cys

tgg
Trp

gag
Glu

ctg
Leu
90

aac
Asn

Gly

Phe

Ile
395

Met

cca
Pro

aaa
LYS

gt
Va

tac
Tyr

gag
Glu
75

CZ:EC
H1s

aaa
LysS

ASh

Leu
380

l.eu

val

gct
Ala

cCcC
Pro

cag
GIn

cag
Gin

gcc
Ala

Page 61

Ala

Glu

ccg
Pro

aag
LyS

gt
va
45

gac
Asp

tac
TYr

gac
Asp

ctc
Leu

Tyr
356

Ser

Leu

Pro

Ala

gaa
Glu

gac
ASD
30

gac
Asp

ggc

adc
Asnh

tag
Trp

cca
Pro
110

Gin

Pro

Pro

Gln

ser
415

ctc
Leu
15

acc
Thr

gt
va

gt
va

agce
ser

ctyg
Leu
95

gce
Ala

Ser

His

Gly

Pro
400

GIn

cty
Leu

ctc
Leu

agc
Ser

gag
Glu

acg
Thr
80

aat
Asn

CCC
Pro

48

96

144

192

240

288

336



atc
Ile

gtg

agc
ser
145

gag
Giu

cCC
Pro

gtg

atg
Met

TCt
Ser
225

&y
ggc

gaa
Glu

gac
Asp

gtt
val
305

CCa
Pro

agc
Ser

gaa
Glu

€gg
Arg

gag
Glu

tac
TYr
130

ctg
l.euy

tgg
Trp

gt
Va

gac
AsSp

cat
His
210

ccy
Pro

gga
Gy

caa
Gln

gcce
Ala

cag
Glin
290

att
Ile

gat
ASD

tte
Phe

gcc
Ala

gac
ASp
370

aaa
Lys
115

acc
Thr

acc
Thr

gag
Glu

ctg
Leu

aag
Lys
195

gag
Glu

Gly

tce
ser

gtc
val

cac
His
275
agc
Ser

caa
Gln

&ty

cgg
Arg

cac
His
355

cct
Pro

ace
Thr

ctg
Leu

tgc
Cys

agc
Ser

gac
AsSp
180

agce
Ser

gct
Ala

aaa
L.YS

cat
His

<gg
Ar

260
ctyg
Leu

ccc
Pro

atc
Ile

gcce
Ala

gag
Glu
340

ggc
Gly

gca
Ala

ate
Ile

cce
Pro

ctg
Leu

aat
Asn
165

tcc
ser

cgt
Arg

ctyg
Leu

&y

cca
Pro
245

cag

g Gin

Glu

gaa
Glu

ttg
lL.eu

cty
Leu
325

ctg
Leu

ctc
Leu

ccc
Pro

tee
Ser

cca
Pro

gtc
val
150

ety

gac
ASp

tgg
Trp

cac
His

&ty
230

att
ITa

<gg
Arg

ate
ITe

agt
Ser

gga
G%y
310
tat
Tyr

ctt
Leu

ccg
Pro

cga
Arg

aaa
Lys

tcc
ser
i35
aaa
Lys

cag
Gln

ety

cag
Gln

aac
Asn
215

M

cCa
Pro

tac
Tyr

agg
Arg

ctc
Leu
295

gtc
val

Gly

ctt
Leu

cty
Leu

ety
375

A-1429_US_NP2_WO_PCTZ2_ST25

gcc
Ala
120

cgt
APrg

ety

ccg
Pro

tce
Ser

cag
ain
200

cac
H1s

&y

ctc
L.eu

gag
Glu
280

ctg
Leu

aag
Lys

tecg
Ser

gag
Glu

cac
His
360

cca
Pro

add
Lys

gat
ASp

ttc
Phe

gag
Glu

ttC
Phe
185

ety

tac
TYyr

ggt
Gy

T 1Ict

Ser

tac
Tyr
265

gat
ASp

cag
Gin

aca
Thr

ctc
Leu

gac
AsSp
345

ctg
Leu

gct
Ala

3ty

gag
Glu

tat
Tyt

aac
Asn
170

tte
Phe

aac
Asn

acg
Thr

tct
Ser

tct
Ser
250

aca
Thr

cty
Leu

tcc
ser

cac
His
330

Sty

cca
Pro

cgc
Arg

cag
Glin

ctg
Leu

cce
Pro
155

aac
Asn

ctc
Leu

gtc
val

cag
Gln

ggt
cly
235
cca

Pro

gat
Asp

acg
Thr

aaa
Lys

agg
Arg
315

ttL
Phe

tac
Tyr

oty

tTtC
Phe

CCcC
Pro

acc
Thr
140

agc
Ser

tac
Tyr

tac
Tyr

ttc
Phe

aag
Lys
220

ggt

ot
D f
jub)

gat
ASp

gt
va

gce
Ala
300

ttc
rhe

gac
Asp

aat
Asnh

dac
Asn

ctg
Leu
380

Page 62

cga
Arg
125

aag
Lys

gac
Asp

aag
Lys

agc
ser

tca
ser
205

age
Ser

gcc
Ala

g9
Gly
285

ttg
Leu

ctg
Leu

cct
Pro

gtt
val
aag
Lys
365
cea
Pro

gaa
Glu

aac
Asn

atc
Ile

accC
Thr

aag
LYS
190
tge

Cys

ctc
Leu

agc
ser

caa
Gln

cag
Gln
270

ety

aag
Lys

tgc
Cys

gag
Glu

tac
Tyr
350

tce
Ser

cta
Leu

cCa
Pro

cag
Gln

gcce
Ala

acg
Thr
175

ctc
Leu

tcc
Ser

tcc
Ser

&y

tte
Phe
255

cag
Gln

gct
Ala

ccg
Pro

cag
Glin

gcce
Ala
335

cag
Gln

cca
Pro

cca
Pro

cag
Gin

gtc
val

gtg
val
160

cct
Pro

acC
Thr

gt
Va

ctg
Leu

&ty
240

ety

aca
Thr

gct
Ala

ety

Cgy
AFg
320

tgc
Cys

TccC
Ser

cac
H1s

384

432

480

528

576

624

672

720

768

816

864

912

960

1008

1056

1164

1152



ctg
Leu
385

cccC
Pro

sty

cce
Pro

gat
Asp

cga
Arg

<210>
<211>
<212>
<213>

<220>
<223>

<400>

cCcC
Pro

gt
Va

agc
Ser

65
424
PRT

gca
Ala

3

cce
Pro
420

ccc
Pro

tec
ser
405

agc
Ser

ccg
Pro
360

tcg
Ser

tac
Tyr

gag
Glu

gac
Asp

gct
Ala

Artificial Sequence

synthetic Construct

65

Met Asp Lys Thr
1

Gly

Met

va'l
65

Tyr
Gly
Ile
val
Ser
145

Glu

Pro

Gly

Ile

Glu

50

His

Arg

Lys

Glu

Tyr

130

Leu

Trp

val

Pro

ser

35

ASD

Asn

val

Glu

Thr

Glu

teu

ser

20

Arg

Pro

Ala

val

Tyr

100

Thr

Leu

cys

ser

Asp

gﬁs Thr Cys

val

Thr

Glu

Lys

ser

85

Lys

Ile

Pro

Leu

Asn

165

ser

phe

Pro

val

Thr

70

val

Cys

ser

Pro

val

150

Gly

Asp

Leu

Glu

Lys

Lys

Leu

Lys

LYs

ser

135

Lys

GlIn

Gly

A-1429_US_NPZ2 WO_PCT2_ST2Z25
gtt ctg gcc
val Leu Ala

cca
Pro

cct
Pro

tcc
Ser

Pro

Phe

val

40

Phe

Pro

Thr

va'l

Ala

120

Arg

Gly

Pro

Ser

gcc gea
Ala Ala

ctg agce
Leu Ser
410

taa

Pro Cys
10

Pro Pro
25

Thr Cys

Asn Trp

Arg Glu

val Leu

90
Ser Asn
105
Lys Gly
Asp Glu

Phe Tyr

Glu Asn
170

395

atg
Met

Pro

Lys

val

Tyr

Glu

75

His

Lys

GIn

Leu

Pro

155

ASh

gt
va

Ala

Pro

val

va'l

60

Glin

Gln

Ala

Pro

Thr

140

Ser

Tyr

Phe Phe Leu Tyr
Page b3

gga
Gly

Pro

Lys

val

45

ASp

Tyr

Asp

Leu

Arg

Lys

ASP

Lys

sSer

ccCcC
Pro

cct
Pro

Glu

ASp

30

ASp

Gly

Asn

TrDp

Pro

110

Glu

Asn

Ile

Thr

Lys

cag
GIn

tee
ser
415

Ley

15

Thr

val

val

Ser

Leu

95

Ala

Pro

GIn

Ala

Thr

175

Leu

cce
Pro
400

€ag
Gin

Leu

Leu

ser

Thr
80

Asn

Pro

va'l

val

160

Pro

Thr

1200

1248

1275



val

Met

Ser

225

Gly

Gly

Glu

ASD

val

305

Pro

Ser

Glu

Arg

Leu

385

Pro

Asp

His

210

Pro

Gly

GIn

Ala

GlIn

290

Ile

Asp

Phe

Pro

Asp

Arg

<210>
<211>
<212>
<Z213>

Lys

Glu

Gly

Ser

val

His

275

Ser

Gin

Gly

Arg

His

355

Pro

Pro

val

ser

66
1275
DNA

180

Ser

Ala

Lys

His

Arg

260

Leu

Pro

Ile

Ala

Glu

340

Gly

Ala

Ala

Gly

Pro
420

Arg

Leu

Gly

Pro

245

GIn

Gly

Glu

Leu

Ley

325

Ley

Leu

Pro

Pro

Ser

405

ser

Trp

His

Arg

Ile

Ser

Gly

310

Tyr

Leu

Pro

Arg

Pro

390

ser

Tyr

Gin

Asn

215

Gly

Pro

Tyr

Arg

Leu

295

val

Gly

Leu

Leu

Gly

Glu

AsSp

Ala

Artificial sequence

A-1429_US_NP2_WO_PCT2_ST25

Gln

200

His

Gly

Asp

Leu

Glu

280

Leu

Lys

Ser

Glu

His

360

Pro

Pro

Pro

Ser

185

Gly Ash

Tyr Thr

Gly ser

ser Ser

250

Tyr Thr
265

Asp Gly

Gin Leu

Thr ser

Leu His

330
Asp Gly
345
Leu Pro
Ala Arg

Ala Ala

Leu Ser
410

190

val Phe Ser Cys

Gln

Gly

Pro

Asp

Thr

Lys

Arg

315

Phe

Tyr

Gly

Phe

val

395

Met

Lys

220

Gly

Leu

ASp

val

Ala

300

Phe

Asp

Asn

Asn

Leu

380

Ley

val

Page 64

205

ser

Gly

Leu

Ala

Leu

Pro

val

Lys

365

Pro

Ala

Gly

l.eu

Ser

GIn

Gln

270

Gly

LYS

Cys

Glu

Tyr

350

Ser

Leu

Pro

Pro

Ser

Ser

Gly

Pha

255

GlIn

Ala

Pro

Gln

Ala

335

GIn

Pro

Pro

Gln

Ser
415

val
Leu
Gly
2

Gly
Thr
Ala
Gly
320
Cys
ser
His
Gly
Pro

4060

Gln



A-1429_US_NPZ2_WO_PCT2_5ST25
<220>
<223> Fc-L15-G1l70E S172L

<220>
<221> (DS
<222> (1)..(1275)

<400> 66

atg gac aaa act cac aca tgt cca cct tgt cca get ccg gaa cte ctg 48
Met Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Ley

1 5 10 15

g?g g?a ccg tca gtc tiC Ctc ttc CCC €Ca aaa CCC aag gac acc ctc 96
Gly Gly Pro Ser val phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu
20 25 30

atrg atc tcc cgt acc cct gag gtc aca tgc gtg gtg gtg gac gtg agc 144
Met Ile Ser Arg Thr Pro Glu val Thr Cys val val val Asp val Ser
35 40 45

Cac gaa gac Cct gag gtc aag TLC aac tgg tac gtg gac ggc gty gag 192
His Ggu Asp Pro Glu val Lys Phe Asn Trp Tyr VS Asp Gly val Glu
5 55 6

gtg cat aat gcc aag aca aag ccg cgt gag gag cag tac aac agc acg 240
g% His Asn Ala Lys ;Br Lys Pra Arg Glu G;u GIn Tyr Asn Ser TBr
7 8

tac ¢gt gtg gtc age gtc ctc acc gtc ¢tg cac cag gac tgg ctg aat 288
Tyr Arg val val ser val Leu Thr val Leu His Gln Asp Trp Leu Asn
85 90 95

h-glel
—
oy
[
1]

ey

g%c aag gag tac aag tgc aag gtc tcc 3aac aaa > ctc €Ca dcc coc 336
Gly Lys Glu Tyr Lys Cys Lys val Ser Asn LYS Pro Ala Pro
100 105 110

atc gag aaa acc atc tcc aaa gec aaa g?g cag CcCcC cga gaa cca cag 384
ITe Glu Lys Thr Ile Ser Lys Ala Lys Gly GlIn Pro Arg Glu Pro Glin

gtg tac acc ctg ccc cca teC cgt gat gag ctg acc aag aac cag gtc 432
val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn GIn val
130 135 140

agc ctg acc tgc ctg gtc aaa gge ttc tar ccc agc gac atc gcc gt 480
Ser Leu Thr Cys Leu val Lys Gly Phe Tyr Pro Ser Asp Ile Ala va
145 150 155 160

gag tgg gag agc aat ggg cag ccg gag aac aac tac aag acc acg cct 528
Glu Trp Glu Ser Asn Gly GIn Pro Glu Asn Asn Tyr Lys Thr Thr Pro
165 170 175

ccec gtg ¢ty gac tcc gac g%c LCC TIC TIC CTC tac age aag ctc acc 576
Pro val Leu Asp 3er Asp Gly Ser pPhe Phe Leu Tyr Ser Lys Leu Thr
180 185 190

gtg gac aag agc cgt tgg cag cag g%g aac gtc ttc tca tgec tcc gt 624
val Asp igg Ser Arg Trp Glin g%g Gly Asn val phe ggg Cys Ser va

atg cat gag gct ctg cac aac cac tac acg €ag aag agc ctc tec ctg 672
Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu
210 215 220

tct ccg ggt aaa g%t g%a g%t ggt g%t tct g%t g%t ggt agc g%t ggt 720
Ser Pro Gly Lys Gly Gly Gly Gly Gly Ser Gly Gly Gly Ser Gly
225 230 235 240

Page 65



ggc
Gly

gaa
Glu

gac
ASp

gtt
val
305

cca
Pro

agce
Ser

gaa
Glu

N
S
(eXle]

cty
Leu
385

CcCcC
Pro

3ty

gda

caa
Gin

gece
Ala

cag
Gln
290

att
Ile

gat
Asp

tte
Phe

gce
Ala

gac

Asp
370

CcCcC
Pro

gat
Asp

cga
Arg

<210>
<211>
<212>
<213>

<220>
<223>

<400>

tcc
Ser

gtc
val

cac
His
275

agc
Ser

caa
Glin

ety

cgg
Arg

cac
His
355

cct
Pro

CccCcC
Pro

gt
va

agce
Ser

67
424
PRT

cat
His
cgg
Ar

260
crg
Leu

cCcC
Pro

ate
ile

gcc
Ala

cee
Pro
420

cca
Pro
245

cag

g Gln

gag
Glu

gaa
Glu

ttg
Leu

cty
Leu
325

ctg
Leu

ctc

TN

U0
[o Mt

cCC
Pro

tce
Ser
405

agce
Ser

att
Ile

Cgg
Arg

atc
Ile

agt
Sar

gga
ety
310
tat
Tyr

ctt
Leu

ccg
Pro

ccg
390
tCg
Ser

tac
Tyr

cca
Pro

tac
Tyr

agg
Arg

ctc
Leu
295

gtc
val

Gly

Cctt
Leu

ctg
Leu

aga
375

gag
Glu

gac
Asp

gct
Ala

Artificial Sequence

Synthetic Construct

67

A-1429_US_NPZ2_WO_PCT2_ST25

gat
Asp

ctc
Leu

gag
Glu
280

ctg
Leu

aag
Lys

tcg
Ser

gag
Glu

cac
His
360

cea
Pro

cca
Pro

cct
Pro

tcc
ser

tct
Ser

tac
Tyr
265

gat
ASp

cag
GIn

aca
Thr

ctc
Leu

gac
Asp
345

ctg

h- o]
wad (T}
ST

CcCC
Pro

ctg
Leu

taa

tct
Ser
250

aca
Thr

ety

ctg
l.eu

Tcc
ser

cac
His
330

ety

agc
Ser
410

cca tta tta caa ttc
Pro Leu Leu Gln

gat gat
Asp Asp

acg gt
Thr va

aaa gcc
Lys Ala
300

agg ttc
Arg Phe
315

ttt gac
Phe Asp

tac aat
Tyr Asn

ggg aac
Gly Asn

tC Cctg
he Leu
380

atc ctg
Ile Leu

et vai

gce
Ala

ga4g
Gly
285

tty
Leu

ctg
Leu

cct
Pro

gtt
val

aag
LyS
365

cca
Pro

gcc
Ala

gaa
Glu

cag
Glin
270

ety

aag
Lys

tgc
Cys

gag
Glu

tac
Tyr
350

TCC
ser

cct
Pro

Phe
255

cag
Gin

gct
Ala

ccg
Pro

cag
Glin

gce
Ala
335

cag
Gln

ctg
Leu
415

aca
Thr

gct
Ala

ety

cgg
Arg
320

tgc
Cys

tcce
Ser

Met Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu
1 5 10

15

Gly Gly Pro ggr val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu
30

25

Page 66

768

816

864

912

960

1008

1056

1104

1200

1248

1275



Met

His

val

65

TYr

Gly

ile

val

Ser

145

Glu

Pro

va'l

Met

ser

225

Gly

Gly

Glu

ASp

Ile

Glu

50

His

Arg

Lys

Glu

Trp

val

Asp

His

210

Pro

Gly

Gin

Ala

GIn
290

Ser

35

Asp

Ash

val

Glu

LYS

Thr

Thr

Gilu

Leu

Gly

ser

val

His

275

saer

Arg

Pro

Ala

val

Tyr

100

Thr

Leu

Cys

Ser

Ala

Lys

Pro

Thr

Glu

LYS

Ser

85

Lys

Ile

Pro

Leu

Arg

Leu

Gly

Pro

245

Gin

Glu

Glu

Pro
val
Thr
70
val
Cys
Sep
Pro
val
150
AsSp
Trp
His
Gly
P
Ile
Arg

Ile

Ser

Lys

55

LYs

Leu

Lys

Lys

Ser

135

Lys

Gin

Gly

Gln

Asn

215

Gly

Pro

Tyr

Arg

Leu
295

A-1429_US_NP2_WO_PCT2_ST25
Glu val Thr Cys val val v§1 Asp
4

40

Phe

Pro

Thr

val

Ala

120

Arg

Gly

Pro

Ser

Gin

200

His

Gly

AsSp

Leu

Glu

280

Leu

Asn

Arg

val

Ser

105

Lys

Asp

Phe

Glu

Pha

185

Gly

Tyr

Gly

Ser

Tyr

ASD

GIn

Trp

Glu

Leu

90

Asn

Gly

Glu

Tyr

Asn

170

Phe

Asn

Thr

Ser

ser

250

Thr

Gly

ey

Tyr

Glu

75

His

Lys

GIn

Leu

Pro

155

Asn

Leu

val

GIn

Gly

Pro

ASp

Thr

Lys

val
60

Gin
GIn
Ala
Pro
Thr
140
Ser
Tyr

Tyr

Phe

Leu
ASp
val

Ala
300

Page 67

Asp

TYr

AsSp

Leu

Arg

Lys

ASp

Lys

Ser

ser

205

ser

Gly

Leu

Ala

Gly

Leu

Gly

Asn

Trp

Pro

110

Glu

Asn

Ile

Thr

LYyS

150

Cys

Leu

Ser

Gln

Gin

270

Gly

Lys

val

val

Ser

Leu

95

ala

Pro

Gln

Ala

Leu

Ser

Ser

Gly

Phe

255

Glin

Ala

Pro

Ser

GTu

Thr

80

Asn

Pro

GlIn

val

val

160

Pro

Thr

val

Leu

Gly

240

Gly

Thr

Ala

Gly



val

305

Pro

Ser

Glu

Arg

Leu

385

Pro

Ile

AsSp

Phe

Ala

ASD

Pro

Asp

Gln

Gly

Arg

His

355

Pro

Pro

val

Ile

Ala

Glu

340

Gly

Ala

Ala

Gly

Leu

Leu

325

Leu

Leu

Pro

Pro

Ser
405

Leu

Pro

Arg

Pro

390

Ser

Gly

Leu

Leu

Gly

Glu

Asp

Gly Arg Ser Pro Ser Tyr Ala

<210>
«<211>
<212>
<213>

<220>
<223>

<220>
<221>
<222>

<400>

420

68

1275

DNA

Artificial Sequence

FC-L15-G170A

Cbs
(1)..(1275)

68

atg
Met
1

oty

atg
Met

cac
His

gt
va
65

tac
Tyr

gac
Asp

ety

atc
Ile

gaa
Glu
50

cat
H1S

cgt
AFg

daad
Lys

cecy
Pro

tec
Ser
35

gac
ASp

aat
Asn

gt
va

act
Thr

tca
ser
20

cgt
Arg

cct
Pro

gce
Ala

gtc
val

cac
His
5

gte
val

acc
Thr

gag
Glu

aag
Lys

age
ser

aca
Thr

ttc
Phe

cCct
Pro

gtc
val

aca
Thr
70

gte
val

tgt
Cys

ctcg
Leu

gag
Glu

aag
Lys
55

aag
Lys

ctc
L.eu

A-1429_US_NP2_WO_PCT2_ST25
val Lys Thr Ser Arg Phe Leu Cys

sSer

Glu

His
350

Pro

Pro

Pro

ser

cCa
Pro

ttcC
Phe

gtc
val
40

tte
Phe

ccy
Pro

acc
Thr

Leu

ASp
345

Leu

Ala

Pro

Leu

cct
Pro

cce
Pro
25

aca
Thr

dac
Asn

cgt
Arg

gtc
val

His
330

Gly

Pro

Arg

Gly

ser
410

tgt
Cys
10

cCa
Pro

tgc
Cys

tag
Trp

gag
Glu

cty
Leu

315

Phe

Tyr

Gly

Phe

Ile
395

Met

cca
Pro

aaa
Lys

gt
va

tac
Tyr

gag
Glu
75

cac
His

Asp

AsSn

Asn

L.eu
380

Leu

val

gct
Ala

cCcC
Pro

gtg
val

gt
Va
60

cag
Gn

cag
GlIn

Page 68

Pro

val

Ala

Glu

ccg
Pro

aag
Lys

gt
va
45

gac
Asp

tac
Tyr

gac
Asp

Glu

Tyr
350

Ser

Leu

Pro

Pro

gaa
Glu

gac
AsSp
30

gac
Asp

ggc

dac
Asn

tgg
Trp

Gln

Ala
335

GIn

Pro

Pro

GIn

Leu
415

cte
Leu
15

acc
Thr

gt
Va

gt
va

agc
Ser

ctg
Leu

Arg
320

Cys

ser

His

Gly

Pro
400

Gin

ctg
Leu

ctc
Leu

age
Ser

gag
Glu

acg
Thr
80

aat
Asn

48

a6

144

192

240

288



Sty

atc
ITle

age
ser
145

gag
Glu

CcCcC
Pro

gt
Va

atg
Met

tct
ser
225

&
ggc

gaa
Glu

gac
Asp

gtt
val
305

cCca
Pro

age
ser

gaa
Giu

aag
Lys

gag
Glu

tac
TYr
130

cty
Leu

tgg
Trp

gt
va

gac
Asp

cat
His
210

ceg
Pro

ly

caa
GIn

gec
Ala

cag
Gln
290

att
Ite

gat
Asp

tte
Phe

gee
Ala

gag
Glu

dda
Lys
115

acce
Thr

acc
Thr

ctg
Leu
aag
Lys
195
gag
Glu

ggt
Gly

tcC
Ser

gtc
val

CacC
His
275

agc
ser

caa
Gln

ety

cgg
Arg

cac
H1s

tac
Tyr
100

acc
Thr

cty
Leu

tge
Cys

agce
ser

gac
Asp
180

age
Ser

gct
Ala

aaa
Lys

C@t
H1S

€gg
Arg
260

cty
Leu

CCC
Pro

ate
Ile

gce
Ala

gag
Glu
340

cly

85

aag
Lys

ate
Ile

CcccC
Pro

cty
Leu

aat
Asn
165

tcc
Ser

cgt
Al"g

ctg
Leu

ggt
Gly

cca
Pro
245

cag
Gin

gag
Glu

gaa
Glu

ttg
Leu

cty
Ley
325

ctg
Ley

ctc
Leu

tgc
Cys

tec
ser

cca
Pro

gtc
val
150

oty

gac
Asp

tgg
Trp

cac
His
gga
230

att
Ile

cgg
Arg

arc
Ile

agt
Ser

goa
G?y
310
tat
Tyr

ctt
Leu

ccg
Pro

aag
Lys

adad
Lys

tce
ser
135

aaa
Lys

cag
Gln

cag
Gln

aac
Asn
215

y &y

cca
Pro

tac
Tyr

agg
Arg

ctc
Leu
295

gtc
val

ety

ctt
Leu

ctg
Leu

A-1429 _US_NP2_WO_PCT2_ST25

gte
val

gcc
Ala
120

cgt
Arg

aly

ccy
Pro

tcc
Ser

cag
Gln
200

cac
His

ggt
Gly

gat
Asp

ctc
Leu

gag
Glu
280

cty
Leu

aag
Lys

tcg
Ser

gag
Glu

cac
H1s

tcc
Ser
105

aaa
Lys

gat
Asp

ttc
Phe

gag
Glu

tte
Phe
185

oty

tac
Tyr

ggt

tct
Ser

tac
TYr
265

gat
ASp

cag
Gin

aca
Thr

ctc
Leu

gac
ASD
345

ctyg
Leu

90

aaC aada gcc cte cca
Asn Lys Ala Leu

31y

gag
Glu

tat
Tyr

aac
Asn
170

ttc
Phe

aac
Asn

acg
Thr

tct
Ser

tct
ser
250

aca
Thr

oty

ctg
L.eu

tecc
ser

cac
His
330

oty

cca
Pro

cag
Gin

ctg
Leu

ccc
Pro
155

dac
Ash

ctc
Leu

gtc
val

cag
Gin

ggt
Gly
235

cCa
Pro

gat
Asp

acg
Thr

dda
Lys

agg
Ar
315

Tt
Phe

tac
Tyr

oty

cCcC
Pro

acc
Thr
140

agc
Ser

tac
Tyr

tac
Tyr

tte
Phe

aag
Lys
220

ggt
Gly

tta
Leu

gat
Asp

gt
va

gece
Ala
300

tTc

g Phe

gac
ASD

aat
Asn

dac
Asn

Page 69

cga
Ar

125
aag
LYS

gac
ASp

aag
Lys

agce
ser

tca
Sar
205

agc
Ser

&y

tta
Leu

gcc
Ala

&y
285

ttg
Leu

cty
Leu

cet
Pro

gtt
val

aag
Lys

Pro
110

gaa

g Glu

aac
Ash

atc
Ile

acc
Thr

aag
Lys
190

tgc
Cys

ctc
l.eu

agc
Ser

caa
Gln

cag
Gin
270

ggc
Gly

aag
Lys

tgce
Cys

gag
Glu

tac
Tyr
350

tcc
Ser

95

gcc
Ala

cca
Pro

cag
Glin

gcce
Ala

acg
Thr
175

ctc
Leu

tcc
Ser

tcc
Ser

&

tte
Phe
255

cag
Glin

gct
Ala

ccg
Pro

cag
Gin

gece
Ala
335

cag
Gln

CCa
Pro

ccC
Pro

cag
Gin

gtc
val

gtyg
val
160
cet
Pro

acc
Thr

gt
va

ctg
feu

&
240

oty

aca
Thr

gce
Ala

aft
cgg

Arg
320

tgc
Cys

tee
Ser

cac
H1s

336

384

432

480

528

576

624

672

720

768

816

864

912

960

1008

1056

1104



cgg
Arg

ctg
Leu
385

cCC
Pro

ety

gac
Asp
370

ccc
Pro

gat
ASp

cga
Arg

<210>
<211>
<212>
<Z213>

<220>
<223>

<400>

355

cct
Pro

cce
Pro

gt
va

agc
Ser

69
424
PRT

gca
Ala

gca
Ala

ety

jelele
Pro
420

CCC
Pro

CCC
Pro

tce
ser
405

agce
Ser

cga
Arg

ccg
Pro
390

tcg
ser

tac
Tyr

&y
375

gag
Glu

gac
Asp

gct
Ala

Artificial sequence

synthetic Construct

69

ﬁet Asp Lys Thr

Gly

Met

His

val

65

Tyr

Gly

Ile

val

Ser
145

Gly

Ile

Glu

>0

His

Arg

Lys

Glu

Tyr

Leu

Pro

Ser

35

AsSp

Asn

val

Glu

Thr

Ser

20

Arg

Pro

Ala

val

Tyr

100

Thr

Leu

Cys

His Thr Cys
5

val

Thr

Glu

Lys

Ser

85

Lys

Ile

Pro

Leu

Phe

Pro

val

Thr

70

val

Cys

Ser

Pro

val
150

Leu

Glu

LYS

Lys

Leu

Lys

LysS

Ser

135

Lys

A-1429_US_NP2_WO_PCT2_ST25

360
cca
Pro

cca
Pro

cct
Pro

tcc
Ser

Pro

Phe

val

40

Phe

Pro

Thr

val

Ala

120

Arg

Gly

gct
Ala

cCC
Pro

ctg
Leu

Taa

Pro

Pro

25

Thr

ASn

Arg

val

Ser

105

Lys

Asp

Phe

cgc
Arg

gga
Gly

agce
Ser
410

Cys

Trp

Glu

Leu

90

Asn

Gly

Glu

Tyr

tte
Phe

atce
Ile
395

atg
Met

Pro

Tynr

Glu

75

His

LysS

Gin

Ley

Pro
155

365

Ctg cca cta

l.eu
380

ctg
Leu

gt
Va

Ala

Pro

val

val

60

GIn

Gln

Ala

Pro

Thr

140

Ser

Page 70

Pro

gcc
Ala

gct
Ala

Pro

val

45

Asp

Tyr

Asp

Leu

Arg

Lys

Asp

Leu

cCC
Pro

cct
Pro

Glu

Asp

30

Asp

Gly

Asn

Trp

Pro

110

Glu

AsSn

Ile

cca
Pro

cag
Gln

tec
ser
415

Leu

15

Thr

val

val

Ser

Leu

a5

Ala

Pro

Gin

Ala

STy

cce
Pro
400

cag
Gin

Leu
Leu
Ser
Glu
Thr
80

Asti
Pro
Gln

val

val
160

1152

1200

1248

1275



Glu

Pro

val

Met

Ser

225

Gly

Gly

Pro

ser

Glu

Arg

Leu

385

Pro

Trp
val
ASp
His
210
Pro
Gly
Gln
Ala
Gin
290
Ile
Asp
Phe
Ala
370
Pro

Asp

Arg

Glu

Ley

Lys

195

Glu

Gly

Ser

val

His

275

Gln

Gly

Arg

His

355

Pro

Pro

val

Ser

Ser

Ala

Lys

His

Arg

260

Leu

Prn
Lad IR0

ITle

Ala

Glu

340

Gly

Ala

Ala

Gly

Pro
420

Asnh

165

Ser

Arg

Leu

Gly

Pro

245

Gln

Glu

9
£

Leu

Leu

325

Leu

Ley

Pro

Pro

Ser

405

Ser

Gly
Asp
Trp
His
Gly
2

Ile
Arg
Ile
Ser
Gly
310
Tyr
Leuy
Bro
Arg
Pro
390

Ser

TYTr

A-1429_US_NP2_WO_PCT2_ST25

Gln Pro Glu Asn Asn Tyr Lys Thr

Gly

GIn

Ash

215

Gly

Pro

Tyr

Gly

Leu

Leu

Gly

Glu

Asp

Ala

Ser

Glin

200

His

Gly

Asp

Leu

Glu

280

Lys

Ser

Glu

His

360

Pro

Pro

Pro

Ser

Phe
185
Gly
Tyr
Gly
ser
Tyr
265

Asp

Thr

Leu

Asp

Leu

Ala

Pro

Leu

170

Phe

Asn

Thr

Ser

ser

250

Thr

Gly

Ser

His

330

Gly

Pro

Arg

Gly

Ser
410

Leu

val

GIn

Gly

Pro

Asp

Thr

Phe

TYr

Gly

Phe

Ile

385

Met

Tyr

Phe

Leu

Asp

val

Ala

300

rhe

Asp

Asn

Asn

Leu

380

Leu

val

Page 71

Ser

ser

205

Ser

Gly

Leu

Ala

Leu

Pro

val

Ala

Ala

Lys

180

Cys

Leu

Ser

GlIn

Gin

270

Gly

‘<
1A

Cys

Glu

Tyr

Ser

Leu

Pro

Pro

Thr
175
Leu
Ser
Ser
Gly
Phe
255

Gln

Ala

Gin

Ala

335

Gln

Pro

Pro

GIn

Ser
415

Piro

Thr

val

Leu

Gly

Gly

Thr

Ala

ser

Gly

Pro
400

Gln



<210>
<211>
<212>
<213>

<220>
<223>

<220>
<221>
<222>

<400

atg
Met
1

gag
Gly

atg
Met

cac
H1s

gt
va
65

tac
Tyr

ety

atc
Ile

gty
val

agc
ser
145

gag
Glu

cCcC
Pro

gt
va

atg

gac
Asp

gga
Gly

ate
Ile

gaa
Glu
50

CE:I'E
H1s

ot
Arg

aag
Lys

gag
Glu

tac
Ty
130
ctg
Leu

tgg
Trp

val

gac
Asp

cat

70
1275
DNA

Artificial sequence

Fc-L15-G170C

CDS
..

70
aaa
LYS

ccg
Pro

tee
Ser
35

gac
Asp

aat
Asn

gag
Glu

aaa
LyS
115

acc
Thr

acc
Thr

gag
Glu

ctg
Leu

aag
Lys
195

gag

(12755

act
Thr

tca
ser
20

cgt
Arg

cct
Pro

gcc
Ala

gtc
val

tac
Tyr
100

acce
Thr

ctg
Leuy

tgc
Cys

agc
Ser

gac
Asp
180

agc
ser

gct

cac
His

gtc
val

ace
Thr

gag
Glu

aag
Lys

age
ser
85

aag
Lys

atc
Ile

cCcC
Pro

ctg
Leu

aat
Asn
165

tcc
Ser

cgt
Arg

cty

aca
Thr

tre
Phe

cct
Pro

gtc
val

aca

Thr
70

gte
val

tge
Cys

tcC
Ser

cca
Pro

gtc
val
150

31y

gac
Asp

tgg
Trp

cac

tgt
Cys

ctc
Leu

gag
Glu

aag
LysS
55

aag
Lys

ctc
Leu

aag
Lys

add
LYS

tec
ser
135
aaa
LyS

cag
Glin

ety

cag
Gin

aac

A-1429_US_NP2_WO_PCTZ2_ST25

CcCa
Pro

rtc
Phe

gtc
val
40

ttc
phe

ccy
Pro

ace
Thr

gtc
va'

gce
Ala
120

cgt
Arg

Gly

ccy
Pro

tce
Ser

cag
Gin
200

Cac

cct
Pro

ccc
Pro
25

aca
Thr

dac
Asn

cgt
Arg

gtc
val

tce
Ser
105

aaa
Lys

gat
Asp

tte
Phe

gag
Glu

ttcC
Phe
185

oty

tac

tgt
Cys
10

cca
Pro

tgc
Cys

Lgg
Trp

gag
Glu

cty
Leu
90

4ac
Asn

3ty

gag
Glu

tat
Tyr

aac
Asn
170

Ttc
Phe

aac
Asn

acg

cca
Pro

ada
LysS

tac
Tyr

gag
Glu
75

cac
H1s

dad
Lys

cag
Gin

ctg
Leu

cce
Pro
155

aac
Asn

cLc
Leu

gtc
val

cag

gct
Ala

CCC
Pro

gtg
val

gtg
val
60

cag
Gin

cag
Gln

gce
Ala

ccC
Pro

acc
Thr
140

agc
Ser

tac
Tyr

tac
Tyr

ttc
Phe

aag

Page 72

ccg
Pro

aag
Lys

gt
va
45

gac
Asp

tac
Tyr

gac
Asp

ctc
lLeu

cga
Arg
123

aag
Lys

gac
AsSp

aag
Lys

agce
ser

tca
Ser
205

age

gaa
Glu

gac
Asp
30

gac
Asp

ety

dac
Asn

tgg
Trp

cca
Pro
110

gaa
Glu

aac
Asn

atc
Ile

aCcC
Thr

aag
LYS
190

tgc
Cys

ctc

cte
Leu
15

ace
Thr

gt
va

gt
va

agce
ser

ctg
Leu
95

gcc
Ala

cca
Pro

cag
Gln

gcc
Ala

acg
Thr
175

ctc
L.eu

tce
Ser

T

ctg
Leuy

ctce
Leu

agc
Ser

gag
Glu

acg
Thr
80

aat
Asn

CCC
Pro

cag
Gln

gtc
val

gtg
val
160

cCct
Pro

acc
Thr

gt
va

cty

48

96

144

192

240

288

336

384

432

480

528

576

624

072



Met

tct
ser
225

ggt
Gly

ggc
Gly

gaa
Glu

gac
Asp

gtt
val
305

cca
Pro

age
Ser

gaa
Glu

cgg
Arg

ctg
Leu
385

CCC
Pro

&ty

His
210

ccy
Pro

caa
Glin

gcc
Ala

cag
Gln
290

att
Ile

gat
Asp

T1cC
Phe

gcc
Ala

gac
Asp
370

ccc
Pro

gat
Asp

cga
Arg

<210>
<211>
<212>
<213>

<220>
<223>

<400

Glu

ggt
Gly

tec
ser

gtc
val

cac
His
275

agc
Ser

caa
GIn

oty

cgg
Arg

cac
Mis
355

cct
Pro

cce
Pro

at
va

age
Ser

71
424
PRT

Ala

dad
Lys

cat
His
<gg
Arg
260
ctyg
Ley

CcCccC
Pro

atc
Ile

gece
Ala

gag
Glu
340

ggc
Gly

gca
Ala

gca
Ala

ggc

cce
Pro
420

Leu

ggt
Gly

cca
Pro
245

cag
GIn

gag
Glu

gaa
Glu

tty
ey

ctg
Leu
325

cty
Leuy

ctc
Leu

CCcC
Pro

cCcC
Pro

tce
ser
405

agc
Ser

His

&ty
230

att
Ile

¢gg
Arg

atc
Ile

agt
Ser

&fy
310

tat
Tyr

Ctt
Leu

ccg
Pro

cga
Arg

ccy
Pro
390

tcg
Ser

tac
Tyr

215
&

cCa
Pro

tac
Tyr

agg
Arg

ctc
Leu
295

grc
val

ctt
Leu

ctg
[.eu

gga
Gly
375

gag
Glu

gac
ASp

gct
Ala

Artificial Sequence

Synthetic Construct

71

A-1429_US_NP2_WO_PCT2_5T25
Asn His Tyr Thr GlIn Lys Ser Leu

&ty

gat
Asp

cic
Leu

gag
Glu
280

ctg
Leu

aag
Lys

tcg
ser

gag
Glu

cac
His
360
cca
Pro

cca
Pro

cCct
Pro

tcc
Ser

&y

tct
Ser

tac
Tyr
265

gat
Asp

cag
Glin

aca
Thr

ctc
Leu

gac
ASp
345

ctg
lLeu

get
ala

cCC
Pro

ctg
Leu

taa

tct
Ser

tct
Ser
250

aca
Thr

9499
Gly

ctg
Leu

TccC
ser

cac
His
330

gga
Gly

CCa
Pro

cge
Arg

ety

agc
ser
410

&y
235

cca
Pro

gat
ASp

acg
Thr

aaa
Lys

agg
Arg
315

ttt
Phe

tac
Tyr

ttc
Phe

atec
Ile
395

atg
Met

220
&y

tta
l.eu

gat
ASp

gtg
val

gcc
Ala
300

tte
Phe

gac
Asp

aat
Asn

adcC
Asn

ctg
Leu
380

cty
Leu

gt
va

&y

tta
Leu

gcc
Ala

gag
Gly
285

ttg
Leu

ctg
Leu

cct
Pro

gtt
val

aag
LYS
365

cca
Pro

gce
Ala

tgce
Cys

age
ser

caa
Gln

cag
Gin
270

ggc
Gly

aag
LYS

tgc
Cys

gag
Glu

rac
Tyr
350

tcc
ser

cta
Leu

e
Pro

cct
Pro

ttcC
Phe
255

cag
Glin

gct
Ala

ccy
Pro

cag
Gln

gce
Ala
335

cag
GIn

cca
Pro

cca
Pro

cag
GlIn

tee
ser
415

l.eu

&
240

ety

aca
Thr

gct
Ala

cgg
Arg
320

tgc
Cys

tcc
ser

cac
H1s

ety

cee
Pro
400

cag
Glin

Met Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu lLeu
1 5 10

Page 73

720

768

816

864

912

960

1008

1056

1104

1152

1200

1248

1275



Met

His

val

65

Tvyr

Gly

Ile

val

Ser

145

Glu

Pro

val

Met

Ser

225

Gly

Gly

Glu

Gly

Ile

Glu

50

His

Arg

LYS

Glu

Tyr

130

Leu

Trp

val

Asp

His

210

Pro

Gly

Gln

Ala

Pro

Ser

35

Asp

Asn

val

Glu

Thr

clu

Leu

Lys

Glu

Gly

Ser

val

His
275

Ser

20

Arg

Pro

Ala

val

Tyr

100

Thr

Leu

Cys

Ser

Asp

180

Ser

Ala

LYyS

His

val

Thr

Glu

LYysS

Ser

85

Lys

Ile

Pro

Leu

Asn

165

Ser

Arg

Leu

Gly

Pro

245

Gin

Glu

Phe
Pro
val
Thr
70
va'l
Cys
Ser
Pro
val
150
Gly
Asp
Trp
His
Gly
2
Ile

Arg

Ile

A-1429_US_NPZ2_WO_PCT2_5T25

Leu Phe Pro Pro Lys Pro Lys Asp
30

Glu

Leu

LYS

Lys

Ser

135

Lys

Gln

Gly

GIn

Asn

215

Gly

Pro

Tyr

Arg

val

40

Phe

Pro

Thr

val

Ala

120

Arg

Gly

Pro

Ser

Gin

200

His

Gly

ASp

Leu

Glu
280

25

Thr

Asn

Arg

val

ser

105

Lys

Asp

Phe

Glu

Phe

185

Gly

Tyr

Gly

ser

Tyr

265

Asp

Cys

Trp

Glu

Leu

90

Asn

Gly

Glu

Tyr

Asn

170

Fhe

Asn

Thr

ser

Ser

250

Thr

val

Tyr

Glu

75

His

LYS

Glin

Leu

Pro

155

Asn

Leu

val

Glin

Gly

Pro

Asp

val

val

60

Gln

GIn

Ala

Pro

Thr

140

ser

TYr

Tyr

Phe

Lys

Gly

Leu

Asp

Gly Thr val

Page 74

val

45

ASp

TYr

Asp

Leu

ASp

Lys

Ser

Ser

205

Ser

Gly

Leu

Ala

Gly

Asp

Gly

Asn

Trp

Pro

110

Glu

Asn

Ile

Thr

Lys

190

Cys

Leu

ser

Gln

Gln

270

Gly

Thr

val

val

Ser

Leu

95

Ala

Pro

Gin

Ala

Thr

175

Leu

ser

Ser

Gly

Phe

255

Gin

Ala

Leu

Ser

Glu

Thr

80

Ash

Pro

GIn

val

val

160

Pro

Thr

val

Leu

Gly

240

Gly

Thr

Ala



ASp

vai

305

Pro

Ser

Glu

Arg

Leu

385

Pro

Gly

Gin

290

Ile

AsSp

Phe

Ala

ASD

Pro

Asp

Arg

<210>
<211>
<212>
<213>

<220>
<223>

<220>
<221>
<222>

<4006>
atg gac aaa
Met Asp Lys
1

oty

atg
Met

cac
H15

&ty

atc
Ile

gaa
Glu
50

Ser

Gn

Gly

Arg

His

355

Pro

Pro

val

ser

72
1275
DNA

Pro

Ile

Ala

Glu

340

Gly

Ala

Ala

Gly

Pro
420

Glu

Leu

Leu

325

Leu

Leu

Pro

Pro

ser

405

ser

Ser

Gly

Tyr

Leu

Pro

Arg

Pro

390

ser

TYr

295

val

Gly

Leu

Leu

Gly

Glu

ASp

Ala

Artificial Sequence

FC-L15-G170D

Cbs
(1.,

72

ccy
Pro

tce
ser
35

gac
Asp

(1275)

act
Thr

tca
Ser
20

cgt
Arg

cct
Pro

cac
His
5

gtc
val

acc
Thr

gag
Glu

aca
Thr

ttc
Phe

cct
Pro

gtc
val

tgt
Cys

cic
Leu

gag
Glu

aag
Lys
55

A-1429 US_NPZ2_WO_PCT2_ST25

Lys

Ser

Glu

His
360

Pro

Pro

Pro

ser

cca
Pro

ttc
Phe

gtc
val
40

ttc
Phe

Thr

Leu

Asp

L.eu

Ala

Pro

Leu

cct
Pro

cce
Pro
25

aca
Thr

aac
Asn

ser

His
330

Gly

Pro

Arg

Gly

ser
410

tgt
Cys
10

<Ca
Pro

tgc
Cys

tgg
Trp

Tyr

Gly

Phe

Ile
395

Met

cca
Pro

aad
Lys

gt
va

tac
Tyr

Phe

ASp

Asn

Asn

Leu
380

Leu

val

gct
Ala

cCce
Pro

gt
va

gt
va
60

Page 75

Leu

Pro

val

Lys

Pro

Ala

Cys

ccg
Pro

aag
LYyS

gt
va
45

gac
Asp

Leu Leu Gin Leu Lys Ala Leu Lys
300

cys

Glu

Tyr
350

Ser

Leu

Pro

Pro

gaa
Glu

gac
Asp
30

gac
Asp

ggc

Pro

GIn

Ala
335

Gin

Pro

Pro

GIn

Ser
415

ctc
Leu
15

acce
Thr

gt
va

gt
Va

Gly

Arg

Cys

ser

His

Gly

Pro
400

Gln

cty
Ley

ctc
Leu

agc
ser

gag
Glu

48

96

144

192



gt
va
65

Tac
Tyr

ety

atc
Ile

gtg
val

agce
Ser
145

gag
Glu

ccC
Pro

0at

atg
Met

tct
ser
225

ggt
Gly

cly

gaa
Glu

gac
Asp

gtt
val
305

CCa
Pro

cat
His

cgt
Arg

aag
LysS

gag
Glu

tac
Tyr
130

ctg
Leu

tgg
Trp

gtg
val

gac
Asp

cat
His
210

ccy
Pro

oty

caa
Gln

gee
Ala

cag
Gln
290

att
Ile

gat
ASp

aat
Asn

gt
va

gag
Glu

add
Lys
115

acc
Thr

acc
Thr

gag
Glu

ctg
Leu

aag
Lvs

195

gag
Glu

&y

tce
Ser

gtc
val

cac
His
275

agc
ser

caa
Gin

cly

gcce
Ala

gtc
val

tac
Tyr
100

ace
Thr

cty
Leu

tgc
Cys

agc
Ser

gac
Asp
180

agc
Ser

gct
Ala

aaa
Lys

cat
H1s

gy
Arg
260

ctg
Leu

cCccC
Pro

atc
Ile

gcc
Ala

aag
Lys

age
ser
835

aag
Lys

atc
ITe

CCC
Pro

ctg
Leu

aat
Asnh
165

tcc
Ser

cgt
Arg

cty
Leu

ggt
Gly

cca
Pro
245

cag
Gin

gag
Glu

gaa
Gliu

ttg
Leu

ctyg
Ley
325

aca
Thr
70

gtc
val

tgc
Cys

tcc
Ser

cca
Pro

gtc
val
150

ggg
Gly

gac
Asp

tgg
Trp

cac
H1s

2y
230

art
Ile

€gyg
Arg

atec
Ite

agt
ser

ety
310

tat
Tyr

aag
LYS

ctc
Leu

aag
Lys

aaa
Lys

tcc
Ser
135

ddd
LYS

cag
GIn

Gly

cag
GIn

aac
Asn
215

ggt
Gly

cca
Pro

tac
Tyr

agg
Arg

cte
Leu
295

gtc
va'l

sty

A-1429_US_NPZ2_WO_PCT2_5T25

ccg
Pro

acec
Thr

gtc
val

gee
Ala
120

cgt
Arg

&y

ccg
Pro

gat
Asp

ctc
Leu

gag
Glu
280

ctg
Leu

aag
LyS

tcy
Ser

cgt
Arg

gtc
val

tce
ser
105
aaa
Lys

gat
Asp

tEC
Phe

ggt
Gly

tct
Ser
tac
Tyr
265
gat
Asp

cag
Gln

aca
Thr

ctc
Leu

gag
Glu

ctyg
Ley
90

aac
Asn

ety

gag
Glu

tat
Tyr

aac
Asn
170

ttre
Phe

aac
Asn

acg
Thr

Tct
Ser

tct
Ser
250

aca
Thr

&ty

ctg
Leu

tcc
ser

cac
His
330

gag
Glu
75

cac
M1s

aaa
LysS

cag
Gln

cty
Leu

cece
Pro
155

daac
Asn

ctc
Leu

gtc
val

cag
Glin

ggt
235

cca
Pro

gat
Asp

acg
Thr

aaa
Lys

agy
Arg
315

Tttt
Phe

cag
G1n

cag
Gin

gee
Ala

ccC
Pro

acc
Thr
140

agc
Ser

tac
Tyr

tac
Tyr

ttc
Phe
aag
Lys
220

&y

tta
Leu

gat
Asp

gcce
ala
300

ttc
Phe

gac
AsSp

Page 76

tac
Tyr

gac
Asp

ctc
Leu

cga
Arg
125

aag
Lys

gac
Asp

aag
Lys

agc
Ser

tca
Ser
205

agce
ser

tta
Leu

gcce
Ala

gg4g
&y
285
ttg

Leu

ctg
Leu

cct
Pro

aac
Asn

tgg
Trp

cca
Pro
110

gaa
Glu

aac
Asn

atc
Ile

acce
Thr

aag
Lys
190

tgc
Cvs

o

Cctc
Leu

agc
ser

caa
Gin

cag
Gin
270

ety

aag
LyS

tgc
Cys

gag
Glu

agc
Ser

ctg
Leu
95

gcce
Ala

cca
Pro

cag
GIn

gcce
Ala

acg
Thr
175

ctc
Leu

tcc
Ser

tce
Ser

&

tte
Phe
255

cag
Gln

gct
Ala

ccy
Pro

cag
Gin

gcc
Ala
335

acg
Thr
80

aat
Asn

cco
Pro

cag
Gln

gtc
val

gtg
val
160
cet
Pro

acc
Thr

ctg
Leu

&y
240

o1y

dCa
Thr

gct
Ala

gga
&y
cgg
Arg
320

tgc
cys

240

288

336

384

432

480

528

576

624

672

720

768

816

864

912

960

1008



agce
Ser

gaa
Glu

cgg
Arg

ctg
Leu
385

cCccC
Pra

ety

ttc
Phe

gce
Ala

gac
ASp
370

CcCcC
Pro

gat
Asp

cga
Arg

<210>
<211>
<212>
<213>

<220>
<223>

<400>

¢gg
Arg

cac
His
355

cct
Pro

CcCcC
Pro

gtg
Vval

age
Ser

73
424
PRT

gag
Glu
340

oty

gca
Ala

gca
Ala

ggc

cee
Pro
420

ctg
Leu

ctc
Leu

cCC
Pro

CCC
Pro

tece
Ser
405

age
Ser

ctt
Leu

ccg
Pro

cga
Arg

ccg
Pro
390

teg
ser

tac
Tyr

A~-1429_US_NPZ2_WO_PCT2_ST25

ctt gag
Leu Glu

ctg cac
Leu His
360

g%a cca
Gly Pro
375

gag cca
Glu Pro

gac cct
AsSp Pro

get tece
Ala ser

Artificial Sequence

Synthetic Construct

73

Met Asp Lys Thr
1

Gly

Met

His

val

65

Tyr

Gly

Ile

val

Gly

ITe

Glu

50

His

Arg

Lys

Glu

TYr

Pro

Ser

35

ASp

Asn

val

Glu

Lys

115

Thr

ser

20

Arg

Pro

Ala

val

Tyr

Thr

Leu

His Thr Cys Pro
5

val

Thr

Glu

Lys

Ser

85

Lys

Ile

Pro

Phe

Pro

val

Thr

70

val

Cys

Ser

Pro

Leu Phe

Glu val

40

Lys Phe

Lys Pro

iteu Thr

Lys val

Lys Ala

120

Ser Arg

gac
ASp
345

cty
Ley

gct
Ala

ccC
Pro

ctyg
Leu

taa

Pro

Pro

25

Thr

Asn

Arg

val

Ser

105

Lys

Asp

gga
Gy

cca
Pro

cgce
APg

oty

agc
ser
410

Cys
10

Pro
Cys
Trp
Glu
Leu
a0

Asn

Gly

tac
Tyr

ggg
Gly

tte
Phe

atc
Ile
395

atg
Met

Pro

LyS

val

Tyr

Glu

75

His

Lys

Gln

aat
Asn

aac
AsSn

ctyg
Leu
380

ctg
Leu

Ala

Pro

val

val

60

GlIn

Gin

Ala

Pro

Glu Leu Thr
Page 77

gtt
val

aag
Lys
365

cca
Pro

gcce
Ala

gac
Asp

Pro

Lys

val

45

Asp

Tyr

Asp

Leu

Arg

Lys

tac
Tyr
350

tcc
ser

cta
Leu

ccC
Pro

cCt
Pro

Glu

Asp

30

Asp

Gly

Asn

Trp

Pro

iio

Glu

Asn

cag
Gln

cca
Pro

cca
Pro

cag
Glin

tce
Ser
415

Leu

15

Thr

val

val

Ser

Leu

95

Ala

Pro

Gln

tce
Ser

cac
His

cly

cce
Pro
400

cag
Gin

Leu
Leu

ser

Thr
80

ASn
Pro

Gin

val

1056

1104

1152

1200

1248

1275



Ser

145

Glu

Pro

val

Met

ser

225

Gly

Giy

Glu

Asp

val

305

Pro

Ser

Glu

Arg

ey

385

Pro

130

Leu

Trp

val

Asp

His

210

Pro

Gly

Gln

Ala

Gln

290

Ile

ASp

Phe

Ala

Asp

370

Pro

ASD

Thr

Glu

Leu

Gly

ser

val

His

275

ser

Gin

Gly

Arg

His

355

Pro

Pro

val

cys

Ser

ASp

Ser

Ala

Lys

His

Arg

Leu

Pro

Ile

Ala

Glu

340

Gly

Ala

Ala

Gly

Leu

Asn

165

Ser

Arg

Leu

Gly

Pro

245

Gln

Glu

Glu

Leu

Leu

325

Leu

L.eu

Pro

Pro

Ser

val

150

Gly

Asp

Trp

His

Gly

Ile

Arg

Ile

ser

Tyr

Leu

Pro

Arg

Pro

390

Ser

135

Lys

Gln

Gly

Gln

Asn

215

Gly

Pro

Tyr

Arg

Leu

295

val

Gly

Leu

l.eu

Gly

Glu

Asp

A-1429 US_NP2_WO_PCT2_ST25

Gly

Pro

ser

Gln

200

His

Gly

Asp

Leu

Glu

280

Leu

Lys

Ser

Glu

His

360

Pro

Pro

Pro

Phe

Glu

Phe

185

Gly

Tyr

Gly

Ser

TY"r

265

Asp

Gln

Thr

Leu

345

L.ey

aAla

Pro

Leu

TYr

Asn

170

Phe

Asn

Thr

ser

Ser

250

Thr

Gly

Leu

Ser

His

330

Gly

Pro

Arg

Gly

Pro

155

Asn

l.eu

val

Gln

Gly

Pro

Asp

Thr

LyS

315

Phe

Tyr

Gly

Phe

Ile
395

140

Ser

Tyr

TYF

Phe

Lys

Gly

Leu

ASp

val

Ala

360

Phe

Asp

Asn

Asn

Leu

380

Leu

Ser Met val
Page 78

ASp

LYysS

Ser

Ser

205

Ser

Gly

Leu

Ala

Gly

Leu

Leu

Pro

val

LYysS

365

Pra

Ala

ASD

Ile

Thr

Lys

190

Cys

Leu

Ser

Gin

GlIn

270

Gly

Lys

Cys

Glu

Tyr

350

Ser

Leu

Pro

Pro

Ala

Thr

175

Leu

ser

Ser

Gly

Phe

255

GlIn

Ala

Pro

GIn

Ala

335

GIn

Pro

Pro

GlIn

Ser

val
160
Pro
Thr
val
Leuy
Gly
2

Gly
Thr
Ala
Gly
Arg
320
Cys
Ser
His
Gly
Pro

400

Gin



A~1429_US_NPZ2_WCO_PCT2_5T725
405 410 415

Gly Arg Ser Pro Ser Tyr Ala Ser
420

<210> 74

<211> 1275

<212> DNA

<213> Artificial Seguence
<220>

<223> Fc-L15-GL70N

<220>
<221> (DS
<222> (1)..(1275)

<400> 74

atg gac aaa act cac aca tgt cca cct tgt cca gct ccg gaa ctc ctg 48
Met Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu

1

g?g g?a CCg tca ¢gtc ttc Cctc ttC cCcc cca aaa CCC aag gac acc ctc 96
Gly Gly Pro Ser val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu
20 25 30

atg atc tcc cgt acc cct gag gtc aca tgc gtg gtg gtg gac gtg age 144
Met ITe Ser Arg Thr Pro Glu val Thr Cys val val val Asp val Ser
35 40 45

cac gaa gac <ct gag gtc aag tIc aac tgg tac gtg gac
His Glu Asp Pro Glu val Lys Phe Asn Trp Tyr val Asp
50 55 60

it
bl
<
wend i)

ag 192
1

faYle]

gtg cat aat gcc aag aca aag ccg cgt gag gag cag tac aac agc acg 240
val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr
65 70 75 80

rac cgt gtg gtc age gtc ctc acc gte Ctg cac cag gac tgg ctg aat 288
Tyr Arg val val ggr val Leu Thr val Lgu His GIn Asp Trp Leu Asnh
9 95

g?c aag gag tac aag tgc aag gtc tCC aac aaa gcc Cctc cca gec ccc 336
y Lys Glu T%g Lys Cys Lys val Sgg Asn Lys Ala Leu Prg Ala Pro
1 1 11

atc gag aaa acc atc toc aaa goc aaa g?g cag Cccc cga gaa cca cag 384
Ile Glu L{g Thr Ile Ser Lys Q;% Lys Gly Gin Pro %gg Glu Pro GIn
1

gtg tac acc ctg ccc cca tcc cgt gat gag ctg acc aag aac cag gte 432
val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gin val
130 135 140

agc ctg acc tgc ctg gtc aaa gge ttc tat ccc age gac atc gcc gt 480
Ser Leu Thr Cys Leu val Lys Gly Phe Tyr Pro Ser Asp ITe Ala va
145 150 155 160

gag tgg gag agc aat ggg cag ccg gag aac aac tac aag acc acg cct 528
Glu Trp Glu Ser Agg Gly GIn Pro Glu ASB Asn Tyr Lys Thr Thr Pro
1 17 175

ccc gtg ctg gac tcc gaC gge tCC tic tic ctC tac agc aag ctc acc 576
Pro val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr
180 185 190

Page 79



gt
va

atg
Met

tct
ser
225

ggt
Gly

ggc
Gly

gaa
Glu

gac
Asp

gtt
val
305

rea
ro

o

agc
Ser

gaa
Glu

cgg
Arg

cty
Leu
385

CCC
Pro

ggc
Gly

gac
Asp

cat
His
210

ccy
Pro

3ty

caa
Gin

gce
Ala

cag
Gin
290

att
Ile

gat
Asp

tic
phe

gece
Ala

gac
ASp
370

cCe
Pro

gat
ASD

cga
Arg

<210>
<211>
<212>
<213>

<220>

aag
LYS
195

gag
Glu

ggt
Gly

tce
Ser

gtc
val

cac
His
275

agc
Ser

cacC
His
355

cct
Pro

cCcC
Pro

gt
va

agc
Ser

75
424
PRT

agce
ser

gct
Ala

aad
LYS

cat
His
Cgg
Arg
260
ctg

Leu

cCcc
Pro

gca
Ala

ety

cce
Pro
420

cgt
Arg

cty
Leu

ggt
Gly

cca
Pro
245

cag
Gln

Glu

gaa
Glu

ttg
leu

ctg
Leu
325

ctg
Leu

ctc
Leu

ccC
Pro

cCC
Pro

tce
Ser
405

agc
Ser

tgg
Trp

cac
His

ety
230

att
Ile

cgg
Arg

atc
Ile

agt
Ser

STy
310

tat
Tyr

ctt
Leu

ccg
Pro

cga
Arg

ccy
Pro
390

tcg
Ser

tac
Tyr

cag
Glin

aac
Asn
215

&

cca
Pro

tac
Tyr

ctg
Leu

gga
375

gag
Glu

gac
Asp

gct
Ala

Artificial Sequence

A-1428_US_NP2_WO_PCT2_5T25

cag
GIn
200

cac
His

&ty

gat
Asp

ctc
Leu

gag
Glu
280

cty
Leu

cac
H1s
360
cca
Pro

cca
Pro

cct
Pro

tcc
Ser

9gg
Gly

tac
Tyr

ety

tct
Ser
tac
Tyr
265
gat
Asp

cag
Gin

gac
345
ctg
Leu

gct
Ala

cCC
Pro

cty
Leu

taa

daac
Asn

acg
Thr

tct
Ser

tct
ser
250

aca
Thr

g4gg
Gly

ctg
Leu

tcc
ser

cac
His
330

ety

cca
Pro

cge
Arg

age
ser
410

gtc
val

cag
GIn

oy
233

cCa
Pro

gat
Asp

acg
Thr

tte
Phe

atc
Ile
395

atg
Met

tte
Phe

aag
LyS
220
gt
&y

tta
Leu

gat
ASp

gtg
val

gce
Ala

ttc
Phe

h-Ylal
nw
o Nat

aat
AsSnh

aac
Asn

ctg
Leu
380

cty
Leu

gt
va

Page 80

tca
Ser
205

age
ser

&%

tta
Leu

gce
Ala

ggg
Gly
285

ttg
Leu

ctg
Leu

cct
Pro

gtt
val

aag
Lys
365

cCa
Pro

gce
Ala

aac
Asn

tgc
Cys

ctc
Leu

age
Ser

caa
Gln

cag
Gin
270

ggc
Gly

aag
LyS

tgc

[p]le]
— )

[l lw}

tac
Tyr
350
Tcc
Ser

cta
Leu

cCC
Pro

cct
Pro

tcc
Ser

tcc
ser

&

ttc
Phe
255

cag
Gln

gct
Ala

ccy
Pro

cCa
Pro

cag
GIn

tece
ser
415

gt
Va

ctg
L.eu

ggt
Gly
240

9gg
Gly

aca
Thr

gct
Ala

cac
His

ety

cce
Pro
400

cag
GIn

624

672

720

768

816

864

912

960

1008

1056

1104

1152

1200

1248

1275



A-1429_US_NP2_WO_PCTZ2_ST25
<223> Synthetic Construct

<400> 75

Met Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu
1 5 10 15

Gly Gly Pro Ser val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu
20 25 30

Met Ile Ser Arg Thr Pro Glu V81 Thr Cys val val val Asp val ser
35 4 45

His G%u Asp Pro Glu val %gs Phe Asn Trp Tyr val Asp Gly val Glu
5 60

val His Asn Ala Lys Thr Lys Pro Arg Glu Glu GIn Tyr Asn Ser Thr
65 70 75 80

Tyr Arg val val ser val Leu Thr val Leu His Gln Asp Trp Leu Asn
85 90 95

Gly Lys Glu Tyr Lys Cys Lys val Ser Asn Lys Ala Leu Pro Ala Pro
100 105 110

Ile Glu Lys Thr Ile Ser Lys Ala Lys Gly GIn Pro Arg Glu Pro Gln
115 120 125

val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asnh Gin val
130 135 140

Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala val
145 150 155 160

Glu Trp Glu Ser Asn Gly GIn Pro Glu Asn Ash Tyr Lys Thr Thr pPro
165 170 175

Pro val Leu Asp Ser Asp Gly Ser pPhe Phe Leu Tyr Ser Lys Leu Thr
180 185 190

val Asp Lys Ser Arg Trp GIn GIn Gly Asn val Phe Ser Cys Ser val
195 200 205

Met His Glu Ala Leu His Asn His Tyr Thr GIn Lys Ser Leu Ser lLeu
210 215 220

Ser Pro Gly Lys Gly Gly Gly Gly Gly Ser Gly Gly Gly Ser Gly Gly
225 230 235 240

Gly Gly Ser HMis Pro Ile Pro Asp Ser Ser Pro Leu Leu Gln Phe Gly
245 250 255
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Gly

Glu

ASD

val

305

Pro

Ser

Glu

Arg

LA

Pro

Gly

GlIn

Ala

GlIn

290

Ile

Asp

Phe

Ala

Asp
370

u Pro

Asp

Arg

<210>
<211>
<212>
<213>

<220>
<223>

<220>
<221>
<222>

<400>

atg
Met
i

999
Gly

atg
Met

gac
ASp

Sty

atc
Ile

val

His

275

ser

Glin

Gly

Arg

His

355

Pro

Pro

val

ser

76
1275
PNA

Arg

Leu

Pro

Ile

Ala

Glu

340

Gly

Ala

Gly

Pro
420

Gin

Glu

Glu

Leu

Leuy

325

Leu

Leu

Pro

Pro

Ser

405

ser

Arg

ile

Ser

Gly

310

Tyr

Leu

Pro

Arg

Ser

TYP

Tyr Leu g%g Thr Asp Asp Ala Gln

Arg

Leu

295

va'l

Gly

Leu

Leu

Gly

o Glu

Asp

Ala

Artifticial seguence

Fc-L15-G1705

CDs
(..

76
aaa
Lys

ccg
Pro

tce
Ser

(1275)

act
Thr

tca
ser
20

cgt
Arg

cac
His

gtc
val

ace
Thr

aca
Thr

tEC
Phe

cct
Pro

tgt
Cys

ctc
Leu

gag
Glu

A~1429_US_NP2_WO_PCT2_ST25

Glu
280

Leu

Lys

Ser

Glu

His

360

Pro

Pro

Pro

sSer

cca
Pro

tte
phe

gtc
val

Asp

Gln

Thr

Leu

345

lLeu

Ala

Pro

l.eu

cct
Pro

cce
Pro
25

aca
Thr

Gly

Leu

Ser

His
330

Gly

Pro

Arg

Gly

ser
410

tgt
Cys
10

cca
Pro

tge
Cys

Thr

Lys

315

Phe

Tyr

Gly

Phe

O
w4{D

Met

cca
Pro

ddd
Lys

gt
va

val

Ala

300

Phe

ASp

Ash

Asn

Leu

380

Leu

val

gct
Ala

ccce
Pro

Page 82

Gly

285

Leu

Leu

Pro

val

Ala

Ash

ccy
Pro

aag
LYyS

gtg

270

Gly

LyS

Ccys

Glu

Tyr

350

Ser

Leu

Pro

Pro

gaa
Glu

gac
ASp
30

gac
Asp

Gin

Ala

Pro

Gin

Ala

335

Gin

Pro

Pro

Gin

ser
415

ctc
Leu
15

ace
Thr

gt
Va

Thr

Ala

Gly

Arg
320

Cys

ser

His

Gly

Pro
400

Gln

ctg
Leu

ctc
Leu

agce
Ser

48

96

144



cac
H1sS

gt
va
65

tac
Tyr

ate
Ile

gt
va

agec
ser
145

gag
Glu

ccc
Pro

gt
va

atg
Met

TCct
ser
225

&

ggc
Gly

gaa
Glu

gac
Asp

gtt
val

gaa
Glu
50

cat
His

cgt
Arg

aag
LYS

gag
Glu

tac
Tyr
130

ctg
Leu

tgg
Trp

gt
Va

gac
AsSp

cat
His
210

ccy
Pro

oty

caa
Gin

gcce
Ala

cag
Gin
290

att
Ile

35

gac
Asp

aat
ASnh

gt
Va

gag
Glu

aaa
LyS
115

acc
Thr

acc
Thr

gag
Glu

cty
Leu

aag
LyS
195

gag
Glu

ggt

tcc
Ser

gtc
val

cac
His
275
age
Ser

caa
GlIn

cct
Pro

gcc
Ala

gtc
val

tac
Tyr
100

ace
Thr

ctg
Leu

tgc
cys

agce
Ser

gac
Asp
180

agc
ser

gct
Ala

daa
Lys

cat
H1s

cgg
Arg
260

ctg
Ley

cCcC
Pro

ate
Ile

gag
Glu

aag
LYS

age
Ser
85

aag
LYS

ate
Ile

CCC
Pro

ctg
Leu

aat
Asn
165

tcc
Ser

cgt
Arg

ctg
Leu

ggt

cca
Pro
245

cag
Gin

gag
Glu

gaa
Glu

ttg
Leu

gtc
val

aca
Thr
70

gtc
val

tgc
Cys

tce
ser

cCa
Pro

gtc
val
150

oty

gac
Asp

tgg
Trp

cac
His

gga
G?y
230
att
Ile

cgg
Arg

atc
Ile

agt
Ser

ety

A-1429_US_NP2_WO_PCT2_5T25

40

aag tic aac tgg
Ltys Phe Asn

55

aag
LYS

cte
Leu

aag
Lys

daa
Lys

tcc
ser
135

dda
Lys

cag
Gin

Sy

cag
Gin

aac
Asn
215

&y

cca
Pro

tac
Tyr

agg
Arg

cte
Leu
295

gtc
val

ccy
Pro

aCC
Thr

gte
val

gee
Ala
120

cgt
Arg

oty

ccy
Pro

tcC
Ser

cag
Gin
200

cac
H1s

ety

gat
Asp

ctc
Leu

gag
Glu
280

ctg
Leu

aag
Lys

cgt
Arg

gte
val

tce
Ser
105

aaa
LyS

gat
AsSp

ttc
Phe

gag
Glu

ttcC
Phe
185

oty

tac
TYr

ggt
Gly

tct
Ser

tac
Tyr
265

gat
AsSp

cag
Glin

aca
Thr

Trp

gag
Glu

ctg
Leu
90

adC
Asn

oy

gag
Glu

tat
TyT

aac
Asn
170

ttC
rhe

dac
Asn

acg
Thr

tCt
Ser

tct
ser
250

aca
Thr

999

cty
Leu

tcc
Ser

tac
Tyr

gag
Glu
75

cac
H1s

aaa
LyS

cag
Gln

ctg
Leu

ccc
Pro
155

aac
Asn

ctc
Leu

gtc
val

cag
Gln

&9y
235

cca
Pro

gat
Asp

acg
Thr

aaa
Lys

agg
Arg

gt
va
60

cag
Gin

cag
Gin

gce
Ala

ccC
Pro

acc
Thr
140

agc
Ser

tac
Tyr

tac
Tyr

tte
Phe

aag
Lys
220

ggt
Gly

tta
Leu

gat
Asp

gt
vVa

gce
Ala
300

ttC
Phe

Page 83

gac
ASp

tac
Tyr

gac
Asp

ctc
l.eu

cga
APrg
125

aag
Lys

gac
ASp

aag
Lys

age
ser

tca
ser
205

agce
ser

ggt
Gly

tta
Leu

gce
Ala

gg4g
&y
285
ttg

Leu

ctg
Leu

ggc
Gly

aac
Asn

tgg
Trp

cca
Pro
110

gaa
Glu

a4ac
Asn

atc
ITe

aCcC
Thr

aag
Lys
180
tgc

cys

ctc
Leu

agce
Ser

caa
Gln

cag
Gin
270

agc
Gly

aag
Lys

tgc
Cys

gt
va

agce
Ser

ctg
Leu
95

gcc
Ala

cca
Pro

cag
Glin

gcce
Ala

acg
Thr
175

Ctc
Leu

tce
ser

tcc
Ser

Gly

tte
Phe
255

cag
Gln

gct
Ala

ceg
Pro

cag
Gin

gag
Glu

acyg
Thr
80

aat
Asn

CCC
Pro

cag
Glin

gtc
val

gt
va
160

cct
Pro

acc
Thr

gt
Va

cty
Leu

ggt
Gly
240

ggg9
Gly

aca
Thr

gct
Ala

ety

€gg
Arg

192

240

288

336

384

432

480

528

576

624

672

720

768

816

864

912

960



305
cca
Pro

agce
ser

gaa
Glu

€gg
Arg

cty
Leu
385

CCC
Pro

ety

gat
Asp

Ttc
Phe

gcce
Ala

gac
Asp
370

ccc
Pro

gat
ASp

cga
Arg

<210>
<211>
<2172>
<213>

<220>
<223>

<400>

&y

cgg
Arg

cac
His
355

cct
Pro

cce
Pro

gt
Va

age
ser

77
424

PRT

gce
Ala

gag
Glu
340

ggc
Gly

gca
Ala

gca
Ala

ety

cce
Pro
420

ctg
Leu
325

ctg
Leu

ctc
lLey

ccc
Pro

cCe
Pro

tce
ser
405

agc
Ser

310

tat
Tyr

ctt
Leu

ccg
Pro

cga
Arg

ccy
Pro
390

teg
Ser

tac
Tyr

gga
Gly

ctt
Leu

ctg
Leu

Ty
375

gag
Glu

gac
Asp

act
Ala

Artificial Sequence

synthetic Construct

77

Met Asp Lys Thr
1

Gly

Met

His

val

65

Tyr

Gly

Gly

Ile

Glu

50

MHis

Arg

Lys

Pro

Ser

35

ASp

Asn

val

Glu

Ser

20

Arg

Pro

Ala

val

Tyr
100

His Thr Cys

5

val

Thr

Glu

Lys

Ser

85

Lys

Phe

Pro

val

Thr

70

val

Cys

Leu

Glu

Leu

Lys

A~1429_US_NP%Eﬂ?*PCT2"STZ5

tcg
Ser

gag
Glu

cac
H1s
360
cca
Pro

cCa
Pro

cct
Pro

tcc
Ser

Pro

Phe

val

40

Phe

Pro

Thr

val

ctc
Leu

gac
Asp
345

ctg
Ley

gct
Ala

cco
Pro

ctg
Leu

taa

Pro

Pro

25

Thr

Asn

Arg

val

Ser
105

cac
His
330

&ty

cca
Pro

cgc
Arg

gga

agce
ser
410

Cys
10

Pro
Cys
Trp
Glu
Letl
90

Asn

ttt
Phe

tac
Tyr

&ty

ttc
Phe

atc
Ite
395

atg
Met

Pro
Lys
val
Tyr
Glu
75

His

Lys

gac
AsSp

aat
Asn

dac
Asn

ctg
Leu
380

ctg
Leu

gt
va

Ala

Pro

val

val

60

Gin

Gln

Ala

Page 84

cct
Pro

gtt
val

aag
Lys
365

cCa
Pro

gce
Ala

tce
Ser

Pro

Lys

val

45

ASp

TYr

ASp

Leu

gag
Glu

tac
Tyr
350
tce
Ser

cta
Leu

ccc
Pro

cct
Pro

Glu
ASD
30

AsSp
Gly
Asn

Trp

Pro
110

gcc
Ala
335

cag
Gln

cca
Pro

cca
Pro

cag
GIn

tce
ser
415

Leu

15

Thr

val

val

Ser

Leu

95

Ala

320
tgc
Cys

tce
Ser

cac
His

ety

cce
Pro
400

cag
Gln

Leu
Leu

Ser

Thr
80

Asn

Pro

1008

1056

1104

1152

1200

1248

1275



Ile

val

Ser

145

Glu

Pro

val

Met

Ser

225

Gly

Gtu

ASD

val

305

Pro

ser

Glu

Arg

Glu

Tyr

130

Leu

Trp

val

ASp

His

210

Pro

]
—t
el

GIn

Ala

GlIn

250

Ie

Asp

Phe

Ala

370

Lys

115

Thr

Thr

Glu

Leu

LYS

195

Glu

Gly

N
1]
3

val

His

275

Ser

Gin

Gly

Arg

His

Pro

Thr

Leu

cys

ser

ASp

Ser

Ala

LYS

His

Arg

260

Leu

Pro

Ile

Ala

Glu

340

Gly

Ala

Ite

Pro

Leu

Asn

165

Ser

Arg

Leu

Gy

Pro

245

Gin

Glu

Glu

Leu

L.eu

325

Leu

Leu

Pro

Ser

Pro

val

150

Gly

ASp

Trp

His

Arg

Ile

Ser

Gly

310

Tyr

Leu

Pro

Arg

Lys

ser

1335

Lys

GlIn

Gly

Gln

Asn

215

Gly

Tyr

Arg

Leu

295

val

Gly

Leu

Leu

A~1429_US_NP2_WO_PCT2_ST25

120

Arg

Gly

Pro

ser

GlIn

200

His

Gly

Leu

Glu

280

Leu

Lys

Ser

Glu

His

360

Pro

ASp

Phe

Glu

Phe

185

Gly

Tyr

Gly

n
[+
—3

Tyr

265

ASp

Gin

Thr

Leu

345

l.eu

Ala

Glu

Tyr

ASh

170

Phe

ASh

Thr

Ser

Gly

Leu

Ser

His

330

Gly

Pro

Arg

Page 85

L.eu

Pro

155

Ash

Leu

val

Gln

Gly

Pro

AsSp

Thr

Lys

315

Phe

Tyr

Gly

Phe

Thr

140

ser

Tyr

Tyr

Phe

Lys

220

Gly

Leu

Asp

val

Ala

300

Phe

Asp

Asnh

Asn

Leu
380

Lys

ASp

LyS

Ser

Ser

205

ser

Gly

Leu G

Ala

Gly

Leu

L.eu

Pro

val

Lys

365

Pro

Ala Lys Gly GlIn Pro Arg Glu
125

Asn

Ile

Thr

Lys

Cys

Leu

Ser

Gin

270

Gly

Lys

Cys

Glu

Tyr

350

Ser

Leu

Pro

Gln

Ala

Thr

175

Leu

Ser

Ser

Gly

1 Phe

255

Gin

Ala

Pro

Gln

Ala

335

GIn

Pro

Pro

Glin

val

val

1560

Pro

Thr

val

Leu

Thr

Ala

Gly

Arg

Cys

ser

His

Gly
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Leu Pro Pro Ala Pro Pro Giu Pro Pro Gly Ile Leu Ala Pro Gin Pro
385 350 395 400

Pro Asp val Gly Ser Ser Asp Pro Leu Ser Met val Ser pro Ser Gln
405 4 415

Gly Arg Ser Pro Ser Tyr Ala ser
420

<210> 78

<211> 1275

<212> DNA

<213> Artificial sequence

<220>
<223» Fc-L15-P171E

<220>
<221> CDS
<222> (1)..(1275)

<400> 78

atg gac aaa act Cac aca tgrt cca cct tgt cca gct ccg gaa cte Cctyg 48
Met Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu

i 5 10 15

gyg gga ccg tca gte tic cte tte ¢Cc c¢ca aaa ¢CcC aag gac acc ctc 96
Gly Gly Pro ggr val Phe Leu Phe SEO Pro Lys Pro Lys ggp Thr Leu

atg afc tcc cgt acc cct gag gtc aca tgc gtg gtg gtg gac gtg agc 144
Met Ile Ser Arg Thr Pro Glu val Thr Cys val val val Asp val Ser
35 40 45

caC gaa gac cct gag gtc aag ttc aac tygg tac gtg gac g%c gtg gag 192
His Glu Asp Pro Glu val Lys Phe Asn Trp Tyr g81 Asp Gly val Glu
50 55

gtg cat aat gcc aag aca aag ccg cgt gag gag cag tac aac age acg 240
g?I His Asn Ala Lys Tgr Lys Pro Arg Glu ggu GlIn Tyr Asn Ser Thr
7 80

tac cgt gtg gtc age gtc ctc acc gt¢ ctg cac cag gac tgg cig aat 288
Tyr Arg vVal val Ser val Leu Thr val Leu His GIn Asp Trp Leu Asn
85 90 95

g%c aag gag tac aag tgc aag gtc tcc aac aaa ¢gCcc Cctc cca gCce ccc 336
Gly Lys Glu Tyr Lys Cys Lys val Ser Asn Lys Ala Leu Pro Ala Pro
100 105 110

atCc gag aaa acc atc tcc aaa gec aaa ggg cag ccc cga gaa cca cag 384
ITe Glu Lys Thr Ile Ser Lys Aéa Lys Giy Gln Pro Arg Glu Pro Gln
115 120 125

gtg tac acc ¢tg CCC €ca tcC ¢gt gat gag Cctg acc aag aac cag gtc 432
val Tyr Thr Leu Pro Pro Sgg Arg Asp Glu Leuy Thg Lys Asn GIn val
130 1 14

age ctg acc tgc ctg gtc aaa g?c ttc tat ccc agce gac atc goc gtg 480
Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala val
145 150 155 160

gag tgg gag agc aat ggg cag ccg gag aac aathac aag acc¢ acg cct 528
Page



Glu

cCC
Pro

gt
Va

atg
Met

tct
Ser
225

ggt
Gly

oty

gaa
Glu

gac
Asp

gtt
val
305

CCa
Pro

age
ser

gaa
Glu

cgg
Arg

cty
Leu
385

cCccC
Pro

ggc
Gly

Trp

gt
Va

gac
ASp

cat
His
210

ccy
Pro

Gly

caa
Gln

gee
Ala

cag
Gln
290

att
Ile

gat
Asp

ttc
Phe

gce
Ala

gac
ASp
370

cce
Pro

gat
ASp

cga
Arg

Glu

cty
Leu

aag
Lys
195

gag
Glu

&y

tce
Ser

gtc
val

cac
His
275

agc
Ser

caa
Gin

cgg
Arg

cac
His
355

cct
Pro

ccc
Pro

agce
Ser

Ser

gac
ASD
180

agc
Ser

gctr
Ala

dda
Lys

cat
His

Cgg
Arg
260

ctg
Leu

cCcc
Pro

atc
Ile

gece
Ala

gag
Glu
340

Ty

gca
Ala

gca
Ala

oty

cce
Pro
420

Asn
165

tce
ser

cot
Arg

ctg
Leu

Gly

cca
Pro
245

cag
GIn

gag
Glu

gaa
Glu

ttg
Leu

ctg
Leu
325

cty
Leu

cte
Leu

ccc
Pro

CCC
Pro

tcc
ser
405

agc
Ser

Gly

gac
Asp

1gg
Trp

cac
H1s

&y
230

att
Ile

€gg
Arg

atc
Ite

agt
Ser

gga
Gly
310

tat
Tyr

crt
Leu

ceg
Pro

cga
APrg

ccy
Pro
390

tcg
Ser

tac
Tyr

aty

cag
Gln

aac
Asn
215

&y

CCa
Pro

tac
Tyr

agg
Arg

ctc
Leu
295

gtc
val

ety

ctt
L.eu

ctg
Leu

gga
Gly
375

gag
Glu

gac
Asp

gct
Ala

A-1429 US_NP2_WO_PCTZ2_8T25
Gin Pro Glu

tce
Ser

cag
GiIn
200

cac
His

&

gat
AsSD

ctc
Leu

gag
Glu
280

cty
Leu

aag
Lys

tcg
Ser

gag
Glu

cac
His
360

cca
Pro

cca
Pro

cct
Pro

tcc
ser

ttc
Fhe
185

&ty

tac
Tyr

&y

tct
Ser

tac
Tyr
265

gat
Asp

cag
Gin

aca
Thr

ctc
Leu

gac
Asp
345

Ctg
Leu

gct
Ala

ccc
Pro

ctg
Leu

taa

Asn
170

ttc
Phe

aac
Ash

acg
Thr

tct
ser

tct
Ser
250

aca
Thr

ctg
Leu

tCcC
Ser

cac
His
330

gga
Gly

cca
Pro

cgc
Arg

age
ser
410

Asn

Ctc
Leu

gtc
val

cag
Gin

ggr
Gly

235

cCa
Pro

gat
Asp

acg
Thr

daa
Lys

agg
Ar

315
Tt
Phe

tac
Tvr

tte
Phe

atc
Ile
395

atg
Met

Tyr

tac
TYyr

ttc
Phe
aag
Lys
220
ggt
Ay

tta
Leu

gat
Asp

gt
va

gcc
Ala
300

ttcC

g Phe

gac
Asp

aat
Asn

aac
Asn

ctg
Leu
380

ctg
Leu

gt
va

Page 87

Lys

agc
Ser

tca
Ser
205

agc
Ser

&y

tta
Leu

gce
Ala

ggg
Gly
285

ttg
Leu

ctg
Leu

cet
Pro

gtt
val

aag
LysS
365

cca
Pro

gce
Ala

gga
Gly

Thr

aag
Lys
180

tgc
Cys

ctc
L.eu

agce
Ser

caa
GlIn

cag
G1In
270

sty

aag
LYyS

tgc
Cys

gag
Glu

tac
Tyr
350
tee
ser

cta
Ley

CCC
Pro

gaa
Glu

Thr
175

ctc
Leu

tcc
Ser

tce
ser

M

ttcC
Phe
255

cag
GIn

gct
Ala

ccg
Pro

cag
Gln

gcc
Ala
335

cag
Gin

cCa
Pro

cca
Pro

cag
Gin

tcc
Ser
415

Pro

ace
Thr

ctg
Leu

&y
240

agg
Gly

aca
Thr

gct
Ala

Sty

cgyg
Arg
320

tgc
Cys

tce
ser

cac
His

Ty

cec
Pro
400

cag
Gln

576

624

672

720

768

816

864

912

G360

1008

1056

1104

1152

1200

1248

1275



<210>
<211>
<212>
<213>

<220>
<223>

<400>

79
424
PRT

Artificial sequence

Synthetic Construct

79

Met Asp Lys Thr
1

Gly

Met

val

65

Tyr

Gly

Ile

val

ser

145

Glu

Pro

val

Met

Ser
225

Gly

Ile

Glu

50

His

Arg

Lys

Glu

Tyr

130

Leu

Trp

val

Asp

His

210

Pro

Pro Ser
20

Ser Arg

35

Asp Pro

Asn Ala

val val

Glu Tyr

100

Lys Thr

Thr Leu

Thr Cys

Glu Ser

Leu Asp

Lys Ser

195

Giu Ala

Gly Lys

His Thr Cys
5

val

Thr

Glu

Lys

Ser

85

LysS

Pro

Leu

Asn

165

ser

Arg

Leu

Gly

Phe

Pro

val

Thr

70

val

Cys

ser

Pro

val

150

Gly

ASD

Trp

His

Gly

Leu

Glu

Lys

Leu

Lys

Lys

Ser

135

Lys

Gln

Gly

GIn

Asn

215

Gly

A-T429_US_NPZ2_WO_PCT2_ST25

Pro

Phe

val

40

Phe

Pro

Thr

val

Ala

120

Arg

Gly

Pro

sar

Gin

200

His

Gly

Pro

Pro

25

Thr

Asn

Arg

val

Ser

105

Lys

Asp

Phe

Glu

Phe

185

Gly

Tyr

Gly

Cys

10

Pro

Cys

Trp

Glu

Leu

90

AsSH

Gly

Glu

Tyr

Asn

170

Phe

Asn

Thr

Pro

Lys

va'l

Tyr

Glu

75

His

Lys

Glin

Leu

Pro

155

Asn

Leu

vai

Gln

Ala

Pro

val

val

60

Gln

Gln

Ala

Pro

Thr

140

Ser

Tyr

Tyr

rhe

Lys
220

ser Gly Gly

235

Page 88

Pro

Lys

val

45

ASp

Tyr

Asp

Leu

Asp

Lys

Ser

ser

205

Ser

Gly

Glu

Asp

30

Asp

Gly

Asn

Trp

Pro

110

Glu

Asn

Ile

Thr

LysS

190

Cys

Leu

Ser

L.eu

15

Thr

val

val

Ser

Leu

95

Ala

Pro

Gln

Ala

Thr

1735

L.eu

Ser

ser

Gly

leu

Leu

Ser

Glu

Thr

80

Asn

Pro

Gln

val

val

160

Pro

Thr

val

Leu

Gly



Gly

Gly

Glu

ASp

val

305

Pro

Ser

Glu

Arg

Leu

385

Pro

Gly

Gly

Gin

Ala

GlIn

290

Ile

Asp

Phe

Ala

ASp

370

Pro

ASp

Arg

<210>
<211>
<212>
<213>

<220>
<223>

<220>
<221>
<222>

<400
atg gac aaa act cac aca tgt cca cct tgt cca gct ccg gaa ctc ctg
Met Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu
1 5

Ser

val

His

275

Ser

Gin

Gly

Arg

His

Pro

Pro

val

ser

80
1275
DNA

His

Arg

260

Leu

Pro

Ile

Ala

Glu

340

Gly

Ala

Ala

Gly

Pro
420

Pro

245

GIn

Glu

Glu

Leu

ey

325

Leu

Leu

Pro

Pro

Ser

405

Ser

Ile

Arg

Ite

Ser

Gly

310

Tyr

Leu

Pro

Arg

Pro

390

Ser

Tyr

A-1428_US_NP2_WO_PCT2_ST25

Pro Asp Ser Ser Pro Leu Leu Gin

Tyr

Arg

Leu

295

val

Gly

Ley

Leu

Gly

GTu

AsSD

Ala

Artificial seguence

Fc-L15-P171H

(DS

(1)..(1275)

80

Leu

Glu

280

Leu

Lys

ser

Glu

His

360

Pro

Pro

Pro

Ser

Tyr

265

Asp

Gln

Thr

Leu

345

Leu

Ala

Pro

Leu

250

Thr

Gly

Leu

Ser

His

330

Gly

Pro

Arg

Gly

ser
410

10

Asp

Thr

Lys

Arg

315

rPhe

Tyr

Gly

Phe

Ile

395

Met

Asp

vai

Ala

300

Phe

ASp

Asn

AsSN

Leu

380

Leu

val

pPage 89

Ala

Leu

Pro

val

Lys

Pro

Ala

Gln

270

Gly

Lys

Cys

Glu

Tyr

350

ser

Leuy

Pro

Giu

Phe

255

GIn

Ala

Pro

GIn

Ala

335

Gln

Pro

Pro

Gln

Ser
415

15

Gly

Thr

Ala

Gly

Arg

320

Cys

Ser

His

Gly

Pro

400

Gln



oty

atg
Met

cac
His

gt
va
65

tac
Tyr

&ty

atc
Ile

gt
va

agc
Ser
145

gag
Glu

CcCC
Pro

gt
Va

atg
Met

tct
Ser
225

&ty
ety

Glu

gga
Gly

atc
Ile

gaa
Glu
50

cat
His

cgt
Arg

aag
LYS

gag
Glu

tac
Tyr
130

ctg

{ oy
ol

tgg
Trp

gt
va

gac
Asp

cat
His
210
ccy
Pro

gga
Gly

caa
Gin

gcc
Ala

ccg
Pro

tce
ser
35

gac
Asp

aat
Asn

gt
va

gag
Glu

aaa
Lys
115

ace
Thr

acc
Thr

gag
Glu

ctg
Leu

aag
Lys
195

gag
Glu

ggt

tCcC
Ser

gtc
val

cac
His
275

tca
Ser
20

cgt
Arg

cct
Pro

gcc
Ala

gtc
val

tac
Tyr
100

acc
Thr

ctg
Leu

tgc

Cys

agc
Ser

gac
Asp
180

agc
Ser

gct
Ala

ddd
Lys

cat
His

cgg
Arg
260

ctg
Leu

gtc
val

acc
Thr

aag
Glu

aag
Lys

agce
ser
85

aag
Lys

atc
Ile

cCcC
Pro

aat
Asn
165

tcc
Ser

cgt
Arg

ctg
Leu

cca
Pro
245

cag
Glin

Glu

ttc
Phe

Ccct
Pro

gtc
val

aca
Thr
70

gtc
val

tgc
Cys

tcc
ser

cca
Pro

gtc
val
150

9gg
Gly

gac
Asp

tgg
Trp

cac
His
gga
230

att
Ile

cgg
Arg

atc
Ile

ctc
Leu

gag
Glu

aag
Lys
55

aag
Lys

ctcC
Leu

aag
Lys

aaa
Lys

tee
ser
135

daqd

[ vs
LYS

cag
GIn

&ty

cag
Glin

aac
Asn
215

ggt
Gly

cca
Pro

tac
Tyr

agg
Arg

A-1429_uUS_NP2_WQ_PCTZ2_STZ25
CCC CCa aaa CCC aag
Pro Pro Lys Pro Lys

Ttc
rhe

gtc
val
40

tte
Phe

ccg
Pro

acc
Thr

gtc
val

gcc
Ala
120

cgt
Arg

ggc

Giv
RN

ccy
Pro

tee
Ser

cag
GIn
200

Cac
H1s

ggt
Gly

gat
Asp

ctc
Leu

gag
Glu
280

aca
Thr

aac
Asn

cgt
Arg

gtc
val

tec
Ser
105

aaa
LYS

gat
Asp

TicC
rha

Glu

tte
phe
185

ety

tac
TYFr

Gly

TCT
Ser

tac
Tyr
265

gat
Asp

tgc
cys

tgg
Trp

gag
Glu

cty
Leu
90

dac
Asn

tat

Tvr
14

aac
Asn
170

ttc
Phe

d4ac
Asn

acg
Thr

tct
Ser

rct
ser
250

aca
Thr

ety

gt
va

tac
Tyr

gag
Glu
75

cac
H1s

ada
Lys

cag
GIn

ctg
Leu

cce
Pro
155

aac
Asn

ctc
Leu

gtc
val

cag
Gin

ggt

235

cca
Pro

gat
Asp

acg
Thr

gt
va

gt
Va
60

cag
Gin

cag
Gin

gce
Ala

CCC
Pro

aCC
Thr
140

agc
Ser

tac
Tyr

tac
Tyr

ttc
Phe

aag
LysS
220

&ty

tta
Leu

gat
Asp

gt
va

Page 90

gtg
val
45

gac
Asp

tac
Tyr

gac
Asp

ctc
Leu

cga
APrg
125

aag
Lys

prgle:
3]

aag
Lys

agc
Ser

tca
ser
205

agc
ser

&y

tta
Leu

gcc
Ala

ggg
Gly
285

gac
Asp
30

gac
Asp

oty

aac
Asn

tgg
Trp

cca
Pro
110

gaa
Glu

aac
AsSn

atc
Ile

acc
Thr

aag
LyS
190

tgc
Cys

ctc
Leu

agc
Ser

caa
Gin

cag
Gin
270

3ty

acc
Thr

age
ser

ctg
Leu
95

gcce
Ala

cca
Pro

cag
Gin

gce
Ala

acyg
Thr
175

ctc
Leu

tcce
Ser

tcc
Ser

ttc
Phe
255

cag
Gln

gct
Ala

ctc
Leu

age
Ser

gag
Glu

acy
Thr
80

aat
Asn

CCC
Pro

cag
Glin

gtc
val

gt
va

160
cct
Pro

acc
Thr

gt
va

ctg
Leu

ggt
Gly
240

ety

aca
Thr

gct
Ala

96

144

192

240

288

336

384

432

480

528

576

624

672

720

768

816

864



gac cag
Asp GIn
290
gtt att
val ITe
305
cca gat
Pro Asp

age ttce
ser Phe

gaa gcc
Glu Ala

cgg gac
Arg Asp

370
ctg ccc
Leu Pro

cce gat
Pro Asp

C
v Arn
ty Arg

<210>
<21l>
<212>
<213>

<220>
<223>

<400>

Met Asp
1

Gly Gly
Met Ile

His Glu
50

val His
65

Tyr Arg

agc ccc gaa agt ctc
Sar Pro Glu Ser Leu
295

caa atc ttg gga gtc
Gln Ile Leu gé% val

ggg gcc ctg tat g?a
Gly Ala Leu Tyr Gly
325

cgg gag ctg ctt ctt
Arg Glu Leu Leu Leu
340

cac gygc cte ccg ctg
§1s Gly Leu Pro Leu
55

cct gca ccc cga g?a
pro Ala Pro Arg Gly
375

CCC gca ¢cC ccg gag
Pro Ala Pro Pro Glu
390

gtg g%c tcc tcg gac
val Gly Ser Ser Asp
405

Cga agc ccC age tac get

Ser Pro Ser Tyr Ala
420

81

424

PRT

Artificial Sequence

synthetic Construct
81
Lys Thr His Thr Cys
5

Pro Ser val Phe Leu
20

Ser Arg Thr Pro Glu

Asp Pro Glu val Lys

Asn Ala Lys Thr Lys
70

val val ser val Leu

A-1426_US_NPZ2_WO_PCTZ_ST25

ctg
Leu

aag
Lys

tcg
Ser

gag
Glu

cac
His
360
cca
Pro

cCa
Pro

cct
Pro

tcc
Ser

Pro

Phe

val

40

Phe

Pro

Thr

cag
Gin

aca
Thr

ctc
Leu

gac
Asp
345

ctg
L.eu

gct
Ala

cCC
Pro

ctg
Leu

taa

Pro

Pro

25

Thr

Asn

Arg

val

cty
Leu

tcc
Ser

cac
H1s
330

ety

cCa
Pro

cgc
ATgQ

2ty

agc
Ser
410

Cys
10

Pro
Cys

Trp

Glu

aaa
LYsS

agg
Arg
315

ttL
Phe

tac
Tyr

949
Gly

ttc
Phe

atc
Ile
395

atg
Met

Pro

Lys

vai

Tyr

Glu
75

gce
Ala
300
ttc
Phe

gac
Asp

aat
Asn

aac
Asn

ctg
Leu
380

ctg
Leu

gt
va

Ala

Pro

val

val

60

Gin

Leu His GIn
Page 91

ttg
Leu

ctg
Leu

cct
Pro

gtt
val

aag
LyS
365

cCa
Pro

gce
Ala

gga
Gly

Pro

Lys

val

45

Asp

TYr

AsSp

aag
Lys

tgc
cys

gag
Glu

tac
Tyr
350

Tcc
Ser

cta
Leu

CcCcC
Pro

cac
H1sS

Glu

Asp

30

Asp

Gly

Asn

Trp

ccg
Pro

cag
Gn

gcc
Ala
335

cag
Gin

cca
PTo

cCa
Pro

cag
Gln

tcc
Ser
415

Leu

15

Thr

val

val

ser

Leu

ety

cgg
Arg
320

tge
Cys

tcc
Ser

cac
H1s

ety

ccc
Pro
400

cag
GlIn

Leu
Leu
ser
Glu
Thr

80

Asn

912

960

1008

1056

1104

1152

1200

1248

1275



Gly

Ile

val

Ser

145

Glu

Pro

val

Met

Ser

225

Gly

Glu

AsSp

va'l

305

Pro

Ser

Glu

Lys

Glu

Tyr

130

l.eu

Trp

val

AsSD

His

210

Pro

Gly

Gin

Ala

GlIn

290

ASp

Phe

Ala

Thr

Glu

Leu

Lys

195

Glu

Gly

Ser

val

His

275

ser

GIn

Gly

Arg

His

Tyr

Thr

Leu

Cys

ser

Ala

Lys

Pro

Ile

Ala

Glu

340

Gly

85
Lys

Ile

Pro

L.eu

Asn

165

Ser

Arg

Ley

Gly

Pro

245

Gln

Glu

Glu

Leu

Leu

325

Leu

Leu

Cys

Ser

Pro

val

150

Gly

ASp

Trp

His

Arg

Ile

Ser

Gly

310

Tyr

Leu

Pro

A-1429_US_NP2_WO_PCT2_5T25

90

Lys val Ser Asn Lys Ala Leu
105

LYys

Ser

135

Lys

Glin

Gly

Gln

Asn

215

Gly

Pro

TYr

Arg

Leu

295

val

Gly

Leu

Leu

Ala

120

Arg

Gly

Pro

Ser

Gln

200

His

Gly

Asp

Leu

Glu

280

Ley

LYysS

Ser

Glu

His

Lys

Asp

phe

Glu

rhe

185

Gly

Tyr

Gly

ser

Tyr

Asp

Gin

Thr

Leu

ASp
345

Gly

Glu

Tyr

Asn

170

Phe

Asn

Thr

Ser

ser

250

Thr

Gly

lLeu

ser

His

330

Gly

Gln

Leu

Pro

155

AsSn

Lau

val

Glin

Gly

Pro

ASD

Thr

LYS

Arg

rhe

Tyr

Pro

Thr

140

Ser

Tyr

Tyr

Phe

220

Gly

Leu

ASp

val

Ala

300

Phe

Asp

Asn

Leu Pro Gly Asn
page 92

Arg

125

LYS

Asp

Lys

Ser

ser

205

Ser

Gly

Leu

Ala

Gly

L.eu

Leu

Pro

val

Lys

Pro

110

Glu

Asn

Ile

Thr

Lys

Cys

Leu

Ser

Gin

GlIn

270

Gly

Lys

Cys

Glu

Tyr

350

Ser

85

Ala

Pro

Gln

Ala

Thr

175

Leu

Ser

Ser

Gly

pPhe

255

Gin

Ala

Pro

GIn

Ala

Gln

Pro

Pro

Gin

val

val

160

Pro

Thr

val

Leu

Gly

240

Gly

Thr

Ala

Gly

Arg

320

Cys

Ser

His



A-1429_US_NP2_WO_PCT2_5725
355 360 365

Arg Asp Pro Ala Pro Arg Gly Pro Ala Arg Phe Leu Pro Leu Pro Gly
370 375 380

Leu Pro Pro Ala Pro Pro Glu Pro Pro Gly Ile Leu Ala Pro GlIn Pro
385 390 395 400

Pro Asp val Gly Ser Ser Asp Pro Leu Ser Met val Gly His Ser Gln
405 410 415

Gly Arg Ser Pro Ser Tyr Ala Ser
420

<210> 82

<211> 1275

<212> DNA

<213> Artificial sequence

<220>
<223> Fc-L15-pP1710Q

<220>
<221> CbS
<222> (1)..(1275)

<400> 82

atg gac aaa act cac aca tgt cca cCt tgt cca get ccg gaa cte ctg 48
Met Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu

1

[n)l

g%g g%a ccg tca gtc ttc ctc ttC ccc cca aaa ccc aag gac acc ctc 96
Gly Gly Pro Ser val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu
20 25 30

atg atc tcc cgt acc cct gag gtc aca tge gtg gtg gtg gac gtg agc 144
Met Ile ger Arg Thr Pro Glu VSi Thr Cys val val val Asp val Ser
5 4 45

cac gaa gac cct gag gtc aag ttc aac tgg tac gtg gac ggc gtg gag 192
His géu Asp Pro Glu val Lys Phe Asn Trp Tyr ga1 Asp Gly val Glu
55 0

gtg cat aat gcc aag aca aag €Ccg €gt gag gag cag tac aac agc acg 240
val His Asn Ala Lys Thr Lys Pro Arg Glu Glu G1n Tyr Asn Ser Thr
65 70 75 80

tac cgt gtg atc age gtc ctc acc gtc ctg cac cag gac tgy ctg aat 288
Tyr Arg val val ggr val Leu Thr val BSU His GIn Asp Trp Bgu Asn

g?c aag gag tac aag tgc aag gic tcc aac aaa gec ctc cca goo cco 336
Gly Lys Glu T%g Lys Cys Lys val Ser Asn Lys Ala Leu Pro Ala Pro
1 105 110

atc gag aaa acc atc TCC aaa gcc aaa ggg cag cCcC cga gaa cca cag 384
Ile Glu Lyg Thr tle Ser Lys Agg Lys Gly &lIn Pro Arg Giu Pro Gin
11 1 125

gtg tac acc ctg ccc cca tcc cgt gat gag Cctg acc aag aac cag gtc 432
val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gin val
130 135 140
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agc
Ser
145

gag
Giu

ccC
Pro

gt
Va

atg
Met

tct
Ser
225

&
Sty

aa
Tu

[alle;

gac
Asp

gtt
val
305

cca
Pro

agc
ser

gaa
Glu

€gg
Arg

ctg
l.eu
385

cccC
Pro

cty
Leu

tgg
Trp

gt
Va

gac
Asp

cat
His
210

ccy
Pro

ety

caa
Gln

Ala

cag
Gln
290

att
Ile

gat
AsSp

tte
Phe

gce
Ala

gac
Asp
370

CCC
Pro

gat
Asp

ace
Thr

gag
Glu

cty
Leu

aag
Lys
195

gag
Glu

&ty

tcc
Ser

gtc
val

cac
His
275
agc
sSer

cad
GlIn

3ty

€gg
Arg

cac
His
355

cct
Pro

CCC
Pro

tgc
Cys

agc
Ser

gac
ASp
180

agce
ser

gct
ala

aaa
Lys

cat
His

cgg
Arg
260

ctg
Leu

CCC
Pro

atc
Ile

gee
Ala

gag
Glu
340

Sty

gca
Ala

gca
Ala

ggc

ctyg
Leu

aat
Asn
165

tcc
Ser

cgt
Arg

ctg
Leu

oy

cca
Pro
245

cag
GIn

gag
Glu

gaa
Glu

ttg
Leu

ctg
Ley
325

cty
Leu

ctc
Leu

ccc
Pro

CCC
Pro

teo
Ser
405

gtc
val
150

ggg
Gly

gac
Asp

tgg
Trp

cac
H1s

gga
Gly
230

att
Ile

cgg
Arg

atc
Ile

agt
Ser

ety
310

tat
Tyr

Ctt
Leu

cey
Pro

cga
Al"g

cCy
Pro
390

tcg
Ser

aaa
Lys

cag
Gln

ety

cag
Gin

aac
Asn
215

ggt
Gly

cCa
Pro

Cctt
Leu

cty
Leu

&
375

gag
Glu

gac
ASp

A-1429_US_NP2_WO_PCT2._ST25

&ty

ccg
Pro

tcc
Ser

cag
Gin
200

cac
His

ggt
Gly

gat
Asp

ctc
Leu

gag
Glu
280

ctg
Leu

aag
Lys

tcg
ser

gag
Glu

cac
His
360

cca
Pro

cCa
Pro

cct
Pro

tte
Phe

gag
Glu

ttc
Phe
185

ety

tac
Tyr

ggt
Gly

tct
Ser

tac
TYr
265

gat
Asp

cag
Gln

aCa
Thr

ctc
Leu

gac
ASD
345

ctg
Leu

gct
Ala

cccC
Pro

cty
Leu

tat
Tyr

aac
Ash
170

Tttc
Phe

aac
Asn

acg
Thr

tCcC
Ser

cac
His
330

gga
Gly

cca
Pro

cgc
Arg

aly

agce
Ser
410

cee
Fto
155

d4dC
Asn

cte
Leu

gtc
val

cag
GIn

oty
235

cca
Pro

gat
ASp

acg
Thr

aaa
Lys

agg
ATg
315

Tttt
Phe

tac
Tyr

Sty

tiC
Phe

atc
Ile
395

atg
Met

agc
Ser

tac
Tyr

tac
Tvyr

ttc
Phe

aag
Lys
220

ggt
Gly

tta
Leu

gat
Asp

val

gce
Ala
300

TEC
Phe

gac
Asp

aat
Asn

aac
Asn

ctg
Leu
380

ctg
Leu

Page 94

gac
Asp

aag
LyS

agc
ser

tca
Ser
205

agc
ser

ctg
Leu

cCct
Pro

grt
val

aag
LYS
365

cca
Pro

gcce
Ala

gga
Gly

atc
Ile

acc
Thr

aag
Lys
190

£gce
Cys

cic
Leu

agc
Ser

aag

tgc
Cys

Glu

tac
Tyr
350

tce
Ser

cta
Leu

cCccC
Pro

cag
GIn

gce
Ala

acg
Thr
175

ctc
Leu

tcC
Ser

tcC
Ser

&

tte
Phe
255

cag
Gln

4

Ala

ccg
Pro

cag
Gln

gce
Ala
335

cag
GlIn

cca
Pro

cca
Pro

cag
Gln

tce
ser
415

gt
va
160

cct
Pro

aCC
Thr

ctg
Leu

&y
240

oty

aca
Thr

€gg
Arg
320

tgc
Cys

tcc
ser

cac
H1s

ggc
Gly

cce
Pro
400

cag
Gin

480

528

576

624

672

720

768

816

864

912

860

1008

1056

1104

1152

1200

1248



A-1429 _US_NP2_WO_PCT2_ST25

g%c cga agc ccc age tac gct tec taa
Gly Arg Ser Pro Ser Tyr Ala Ser
420

<210>
<211>
<Z212>
<213>

<220>
<223>

<400>

83
424
PRT

Artificial Seguence

synthetic Construct

83

Met Asp Lys
1

Gly

Met

His

val
65

Tyr

Gly

Ite

val

Ser

145

Glu

Pro

val

Gly

Ile

Glu

50

His

Arg

Lys

Glu

Tyr

130

Leu

Trp

val

Asp

Pro

Ser

35

Asp

Asn

vai

Glu

LysS

Thr

Thr

Glu

Leu

Thr

Ser

20

Arg

Pro

Ala

val

Tyr

100

Thr

Leu

Cys

Ser

Asp

ser

His Thr Cys
5

val

Thr

Glu

LYyS

Ser

85

Lys

Ile

Pro

Leu

Asn

165

ser

Arg

Phe

Pro

val

Thr

70

val

Cys

Ser

Pro

val

150

Gly

Asp

Trp

Leu

Glu

LYS

Leu

Lys

LYysS

ser

135

Lys

Gin

Gly

Gn

Pro

Phe

val

40

Phe

Pro

Thr

va'l

Ala

120

Arg

Gly

Pro

ser

Gln
200

Pro

Pro

25

Thr

Asn

Arg

val

Ser

105

Lys

ASp

phe

Glu

Phe

185

Gly

Cys

10

Pro

Cys

Trp

Glu

Leu

90

Asn

Gly

Glu

Tyr

Asn

170G

Phe

Asnh

Pro

LYS

val

Tyr

Glu

75

His

Lys

Gin

Leu

Pro

155

Asn

Leu

val

Ala

Pro

val

va'l

60

Gin

Glin

Ala

Pro

Thr

140

Ser

Tyr

Tyr

Phe

Page 95

Pro

LYyS

val

45

AsSp

Tyr

Asp

Leu

Arg

Lys

Asp

Lys

Ser

ser
2035

Glu

ASp

30

Asp

Gly

AsSh

Trp

Pro

110

Glu

Asn

Ile

Thr

Lys

190

Cys

Leu

15

Thr

val

val

Ser

Leu

95

Ala

Pro

GIn

Ala

Thr

175

Leu

ser

Leu

ey

Ser

Glu

Thr
80

Asn

Pro

val

val

160

Pro

Thr

val

1275



Met

ser

225

Gly

Gly

Glu

Asp

val

305

Pro

Ser

Glu

Arg

L.ey

385

Pro

Gly

His

210

Pro

Gly

GIn

Ala

Gin

290

ITe

Asp

Phe

Ala

AsSp

Pro

Asp

Arg

<210>
<211>
<212>
<213>

<220>
<223>

<220>
<221>
<222>

Glu

Gly

ser

val

His

275

Ser

Gln

Gly

Arg

Pro

val

Ser

84
1275
DNA

Ala

Lys

His

Arg

Leu

Pro

Ala

Glu

340

Gly

Ala

Ala

Gly

Pro
420

Leu

Gly

Pro

245

Gin

Glu

Glu

Leu

Leuy

325

Leu

Leu

Pro

Pro

Ser

405

Ser

His
Gly
2

Ile
Arg
Ile
sSer
Gly
310
Tyr
Leu
Pro
Arg
Pro
390

Ser

Tyr

215

Gly

Pro

Tyr

Arg

Leu

295

val

Gly

Leu

Leu

Gly

Glu

Asp

Ala

artificial Seguence

Fc-L15-P171T

cDS

(1..(1275)

Ajl429_US_NP2_WO_PCT2_ST25
Asn His Tyr Thr GIn Lys Ser Leu

Gly

ASp

Leu

Glu

280

Leu

Lys

Ser

Glu

His

360

Pro

Pro

Pro

ser

Gly

Ser

Tyr

265

Asp

Gin

Thr

Leu

ASp

Leu

Ala

Pro

Leu

Ser

Ser

250

Thr

Gly

Leu

Ser

His

330

Gly

Pro

Arg

Gly

ser
410

Gly

235

Pro

Asp

Thr

Lys

Arg

315

Phe

Tyr

Gly

Phe

Ile

395

Met

220

Gly

Leu

Asp

val

ala

300

Phe

Asp

Asn

Asn

Leu

380

Leu

val

Page 96

Gly

Leu

Ala

Gly

Leu

Leu

Pro

val

365

Pro

Ala

Gly

Ser

Gin

Glin

270

Gly

Lys

Cys

Glu

Tyr

350

ser

Leu

Pro

GIn

Ser

Gly

rhe

255

Glin

Ala

Pro

GIn

Ala

335

Gin

Pro

Pro

Gin

ser
415

Leu
Gly
2

Gly
Thr
Ala
Gly
Arg
320
Cys
ser
His
Gly
Pro

400

Gln



A-1429_US_NP2_WO_PCT2_ST25

<400> 84
atg gac aaa act cac aca tgt cca ¢Ct tgt cca gct <Cg gaa crc ctg 48
Met Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu
1 5 19 15
g$g g?a CCg tca gtc tic ¢tc titc ccc cca aaa €CC aag gac acc ctc 96
Gly Gly Pro Ser val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr lLeu
20 25 30
atyg atc tcc cgt acc cct gag gtc aca tgc gtg gtg gtg gac gtg age 144
Met Ile Ser Arg Thr Pro Glu val Thr Cys val val val Asp val Ser
35 40 45
cac gaa gac c¢ct gag gtc aag ttc aac tgg tac gtg gac g?c gtg gag 192
His Glu Asp Pro Glu val Lys Phe Asn Trp Tyr val Asp Gly val Glu
50 55 60
gtg cat aat gcc aag aca aag ccg cgt gag gag cag tac aac age acg 240
val His Asn Ala Lys Thr Lys Pro Arg Glu Glu GIn Tyr Asn Ser Thr
65 70 75 80
tac cgt gtg gtc agec gte ctc acc gtc Ctg cac cag gac tgg ctg aat 288
Tyr Arg val val ser val Leu Thr val Leu His Gln Asp Trp Leu Asn
85 90 95
g%c aag gag tac aag tgc aag gtc tcc aac aaa gec Ctc cca gee ccc 336
Gly Lys Glu Tyr Lys Cys Lys val Ser Asn Lys Ala lLeu Pro Ala Pro
100 105 1190
atc gag aaa acc atc tCc aaa gcc aaa ggg cag ccc cga gaa cca cag 384
Ile Glu Lys Thr I1e ser Lys Ala Lys Gly GIn Pro Arg Glu Pro Gln
115 120 125
gtg tac acc ctg CCC cca tCC Cgh gat gag Cctg acc aag aac cag gtc 432
val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln val
130 135 140
agc ctg acc tye ctg gtc aaa g?c ttc tat ccc agc gac atc gec grg 480
Ser teu Thr Cys Leu val Lys Gly Phe Tyr Pro Ser Asp Ile Ala val
145 156 155 160
gag tgg gag agc aat g%g cag ccg gag aac aac tac aag acc acg cct 528
Glu Trp Giu Ser Asn Gly GIn Pro Glu Asn Asn Tyr Lys Thr Thr pPro
165 170 175
cce gty ctg gac tcc gac g%c tee TTC TiC CEC tac age aag cic acc 576
Pro vVal Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr
180 185 190
gtg gac aag agc cgt tgg cag cag ggg aac gtc ttc tca tgc tcc gt 624
val Asp Lys Ser Arg Trp GIn Gln Gly Asn Val Phe Ser Cys Ser va
195 200 205
atg cat gag gCct ctg cac aac cac tac acg cag aag agc ctc tec ctg 672
Met His Glu Ala Leu HWis Asn His Tyr Thr GIn Lys Ser Leu Ser Leu
210 215 220
tct ccg got aaa g?t g?a g%t g%t ggt tct g%t ggt ggt agc ggt g%t 720
Ser Pro Gly Lys Gly Gly Gly Gly Gly Ser Gly Gly Gly Ser Gly Gly
225 230 235 240
ggt g%a TCC cat cca att cca gat tet tet cca tta tta caa tic g%g 768
Gly Gly Ser His pro ITe Pro Asp Ser Ser Pro Leu Leu Gin Phe Gly
245 250 255
ggc caa gtc cgg cag cgg tac ¢tc tac aca gat gat gcc cag cag aca 816

Gly GIn val Arg GIn Arg Tyr Leu Tyr Thr Asp Asp Ala Gin GlIn Thr
Page 97



gaa
Gtu

gac
Asp

gtt
val
305

cla
Pro

agce
Ser

gaa
Glu

cgg
Arg

ctg
Leu
385

ccc
Pro

Ty

gce
Ala

cag
Gin
290

att
Ile

gat
Asp

tte
Phe

gcc
Ala

gac
Asp
370

ccc
Pro

gat
Asp

cga
Arg

<210>
<211>
<21Z2>
<213>

<220>
<223>

<400>

cac
H1s
275
age
ser

caa
Gin

cgy
Arg

cac
His
355

cct
Pro

CcCcC
Pro

gty

agc
Ser

85

424
PRT
artificial seguence

260

ctyg
Leu

cCcC
Pro

atc
Ile

gcce
Ala

gag
Glu
340

ggc
Gly

gca
Ala

gca
Ala

ggc
Gly

cce
Pro
420

gag
Glu

gaa
Glu

ttg
Leu

ctg
l.eu
325

ctyg
Leu

ctc
Leu

cCcC
Pro

ccc
Pro

tee
Ser
405

agce
ser

atc
Ile

agt
Ser

oy
310

tat
Tyr

ctt
Leu

ccg
Pro

cga
Arg

ccg
Pro
390

tcg
Ser

tac
Tyr

agg
Arg

cte
Leu
295

gtc
val

gga
Gly

ctt
Leu

ctg
Leu

oy
375

gag
Glu

gac
AsSp

gct
Ala

Synthetic Construct
85

Met Asp Lys Thr His Thr Cys
1 5

Gly Gly Pro ggr val Phe Leu

met Ile Ser Arg Thr Pro Glu
35

His Glu Asp Pro Glu val Lys

50

35

A-1425 US_NP2_WO_PCT2_ST25

gag
Glu
280
ctg
Leu

aag
Lys

tcg
ser

gag
Glu

cac
His
360
cca
Pro

cca
Pro

cct
Pro

tcc
ser

Pro

Phe

val

40

Phe

265

gat
Asp

cag
Gln

aca
Thr

ctc
Leu

gac
Asp
345

ctg
Leu

gct
Ala

ccc
Pro

ctg
Leu

taa

Pro

Pro

25

Thr

Asn

ety

ctyg
Leu

tce
Ser

cac
His
330

&ty

CCa
Pro

cge
Arg

gga
Gly

agce
Ser
410

Cys
10
Pro

Cys

Trp

acg
Thr

ada
Lys

agg
Arg
315

Tttt
Phe

tac
Tyr

ety

ttc
Phe

ate
Ile
395

atg
Met

Pro
Lys
val

Tyr

gt
va

gcc
Ala
300
ttc
Phe

gac
Asp

aat
Asn

aacC
Asn

ctg
Ley
380

ctg
Leu

gt
va

Ala

Pro

va'

val
60
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&ty
285

tty
Leu

ctg
Leu

cct
Pro

gtt
val

aag
Lys
365

cCa
Pro

gcc
Ala

ety

Pro
Lys
va'l
45

ASp

270

ggc
Gly

aag
LyS

tgc
Cys

gag
Glu

tac
Tyr
350

tcc
Ser

cta
Leu

CCcC
Pro

act
Thr

Glu
ASp
30

Asp

Gly

gct
Ala

ceg
Pro

cag
Gin

gcce
Ala
335

cag
Gin

cca
Pro

cCa
Pro

cag
Gin

tcc
Ser
415

Leu

15

Thr

val

vali

gct
Ala

cgg
Arg
320

tgc
cys

tce
Ser

cac
His

ety

cec
Pro
400

cag
Gin

l.eu
teu

Ser

864

912

960

1008

1056

1104

1152

1200

1248

1275



val

65

Tyr

Gly

Ile

val

ser

145

Glu

Pro

val ,

Met

Ser

225

Gly

Glu

ASp

va'l

305

Pro

His

Arg

Lys

Glu

Tyr

Leu

Trp

val

His

210

Pro

Gly

Gin

Ala

Glin

290

Ile

ASp

Asn

val

Glu

Thr

Glu

Leu

Gly

ser

val

His

275

Ser

Gin

Gly

Ala

val

Tyr

100

Thr

Leu

Cys

Ser

Ala

LYys

His

Pro

Ie

Ala

Lys

Ser

85

Lys

Ile

Pro

Leu

Asnh

165

Ser

Leu

Gly

Pro

245

Glin

Glu

Glu

ey

Leu
325

Thr
70
val
Cys
Ser
Pro
val
150
Gly
Asp
Tro
His
Gly
2
Ile
Arg
I'le
Ser
Gly

310

Tyr

A-1429 _US_NP2_WO_PCT2_5T25

Lys Pro Arg Glu Glu GIn Tyr Asn
75

Leu

Lys

Lys

Ser

135

Lys

GTn

Asn

215

Gly

Pro

Tyr

Arg

Leu

295

val

Gly

Thr

val

Ala

120

Arg

Gly

Pro

Ser

Gly

Asp

Leu

Glu

280

Leu

LYyS

Ser

val

Ser

105

LYS

Asp

rhe

Glu

Phe

185

Gly

Tyr

Gly

Ser

Tyr

Asp

Gin

Thr

Leu

Leu

90

Asn

Gly

Glu

Tyr

ASh

170

Phe

Asn

Thr

ser

Ser

250

Thr

Gly

Leu

Ser

His
330

His

Lys

Gin

Leu

Pro

155

Asn

Leu

val

Gin

Gly

Pro

ASp

Thr

LYS

Arg

315

Phe

Gin

Ala

Pro

Thr

140

Ser

Tyr

Tyr

Phe

Lys

Gly

Leu

Asp

va'l

Ala

300

Phe

Asp

Page 99

Asp

Leu

Arg

Lys

Asp

Lys

Ser

Gly

Leu

Ala

Gly

Leu

Leu

Pro

Trp

Pro

110

Glu

Asn

Ile

Thr

Leu

Ser

Gln

Gln

270

Gly

LYyS

Cys

Glu

sSer

Leu

95

Ala

Pro

GIn

Ala

Thr

175

Leu

W
{D
3

Ser

Gly

Phe

255

Glin

Ala

Pro

Gin

Ala
335

Thr
80

Ash
Pro
GIn
val
val
160

Pro

Thr

Leu

Gly

240

Gly

Thr

Ala

Gly

Arg

320

Cys



Ser

Glu

Arg

Leu

385

Pro

Gly

Phe

Ala

Asp

370

Pro

ASp

Arg

<210>
<211>
<212>
<213>

<220>
<223>

<220>
<221>
<222>

<400>

atg
Met
1

ety

atg
Met

cac
H1s

gt
va
65

tac
Tyr

aty

atc

gac
Asp

gga
Gly

atc
Ile

gaa
Glu
50

cat
His

cgt
Arg

aag
Lys

gag

Arg

His

Pro

Pro

val

Sar

86
1275
DNA

Glu

340

Gly

ala

Ala

Gly

Pro
420

feu

Leu

Pro

Pro

Ser

405

Ser

Leu

Pro

Arg

Pro

390

Ser

Tyr

A~1429_US_NP2_WO_PCT2_ST25

Leu Glu Asp Gly Tyr Asn val

Leu

Gly

Glu

Asp

Ala

Artificial Sequence

FC-L15-P171Y

CDs
(..

86
adad
Lys

ccg
Pro

tee
ser
35

gac
AsSp

aat
Asn

gt
Va

gag
Glu

ddd

(1275)

act
Thr

tca
ser
20

cgt
Arg

cCct
Pro

gcce
Ala

gtc
val

tac
Tyr
100

acc

cac
H1s

gtc
val

accC
Thr

gag
Glu

aag
LYyS

agc
Ser
85

aag
Lys

atc

aca
Thr

TEC
Phe

cct
Pro

gtc
val

aca
Thr
70

gtc
va'

tgc
Cys

tcc

tgt
Cys

ctc
Ley

gag
Glu

aag
LYS
335

aag
LYS

ctc
Leu

aag
LyS

ada

His
360

Pro

Pro

Pro

Ser

cca
Pro

ttcC
Phe

gtc
val
40

ree
Phe

ceg
Pro

acc
Thr

gtc
val

gce

345

Leu

Ala

Pro

Leu

cct
Pro

cce
Pro
25

aca
Thr

aac
Asn

cgt
Arg

gtc
val

tece
ser
105

dad

Pro

Arg

Gly

ser
410

tgt
Cys
10

cca
Pro

tge
Cys

tgg
Trp

gag
Glu

ctyg
Leu
90

aac
Asn

gg9g

Gly

Phe

Ile
395

Met

cca
Pro

ada
Lys

gt
va

tac
Tyr

gag
Glu
75

cac
H1s

aaa
Lys

cag

Asn

Leu
380

Leu

val

gct
Ala

ccc
Pro

gt
va

gt
va
60

cag
Gin

cag
GlIn

gce
Ala

cca

Page 100

Ala

Gly

ccg
Pro

aag
Lys

at
va
45

gac
Asp

tac
Tyr

gac
Asp

ctc
Leu

cga

Tyr
350

Ser

Leu

Pro

Thr

gaa
Glu

gac
Asp
30

gac
Asp

daac
Asn

tag
Trp

cca
Pro
110

gaa

Gln

Pro

Pro

Glin

ser
415

cte
Leu
15

acc
Thr

gt
va

gtg

age
Ser

ctg
Leu
95

gcc
Ala

cca

Ser

His

Gly

Pro
400

Gin

ctyg
Leu

CtC
Leu

age
Ser

gag
Glu

acg
Thr
80

aat
Asnh

cCC
Pro

cag

48

86

144

192

240

288

336

384



age
ser
145

gag
Glu

CcCC
Pro

gt
Va

atg
MetT

tct
Ser
225

&y

oty

gaa
Glu

gac
Asp

gtt
val
305

cca
Pro

agc
ser

gaa
Glu

<gg
Arg

ctg

Glu

tac
TYr
130

ctg
Leu

tgg
Trp

gt
va

gac
Asp

cat
His
210

ccg
Pro

caa
Gln

acc
Ala

cag
GIn
290

att
Ile

gat
AsSp

tte
Phe

gcc
Ala

gac
Asp
370

CCccC

Lys
115

acc
Thr

acc
Thr

gag
Giu

ctg
Leu

aag
Lys
195

gag
Glu

&

tcc
ser

gte
val

cac
His
275

agc
Ser

Caa
Glin

3ty

€gg
Arg

cac
His
355

cCct
Pro

cCcC

Thr

ctg
Leu

tgc
Cys

agce
ser

gac
AsSD
180

agc
Ser

get
Ala

aaa
Lys

cat
His

cgg
Arg
260

ctg
Leu

CCC
Pro

atc
Tle

gce
Ala

gag
Glu
340

Sty

gca
Ala

gca

Ile

ccc
Pro

cty
Leu

aat
Asn
165

tcC
Ser

cgt
APg

ctg
Leu

cca
Pro
245

cag
Gln

gag
Glu

gaa
Glu

Tig
Leu

ctg
Leu
325

ctg
Leu

ctc
l.eu

ccc
Pro

cCC

Ser

cCa
Pro

gtc
val
150

ety

gac
ASp

tgg
Trp

cac
H1s

Q?a
Gly
230
att

Ile

cgg
Arg

atc
Ile

agt
Ser
gga
310
tat
Tyr

ctt
Leu

ccy
Pro

cga
Arg

ccg

tce
ser
133

dad
Lys

cag
Gin

cly

cag
Gln

aac
Asn
215

&y

cca
Pro

tac
Tyr

agg
Arg

ctc
Leu
295

gtc

y val

&ty

ctt
Ley

ctg
Leu

&y
375

gag

A-1429_US_NP2_WO_PCT2_5T25
Lys égg Lys Gly Gin Pro

cgt
Arg

&ty

ccy
Pro

tce
Ser

cag
Glin
200

cac
His

&y

gat
Asp

ctc
Leu

gag
Glu
280

ctg
Leu

aag
Lys

tcg
Ser

gag
Glu

cac
His
360

cca
Pro

cca

gat gag ctg

Asp

ttc
phe

gag
Giu

tte
Phe
185

ety

tac
Tyr

fct
ser

tac
Tyr
265

gat
Asp

cag
Gln

aca
Thr

ctc
Leu

gac
Asp
345

cty
Leu

gct
Ala

cCcC

Glu

tat
Tyr

aac
Asn
170

ttc
Phe

aac
Asn

acg
Thr

TCct
Ser

tct
ser
250

aca
Thr

ety

ctg
Leu

fcc
Ser

cac
His
330

&ty

cca
Pro

cgce
Arg

gga

Leu

cce
Pro
155
aac
Asn

ctc
Leu

gtc
val

cag
GIn
ggt
235
cea

Pro

gat
Asp

acg
Thr

aaa
Lys

agg
Ar

315
trt
Phe

tac
Tyr

3ty

ttc
phe

atc

acc
Thr
140

agc
ser

tac
Tyr

tac
Tyr

ttc
Phe

aag
Lys
220

ggt

y Gly

tta
Leu

gat
Asp

gt
Va

gce
Ala
300

TtcC

g Phe

gac
ASp

aat
Asn

aacC
Asn

ctg
Leu
380

ctg

Page 101

Arg
125

aag
Lys

gac
AsSp

aag
Lys

agc
Ser

tca
Ser
205

agc
Ser

&y

tta
Leu

gce
Ala

999
a1y
285
ttg

Leu

cty
Leu

cet
Pro

gtt
val

aag
LyS
365

cCa
Pro

gce

Glu

aac
Asn

atce
Ile

acc
Thr

aag
Lys
190

tgc
Cys

Cctc
Leu

agc
ser

caa
Glin

cag
GIn
270

ggc
Gly

aag
Lys

tgc
Cys

gag
Glu

tac
Tyr
350

tcc
Ser

cta
Leu

CCC

Pro

cag
Gin

gce
Ala

acg
Thr
175

ctc
Leu

tcc
Ser

tcc
Ser

&

ttc

Phe
p 14~

Lo

cag
Gin

get
Ala

ccy
Pro

cag
Gin

gcc
Ala
335

cag
Gin

cCa
Pro

cca
Pro

cag

gtc
val

gt
va
160

cct
Pro

acc
Thr

gt
va

ctyg
Leu

I
240

oty

aca
Thr

gct
Ala

oty

€gy
Arg
320

tgc
Cys

tcc
Ser

cac
His

oty

cCC

432

480

528

576

624

672

720

768

816

864

912

960

1008

1056

1104

1152

1200



Ley Pro Pro
385

cee gat gty
Pro Asp Vval
g%c cga agc
Gly Arg Ser
<210> 87
<21l> 424
<212> PRT
<213>

<220>

<223>

<4Q0> 87

Met Asp Lys
1

Gly Gly Pro

Met Ile Ser

35

Glu
50

His Asp

val His

65

Asn

Tyr Arg val

Gly Lys Glu

Ite Glu

val

Ser Thr

145

Glu Trp Glu

Pro val Leu

Ala

3ty

cce
Pro
420

Thr
Ser
20

Arg
Pro
Ala
val
Tyr
100
Thr
Leu
Cys

Ser

ASp

Pro

tee
ser
405

agce
ser

His
5
val
Thr
Glu
Lys
ser
85
Lys
ITe
Pro
Lei
Asn

165

ser

A-1429 US_NPZ2_WO_PCTZ2_STZ25
Pro Giu Pro Pro Gly Ile Leu Ala Pro Gln

390

teg gac cct ctg age
Ser Asp Pro Leu Ser

tac gct tece
Tyr Ala Ser

Artificial Sequence

Synthetic Construct

Thr Cys pro

Phe Leu Phe

val
40

Pro Glu

Phe

val

Thr
70

Pro

val Leu Thr

Cys Lys val

Ala
120

Ser Lys

Ser
135

Pro Arg

val
150

Lys Gly

Gly GIn Pro

Asp Gly Ser

taa

Pro

Pro

25

Thr

Asn

Arg

val

ser

105

LYyS

Asp

Phe

Glu

Pha
185

410

cys

Pro

Cys

rp

Glu

Leu

90

Asn

Gly

Glu

Tyr

Asn

170

Phe

395

atg gt
Met Va

gga tac tcc
Gly Tyr Ser
415

Pro Ala Pro Glu Leu

15

Lys Pro Lys Asp Thr

30

val val

45

val val Asp

val val

60

Tyr Asp Gly

Glu Gin

75

Tyr Asn Ser

Gln Leu

95

His Asp Trp

Ala Pro Ala

110

Lys Leuy

Gln Pro Arg Glu Pro

125

Thr
140

Leu Lys Asn Gin

Pro Ser Ile Ala

155

Asp

Thr
175

Asn Tyr Lys Thr

Leu Tyr Ser Lys Leu

Page 102

Pro
400

cag
Gin

Leu

Leu

Ser

Glu

Thr

80

AsSh

PIro

val

val

160

Pro

Thr

1248

1275



val

Met

Ser

225

Gly

Gly

Glu

ASD

val

305

Pro

Ser

Glu

Arg

L.eu

385

Pro

Gly

AsSp

His

210

Pro

Gly

Gin

Ala

GIn

290

Ile

Asp

Phe

Ala

370

Pro

Asp

Arg

<Z210>
<211>
<212>

<213>

<220>

Gly

Ser

val

His

275

Ser

Gin

Gly

Arg

His

355

Pro

Pro

val

Ser

88
1275
DNA

Ser

Ala

LYyS

His

Arg

260

Leu

Pro

Ile

Ala

Glu

340

Gly

Ala

Ala

Gly

Pro
420

Arg

Ley

Gly

Pro

245

Glin

Glu

Glu

Leu

Leu

325

Leu

Leu

Pro

Pro

ser

405

Ser

Trp

HMis

Gly

Ile

Arg

Ile

ser

Gly

310

Tyr

Leu

Pro

Arg

Pro

390

sSer

Tyr

Gln

Asn

215

Gly

Pro

Tyr

Arg

Leu

295

val

Gly

Leu

Leu

Gly

Glu

Asp

Ala

Artificial sequence

A-1429_US_NP2_WO_PCT2_ST25

GIn Gly Asn val Phe Ser Cys

200
His

Gly

Asp

L.eu

Glu

280

Leu

Lys

sSer

Glu

His

360

Pro

Pro

Pro

ser

Tyr

Gly

Ser

Tyr

265

Asp

Glin

Thr

Leu

ASp

345

Leu

Ala

Pro

Leu

Thr

Ser

Ser

250

Thr

Gly

Leu

Ser

His

330

Gly

Pro

Arg

Gly

ser
410

Glin

Gly

Pro

ASp

Thr

Lys

Arg

Phe

Tyr

Gly

Phe

Ile

395

Met

LysS

220

Gly

Leu

Asp

val

Ala

300

Phe

Asp

AsSn

AsSnh

Leu

380

Leu

val

" Page 103

205

Ser

Gly

Leu

Ala

Gly

Leu

Leu

Pro

val

Ala

Gly

Leu

Ser

Gin

GlIn

270

Gly

Lys

Cys

Glu

Tyr

350

Ser

Leuy

Pro

Tyr

Ser

Ser

Gly

Phe

255

Glin

Ala

Pro

GIn

Ala

335

Gin

Pro

Pro

Gin

ser
415

val

L.eu

Gly

Thr

Ala

Gly

Arg

Cys

ser

His

Gly

Pro

400

Glin



<223>

<220>
<221>
<222>

<400>

atg
Met
1

oty

atg
Met

cac
His

agc
ser
145

gag
Glu

cCC
Pro

gt
va

atg
Met

tct
Ser
225

gac
Asp

oty

atc
Ile

gaa
Glu
50

cat
His

cgt
Arg

aag
LYS

gag
Glu

tac
Tyr
130

ctg
Leu

tgg
Trp

gt
va

gac
Asp

cat
H1s
210

ccg
Pro

Fc-L15-P171G

CDS
(1)..

88
aaa
Lys

ccy
Pro

tce
ser
35

gac
Asp

aat
Asn

gt
Va

adaad
Lys
115

acc
Thr

acc
Thr

gag
Glu

ctg
L.eu

aag
LYyS
195

gag
Glu

&

(1275)

act
Thr

tca
ser
20

cgt
Arg

cct
Pro

acc
Ala

gtc
val

tac

T s

100

ace
Thr

ctg
Leu

tgc
Cys

agc
Ser

gac
Asp
180
agce
Ser

gct
Ala

aaa
Lys

cac
His

gtc
val

acc
Thr

gag
Glu

aag
Lys

age
Ser
85

aag
LYS

ate
Ile

ccC
Pro

cty
lLeu

aat
Asn
165

tce
ser

cgt
Arg

ctg
Leu

&

aca
Thr

ttC
Phe

cCct
Pro

gtc
val

aca
Thr
70

gtc
va'l

tgcC
Cys

tcc
Ser

cca
Pro

gtc
val
150

ety

gac
ASD

tgg
Trp

cac
H1s

&
230

tgt
cys

ctcC
Leu

gag
Glu

aag
LYS
53

aag
LYyS

ctC
Leu

daag
LY5S

daaa
Lys

tce
ser
135

aaa
LYS

cag
Gin

cag
Gln

aac
Asn
215

ggt
Gly

A-1429_US_NP2_WO_PCTZ2_ST25

cca
Pro

ttc
Phe

gtc
val
40

tTtC
Phe

ccy
Pro

ccg
Pro

tce
Ser

cag
Gin
200

cac
H1s

cct
Pro

cce
Pro
25

aca
Thr

dac
Asn

cgt
Arg

gtc
vai

tcce
ser
105

dada
Lys

gat
AsSpD

tre
Phe

gag
Glu

tte
rhe
185

31y

tac
Tyr

&ty

tgt
Cys
10

cca
Pro

tgc
Cys

tog
Trp

gag
Giu

ctg
Leu
90

aacC
ASnh

3y

gag
Glu

tat
Tyr

aac
Asn
170

ttC
Phe

aac
Asn

acg
Thr

tct
ser

cCa
Pro

dad
Lys

gt
va

tac
Tyr

gag
Glu
75

cac
H1s

add

1 v
LYS

cag
GlIn

ctg
Leu

cce
Pro
155

aac
Asn

ctc
Leu

gtc
val

cag
Glin

&y
235

gct
Ala

CCC
Pro

acc
Thr
140

agce
Ser

tac
Tyr

tac
Tyr

ttcC
Phe

aag
Lys
220

&y

Page 104

ccg
Pro

aag
LYS

gt
va
45

gac
Asp

tac
Tyr

gac
Asp

ctc
Leu

cga
Arg
125

aag
LysS

gac
Asp

aag
Lys

agce
Ser

tca
ser
205

age
ser

&y

gaa
Glu

gac
Asp
30

gac
Asp

ggc

aac
Asn

g9
Trp

CcCa

110
gaa
Glu

aac
Asn

arc
Ile

accC
Thr
aag
LYS
190
tgc
Cys

ctc
Leu

agc
ser

cte
Leu
15

acce
Thr

at
va

acg
Thr
175

ctc
Leu

tcc
Ser

tccC
Ser

&

cty
Leu

ctc
Leu

agc
ser

gtc
val

gt
va
160

cct
Pro

acc
Thr

ctg
Leu

ggt
Giy
240

48

96

144

192

240

288

336

384

432

480

528

576

624

672

720



gaa
Glu

gac
Asp

gtt
val
305

cca
Pro

age
ser

ctg
Leu
385

ccC
Pro

sty

oty

caa
Gln

gce
Ala

cag
Gln
290

att
Ile

gat
AsSp

tte
Phe

gat
Asp

cga
Arg

<210>
<211>
<212>
<213>

<220>
<223>

<400

tcc
Ser

gtc
val

cac
His
275

age
ser

caa
Glin

&ty

€gg
Arg

cac
His
355

cCct

D
E B

CcCcC
Pro

gt
va

agce
Ser

89
424
PRT

cat
His

cag
Arg
260

ctg
Leu

ccc
Pro

ate
Ile

gce
Ala

gag
Glu
340

Ty

gea
Ala

gca
Ala

cce
Pro
420

cca
Pro
245

cag
Gn

gag
Glu

gaa
Glu

ttg
Leu

ctg
Leu
325

ctg
Leu

tec
ser
405

age
ser

att
Ite

cgg
Arg

atc
Ile

agt
Ser

gga
Gly
310
tat
Tyr

ctt
Leu

ccg
390
tcg
Ser

tac
TYr

cca
Pro

tac
Tyr

agg
Arg

ctc
Leu
295

gtc
val

gga
Gly

ctt
Leu

ctg
Leu

&5
375

gag
Glu

gac
Asp

gct
Ala

Artificial Sequence

synthetic Construct

89

A-1429_US_NP2_WO_PCT2_ST25
tct tct cca tta tta caa ttc
Ser Ser Pro Leu Leu Gln Phe

gat
Asp

ctc
Leu

gag
Ghu
280

cty
Leu

aag
Lys

tcg
Ser

cct
Pro

tcc
Ser

Met Asp Lys Thr His Thr Cys Pro
1 5

Gly Gly Pro ser val phe Leu Phe
20

tac
Tyr
265

gat
Asp

cag
Gln

aca
Thr

ctc
teu

gac
ASp
345

cty
Leu

gct

Ala

AT

cCco
Pro

cty
Leu

taa

Pro

250

aca
Thr

ety

ctyg
Ley

tcC
Ser

cac
H15s
330

agz
Gly

cca
Pro

cgc
Arg

oty

age
Ser
410

gat
AsSp

acg
Thr

aaa
Lys

agg
Arg
315

Tttt
rhe

tac
Tyr

i
pha

atc
Ile
395

atg
Met

gat
Asp

gt
Va

gcc
Ala
300

tte
Phe

gac
Asp

aat
Asn

aac
Asn

ctyg
Ley

380

ctg
Leu

gtg

gce
Ala

999
&ty
285
ttg

Leu

ctyg
Leu

cct
Pro

gtt
val
aag
LysS
365
cca

Drn
L Y

gce
Ala

&ty

Cys Pro Ala Pro
10

Pro Pro LyS Pro Lys

Met ITe Ser Arg Thr Pro Glu val Thr Cys val val vai
Page 105

255

cag cag
Gin GIn
270

g?c gct
Gly Ala

aag ccg
LyS Pro

tgc cag
Cys Gln

gag gcc
Glu Ala
335

tac cag
Tyr GIn
350

tCcc cca
Ser Pro

cta cca
Leu Pro

cCe cag
Pro Gin

g?t tce
Gly ser
415

Glu Leu
15

Asp Thr
30

Asp val

sy

aca
Thr

gct
Ala

Ccgg
Arg
320

tgc
Cys

tcc
Ser

cac
H1S

ety

ccc
Pro
400

cag
Glin

L.eu
Leu

sSer

768

816

864

912

960

1008

1056

1104

1152

1200

1248

1275



His
val

65

Tyr

Ile

val

ser

145

Glu

Pro

val

Met

ser

225

Gly

Gly

Glu

Asp

val

Glu

50

His

Arg

Lys

Glu

TYr

130

Leu

Trp

val

Asp

His

210

Pro

Gly

Gln

Ala

Glin

290

ITe

35

ASp

Asn

val

Glu

Thr

Glu

Leu

Gly

Ser

val

His

275

Ser

Gln

Pro

Ala

val

Leuy

Cys

ser

Ala

Lys

His

Arg

260

Leu

Pro

Ile

Glu

Lys

ser

85

Lys

Ite

Pro

Leu

Asn

165

Ser

Arg

Leu

Gly

Pro

245

Gln

Glu

Glu

Leu

val

Thr

70

val

Cys

ser

Pro

val

150

Gly

ASp

Trp

His

Gly

Ile

Arg

Ile

ser

Gly

A-1429_US_NP2_WO_PCT2_5T725

40

Lys Phe Asn Trp Tyr val Asp Gly val
55 60

LYysS

Leu

Lys

Lys

ser

135

Lys

Gin

Gly

Glin

Asn

215

Gly

Pro

Tyr

Arg

L.eu

295

val

Pro

Tht

val

Ala

120

Arg

Gly

Pro

Ser

Glin

200

His

Gly

Asp

Leu

Glu

280

L.eu

Lys

Arg

val

Ser

105

Lys

Asp

Phe

Glu

Phe

185

Gly

Tyr

Gly

Ser

Tyr

265

Asp

Glin

Thr

Glu

Leu

90

Asn

Gly

Glu

Tyr

Asn

170

Phe

Ash

Thr

Ser

Ser

250

Thr

Gly

Leu

Glu

75

His

Lys

Gin

Leu

Pro

155

Asn

Leu

val

GlIn

Gly

Pro

Asp

Thr

Lys

Gin

Gn

Ala

Pro

Thr

140

Ser

Tyr

Tyr

Phe

Leu

Asp

val

Ala
300

ser Arg Phe
Page 106

Tyr

Asp

Leu

Arg

Lys

Asp

Lys

ser

Ser

205

Ser

Gly

Leu

Ala

Gly

Leu

Leu

Asn

Trp

Pro

110

Glu

Asn

Ile

Thr

Lys

190

Cys

Leu

Ser

Gln

GIn

270

Gly

Lys

Cys

Ser

Leu

95

Ala

Pro

Gin

Ala

Thr

175

Leu

Ser

Ser

Gly

pPhe

255

Gln

Ala

Pro

Glin

Glu

Thr

80

Asnh

Pro

Gin

val

val

160

Pro

Thr

val

Leuy

Gly

Gly

Thr

Ala

Gly

Arg



305

Pro

Ser

Glu

Arg

Leu

385

Pro

Gly

Asp

Phe

Ala

Asp

370

Pro

ASp

Arg

<210>
<211>
«<212>
<213>

<220>
<223>

<220>
<221>
<222>

<400>

atg
Met
1

gag
Gly

atg
Met

cac
H15

gtg
va
63

tac
Tyr

gac
Asp

oty

ate
Ile

gaa
Glu
50

C@t
H1s

cgt
Arg

Gly

Arg

His

355

Pro

Pro

val

ser

90
1275
DNA

Artificial

Ala

Glu

340

Gly

Ala

Ala

Gly

Pro
420

Leu

325

Leu

Leu

Pro

Pro

sSer

405

Ser

FC-L15-P171S

cDs
..

90
aaa
Lys

cCg
Pro

tece
ser
35

gac
ASp

aat
AsD

Val

(1275)

act
Thr

tca
Ser
20

cgt
Arg

cct
Pro

gcce
Ala

gtc
val

cac
H1s
5

gtc
val

acc
Thr

gag
Glu

aag
Lys

age
Ser
85

310

Tyr

Leu

Pro

Arg

Pro
390

Ser

Tyr

aca
Thr

Ttc
Phe

cct
Pro

gte
val

aca
Thr
70

gtc
val

A-1429 US_NPZ2_WO_PCT2_ST25

Gly Ser Leu His

Leu

L.eu

Gly

Glu

Asp

Ala

Sequence

tgt
cys

ctc
Leu

gag
Glu

aag
LyS
55

aag
Lys

ctc
Leu

Glu

His
360

Pro

Pro

Pro

Ser

cca
Pro

ttc
phe

gtc
val
40

tte
Phe

ccg
Pro

acc
Thr

Asp
345

L.eu

Ala

Pro

Leu

cct
Pro

cce
Pro
25

aca
Thr

aac
Asn

cgt
Arg

gtc
val

330

Gly

Pro

Arg

Gly

ser
410

tgt
Cys
10

cca
Pro

tgc
Cys

tgg
Trp

gag
Glu

ctg
Leu
90

Phe Asp Pro Glu

Tyr

Gly

Phe

Tle
395

Met

cCa
Pro

ada
Lys

gt
va

tac
Tyr

gag
Glu
75

cac
His

Asn

Asn

Leu
380

Leu

val

gct
Ala

CCC
Pro

gt
va

gtg
val
60

cag
GIn

cag
Gln

Page 107

val

Ala

Gly

ccg
Pro

aag
Lys

gtg
val
45

gac
Asp

tac
Tyr

gac
Asp

Tyr
350

ser
Leu
Pro

Gly

gaa
Glu

gac
Asp
30

gac
Asp

ety

4ac
Asn

tgg
TFp

Ala
335

Gln

Pro

Pro

GlIn

ser
415

ctc
Leu
15

acc
Thr

agc
Ser

ctyg
Leu
95

320

Cys

Ser

His

Gly

Pro
400

Gln

ctg
Leu

ctc
Leu

agc
ser

gag
Glu

acg
Thr
80

aat
Asn

48

96

144

192

240

288



ety

atc
Tie

gt
va

agc
Ser
145

gag
Glu

cCcC
Pro

gt
Va

atg
Met

tct
Ser
225

&ty
STy

gaa
Glu

gac
ASp

gtt
val
305

cca
Pro

agce
ser

gaa
Glu

aag
Lys

gag
Glu

tac
Tyr
130

ctg
Leu

tgg
Trp

gt
Va

gac
Asp

cat
His
210

ccg
Pro

sty

caa
Gln

gcc
Ala

cag
Gin
290

att
Ile

gat
ASp

ttcC
Phe

gcc
Ala

gag
Glu

aaa
Lys
115
ace
Thr

acc
Thr

gag
Glu

cty
Leu

aag
LysS
195

gag
Glu

&

tcc
Ser

gtc
val

cac
His
275
agce
ser

caa
Gin

ety

€gg
Arg

cac
His
355

tac
Tyr
100

acc
Thr

ctg
Leu

tgc
Cys

agce
ser

gac
AsSp
180

agc
ser

gct
Ala

aaa
Lys

cat
H1s

€gg
Arg
260

ctg
Leu

cCo
Pro

atc
Ile

gcc
Ala

gag
Glu
340

ggce
Gly

aag
LysS

atc
Tie

CcCC
Pro

ctg
Leu

aat
Asn
165

tcc
ser

cgt
Arg

cty
Leu

&y

cca
Pro
245

cag
GIn

ttg
Leu

ctg
iLeu
325

ctg
l.eu

ctce
Leu

tge
Cys

tce
Ser

cca
Pro

gtc
val
150

3ty

gac
Asp

tgg
Trp

cac
H1s

gga
Gly
230

att
Ile

€gg
AFg

ate
Ile

agt
ser

goa
&ty
310
tat
Tyr

Ctt
l.eu

ceqg
Pro

aag
Lys

adad
Lys

tce
Ser
135

ddad
Lys

cag
GIn

ety

cag
Gln

aac
Asn
215

ggt
Gly

cCa
Pro

tac
Tyr

agg
Arg

ctc
Leu
295

gtc
val

&ty

ctt
L.eu

cty
Leu

A~1429_US_NP2_WO_PCT2_ST25

gtc
val

gce
Ala
120

cgt
Arg

ety

ceg
Pro

tcc
Ser

cag
GIn
200

cac
His

ggt
Gly

gat
Asp

ctc
t.eu

gag
Glu
280

ctg
Ley

aag
LysS

tcg
Ser

gag
Glo

cac
His
360

tee
ser
105

ada
Lys

gat
Asp

tte
Phe

gag
Glu

ttc
Phe
185

&ty

tac
Tyr

ggt
Gly

tct
Ser

tac
Tyr
265

gat
ASp

cag
Gln

aca
Thr

cte
Leu
gac
Asp
345

cty
Ley

dac
Asn

4t

gag
Glu

tat
Tyr

aac
Asn
170

tte
Phe

aacC
Asn

acg
Thr

tct
ser

tct
Ser
250

acd
Thy

ety

ctg
Leu

tcc
ser

cac
His
330

gga
Gly

cca
Pro

aaa
Lys

cag
Glin

ctyg
L.eu

cce
Pro
155

aac
Asn

ctc
Leu

gtc
val

cag
GIn

gyt

Gly
235

cca
Pro

gat
Asp

acg
Thr

aaa
Lys

agg
Arg
315

ttt
Phe

tac
Tyr

&ty

gcce
Ala

ccC
Pro

acc
Thr
140

agc
ser

tac
Tyr

tac
TYr

ttc
Phe

aag
Lys
220

ggt
Gly

tta
Leu

gat
Asp

gty
val

gcce
Ala
300

ttcC
rhe

gac
Asp

aat
Asn

aac
Asn

Page 108

ctc
Leu

cga
Arg
125

aag
LYS

gac
Asp

aag
LysS

agc
ser

tca
ser
205

agc
Ser

Gly

tta
Leu

gcc
Ala

&y
285

ttg
Leu

ctg
Leu

cct
Pro

gtt
val

aag
LysS
365

cca
Pro
110

gaa
Glu

dacC
Asn

atc
Ie

acc
Thr

aag
Lys
190

tgc
Cys

ctc
Leu

age
Ser

caa
Gin

cag
Gin
270

3ty

aag
LYyS

tgc
cys

gag
Glu

tac
Tyr
350

tcc
Ser

gee
Ala

cca
Pro

cag
Gin

gcce
Ala

acg
Thr
175

ctc
Leu

tcc
Ser

tcc
ser

&y

ttcC
Phe
255

cag
Gin

get
Ala

ccy
Pro

cag
Gln

gcc
Ala
335

cag
Gin

cca
Pro

ccc
Pro

cag
Glin

gtc
val

gt
Va
160

cCt
Pro

ace
Thr

gt
va

ctyg
L.eu

ggt
240

&ty

aca
Thr

gct
Ala

oty

€99
Arg
320

tgc
Cys

tcc
Ser

cac
H1s

336

384

432

480

528

576

624

672

720

768

816

864

912

960

1008

1056

1104



€gg
Arg

ctg
Leu
385

CCcC
Pro

&y

gac
ASp
370

cccC
Pro

gat
Asp

cga
Arg

<210>
<211>
<212>
<213>

<220>
<223>

<400>

cCcr
Pro

CcC
Pro

gt
va

agce
Ser

91
424
PRT

gca
Ala

gca
Ala

ggc
Giy

cce
Pro
420

ccc
Pro

CcCcC
Pro

tce
Ser
405

agc
ser

cga
Arg

ceg
Pro
390

tcg
Ser

tac
TYr

&ty
375

gag
Glu

gac
Asp

gct
Ala

Artificial sequence

Synthetic Construct

91

Met ASp Lys
1

Gly

Met

val

65

Tyr

Gly

Ile

val

ser
145

Gly

Tle

Glu

50

His

Arg

Lys

Glu

Tyr

130

Leu

Pro

Ser

35

Asp

Asn

val

Glu

Lys

115

Thr

Thr

Thr

ser

20

Arg

Pro

Ala

val

Tyr

100

Thr

Leu

Ccys

His

5

val

Thr

Glu

Lys

Ser

85

Lys

Ile

Pro

Leu

Thr

Phe

Pro

val

Thr

70

va'l

cys

Ser

Pro

val
150

Cys

Leu

Glu

Leu

Lys

Lys

Ser

135

Lys

A-T429_US_NPZ2_WO_PCT2_5T25

cca
Pro

cCa
Pro

cct
Pro

tcc
ser

Pro

Phe

val

40

Phe

Pro

Thr

val

Ala

120

Arg

Gly

gct
Ala

ccc
Pro

ctg
Leu

taa

Pro

Pro

25

Thr

Asn

Arg

val

Ser

105

LYS

Asp

Phe

cgc
Arg

ety

agc
ser
410

Cys
Trp
Glu
ey
90

Asn
Gly

Glu

Tyr

tic
Phe

atce
Ile
395

atg
Met

Pro

Lys

val

Tyr

Glu

75

His

Lys

Gin

Leu

Pro
155

ctg
l.eu
380

ctg
Leu

gt
va

Ala

Pro

val

val

60

Gin

GlIn

Ala

Pro

Thr

140

Ser

page 109

cca
Pro

gce
Ala

ety

Pro
Lys
val
45

AsSp
Tyr
Asp
Leu
Arg

Lys

ASp

Cta
Leu

cCC
Pro

tct
Ser

Glu

ASp

30

Asp

Gly

Asn

Trp

Pro

110

Giu

Asn

Ile

cca
Pro

cag
GlIn

tcc
ser
415

Leu

15

Thr

val

val

sSer

Leu

95

Ala

Pro

GlIn

Ala

ggc
Gly

cce
Pro
400

cag
Gin

Leu

l.eu

ser

Thr

80

Asn

Pro

Gin

val

val
160

1152

1200

1248

1275



Glu

Pro

val

Met

Ser

225

Gly

Gly

Glu

Asp

val

305

Pro

ser

Glu

Arg

Leu

385

Pro

Gly

Trp

val

AsSp

His

210

Pro

Gly

GlIn

Ala

Glin

290

Ile

Asp

Phe

Ala

370

Pro

ASp

Arg

Glu

Leu

LyS

Glu

Gly

Ser

val

His

275

Ser

Gin

Gly

Arg

His

355

Pro

Pro

val

Ser

Ser

Asp

180

ser

Ala

Lys

His

Pro

Ile

Ala

Glu

340

Gly

Ala

Ala

Gly

Pro
420

Asn

165

sSer

Arg

Leu

Gly

Pro

245

Gin

Glu

Glu

Leu

Leu

325

Leu

Leu

Pro

Pro

ser

405

Ser

Gly

Asp

Trp

His

Gly

Ile

Arg

Ile

ser

Gly

310

Tyr

Leu

Pro

Arg

Pro

390

Ser

Tyr

Gly

Gin

Asn

215

Gly

Pro

Tyr

Arg

Leu

295

val

Gly

Leu

Leu

Gly

clu

Asp

Ala

A-1429_US_NP2_WO_PCT2_5T25
Gln Pro Glu Asn Asn Tyr Lys Thr

Ser

GIn

200

His

Gly

ASp

iLeu

Glu

280

Leu

Lys

Ser

Glu

His

360

Pro

Pro

Pro

Ser

Phe

185

Gly

Tyr

Gly

ser

Tyr

265

Asp

Gin

Thr

Leu

ASp

345

Leu

Ala

Pro

Leu

170

Phe

Asn

Thr

Ser

ser

250

Thr

Gly

Leu

Ser

His

330

Gly

Pro

Arg

Gly

ser
410

Leu

val

G1n

Gly

Pro

ASD

Thr

Lys

TY"P

Gly

rhe

Ile

395

Met

Tyr

Phe

220

Gly

Leu

ASp

val

Ala

300

Phe

ASp

Asn

Asn

Ley

380

L.eu

val

page 110

Ser

Ser

205

ser

Gly

Leu

Ala

Gly

Leu

Leu

Pro

val

Ala

Gly

Lys

190

Cys

Leuy

Ser

Glin

Gln

270

Gly

Lys

Cys

Glu

Tyr

350

Ser

Ley

Pro

ser

Thr

175

Leu

Ser

Ser

Gly

rhe

255

Gin

Ala

Pro

Gin

Ala

335

Gn

Pro

Pro

Gln

ser
415

Pro

Thr

val

Leu

Gly

240

Gly

Thr

Ala

Gly

Arg

320

Cys

Ser

Gly

Pro
400

Gin



<210>
<211>
<212>
<213>

<220>
<223>

<220>
<221>
<222>

<400>

92

1275

DNA,

Artificial Sequence

Fc-L15-P171W

CDs
(1)..€1275)

92

atg
Met

&ty

atg
Met

' cac
His

gt
va
65

tac
Tyr

&ty

atc
Ile

gt
Va

agce
ser
145

gag
Glu

ccc
Pro

gt
va

atg
Met

gac
Asp

ety

atc
Ile

gaa
Glu
50

cat
His

cgt
Arg

aag
LYS

gag
Glu

tac
TYr
130

ctg
Leu

tgg
Trp

gt
Va

gac
Asp

cat
His

aaa
LYys

ccy
Pro

tece
ser
35

gac
Asp

aat
Asn

gt
Va

Glu

aaa
Lys
115

acc
Thr

ace
Thr

gag
Glu

ctg
Leu

aag
LYS
195

gag
Glu

act
Thr

tca
Ser
20

cgt
Arg

cct
Pro

gcc
Ala

gtc
val

tac
Tyr
100

acc
Thr

ctg
Leu

tgc
Cys

agc
Ser

gac
ASD
180

age
Ser

gct
Ala

Cac
His

gte
val

acc
Thr

gag
Glu

aag
Lys

agce
ser
BS

aag
Lys

atc
Ile

cce
Pro

ctg
Leu

aat
Asn
165

tce
ser

cgt
Arg

ctg
Leu

aca
Thr

ttc
Phe

cCct
Pro

gtc
val

aca
Thr
70

grc
vatl

tgc
cys

tcc
Ser

CCa
Pro

gtc
val
150

&ty

gac
Asp

tgg
Trp

cac
H1s

tgt
Cys

ctc
Leu

gag
Glu

aag
LysS
55

aag
Lys

ctc
Ley

aag
LyS

aaa
Lys

tcc
ser
135

aaa
Lys

cag
Gln

cag
Gln

aac
Asn

A-1429_US_NP2_WO_PCT2_ST25

cca
Pro

ttc
Phe

grc
val
40

tte
Phe

ccy
Pro

acc
Thr

gte
val

gce
Ala
120

cgt
Arg

&ty

ccg
Pro

tcc
ser

cag
Gln
200

cac
His

cct
Pro

cce
Pro
25

aca
Thr

aac
Asn

cot
Arg

gtc
val

tce
ser
105

adad
Lys

gat
Asp

ttc
Phe

gag
Glu

tte
Phe
185

ety

tac
Tyr

tgt
Cys
10

cca
Pro

tgc
Cys

tag
Trp

gag
Glu

cty
Leu
90

aac
Asnh

oty

gag
GHu

tat
Tyr

aac
Asn
170

ttc
Phe

d4aC
Asn

acg
Thr

cca
Pro

aaa
Lys

gt
va

tac
Tyr

gag
Glu
75

cac
H1s

aaa
Lys

cag
Gin

cty
Leu

cce
Pro
155

aacC
Asn

ctc
Leu

gtc
val

cag
Gln

gct
Ala

CcCC
Pro

cag
Glin

cag
Gin

gce
Ala

ccC
Pro

ace
Thr
140

agc
ser

tac
Tyr

tac
Tyr

ttc
Phe

aag
Lys

Page 111

ccy
Pro

aag
Lys

gtg
val
45

gac
ASp

tac
Tyr

gac
Asp

ctc
Leu

cga
Arg
125

aag
Lys

gac
Asp

aag
LyS

agc
Ser

tca
ser
205

agc
Ser

gaa
Glu

gac
Asp
30

gac
Asp

Sty

dac
Asn

tgg
Trp

cca
Pro
110

gaa
Glu

a44aC
Asn

atc
Ile

acc
Thr

aag
Lys
190

tgc
Cys

ctc
Leu

ctc
lLeu
15

acce
Thr

gt
va

gt
Va

agc
Ser

ctg
Leu
95

gcce
Ala

cca
Pro

cag
Gln

gce
Ala

acg
Thr
175

ctc
Leu

tce
Ser

tcc
Ser

ctg
l.eu

ctc
Leu

age
Ser

Glu

acg
Thr
80

aat
Asn

cCccC
Pro

cag
Gln

gtec
val

gt
va
160

cct
Pro

acc
Thr

gt
va

ctg
Leu

48

96

144

192

240

288

336

384

432

480

528

576

624

672



tct
ser
225

oty

ggc
Gly

gaa
Glu

gac
Asp

gtt
val
305

CcCa
Pro

agc
ser

cgg
Arg

cty
Leu
385

cCce
Pro

ggc
Gly

210

ccg
Pro

&ty

caa
Gin

gcce
Ala

cag
Gin
290

att
Ile

gat
Asp

ttc
Phe

gcce
Ala

gac
Asp
370

CCC
Pro

gat
ASp

cga
Arg

<210>
<211>
<212>

<213>

<220>
<223>

<400>

&y

Tcce
sSer

gtc
val

cac
His
275
agce
ser

caa
Gln

ety

cgg
Arg

cac
H1s
355

cct
Pro

cCe
Pro

gty

agce
Ser

93
424
PRT

aaa
Lys

cat
H1s

cgg
Arg
260

cty
Leu

cCccC
Pro

atc
Ile

gcce
Ala

gag
Glu
340

ety

gca
Ala

gca
Ala

ety

cece
Pro
420

cca
Pro
245

cag
GlIn

gag
Glu

gaa
Glu

ttg
Leu

ctg
Leu
325

ctg
Leu

ctc
Ley

CcCcC
Pro

cCC
Pro

tcc
Ser
405

agce
ser

ety
230

att
Ile

¢gg
Arg

atc
Ile

agt
Ser

oty
310

tat
Tyr

ctt
Leu

ccg
Pro

cga
Arg

ccg
Pro
390

tcg
Ser

tac
TYr

215
&y

cCa
Pro

tac
Tyr

agg
Arg

ctc
Leu
295

gtc
val

4t

ctt
Leu

ctg
Leu

&ty
375

gag
Glu

gac
Asp

gct
Ala

Artificial Sequence

synthetic Construct

93

A-1429_US_NPZ_WO_PCTZ2_ST25

&ty

gat
Asp

ctc
Leu

gag
Glu
280

cty
Leu

aag
Lys

tcg
ser

gag
Glu

cac
His
360

cCa
Pro

cca
Pro

cct
Pro

tcc
ser

ety

tct
Ser

tac
Tyr
265

gat
ASp

cag
Gin

aca
Thr

ctc
Leu

gac
AsSp
345

ctg
Leu

gct
Ala

ccc
Pro

ctg
Leu

taa

tct
Ser

Tt
Ser
250

aCca
Thr

ety

ctg
Let

TcC
Ser

cac
His
330

gga
Gly

cCa
Pro

cgc
Arg

Gly

agc
Ser
410

&y
235

CcCa
Pro

gat
Asp

acg
Thr

aaa
Lys

agg
Arg
315

Tttt
Phe

tac
Tyr

ety

tte
Phe

atc
Ile
395

atg
Met

220
&

tta
Leu

gat
Asp

gt
va

gce
Ala
300

tte
Phe

gac
Asp

aat
Asn

aal
Asn

ctg
Leu
380

ctg
Leu

gt
va

&y

tta
Leu

gcc
Ala

g4yd
&y
285
tty

Leu

ctg
Leu

cct
Pro

gtt
val

aag
Lys
365

cCa
Pro

gce
Ala

ety

agc
Ser

caa
GIn

cag
Gln
270

ety

aag
LyS

tgc
Cys

Glu

tac
Tyr
350

tcc
Ser

Cta
Leu

cCC
Pro

tgg
Trp

&

ttc
Phe
255

cag
GIn

gct
ala

ccy
Pro

cag
Gin

gce
Ala
335

cag
Gln

cCa
Pro

cca
Pro

cag
Gln

tce
Ser
415

&y
240

oy

aca
Thr

gct
Ala

Sty

cgg
Arg
320
tgc
cys

tce
Ser

cac
His

Gly

cce
Pro
400

cag
Gin

Met Asp Lys Thr His Thr Cys Pro pPro Cys Pro Ala Pro Glu Leu Leu
1 5

10

Page 112

15

720

768

816

264

912

960

1008

1056

1104

1152

1200

1248

1275



Gly

Met

His

val

65

Tyr

Gly

Ile

val

Ser

145

Glu

Pro

vai

Met

ser

225

Gly

Glu

Gly

Ile

Glu

50

His

Arg

Lys

Glu

Tyr

130

Leu

Trp

val

Asp

His

210

Pro

Gly

Gin

Ala

Pro

ser

35

Asp

Ash

val

Glu

LysS

115

Thr

Thr

Glu

Leu

Lys

195

Glu

Gly

Ser

val

His
275

Ser

20

Arg

Pro

Ala

val

Tyr

100

Thr

Leu

Cys

Ser

Ala

Lys

His

Arg

260

Leu

va'l

Thr

Glu

Lys

Ser

85

Lys

Ite

Pro

Leu

Asn

165

Ser

Arg

L.eu

Gly

Pro

245

Gin

Glu

Phe

Pro

val

Thr

70

val

Cys

Ser

Pro

va’

150

Gly

Asp

Trp

His

Gly

Tle

Arg

Ile

A-1429_US_NP2_WO_PCTZ2_ST25

Leu Phe Pro Pro Lys Pro Lys
25

Glu

Lys

Ley

Lys

Lys

ser

135

Lys

Gln

Gly

Gin

Asnh

215

Gly

Pro

Tyr

Arg

val

40

Phe

Pro

Thr

val

Ala

120

Arg

Gly

Pro

Ser

GIn

200

His

Gly

Asp

Leu

Glu
280

Thr

Asn

Arg

va'l

Ser

105

Lys

Asp

Phe

Glu

Phe

185

Gly

Tyr

Gly

Ser

TYr

265

Asp

Cys

Trp

Glu

Leu

90

Asn

Gly

Glu

Asn
170
Phe
Asn
Thr
ser
Ser
250

Thr

Gly

val

Tyr

Glu

75

His

Lys

Gln

Leu

Pro

155

Asn

Leu

val

Gin

Gly

Pro

Asp

Thr

val

val

60

Gin

Gin

Ala

Pro

Thr

140

Ser

TYyr

Tyr

Phe

LYyS

220

Gly

Leu

ASD

val

Page 113

val

45

ASp

Tyr

Asp

Leu

Arg

Lys

ASp

Lys

Ser

Ser

205

Ser

Gly

Leu

Ala

Gly

Asp

30

Asp

Gly

Asn

Trp

Pro

110

Glu

Asn

Ile

Thr

Lys

Cys

Leu

Ser

Gin

Gin

270

Gly

Thr

val

val

Ser

Leu

95

Ala

Pro

Gln

Ala

Thr

175

Leu

Ser

Ser

Gly

Phe

255

Gin

Ala

Leu

Ser

Glu

Thr

80

Asn

Pro

Gln

val

val

160

PTro

Thr

val

Leu

Gly

240

Gly

Thr

Ala



Asp Gln
290

val Ile
305

Pro Asp
Ser phe
Glu Ala

Arg Asp
370

Leu Pro
385

Pro Asp
Gly Arg

<210>
<211>
<212>
<213>

<220>
<223>

<220>
<221>
<222>

<400>
atg gac
Met Asp
1

ggg gga
Gly G%y

atg atc
Met Ile

A-1429_US_NP2_WO_PCT2_ST25

Ser Pro Glu Ser Leu Leu GIn Leu Lys Ala Leu Lys

295

Gln Ile Leu Gly val
310

Gly Ala Leu Tyr Gly
325

Arg Glu Leu lLeu Leu
340

His Gly Leu Pro Leu
355

pro Ala Pro Arg Gly

Pro Ala Pro Pro Glu
390

val Gly Ser Ser Asp
405

Ser Pro Ser Tyr Ala
420

94

1275

DNA

Artificial Sequence

Fc-L15-P171C

CcDs
(1)..(1275)

94
aaa act cac aca tgt
Lys Thr His Thr Cys

cCg tca gtc ttc Cctc
Pro Ser val Phe Leu
20

tce cgt acc cct gag
ger Arg Thr Pro Glu
5

cac gaa gac cct gag gtc aag

His Glu
50

gtg cat

Asp Pro Glu val Lys
55

aat gcc aag aca aag

Lys

Ser

Glu

His
360

Pro

Pro

Pro

Ser

cca
Pro

ttc
Phe

gtc
val
40

tte
Phe

ccg

Thr

Leu

345

Leu

Ala

Pro

Leu

cCct
Pro

cee
Pro
25

aca
Thr

adcC
ASh

cgt

ser

His
330

Gly

Pro

Arg

Gly

Ser
410

tgt
cys
10

cca
Pro

tgc
Cys

tgg
Trp

gag

Tyr

Gly

Phe

Ile
395

Met

CcCa
Pro

aaa
Lys

gt
Va

tac
Tyr

gag

300

Phe

Asp

Asn

AsSnh

Ley
380

Leu

val

gct
Ala

ccc
Pro

gt
Va

gt
va
60

cag
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Leu

Pro

val

Pro

Ala

Gly

(of ols!
Pro

aag
Lys

gt
Va
45

gac
Asp

tac

Cys
Glu

Tyr
350

Ser
L.eu
Pro

Trp

gaa
Glu

gac
Asp
30

gac
Asp

&ty

adac

Pro

Gln

Ala
335

Gln

Pro

Pro

Gln

ser
415

cte
Leu
15

acc
Thr

gtg

gt
va

age

Gly

Arg

Cys

Ser

His

Gly

Pro

400

Gin

ctg
Leu

cicC
Leu

agc
ser

Glu

acg

48

96

144

192

240



val
65

tac
Tyr

ggc
Gly

atc
Ile

gt
va

agc
ser
145

gag
Glu

cCcC
Pro

gt
va

atg
Met

TCct
Ser
225

&y
Ty

gaa
Glu

gac
ASD

gtt
val
305

cCa
Pro

agce

His

cgt
Arg

aag
LYsS

Glu

tac
TYF
130
cty
Leu

tgg
Trp

gtg

gac
AsSp

cat
His
210

ccg
Pro

ety

caa
Glin

gce
Ala

cag
Glin
290

att
Ile

gat
Asp

ttc

Asn

gt
Va

gag
Glu

aaa
Lys
115

acc
Thr

acc
Thr

gag
Glu

ctg
Leu

aag
LYS
195

gag
Glu

Gly

tce
Ser

gtc
va'l

cac
His
275
agc
Ser

caa
Gin

oty

cgg

.A1a

gtc
val

tac
Tyr
100

acc
Thr

ctg
Leu

tgc
Cys

agc
Ser

gac
Asp
180
age
Ser

gct
Ala

aaa
Lys

cat
His

cgg
Ar
260

ctg
Leu

ccc
Pro

atc
Ile

gece
Ala

gag

Lys

agc
Ser
85

aag
Lys

atc
Ile

ccc
Pro

ctyg
Leu

aat
Asn
165

tcc
sSer

cgt
Arg

ctg
Leu

ggt
Gly

cca
Pro
245

cag

g Gln

gag
Glu

gaa
Glu

tig
Leu

cty
Leu
325

ctg

Thr
70

gtc
val

tgc
Cys

tcc
Ser

cca
Pro

gtc
val
150

Ty

gac
Asp

tgg
Trp

cac
His

gga
Gly
230

att
Ile

C€gg
Arg

atc
Ile

agt
Ser

gga
G%y
310
tat
Tyr

ctr

LYS

ctc
Leu

aag
LYS

add
Lys

tee
ser
135

aaa
Lys

cag
Gln

STy

cag
Gln

aac
Asn
215

ggt
Gly

cCa
Pro

tac
Tyr

agg
Arg

ctc
Leu
295

gtc
val

3ty

ctt

A~1429_US_NPZ2_WO_PCT2_5T25
Gln Tyr Asn

Pro

acc
Thr

gtc
val

gcc
Ala
126

cgt
Arg

ety

ccg
Pro

tcc
ser

cag
Gln
200

cac
H1s

gat
Asp

cte
Leu
gag
Glu
280
ctg

Leu

aag
LYS

teg
Ser

gag

Arg

gtc
val

tcce
Ser
105
aaa
Lys

gat
Asp

ttc
Phe

gag
Glu

ttC
Phe
185

ggg
Gly

tac
Tyr

ggt
Giy

tct
ser

tac
TYFP
265

gat
ASD

cag
Gin

aca
Thr

ctc
Leu

gac

Glu

cty
Leu
90

dac
Asn

ety

gag
Glu

tat
Tyr

aac
Asn
170

tic
Phe

adc
Asn

acg
Thr

tct
ser

tct
ser
250

aca
Thr

gg9
Gly

ctg
Leu

tcc
ser

cac
His
330

gga

Glu
75

cac
His

aaa
Lys

cag
Gln

ctg
Leu

ddy
Pro
155

aac
Asn

ctc
Leu

gtc
val

cag
Gin

ggt
ety
235
cca
Pro

gat
AsSp

acg
Thr

aaa
Lys

agqg
Arg
315

ttt
Phe

tac

cag
Gin

gcc
Ala

CCC
Pro

acc
Thr
140

agc
Ser

tac
Tyr

tac
TYr

ttcC
Phe

aag
LYS
220

&y

tta
Leu

gat
ASp

gtg
val

gce
Ala
300

ttc
Phe

gac
Asp

aat

Page 115

gac
ASD

ctc
Leu

cga
Arg
125
aag
Lys

gac
Asp

aag
LYS

agce
Ser

tca
Ser
205

agc
Ser

&y

tta
Leu

gce
Ala

gag
285

ttg
Leu

cty
Leu

cct
Pro

gtt

tgg
Trp

cca
Pro
110

gaa
Glu

ddC
Asn

atc
Ile

acc
Thr

aag
Lys
190

tge
Cys

ctc
L.eu

agce
Ser

caa
Glin

cag
Gln
270

ety

aag
LYS

tgc
Cys

gag
Glu

tac

Ser

cty
Leu
95

gcc
Ala

CCa
Pro

cag
GlIn

gce
Atla

acg
Thr
175

ctc
Leu

tcc
Ser

tcc
ser

Gly

Tic
Phe
255

cag
GIn

gct
Ala

ccy
Pro

cag
Gln

gecce
Ala
335

cag

Thr
80

aat
Asn

cCC
Pro

cag
GIn

gtc
val

gtg
val
160

cct
Pro

acc
Thr

ctg
Leu

&y
240

ety

aca
Thr

gct
Ala

<gg
Arg
320

tgc
Cys

tcc

288

336

384

432

480

528

576

624

672

720

768

816

864

912

960

1008

1056



sSer

gaa
Glu

€gg
Arg

ctg
Leu
385

cce
Pro

ety

Phe

gcc
Ala

gac
Asp
370

ccc
Pro

gat
ASp

cga
Arg

<210>
<211>
<212>
<213>

<220>
<223>

<400>

Arg

cac
His
355

cct
Pro

cccC
Pro

gt
va

agce
Ser

95
424
PRT

Glu
340

Ty

gca
Ala

gca
Ala

oty

ccc
Pro
420

Leu

ctc
Leu

cCcC
Pro

cCC
Pro

tCC
Ser
405

agce
Ser

Leu

ccg
Pro

cga
Arg

ccy
Pro
390

tcg
Ser

tac
Tyr

Leu

ctg
Leu

gga
G%y
375
gag
Glu

gac
ASD

gct
Ala

Artificial Sequence

synthetic Construct

95

Met Asp LyS
1

Gly

Met

His

val

65

Tyr

Gly

ITe

val

Gly

Ile

Glu

50

His

Arg

Lys

Glu

TY"r
130

Pro

ser

35

Asp

Asn

val

Glu

Lys

115

Thr

Thr

ser

20

Arg

PO

Ala

val

Tyr

100

Thr

Leu

HMi1s

5

val

Thr

Glu

Lys

Ser

85

Lys

Ile

Pro

Thr

Phe

Pro

val

Thr

70

val

Cys

Ser

bPro

Cys

l.euy

Glu

Lys

Leu

Lys

Lys

sSer
135

A-1429_US_NP2_WO_PCT2_ST25
Asp Gly Tyr Asn val

Glu

Cac
His
360

cca
Pro

cca
Pro

cct
Pro

tcc

345

ctg
Leu

gct
Ala

ccC
Pro

ctg
Leu

taa

ser -

Pro

Phe

val

40

Phe

Pro

Thr

val

Ala

120

Arg

Pro

Pro

25

Thr

Asn

Arg

val

Ser

105

Lys

ASD

cca
Pro

cgc
Arg

ety

agc
Ser
410

Cys
10

Pro
Cys
Trp
Glu
Leu
90

Asn

Gly

3ty

ttC
Phe

atce
Ile
395

atg
Met

Pro
LYS
val
Tyr
Glu
75

His
Lys

Gin

aac
ASh

ctg
Leu
380

ctg
Leu

gt
Va

Pro

val

val

60

Gin

Glin

Ala

Pro

Glu Leu Thr

140

rPage 116

aag
LYS
365

cca
Pro

gce
Ala

ety

Pro
LYys
val
45

Asp
Tyr

Asp

Leu

Tyr
350

tce
ser

cta
Leu

cCC
Pro

tgce
Cys

Glu

ASp

30

Asp

Gly

Asn

Trp

Pro

110

Glu

Asn

Gln

cca
Pro

cca
Pro

cag
G1In

tcc
Ser
415

Leu

15

Thr

val

val

ser

Leu

95

Ala

Pro

Gin

ser

cac
H1s

ety

cce
Pro
400

cag
Gln

Leu
Leu
Ser
Glu
Thr
80

Asn

Pro

val

1104

1152

1200

1248

1275



Ser

145

Glu

Pro

val

Met

Ser

225

Gly

Glu

Asp

val

305

Pro

Ser

Glu

Arg

Leu

385

Pro

Leu

Trp

val

Asp

His

210

Pro

Gly

Gin

Ala

Gin

290

Ile

Asp

Phe

Ala

ASD

370

Pro

Asp

Thr

Glu

l.eu

Gly

ser

val

His

275

Ser

Gin

Gly

Arg

His

355

Pro

Pro

val

cys

Ser

Ala

Lys

His

Pro

Ile

Ala

Glu

340

Gly

Ala

Ala

Gly

L.eu

Asn

165

Ser

Arg

Leu

Gly

Pro

245

Glin

Glu

Giu

Leu

Leu

325

Leu

Leu

Pro

Pro

ser
405

val
150
Gly
Asp

Trp

His

Arg

Ile

Ser

Gly

310

Tyr

Leu

Pro

Arg

Pro

390

Ser

A-1429_US_NP2_WO_PCT2_ST25

Lys Gly Phe Tyr Pro Ser Asp Ile
155

Gin

Gly

GIn

Asn

215

Gly

Pro

Tyr

Arg

Leu

295

val

Gly

Leu

Leu

Gly

Glu

ASp

Pro

Ser

GlIn

200

His

Gly

ASp

Leu

Ghu

280

L.eu

Lys

Ser

Glu

His

360

Pro

Pro

Pro

Glu

Phe

185

Gly

Tyr

Gly

Ser

Tyr

265

Asp

Gln

Thr

Leu

Leu

Ala

Pro

Leu

AsSh

179

Phe

Asn

Thr

ser

Ser

250

Thr

Gly

Leu

Ser

His

Gly

Pro

Arg

Gly

Ser
410

Asn

Leu

val

GIn

Gly

Pro

ASD

Thr

Lys

Arg

315

Phe

Tyr

Gly

Phe

1le

395

Met

Tyr

Tyr

Phe

LyS

Gly

Leu

ASD

val

Ala

300

Phe

AsSp

Asn

Ash

Leu

380

Leu

val

Page 117

Lys

Ser

Ser

205

Ser

Gly

Leu

Ala

Gly

Leu

Leu

Pro

val

LyS

365

Pro

Ala

Gly

Thr

LYS

190

Cys

Leu

Ser

Glin

GIn

270

Gly

Lys

Cys

Glu

Tyr

350

ser

Leu

Pro

Cys

Ala

Thr

175

l.eu

ser

Ser

Gly

Phe

255

Gln

Ala

Pro

Gln

Ala

GIn

Pro

Pro

Gln

Ser
415

val

160

Pro

Thr

val

Ley

Gly

Gly

Thr

Ala

Gly

320

Cys

Ser

His

Gly

Pro

400

Gln



A-1429_US_NP2_WO_PCTZ2_ST25

Gly Arg Ser Pro Ser Tyr Ala Ser
420

<210>
<21l>
<212>

96
1275
DNA

<213>

<220>
<223>

<220>
<221>
<222>

<400>

atg
Met
1

a1y

atg
Met

cac
H1S

gt
va
65

tac
Tyr

ggc
Gly

ate
Ile

gt
va

agc
Ser
145

gag
Glu

ccc
Pro

gac
Asp

ety

atc
Ile

gaa
Glu
50

cat
His

cgt
Arg

aag
LYyS

gag
Glu

tac
TYyr
130

ctg
Leu

tgg
Trp

gt
va

cDs
..

96

aaa
Lys

ccg
Pro

tcc
Ser
35

gac
Asp

aat
AsSN

gtg

gag
Glu

aaa
LYsS
115

acc
Thr

acc
Thr

gag
Glu

ctg
Leu

(1275)

act
Thr

tca
ser
20

cgt
Arg

cct
Pro

gce
Ala

gtc
val
tac
Tyr
100

acc
Thr

ctg
Leu

tgc
Cys

agce
ser

gac
Asp
180

cac
H1s5

gtc
val

acc
Thr

gag
Glu

aag
Lys

agce
Ser
85

aag
Lys

atc
Ile

cccC
Pro

cty
Leu

aat
Asn
165

tcc
Ser

Fc-LL5-A45K G170E

aca
Thr

ttc
Phe

cct
Pro

gtc
val

aca
Thr
70

gtc
val

tgc
Cys

tcc
ser

cCa
Pro

gtc
val
150

3ty

gac
Asp

Artificial Sequence

tgt
Cys

ctc
Leu

gag
Glu

aag
Lys
55

aag
Lys

ctc
Leu

aag
LyS

aaa
LYys

tce
ser
135

aaa
Lys

cag
Gin

cca
Pro

TtC
Phe

gtc
val
40

tte
Phe

ccg
Pro

acc
Thr

gtc
val

gcc
Ala
120

cgt
Arg

Ty

ccg
Pro

tcc
Ser

cct
Pro

cce
Pro
25

aca
Thr

aacC
Asn

cgt
Arg

gtc
val

tec
ser
105

aaa
LYS

gat
ASD

tte
Phe

gag
Glu

tte
Phe
185

tgt
Cys
10

CCa
Pro

tgc
Cys

tag
Trp

gag
Glu

cty
Leu
90

aac
ASh

o1y

gag
Glu

tat
Tyr

aac
Asn
170

tte
phe

cca
Pro

aaa
Lys

tac
Tyr

gag
Glu
75

cac
His

ada
Lys

cag
GlIn

ctg
Leu

cce
Pro
155

aac
AsSh

ctc
Leu

gct
Ala

cCcC
Pro

gt
Va

gt
va
ou

cag
Gln

cag
Glin

gcc
Ala

CcccC
Pro

acc
Thr
140

agc
ser

tac
Tyr

tac
Tyr
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ccg
Pro

aag
Lys

gt
va
45

gac
Asp

tac
Tyr

gac
Asp

ctc
L.eu

cga
Arg
125

aag
Lys

gac
Asp

aag
Lys

agc
ser

gaa
Glu

gac
Asp
30

gac
Asp

aac
Asn

tag
Trp

cca
Pro
110

gaa
Glu

daac
Asn

atc
Ile

ace
Thr

aag
Lys
190

ctc
Leu
15

acc
Thr

gt
va

gtg

agce
Ser

ctg
l.eu
95

gcce
Ala

cca
Pro

cag
Glin

gce
Ala

acg
Thr
175

ctc
Leu

ctg
Leu

ctC
Leu

agc
Ser

gag
Gluy

acyg
Thr
80

aat
Asn

ccC
Pro

cag
Gin

gtc
val

gt
va
160

ot
Pro

acc
Thr

48

96

144

192

240

288

336

384

432

480

528

576



gt
va

atg
Met

tct
ser
225

&
&ty

gaa
Glu

gac
Asp

gtr
val
305

cca
Pro

agc
Ser

gaa
Glu

cgg
Arg

cty
Leu
385

cce
Pro

&ty

gac
ASp

cat
H1s
210

ccy
Pro

&ty

caa
GIn

gcce
Ala

cag
Gln
290

att
ITe

gat
ASp

ttc
Phe

gee
Ala

gac
Asp
370

ccC
Pro

gat
ASp

cga
Arg

<210>
<211>
<212>
<213>

<220>
<223>

aag
Lys
195

gag
Glu

&y

tcc
ser

gtc
val

cac
His
275

agce
Ser

caa
Glin

&ty

g9
Arg

cac
His
355

cct
Pro

CCC
Pro

gt
va

age
ser

97
424
PRT

agc
Ser

gct
Ala

aaa
LysS

cat
His

cgg
AFg
260

ctg
Leu

CCC
Pro

atc
Ile

gcc
Ala

gag
Glu
340

Ty

gca
Ala

gca
Ala

aty

cce
Pro
420

cgt
AFg

cty
Leu

&

cca
Pro
245

cag
Glin

gag
Glu

gaa
Glu

ttg
Leu

cty
Leu
325

ctg
Leu

cte
Leu

cCC
Pro

ccc
Pro

tcc
ser
405

agce
ser

tgg
Trp

cac
H1s

gga

230

att
Iie

Ccgg
Arg

atc
Ile

agt
ser

gga
Gly
310

tat
Tyr

crt
l.eu

ceg
Pro

cga
Arg

ccg
Pro
390

tcg
ser

tac
Tyr

cag
GIn

aac
Asn
215

&y

cca
Pro

tac
Tyr

agg
Arg

ctc
Leu
295

gtc
val

Ty

ctt
Leu

ctg
Leu

&
375

gag
Glu

gac
Asp

gct
Ala

Artificial Sequence

synthetic Construct

A~1429_US_NP2_WO_PCT2_ST25
cag ggg aac gte tte
Gin Gly Asn val Phe

200

cac
His

&

gat
Asp

ctc
Leu

gag
Glu
280

ctg
Leu

aag
LYS

tey
ser

gag
Glu

cac
His
360

cCa
Pro

cca
Pro

cct
Pro

tcc
ser

tac
Tyr

&

tct
ser
tac
TYyr
265
gat
Asp

cag
GIn

aca
Thr

ctc
Leu

gac
AsSp
345

ctyg
Leu

gct
Ala

ccc
Pro

ctg
Leu

taa

acg
Thr

tct
Ser

tct
Ser
250

aCa
Thr

ety

ctg
Leu

tcc
Ser

cac
H1sS

33U

gga
Gly

cca
Pro

cgc
Arg

&ty

agce
Ser
410

cag
Gin

&y
235

cCa
Pro

gat
ASp

acg
Thr

aaa
LysS

agg
Arg
315

Tttt
Phe

tac
Tyr

cly

tte
Phe

atce
Ile
395

atg
Met

aag
LyS
220

&

tta
Leu

gat
ASp

gt
va

gcc
Ala
300

ttc
Phe

gac
Asp

aat
Asn

aac
Asn

ctg
Leyu
380

ctg
Leu

gt
Va

Page 119

tca
Ser
205

agce
Ser

&

tta
lLeu

gee
Ala

ety
285

ttg
Leu

ctg
Leu

cCct
Pro

gtt
val

aag
LysS
365

cca
Pro

gcce
Ala

gaa
Glu

tgc
Cys

cec
Leu

agc
Ser

caa
Gin

cag
Gin
270

ety

aag
LyS

tge
Cys

gag
Glu
tac
Tyr
350
tce

Ser

cta
Leu

CCC
Pro

cct
Pro

tce
Ser

tco
ser

3

ttC
Phe
255

cag
GlIn

gct
Ala

ccg
Pro

cag
GIn

gcc
Ala
335

cag
GIn

cCa
Pro

cca
Pro

cag
Glin

tee
ser
415

gt
va

cty
Leu
agt
240

ety

aca
Thr

aaa
Lys

ety

cgg
Arg

320
tgc
Cys

tcc
Ser

cac
H1s

ety

cce
Pro
400

cag
Glin

624

672

720

768

816

864

912

960

1608

1056

1104

1152

1200

1248

1275



<400>

97

Met Asp Lys
i

Gly

Met

His

val

65

Tyr

Gly

Ile

val

ser

145

Glu

Pro

val

Met

ser

225

Gly

Gly

Gly

Ile

Giu

50

His

Arg

LYyS

Glu

Tyr

130

Leu

Trp

val

AsSp

His

216

Pro

Gly

Gin

Pro

Asp

Asn

val

Glu

Thr

Glu

Leu

Gly

Ser

val

Thr

Ser

20

Arg

Pro

Ala

val

Tyr

100

Thr

Leu

cys

ser

Ala

Lys

His

Arg

His

val

Thr

Glu

LysS

Ser

85

Lys

Ile

Pro

Ley

Asn

165

ser

Arg

Leu

Gly

Pro

245

Gln

Thr

Phe

Pro

val

Thr

70

val

cys

ser

Pro

val

150

Gly

Asp

Trp

Gly

Iie

Arg

A~1429_US_NP2_WO_PCT2_ST25

Cys Pro Pro Cys Pro Ala Pro Glu

Leu Phe

Glu val

40

Lys Phe

Lys Pro

Leu Thr

Lys val

Lys Ala

120

Ser Arg
135

Lys Gly

GIn Pro

Gly ser

Gin Gn

200

Asn His
215
Gly Gly

Pro Asp

Tyr Leu

Pro

25

Thr

Asn

Arg

val

ser

105

LYyS

ASD

Phe

Glu

Phe

185

Gly

Tyr

Gly

Ser

10

Pro

Cys

Trp

Glu

Leu

90

Asn

Gly

Glu

Tyr

Asnh

170

Phe

Asnh

Thr

Ser

ser
250

Lys

val

TVYr

Glu

75

His

Lys

Gln

Leu

Pro

155

Asn

L.eu

val

Gln

Gly

Pro

Pro

val

val

60

GlIn

Gln

Ala

Pro

Thr

140

Ser

Tyr

TyYr

Phe

Lys

Gly

Leu

Tyr Thr Asp Asp
Page 120

Lys

val

45

ASp

Tyr

Asp

Leu

Lys

ASp

LYS

sSer

sSer

205

Ser

Gly

Leu

Ala

Asp

30

Asp

Gly

Asn

Trp

Pro

116

Glu

Asn

Ile

Thr

LysS

cys

Leu

Ser

Gln

Gin

Leu

15

Thr

va'l

val

Ser

Leu

95

Ala

Pro

GIn

Ala

Thr

175

Leu

ser

Ser

Gly

Phe

255

Gin

Leu

Leu

Ser

Glu

Thr

80

Asn

Pro

val

val

160

Pro

Thr

val

Leu

Gly

Gly

Thr



Glu

ASD

val

305

Pro

ser

Glu

Arg

Leu

385

Pro

Gly

Ala

Gln

290

Ile

Asp

rhe

Ala

ASp

Pro

Asp

Arg

<210>
<211>
<212>
<213>

<220>
<223>

<220>
<221>
<222>

<400>

atg
MetT
1

gtec
val

cac
H1s

cat
H1s

cgg
Arg

ctg
Leu

His

275

Ser

Gln

Gly

Arg

His

335

Pro

Pro

val

ser

98
549
DNA

260

Leu

Pro

Ile

Ala

Giu

340

Gly

Ala

Ala

Gly

Pro
420

Glu

Glu

Ley

Leu

325

Leu

Leu

Pro

Pro

Ser

405

Ser

Ile

Ser

Gly

310

Tyr

Leu

Pro

Arg

Pro

390

Ser

Tyr

A-1429_US_NP2_WO_PCT2_STZ25

265

Arg Glu Asp Gly Thr val
280

Leu

295

val

Gly

Leuy

Leu

ASp

Ala

Artificial Sequence

FGF21 A45K

CDS
..

98
cca
Pro

cag
Gin

gag
Glu
35

(549

att
Ile

€gg
Arg
20

atc
Ile

CcCa
Pro

tac
Tyr

agyg
Arg

gat
Asp

ctc
Leu

gag
Glu

tct
Ser

tac
Tyr

gat
ASD

Leu
Lys
ser
Glu
His
360
Pro
Pro

Pro

Ser

tct
Ser

aca
Thr

2
40

Gin

Thr

Leu

Ala

Pro

Leu

CCa
Pro

gat
ASD
25

acg
Thr

Leu

Ser

His
330

Gly

Pro

Arg

Gly

Ser
410

1ta
Leu
10

gat
ASD

gtg
val

Lys
Arg
Phe
Tyr
Gly
Phe
Ile

395

Met

tta
Leu

gcce
Ala

3y

Ala
300

Phe
ASp
Asn
Asn
Leu
380

Leu

val

caa
Gln

cag
Gln

ety

Page 121

Gly
285
Leu
Leu

Pro

val

Pro

Ala

Glu

ttc
Phe

cag
Gin

gct
Ala

270

Gly

Lys

cys

Glu

Tyr

350

Ser

Leu

Pro

Pro

999

aca
Thr
30

dda
Lys

Ala

Pro

Gln

Ala

335

Glin

Pro

Pro

Gin

Ser
415

Lys

Gly

Arg
320

Cys

Ser

Gly

Pro
400

Gin

caa
Gin

gce
Ala

cag
Gin

48

96

144



agce
ser

caa
Gin
65

sty

cgg
Arg

cac
H1S

¢Cct
Pro

cce
Pro
145

gty
val

agce
Ser

cce
Pro
50

atc
Ile

gce
Ala

gag
Glu

ggc
Gly

gca
Ala
130

gca
Ala

ggc

cCcC
Pro

<210>
<211>
<212>
<213>

<220>
<223>

<400>

gaa
Glu

ttg
Leu

ctg
l.eu

ctg
Leu

Ctc
Leu
115

cCcC
Pro

cCcC
Pro

tcC
Ser

agc
Ser

929
182
PRT

agt
Ser

Gly

tat
Tyr

ctt
Leu
160

ccg
Pro

cga
Arg

ccg
Pro

o els)
Ser

tac
Tyr
180

ctc
L.eu

gte
val

gga
85
ctt

Leu

ctg
Leu

gga
Gly

gag
Glu

gac
AsD
165

gct
Ala

ctyg
Leu

aag
LYS
70

tcg
Ser

gag
Glu

cac
His

cCa
Pro

cca
Pro
150

cct
Pro

tcc
Ser

cag
Gln
55

aca
Thr

ctc
Leu

gac
Asp

ctg
Leu

gct
Ala
135

cce
Pro

cty
Leu

taa

artificial Sequence

synthetic Construct

99

Met His Pro

1

val arg GlIn

His Leu Glu

35

Ser Pro Glu

50

Gin Ile Leu

65

Ile Pro Asp
5

Arg Tyr Leu
20

Iie Arg Glu

Ser Leu Leu

Gly val Lys
70

Ser

Tyr

ASP

Gln

55

Thr

A-1429_US_NP2_WO_PCT2_ST25

cty
Leu

tce
Ser

cac
His

ety

cca
Pro
120

cgc
Arg

gga
Gly

agc
Ser

Ser
Thr
Gly
40

Leu

Ser

aaa
Lys

agyg
Arg

Tttt
Phe

tac
Tyr
105

&ty

ttcC
Phe

atc
Tle

atg
Met

Pro
Asp
25

Thr

LyS

Arg

gcc
Ala

tic
Phe

gac
Asp
90

aat
Asnh

aac
Asn

ctg
Leu

ctg
Lau

gtg
val
170

Leu

10

ASD

val

Ala

Phe

ttg
Leu

ctg
Leu
75

cct
Pro

gtt
val

aag
Lys

cca
Pro

gce
Ala
155

oty

Leu
Ala
Gly
Leu

Leu
75

aag
Lys
60

tgce
Cys

gag
Glu

tac
Tyr

tcc
ser

cta
Leu
140

cCccC
Pro

cCct
Pro

Gln

Gin

Gly

cys

Page 122

ccg
Pro

cag
Gln

gce
Ala

cag
Gin

cca
Pro
125

cCa
Pro

cag
Glin

tcc
Ser

Phe

GIn

Ala

45

Pro

Gin

ety

€gg
Arg

tgc
Cys

tee
ser
110

cac
His

Ty

CcCccC
Pro

cag
Gin

Gly
Thr
30

Lys

Gly

Arg

gtt
val

cCa
Pro

agce
Ser
95

gaa
Glu

Cgg
Arg

ctg
Leu

cCcc
Pro

ety
175

Gly
15

Glu
ASp

val

Pro

art
Ile

gat
Asp
80

tte
Phe

gcc
Ala

gac
Asp

cCcc
Pro

gat
Asp
160
cga
Arg

Glin

Ala

Ile

Asp
80

192

240

288

336

384

432

480

528

549



Gly

Arg

Pro
Pro
145

val

Ser

Ala

Glu

Gly

Ala

130

Ala

Gly

Pro

<210>
<211>
<212>
<213>

<220>

Leu

Leu

Leu

115

Pro

Pro

Ser

Ser

160
1260
DNA
Artificial Sequence

Tyr

Leu

100

Pro

Arg

Pro

Ser

TYr
180

Gly
85

Leu
Leu

Gly

Glu

Ser

Glu

His

Pro

Pro

150

Pro

Ser

Asp

Leu

Ala

135

Pro

Leu

A-1429_US_NP2_WO_PCTZ2_ST25
Lteu His Phe Sgp Pro Glu Ala Cys

Gly
Pro
120
Arg

Gly

Ser

<223>

<220>
<221>
<222>

<400>

Fe-L15-FGF21 6-181 GI170E

DS
(1)..(1260)

100

atg gac aaa
Met Asp Lys
1

999
Gly

atg
Met

cac
His

gt
Va
65

tac
Tyr

ety

gga
Gly

atc
Ile

gaa
Glu
50

cat
H1s

cgt
Arg

aag
LyS

ccy
Pro

tce
Ser
35

gac
ASpP

aat
Asn

gt
va

gag
Glu

act
Thr

tca
Ser
20

cgt
AFg

cct
PTro

gcc
Ala

gtc
val

tac
Tyr

cac
His

gtc
val

ace
Thr

gag
Glu

aag
Lys

agc
Ser
85

aag
Lys

aca
The

tte
Phe

cct
Pro

gtc
val

aca
Thr
70

gtc
val

tgc
Cys

tgt
Cys

ctc
Leu

gag
Glu

aag
Lys
55

aag
Lys

ctc
Leu

aag
LYS

cca
Pro

ttC
pPhe

gtc
val
40

tte
Phe

ccy
Pro

acc
Thr

gtc
val

Tyr
105

Gly

Phe

Ile

Met

cct
Pirro

cCce
Pro
25

aca
Thr

aac
AsSn

cgt
Arg

gtc
val

tcc
ser

Asn

Asn

Leu

Leu

val
170

tgt
Cys
10

cCa
Pro

tgc
Cys

tgg
Trp

gag
Gilu

ctg
Leu
90

adc
Asn

val

Lys

Pro

Ala
155

Gly

cca
Pro

aaa
Lys

gt
va

tac
Tyr

gag
Giu
75

cac
H1s

daa
Lys

Tyr

Ser

Leu
140

Pro

Pro

get
Ala

cccC
Pro

gt
Va

gt
va
60

cag
Gin

cag
Gin

gcc
Ala

pPage 123

Gln

Pro
125

Pro

Gln

Ser

ceg
Pro

aag
Lys

gt
Va
45

gac
ASp

tac
TYr

gac
Asp

ctC
Leu

ser
110

His

Gly

Pro

G1In

gaa
Glu

gac
Asp
30

gac
Asp

ggc

aac
Ash

tgg
Trp

cca
Pro

ser
a5

Glu

Arg

Leu

Pro

Gly

cte
Ley
15

acc
Thr

agce
ser

ctg
Leu
95

gcc
Ala

Phe

Ala

ASD

Pro

ASp
160

Arg

ctyg
Leu

ctc
L.eu

age
ser

gag
Glu

acg
Thr
80

aat
Asn

CCcC
Pro

48

96

144

192

240

288

336



atc
Ile

gt
va

age
ser
145

gag
Glu

cCcc
Pro

gt
va

atg
Met

¢t
Ser
225

&y

g9
Arg

atc
Ile

agt
Ser

gga
gty
305
tat
Tyr

ctt
Leu

ccy
Pro

cga
Arg

gag

tac
Tyr
130

ctg
Leu

t9g
Trp

gt
Va

gac
ASp

cat
His
210

ccg
Pro

oty

tac
TYr

agg
Arg

ctc
Leu
290

gtc
val

oty

ctt
Leu

ctg
Leu

sty

ddd
Lys
115

ace
Thr

ace
Thr

gag
Glu

ctg
Leu

aag
LysS
195

gag
Glu

&y

tcc
ser

ctc
Leuy

gag
Glu
275

ctg
Leu

aag
LyS

tco
Ser

gag
Glu

cac
His
355

cCa
pPro

100

acc
Thr

cty
Leu

tgc
Cys

age
ser

gac
Asp
180

age
ser

gct
Ala

aaa
Lys

tct
ser

tac
Tyr
260

gat
Asp

cag
Gin

aca
Thr

ctc
Leu

gac
Asp
340

ctg
Leu

gct
Ala

atc
Ile

ccc
Pro

ctg
Leu

aat
ASH
165

tcc
Ser

cgt
Arg

ctyg
Leu

&

tct
ser
245

aca
Thr

&ty

cty
Leu

tce
ser

cac
H1s
325

Sty

cca
Pro

cgce
Arg

tec
ser

cca
Pro

gtc
val
150

&ty

gac
Asp

Lgg
Trp

cac
His
aga
230

cCd
Pro

gat
ASD

acg
Thr

aaa
LYS

agg
Arg
310

Tttt
phe

tac
Tyr

ety

tte
Phe

add
Lys

tce
Ser
135

ada
Lys

cag
GIn

oty

cag
Gln

aac
Asn
215

ggt
Gly

tta
Leu

gat
Asp

gt
Va

gce
Ala
295

ttc
rhe

gac
Asp

aat
Asn

aac
Asn

ctg
Leu

A-1429_US_NP2_WO_PCT2_5T25

gcc
Ala
120

cgt
APrg

&ty

ccg
Pro

tcc
ser

cag
Gln
2060

cac
His

&

tta
Leu

gce
Ala

&y
280

ttg
Leu

ctg
Leu

cct
Pro

grt
val

aag
LYS
360

cca
Pro

105
adaa
Lys

gat
Asp

ttc
rhe

gag
Glu

tte
Phe
185

&ty

tac
Tyr

ggt

caa
Glin

cag
Gin
265

sty

aag
Lys

tgc
Cys

gag
Glu

tac
Tyr
345

tce
Ser

cta
Leu

¢ty

gag
Glu

tat
Tyr

aac
Asn
170

ttcC
Phe

adc
Asn

acg
Thr

tct
Ser

tTicC
rhe
250

cag
GIn

gct
Ala

ccg
Pro

cag
Gln

gcc
Ala
330

cag
Gln

cca
Pro

cca
Pro

cag
Gin

ctg
Leu

cce
Pro
155
aac
Asn

ctc
Leu

gtc
val

cag
Gin

ey
235

ety

aca
Thr

gct
Ala

Sty

Cgg
ATg
315

tgc
Cys

tce
Ser

cac
H1s

Sty

ccc
Pro

ace
Thr
140
agce
ser

tac
Tyr

tac
Tyr

tte
Pha

aag

LysS
220
&y
&

gaa
Glu

gac
ASp

gtt
val
300

CCa
Pro

agc
Ser

gaa
Glu

cgg
Arg

cty
Leu

Page 124

cga
Ar

125
aag
LyS

gac
Asp

aag
Lys

agc
ser

tca
Ser
205

agce
ser

&y

caa
Glin

gcc
Ala

cag
Glin
285

aty
Ile

gat
Asp

tte
Phe

gcc
Ala

gac
Asp
365

ccc
Pro

110

gaa

g Glu

dddl
Asn

atc
Ile

acc
Thr

aag
LYS
190

tgc
Ccys

Cctc
Leu

agce
ser

gtc
val

cac
His
270
agce
Ser

caa
Gln

a1y

<€gg
Arg

cac
H1s
350

cct
Pro

ccC
Pro

cca
Pro

cag
Gin

gece
Ala

acg
Thr
175

ctc
Leu

tce
ser

tcc
sSer

&

€gg
Arg
255

ctg
Leu

cCC
Fro

atc
Ile

gce
Ala

gag
Glu
335

ety

gca
Ala

gca
Ala

cag
Gln

gtc
val

gt
Va
160

cct
Pro

acc
Thr

gtg
val

cty
Ley

gyt
Gly
240

cag
GlIn

gag
Glu

gaa
Glu

ttg
Leu

ctg
Leu
320

cty
Leu

cicC
Leu

cCC
Pro

cCcC
Pro

384

432

480

528

576

624

672

720

768

816

864

912

960

1008

1056

1104

1152



ccg
Pro
385

tcg
Ser

tac
Tyr

370

gag
Glu

gac
Asp

gct
Ala

<210>
<Z211>
<212>
<213>

<220>
<223>

<400>

cca
Pro

cct
Pro

tcc
ser

10
419
PRT
Artificial Sequence

Met Asp Lys
1

Gly

Met

His

val

65

Tyr

Gly

Ile

val

Ser

145

Glu

Gly

Ile

Glu

50

Arg

LYS

Glu

Tyr

130

Leu

Trp

Pro

ser

35

Asp

Asn

val

Glu

Thr

Glu

cCcC
Pro

ctg
Leu

taa

The

ser

20

Arg

Pro

Ala

val

Tyr

100

Thr

Leu

Cys

ser

ety

age
ser
405

His
val
Thr
Glu
LYys
ser
85

Lys
Ite
Pro

L.eu

Asn
165

375
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atc ctyg gcc
Ile Leu Ala

390

atg
Met

Thr

Phe

Pro

val

Thr

70

val

cys

Ser

Pro

val

150

Gly

Val

Synthetic Construct
101

Cys

Leu

Glu

Leu

Lys

LYys

ser

135

Lys

GIn

gaa
Glu

Pro

Phe

val

40

Phe

Pro

Thr

val

Ala

120

Arg

Gly

Pro

ccc
Pro

cct
Pro

Pro

Pro

25

Thr

Asn

Arg

val

Ser

105

Lys

ASp

Phe

Glu

cag
Gln

tce
ser
410

Cys

10

Pro

Cys

Trp

Glu

Leu

90

Asn

Gly

Glu

Tyr

Asn
170

cce
Pro
395

cag
Gin

Pro

Lys

val

Tyr

Glu

75

His

LyS

Gln

Leu

Pro

155

Asn

380

ccc
Pro

gyc
Gly

Ala

Pro

val

val

60

Glin

Gln

Ala

Pro

Thr

140

Ser

Tyr
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gat
Asp

cga
Arg

Pro

Lys

val

45

ASp

Tyr

Asp

Leuy

AsSp

LYS

gt
Va

agc
Ser

Glu

Asp

30

AsSp

Gly

Asn

Trp

Pro

110

Glu

Asn

Ite

Thr

ety

ccc
Pro
415

L.eyu
15

Thr
val
val
Ser
Ley
a5

Ala
Pro
Gin

Ala

Thr
175

tcc
ser
400

age
ser

Leu

Leu

Ser

Glu

Thr

80

Asn

Pro

Gln

val

val

160

Pro

1200

1248 -

1260



Pro

val

Mat

ser

225

Gly

Arg

Ile

Ser

TYr

Leu

Pro

Arg

Pro

385

Ser

Tyr

val

Asp

His

210

Pro

Gly

Tyr

Arg

Leu

290

val

Gly

Leu

Leu

ASp

Ala

<210>
<Z211>
<212> DNA

Leu

LyS

195

Glu

Gly

Ser

Leu

Glu

275

Leu

LYS

ser

Glu

His

355

Pro

Pro

Pro

Ser

102
1275

Ala

Lys

Ser

Tyr

260

Asp

Gin

Thr

Leu

ASp

Leu

Ala

Pro

Leu

Ser

Arg

Leu

Gly

Ser

245

Thr

Gly

Leu

Ser

His

325

Gly

Pro

Arg

Gly

Ser
405

ASp

Trp

His

Asp

Thr

LysS

Arg

310

Phe

Tyr

Gly

Phe

Ile

390

Met

A-T1429_US_NP2_WO_PCT2_ST25

Gly Ser Phe Phe Leu Tyr Ser Lys
190

Gln

Asn

215

Gly

Leu

ASD

val

Ala

295

Phe

AsSp

AsSn

Asn

Leu

375

Leu

val

Gln

200

His

Gly

Leu

Ala

Gly

Leu

Leu

Pro

val

Lys

360

Pro

Ala

Glu

185

Gly

Tyr

Gly

Gln

Glin

265

Gly

Lys

cys

Glu

Tyr

345

ser

Leu

Pro

Pro

Asnh

Thr

ser

Phe

250

Gln

Ala

Pro

Gln

Ala

Gln

Pro

Pro

Gln

Ser
410

val

Gln

Gly

Gly

Thr

Ala

Gly

315

Cys

Ser

His

Gly

Pro

395

Gln

Phe

LYS

220

Gly

Gly

Glu

ASp

val

300

Pro

ser

Glu

Arg

Leu

380

Pro

Gly
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Ser

205

Ser

Gly

Gln

Ala

GlIn

285

Ile

Asp

Phe

Ala

365

Pro

AsSp

Arg

Cys

Leu

Ser

val

His

270

ser

Gin

Gly

Arg

Pro

Pro

val

Ser

Leu

ser

ser

Gly

Arg

Leu

Pro

Ile

Ala

Gly

Ala

Ala

Gly

Pro
415

Thr

val

Leu

Gly

Gin

Glu

Glu

Leu

Leu

320

Leu

Leu

Pro

Pro

Ser

400

Ser



<213>

<220>
<223>

<220>
<221>
<222>

<400
atg gac aaa
Met Asp Lys
1

ey

atg
Met

cac
His

gt
va
65

tac
Tyr

ety

atc
ile

gt
va

agc
ser
145

gag
Glu

CCC
Pro

gt
va

atg
Met

tct

ety

atc
Ile

gaa
GHu
50

cat
H1s

cot
Arg

aag
LyS

gag
Glu

tac
TYF
130

cty
Leu

tgg
Trp

9t
va

gac
Asp

cat
His
210

ccg

Artificial sequence

Fc-L15-A45K P1716G

Cps
(1)..

102

ccg
Pro

tcce
Ser
35

gac
ASp

aat
Asn

gt
va

gag
Glu

dad
Lys
115

acc
Thr

ace
Thr

gag
Glu

ctg
Ley

aag
Lys
195

gag
Glu

ggt

(12755

act
Thr

tca
Ser
20

cgt
Arg

cct
Pro

gece
Ala

gtc
val

tac
Tyr
100
ace
Thr

ctg
Leu

tgc
Cys

agc
ser
gac
ASp
180
agce

ser

gct
Ala

aaa

cac
His

gtc
val

acc
Thr

gag
Glu

aag
Lys

agc
Ser
85

aag
Lys

atc
Ile

cccC
Pro

ctg
Leu

aat
Asn
165

tcc
Ser

cgt
Arg

ctg
Leu

ggt

aca
Thr

tte
Phe

cct
Pro

gtc
val

aca
Thr
70

gtc
val

tgc
Cys

tcc
ser

cca
Pro

gtc
val
150

ety

gac
Asp

tgg
Trp

cac
H1s

gga

tgt
Cys

ctc
Leu

gag
Glu

aag
Lys
55

aag
LyS

ctc
Leu

aag
Lys

aaa
LYys

tee
ser
135

daa
Lys

cag
Gin

ggc
Gly

cag
Glin

aac
Asn
215

gyt
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cca
Pro

ttc
Phe

gtc
val
40

tte
Phe

ccy
Pro

acc
Thr

gtc
val

gce
Ala
120

cgt
Arg

&y

ccg
Pro

tee
ser

cag
GIn
200

cac
His

ggt

cct
Pro

cce
Pro
25

aca
Thr

daac
Asn

cgt
Arg

grc
val

tce
ser
105

add
Lys

gat
Asp

ttc
Phe

gag
Glu

tre
Phe
185

oty

tac
Tyr

ggt

Tyt
cys
10

cca
Pro

tgc
Cys

99
Trp

gag
Glu

cty
Leu
90

aac
Asn

y

gag
Glu

tat
TYrr

aac
Asn
170

Tte
Phe

aac
Asn

acg
Thr

tct

cca
Pro

dda
LyS

gt
Va

tac
Tyr

gag
Glu
75

cac
H1s

dad
LYS

cag
Gln

ctg
Leu

cce
Pro
155

dac
ASn

Cctc
lLeu

gtc
val

cag
Glin

ggt

gct
Ala

cCcC
Pro

gt
va

gt
va
60

cag
GlIn

cag
Gin

gcc
Ala

CCC
Pro

aCC
Thr
140

age
ser

tac
Tyr

tac
TYr

ttC
Phe

aag
LysS
220

ggt
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ccg
Pro

aag
LYS

gtg
val
45

gac
Asp

tac
Tyr

gac
Asp

ctc
Leu

cga
Arg
125

aag
LyS

gac
Asp

aag
Lys

agc
Ser

tca
ser
205

agc
ser

ggt

gaa
Glu

gac
Asp
30

gac
Asp

cly

dac
Asn

tgg
Trp

cca
Pro
110

gaa
Giu

aac
Asn

atc
Ile

acc
Thr

aag
Lys
150

tgc
Cys

ctc
Leu

agce

ctc
Leu
15

acc
Thr

gt
va

val

agc
ser

cty
Leu
95

gcc
Ala

cca
Fro

cag
GIn

gcc
Ala

acg
Thr
175

ctc
Leu

tcc
Ser

tcc
Ser

ggt

cty
Leu

ctc
Leu

agce
ser

Glu

acqg
Thr
30

aat
Asn

cccC
Pro

cag
Gin

gtc
val

gt
va
160

cct
Pro

ace
Thr

gt
va

ctyg
Leu

ggt

48

96

144

192

240

288

336

384

432

480

528

576

624

672

720



Ser
225

ggt
Gly

Sty

gaa
Glu

gac
Asp

gtt
val
305

CcCa
Pro

age
Ser

gaa
Glu

cgg
Arg

cty
Leu
385

cec
Pro

&ty

Pro

g?; tcC

caa
Gln

gcc
Ala

cag
GIn
290

att
Ile

gat
Asp

ttc
Phe

gce
Ala

gac
Asp
370

CcCccC
Pro

gat
Asp

cga
Arg

<210>
<211>
<212>
<213>

<220>
<223>

<400>

Gly

Ser

gtc
val

cac
His
275

agc
ser

caa
Gin

ey

€99
Arg

cac
His
355

cCct
Pro

Ccce
Pro

gt
va

age
Ser

103
424
PRT

Lys

cat
His

cgg
Arg
260

cty
Leu

cce
Pro

atc
Ile

gcc
Ala

gag
Glu
340

Sty

gca
Ala

gca
Ala

ety

cece
Pro
420

Gly

cca
Pro
245

cag
Gin

gag
Glu

gaa
Glu

ttg
L.eu

cty
Leu
325

ctg
Leu

ctcC
Leu

cCcC
Pro

ccc
Pro

tce
ser
405

agc
ser

Gly
230

att
Ile

<€gg
Arg

atc
Ile

agt
Ser

&ty
310

tat
Tyr

ctt
Leu

ccy
Pro

cga
Arg

ccg
Pro
390

tCg
Ser

tac
Tyr

cca
Pro

tac
Tyr

a4gg
Arg

cte
Leu
295

gtc
val

&ty

ctt
Ley

ctyg
Leu

&ty
375

gag
Glu

gac
Asp

gct
Ala

artificial Seguence

Synthetic Construct

103
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Gly Gly Gly Ser gg% Gly Gly Ser

gat
ASp

ctc
Leu

gag
Glu
280

cty
Leu

aag
Lys

tcy
ser

gag
Glu

cac
H15
360

cca
Pro

cca
Pro

cct
Pro

tcC
Ser

tct
ser

tac
Tyr
265

gat
Asp

cag
GIn

aca
Thr

ctc
Leu

gac
Asp
345

ctg
Leu

gct
Ala

cCcc
Pro

ctg
Leu

tTaa

Tct
Ser
250

aca
Thr

ety

ctg
Leu

tcc
ser

cac
H1s
330

oty

cca
Pro

cgce
Arg

ety

age
Ser
410

cca
Pro

gat
ASp

acy
Thr

aag
Lys

agg
AT
315

Tttt
Phae

tac
Tyr

31y

ttc
Phe

atc
Ile
395

atg
Met

tta tta
Leu Leu

gat gcc
Asp Ala

gt 9?9
val Gly
285

gcec ttg
Ala Leu
300

tte ctg
Phe Leu

gac cct
ASp Pro

aat gtt
Asn val

aac aag
AsSn LyS
365

ctg cca
Leu Pro
380

ctg gcc
Leu Ala

gtg gga
val G%y

caa
Gin

cag
Gin
270

oty

aag
LyS

tge
Cys

gag
Glu

tac
Tyr
350

tcC
ser

cta
Leu

cCcC
Pro

&y

Met Asp Lys Thr His Thr Cys Pro Pro ggs Pro Ala Pro Glu
1 5

Gly

ttC
Phe
255

cag
Gn

gct
Ala

ccy
Pro

cag
Gln

gce
Ala
335

cag
Gin

cCa
Pro

cca
Pro

cag
GIn

tce
Ser
415

Ley
15

Gly
240

oty

aca
Thr

aaa
Lys

&ty

<gg
Arg
320

tgc
Cys

tce
Ser

cac
H1s

&ty

cece
Pro
400

cag
Gln

Leu

Gly Gly Pro Ser val Phe Leu Phe Pro Pro Lys Pro Lys ggp Thr Leu
20

25

rPage 128

768

816

864

912

960

1008

1056

1104

1152

1200

1248

1275



Met

His

val

65

Tyr

Gly

Ile

val

Ser

145

Glu

Pro

val

Met

Ser

225

Gly

Gly

Glu

ASp

Ile

Glu

50

His

Arg

LYS

Glu

Tyr

130

Leu

Trp

val

Asp

His

210

Pro

Gly

G1n

Ala

Gln
290

Ser

35

Asp

Asn

val

Glu

Lys

115

Thr

Thr

Glu

Leu

Lys

195

Glu

Gly

Ser

val

His

275

Ser

Arg

Pro

Ala

val

Tyr

100

Thr

Leu

Cys

ser

Ala

Lys

His

Pro

Thr

Glu

LYS

Ser

85

Lys

Ile

Pro

Leu

ASH

165

Ser

Arg

Leu

Gly

Pro

245

Gln

alu

Glu

Pro
val
Thr
70
val
Cys
ser
Pro
val
150
Gly
Asp
Trp
His
Gly
2
Ile
Arg

ITe

Ser

A-T1429_US_NPZ_WO_PCT2_ST25

Glu val Thr Cys val val val Asp
45

LyS
55

Lys
Leu
Lys
LYS
Ser
135

Lys

Gly

Gin

Asn

215

Gly

Pro

TYr

Arg

Leu
295

40

Phe

Pro

Thr

val

Ala

120

Arg

Gly

Pro

Ser

Gin

200

His

Gly

Asp

Leu

Glu

280

Leu

Asn

Arg

val

ser

105

LYS

ASD

Phe

Phe

185

Gly

Tyr

Gly

Ser

Tyr

265

Asp

Glin

Trp

Glu

Leu

30

Asn

Gly

Glu

Tyr

Asn

170

Phe

Asnh

Thr

Ser

Ser

250

Thr

Gly

Leu

Tyr

Glu

75

His

Lys

Gin

L.eu

Pro

155

Ash

Leu

val

Gln

Gly

Pro

Asp

Thr

Lys

val

60

GIn

Gin

Ala

Pro

Thr

140

ser

Tyr

Ty

phe

Lys

Gly

Leu

Asp

val

Ala
300
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ASp

Tyr

Asp

Leu

ASD

Lys

Ser

Ser

205

Ser

Gly

Leu

Ala

Gly

l.eu

Gly

Asn

Trp

Pro

110

Glu

Asn

Ile

Thr

Lys

190

Cys

Leu

ser

Gln

G1n

270

Gly

LYS

val

val

Ser

Leu

95

Ala

Pro

Gln

Ala

Thr

175

Leu

Ser

ser

Gly

Phe

255

Glin

Ala

Prao

Ser

Glu

Thr

&0

ASn

Pro

GIn

va'

val

160

Pro

Thr

val

Leu

Gly

Gly

Thr

LYyS

Gly



A-1429_US_NP2_WO_PCT2.5725

val Ile GIn Ile Leu Gly val Lys Thr Ser Arg Phe Leu Cys Gln Arg
305 310 315 320

Pro Asp Gly Ala Leu Tyr Gly Ser Leu His Phe Asp Pro Glu Ala Cys
325 330 335

Ser Phe Arg Glu Leu teu Leu Glu Asp Gly Tyr Asn val Tyr Gln Ser
340 345 350

Glu Ala His Gly Leu Pro Leu His Leu Pro Gly Asn Lys Ser Pro His
355 360 365

Arg Asp Pro Ala Pro Arg Gly Pro Ala Arg Phe Leu Pro Leu Pro Gly
370 375 380

Leu Pro Pro Ala Pro Pro Glu Pro Pro Gly Ile Leu Ala Pro Gin Pro
385 390 395 400

Pro Asp val Gly Ser Ser Asp Pro Leu Ser Met val Gly Gly Ser GIn
405 410 415

Gly Arg Ser Pro Ser Tyr Ala Ser
420

<210> 104
<211> 1320
<212> DNA
<213> Artificial Sequence

<220
<223> EGF21-(G3)-Fc; 28 AA signal sequence removed during processing

<220>
<221> (DS
<222> (1)..(1320)

<400> 104

atg gac tcg gac gag acc g?g ttc gag cac tca gga ctg tgg gtt tct 48
get Asp Ser Asp Gliu Thr Gly Phe Glu 215 Ser Gly Leu Trp val Ser

5 0 15

gtg ctg gct ggt ctt Cctg Ctg gga gec tge cag gca cac ccc atc cct 96
val Leu Ala Gly lLeu Leu Leu Gly gga Cys GIn Ala His Pro Ite Pro
20 30

gac tcc agt cct cte ctg caa tic g%g gac caa gtc cgg cadg cgg tac 144
Asp Ser Ser Pro Leu Leu GIn Pge Gly Gly GIln val Arg Gin Arg Tyr
35 4 45

ctc tac aca gat gat gcc cag cag aca gaa goc cac ctg gag atc agg 192
Leu gﬁr Thr Asp Asp Ala GlIn GIn Thr Glu Ala HBS Ley Glu Ile Arg
55 6

gag gat g%g acg gt g%g ggc gct gct gac cag age ccc gaa agt ctc 240
Glu Asp Gly Thr va GOy Gly Ala Ala Asp $1n ser bPro Glu Ser ggu
65 7 5
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cty
Leu

aag
LyS

teg
ser

gag
Glu

cac
H1s
145
cca
Pro

cca
Pro

cct
Pro

tcc
Ser

gaa
Glu
225
gac
ASp

gac
Asp

ety

aac
Asn

tag
Trp
305
cca
Pro

gaa
Glu

cag
GIn

aca
Thr

ctc
Leu

gac
As

130
ctg

Leu

gct
Ala

cce
Pro

ctg
Leu

&
210

ctc
l.eu

acc
Thr

gt
Va

gt
va

agc
Ser
290

ctg
Leu

acc
Ala

CCa
Pro

cty
Leu

tce
ser

cac
His
115

o cly

CCa
Pro

cgce
Arg

ety

agc
ser
195

gga
Gly

ctg
Leu

ctc
Leu

agc
Ser

gag
Glu
275

acyg
Thr

aat
Asn

CCC
Pro

cag
GlIn

aaa
LYS

agyg
AT

g
100
Tttt
Phe

atc
Ile
180

atg
Met

&

ety

atg
Met

cac
His
260

gt
va

tac
Tyr

ggc
Gly

atc
Ile

gt
va
340

gee
Ala
83

ttC
Phe

gac
Asp

aat
Asn

aac
Asn

cty
Leu
165

ctg
Leu

gt
va

gac
Asp

ety

atc
Ile
245

gaa
Glu

cat
His

cgt
APg

aag
Lys

gag
Glu
325

tac
Tyr

ttg
Leu

ctg
Leu

cct
Pro

gtt
val

aag
LyS
150

cCa
Pro

gcc
Ala

aaa
Lys

ccg
Pro
230

kifels
Ser

gac
Asp

aat
Asn

gt
va

gag
Glu
316

aaa
Lys

acce
Thr

aag
Lys

tgc
Cys

gag
Glu

tac
Tyr
i35

tce
ser

cta
Leu

cccC
Pro

cct
Pro

act
Thr
215

tca
Ser

cgy
Arg

cct
Pro

gcc
Ala

gtc
val
285

tac
Tyr

acc
Thr

cty
Leu

A-1429_US_NP2_WO_PCT2_ST25
gtt att caa

ccg
Pro

cag
Gin

gce
Ala
120

cag
Gin

cca
Pro

cca
Pro

cag
Gln

tee
ser
200

cac
His

gtc
val

acc
Thr

gag
Glu

aag
Lys
280

age
ser

aag
LyS

atc
Ile

ccC
Pro

ety

cgg
Ar

105
tgc
Cys

tee
Ser

cac
H1sS

oty

cec
Pro
185

cag
GIn

aca
Thr

tte
Phe

cct
Pro

gtc
val
265

aca
Thr

gtc
val

tgc
Cys

tcce
Ser

cca
Pro
345

val
90

cCa

g Pro

agce
Ser

gaa
Glu

cgg
Arg

ctg
Leu
170

CcCC
Pro

ggc
Gly

tgc
Cys

ctc
Leu

gag
Glu
250

aag
LYS

aag
LyS

ctc
L.eu

aag
LysS

aaa
LysS
330

tcc
ser

Ile

gat
Asp

ttC
Phe

gcce
Ala

gac
ASD
155

CCa
Pro

gat
Asp

cga
AFg

cca
Pro

ttce
Phe
235

gtc
val

tte
Phe

ccg
Pro

acc
Thr

gtc
val
315

gcc
Ala

cgy
Arg

Gln

ggg
Gly

cgg
Arg

cac
His
140

cct
Pro

CCC
Pro

gt
va

agc
Ser

ccg
Pro
220

cccC
Pro

aca
Thr

dac
Asn

cgg
Arg

gtc
val
300

tcc
Ser

daa
Lys

gat
Asp
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atc
Ile

gce
Ala

gag
Glu
125

ety

gca
Ala

gca
Ala

ety

cCe
Pro
205

tgc
Cys

cca
Pro

tgc
Cys

tag
Trp

gag
Glu
285

cty
Leu

daac
AsSn

ey

gag
Glu

Tty
Leu

ctg
Leu
110

ctg
Leu

ctc
teu

CCC
Pro

cccC
Pro

tce
ser
190

age
Ser

cca
Pro

add
Lys

gt
va

tac
TYr
270

gag
Glu

cac
His

aaa
Lys

cag
GIn

ctg
Leu
350

ety
95

tat
TYr

ctt
Leu

ccy
Pro

cga
Arg

ccg
Pro
175

tcy
Ser

tac
Tyr

gca
Ala

ccc
Pro

gt
Va
255

at
Va

cag
Glin

cag
Gin

gecce
Ala

ccce
Pro
335

acc
Thr

gtc
val

ety

ctt
Leu

ctg
Leu

&
160

gag
Glu

gac
ASp

gct
Ala

cct
Pro

aag
LYS
240

gtg
val

gac
Asp

tac
Tyr

gac
Asp

ctc
Leu
320

cga
Arg

aag
LYS

288

336

384

432

480

528

576

624

672

720

768

816

864

912

960

1008

1056



aac
Asn

atce
Ile

acc
Thr
385

aag
Lys

tgc
Cys

ctc
Ley

cag
Gin

gee
Ala
370

acg
Thr

ctc
Leuy

tcc
Ser

tCce
Ser

<210>
<211>
<212>
<213>

<220>
<223>

<400>

gtc
val
355

gt
va

cct
Pro

acc
Thr

gt
va

ctg
Leu
435

105
439
PRT

agc
Ser

gag
Glu

CCC
Pro

val

atg
Met
420

tct
Ser

ctg
Leu

tgg
Trp

gt
va

gac
Asp
405

cat
His

ccg
Pro

acc
Thr

gag
Glu

ctg
Leu
390

aag
LyS

gag
Glu

ety

agce
Ser
375

gac
Asp

agce
ser

gct
Ala

add
LyS

Artificial Sequence

synthetic Construct

105

Met Asp Ser

1

val

AsSp

Leu

Giu

65

Leu

Lys

Ser

Glu

l.eu

ser

Tyr

50

ASp

Glin

Thr

Leu

Asp

Ala

ser

35

Thr

Gly

Leu

Ser

His

115

Gly

ASp

Gly

20

Pro

ASp

Thr

Lys

Arg

100

Phe

Tyr

Glu

5

Leu

Leu

AsSp

val

Ala

85

Phe

Asp

Asn

Thr

Leu

Leu

Ala

Gly

70

Leu

Leu

Pro

val

Gly

Leu

Gln

Gln

55

Gly

Lys

Cys

Glu

TvYr

A-1429_US_NPZ_WO_PCT2_STZ25
tgc ctg gtc aaa gge ttc tat ccc
Cys Leuy val Lys Gly Phe Tyr Pro

360
aat
Ash

tecc
Ser

agg
Arg

ctg
Leu

tga

phe

Gly

Phe

40

Gln

Ala

Pro

Glin

Ala

120

Gin

41

gac
Asp

tgg
Trp

cac
His
425

Glu
Ala
25

Gly
Thr
Ala
Gly
105

Cys

ser

cag
Gln

aty

cag
Gin
410

daac
Asn

His
10

Cys
Gly
Glu
ASp
val
90

Pro

ser

ccy
Pro

tec
Ser
395

cag
Gin

cac
His

Ser

Gln

Gin

Ala

G1n

75

Ile

Asp

phe

gag
Glu
380

ttcC
Phe

999
Gly

tac
Tyr

Gly

Ala

val

His

60

Ser

Gln

Gly

Arg

Glu Ala His
page 132

365
aac
Asn

tte
Phe

adcC
ASn

acg
Thr

Leu

His

Arg

45

Leu

Pro

Ile

Glu
125

Gly

aac
Asn

ctc
Leu

gtc
val

cag
Gln
430

Trp

Pro

30

Glin

Glu

Glu

Leu

Leu

110

Leu

Leu

agc
ser

tac
Tyr

tat
Tyr

ttc
Phe
415

aag
Lys

val

15

Ile

Arg

Ile

Ser

Gly

95

Tyr

Leu

Pro

gac
Asp

aag
LysS

agc
Ser
400

tca
ser

agce
Ser

Ser

Pro

Tyr

Arg

l.eu

30

val

Gly

Leu

Leu

1104

1152

1200

1248

1296

1320



His

145

Pro

Pro

Pro

ser

Glu

225

ASp

ASp

Gly

Asn

Trp

Pro

Glu

Ash

Ile

Thr

385

Lys

130

Leu

Ala

Pro

Leu

Gly

Leu

Thr

val

val

Ser

290

l.eu

Ala

Pro

Gln

Ala

370

Thr

Leu

Pro

Arg

Gly

ser

195

Gly

Leu

Leu

ser

Glu

275

Thr

Asn

Pro

Glin

val

355

val

Pro

Thr

Gly

Phe

Ile

180

Met

Gly

Gly

Met

His

260

val

Tyr

Gly

Ile

val

340

Ser

Glu

Pro

val

AsHh

Leu

165

Leu

val

Asp

Gly

Ile

245

Glu

His

Arg

Lys

Glu

325

Tyr

lL.eu

Trp

val

Asp

Lys

Pro

Ala

Gly

Lys

Pro

230

ser

Asp

AsSnh

val

Glu

310

Lys

Thr

Thr

Glu

Leu

390

Lys

135

A-1429_US_NP2_WO_PCT2_ST25
140

Ser Pro His Arg

Leu

Pro

Pro

Thr

215

Ser

Arg

Pro

Ala

val

295

Tyr

Thr

Leu

Cys

Ser

375

Asp

Ser

Pro

GIn

Ser

200

His

val

Thr

Glu

LyS

Ser

Lys

Ile

Pro

Leu

360

Asn

Ser

Arg

Gly

Pro

185

Gln

Thr

Phe

Pro

va'l

265

Thr

val

Cys

Ser

Pro

345

val

Gly

ASp

Trp

Leu

170

Pro

Gly

Cys

l.eu

Glu

250

Lys

LyS

Leu

Lys

Lys

Gin

Gly

Asp Pro Ala Pro

155

Pro

Asp

Arg

Pro

Phe

235

val

Phe

Pro

Thr

val

315

Ala

Arg

Gly

Pro

Ser
395

Pro

val

Ser

Pro

220

Pro

Thr

Asn

Arg

val

300

Ser

LYS

ASp

Phe

Glu

380

Pha

GIn GIn Gly
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Ala

Gly

Pro

205

Ccys

Pro

Cys

Trp

Glu

285

Leu

Asn

Gly

Glu

Tyr

Ash

Phe

Asn

Pro

Ser

190

Ser

Pro

Lys

val

Tyr

270

Glu

His

Lys

Gin

Leu

350

Pro

Asn

Leu

val

Arg

Pro

175

Ser

TYr

Ala

Pro

val

255

va'l

GIn

GIn

Ala

Pro

335

Thr

Ser

Tyr

Tyr

Phe

Asp

Ala

Pro

LYS

240

val

Asp

Tyr

ASp

Leu

320

Arg

LYysS

Asp

Lys

Ser

400

Ser



A-1429_US_NPZ2_WO_PCT2_ST25
405 410 415

Cys Ser val Met His Glu Ala Leu His Asn His Tyr Thr Gin Lys Ser
420 425 430

Leu Ser Leu Ser Pro Gly Lys

435
<210> 106
<211> 1245
<212> DNA
<213> Artificial Sequence

<220>
<223> Fc-G5-FGFZ21l

<220>
<221> (DS
<222> (1)..(1245)

<400> 106

atg gac aaa act cac aca tgt cca cct tgt cca gct ¢cg gaa Cctc Ctg 48
Met Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu

1 5 10 15

gag g%a ccg tca gtc tte ctc tte ccC cca aaa CCC aag gac acc ctc 96
Gly Gly Pro Ser val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu
20 25 30

aty atc tCC cgg acc CcCct gag gtc aca tgc gtg gtg gtg gac gtg agce 144
Met ITe ser Arg Thr pro Glu val Thr Cys val val val Asp val Ser
35 40 45

cac gaa gac cct gag gtc aag tic aac tgg tac gtg gac g?c gty gag 192
His Géu Asp Pro Glu val Lys Phe Asn Trp Tyr ga] Asp Gly Glu
5 535 0

gtg cat aat gcc aag aca aag ccg cgg gag gag cag tac aac agc acg 240
val His Asn Ala Lys TBr Lys Pro Arg Glu Glu GIn Tyr Asn Ser Thr
65 7 75 80

tac cgt grg gtc agc gtc ctc acc gtc ctg cac cag gac tgg cty aat 288
Tyr Arg val val ger val Leu Thr val ggu His Gln Asp Trp geu Asn
5 5

g%c aag gag tac aag tgc aag gtc tCc aac aaa gcc ctc cca goc ccc 336
Gly Lys Glu Tyr Lys Cys Lys val Ser Asn Lys Ala Leu Pro Ala Pro
100 105 110

atc gag aaa acc atc tcc aaa gee aaa g%g cag CCC Cga gaa Cca cag 384
Ile Glu L§S Thr Ile Ser Lys A%S Lys Gly GIn Pro Arg Glu Pro Gln
115 i 125

gtg tac acc ctg ccc cca tcc cgg gat gag ctg acc aag aac cag gtc 432
va ng Thr Leu Pro Pro Ser Arg Asp Glu teu Thr Lys Asn Gln val
1 135 140

agc ctg acc tgce ctg gtc aaa g?c tt¢ tat ccC age gac atc gcc gtg 480
ser Leu Thr Cys Leu val Lys Gly Phe Tyr Pro Ser Asp ITe Ala val
145 150 155 160

gag tgg gag agce aat g?g cag cCg gag aac aac tac aag acc acg cct 528
Glu Trp Glu Ser Asn Gly GIn Pro Glu Asn Asn Tyr Lys Thr Thr Pro
165 170 175
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CCC
Pro

gt
va

atg
Met

tct
ser
225

cca
Pro

gat
ASD

acg
Thr

aaa
LYS

agg
Arg
305

Tttt
Phe

tac
Tyr

ttC
Phe

atc
Ile
385

atg
Met

gt
va

gac
Asp

cat
His
210

ccg
Pro

tta
Leu

gat
ASp

gt
Va

gcc
Ala
290

ttc
Phe

gac
Asp

aat
Asn

daac
Asn

ctg
Leu
370

ctg
Leu

gty

<210>
<211>
<212>
<213>

<220>

ctyg
Leu

aag
Lys
195

gag
Glu

&ty

tta
Leu

gcce
Ala

999
Gly
275

ttg
Leu

ctg
Leu

cct
Pro

gtt
val

aag
Lys
355

cca
Pro

gece
Ala

ety

107
414
PRT

gac
Asp
180

age
Ser

gct
Alta

aaa
Lys

caa
Gln

cag
GIn
260

ggc
Gly

aag
Lys

tgc
Cys

gag
Glu

tac
Tyr
340

Tcc
sSer

cta
Leu

ccC
Pro

cct
Pro

tcc
ser

agg
Arg

ctg
Leu

ggt

ttc
Phe
245

cag
Gln

gct
Ala

ccg
Pro

cag
Gin

gcce
Ala
325

cag
GIn

cca
Pro

cca
Pro

cag
Gin

tcc
ser
405

gac
Asp

tgg
Trp

€gg
Arg
310

tgc
Cys

tee
Ser

cac
H1s

3ty

cce
Pro
350

cag
GIn

A-1429_US_NP2_WO_PCT2_5T25

ggc tce tic Tic ctc tac

Gly

cag
GlIn

aac
Asn
215

gga
Gly

Sty

gaa
Glu

gac
Asp

gtt
val
295

cca
Pro

agc
ser

gaa
Glu

€gg
Arg

ctg
Ley
375

cCcc
Pro

ggc

Artificial Segquence

Ser

cag
GIn
200

cac
His

ety

caa
Gin

gce
Ala

cag
Glin
280

att
Ile

gat
Asp

ttC
Phe

gce
Ala

gac
Asp
360

CCC
Pro

gat
Asp

cga
AFg

Phe
185

oty

tac
Tyr

&y

gtc
val

cac
His
265
agc
ser

caa
GIn

994

€gg
Arg

cac
His
345
cct
Pro

cCccC
Pro

gt
va

agc
Ser

Phe

aac
Asn

acg
Thr

cat
His
<gg
Ar

250
ctg

Ley

ccc
Pro

atc
Ile

gcce
Ala

gag
Glu
330

ety

gca
Ala

gca
Ala

&ty

ccc
Pro
410

Leu

gtc
val

cag
Gin

cca
Pro
235

cag

g Gln

gag
Glu

gaa
Glu

ttg
Leu

ctg
Leu
315

ctg
Leu

ctc
Leu

cCC
Pro

ccc
Pro

tee
ser
395

agc
ser

Tyr

tte
Phe

aag
Lys
220
att
Ile

cgg
Arg

atc
Ile

agt
ser

gga
Gly
300

tat
Tyr

ctt
Leu

ccy
Pro

cga
Arg

ccg
Pro
380

tcy
ser

tac
Tyr

pPage 135

age
ser

tca
Ser
205

agce
Ser

cca
Pro

tac
Tyr

aga
Arg

cte
Leu
285

gtc
vai

ctt
Leu

ctg
Leu

&1y
365

gag
Glu

gac
Asp

gct
Ala

aag
Lys
150

tge
cys

ctc
Leu

gat
Asp

ctc
Ley

gag
Glu
270

ctg
Leu

aag
Lys

tcg
ser

gag
Glu

cac
His
350

cCa
Pro

cca
Pro

cCt
Pro

tcc
Ser

ctc
L.eu

tce
Ser

tCcC
Ser

tct
Ser

tac
Tyr
255

gat
ASp

cag
Gin

aca
Thr

ctc
Leu

gac
Asp
335

ctg
Leu

gct
Ala

cccC
Pro

ctg
Leu

taa

acc
Thr

gt
Va

ctg
Leu

tct
ser
240

aca
Thr

Sty

ctyg
Leu

tcc
Ser

cac
His
320

3

cca
Pro

cge
Arg

2ty

agce
Sar
400

576

624

672

720

768

816

864

912

960

1008

1056

1104

1152

1200

1245



A-1428 _US_NP2_WO_PCT2_ST25
<223> Synthetic Construct

<400> 107

Met Asp Lys Thr His Thr Cys Pro Pro E%s Pro Ala Pro Glu Leu Leu
1 5 15

Gly Gly Pro ggr val Phe Leu Phe ggo Pro Lys Pro Lys gsp Thr Leu
0

Met Ile Ser Arg Thr Pro Glu X%T Thr Cys val val val asp val Ser
35 45

His Glu Asp Pro Glu val %gs Phe Asn Trp Tyr g81 Asp Gly val Glu
50

val His Asn Ala Lys Thr Lys Pro Arg Glu Glu G1n Tyr Asn Ser Thr
65 70 75 80

Tyr Arg val val ser val Leu Thr val Leu His GIn Asp Trp Leu Asn
85 30 95

Gly Lys Glu Tyr Lys Cys Lys val Ser Asn Lys Ala Leu Pro Ala Pro
100 105 110

ITe Glu Lys Thr ITe Ser Lys Ala Lys Gly GIn Pro Arg Glu Pro Gln
115 120 125

val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln val
130 135 140

Ser Leu Thr Cys Leu val Lys Gly phe Tyr Pro Ser Asp Ile Ala val
145 150 155 160

Glu Trp Glu Ser Asn Gly GIn Pro Glu Asn Asn Tyr Lys Thr Thr Pro
165 170 175

Pro val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr
180 185 190

val Asp Lys Ser Arg Trp GIn GIn Gly Asn val Phe Ser Cys Ser val
195 200 205

Met His Glu Ala Leu His Asn His Tyr Thr GIn Lys Ser Leu Ser Leu
210 215 220

Ser Pro Gly Lys Gly Gly Gly Gly Gly His Pro Ile Pro Asp Ser Ser
225 230 235 240

Pro Leu Leu GIn Phe Gly Gly GIn val Arg Gln Arg Tyr Leu Tyr Thr
245 250 255
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Thr val

260

Gly Gly Ala Ala Asp

Lys Ala Leu Lys Pro Gly val

290

Arg Phe

Phe Asp

Tyr Asn

Gly Asn

rPhe Leu
370

ITe Leu
385

Met val

<210>
<211>
<212>
<213>

<220>
<223>

<220>
<221>
<222>

<400>
atg cat
Met His
1

gtc cgg
val Arg

cac ctg
His Leu

agc ccc
ser Pro

295

Leu Cys GIn Arg Pro

Pro Glu Ala Cys Ser
325

val Tyr Gln Ser Glu
340

Lys Ser Pro His Arg
355

Pro Leu Pro Gly Leu
375

Ala Pro G1n Pro Pro
390

Gly Pro ser Glin Gly
405

108
549
DNA
Artificial Sequence

FGF21 L99R
CDS
(1)..(549)
108

cca att cca gat tct
pro Ile Pro Asp Ser

cag cgg tac ctc tac
Gln Agg Tyr Leu Tyr
2

gag atc agg gag gat
Glu Ite Arg Glu Asp
35

gaa agt ctc ctg cag
Glu Ser Leu Leu Gin

A-1429_US_NP2_WQ_PCT2_S5T25
Asp Asp Ala GIn GIn Thr Glu Ala His Leu Glu Ile Arg Glu

GIn
280

Ile
AsSp
Phe
Ala

Asp
360

Pro
Asp

Arg

tct
Ser

aca
Thr

&y
40

ctg
Leu

265

Ser

Gin

Gly

Arg

His
345

Pro

Pro

val

Ser

CCa
Pro

gat
AsSp
25

acy
Thr

aaa
Lys

Pro

Ile

Ala

Glu
330

Gly

Ala

Ala

Gly

Pro
410

tta
Leu
10

gat
ASp

gt
va

gce

Glu
Leu
Leu
315
Leu
Leu
Pro
Pro
ser

395

Ser

tta
Ley

gce
Ala

oty

ttg

Ser
Gly
300
Tyr
Leu
Pro
Arg
Pro
380

ser

TYyr

caa
Gin

cag
Gln

oty

aag

Ala Leu Lys
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Leu
285

val

Gly

Leu

Leu

Gly

Glu

Asp

Ala

tte
Phe

cag
Gln

gct
Ala
45

ccg
Pro

270

Ley
Lys
ser
Glu
His
350
Pro
Pro

Pro

Ser

31y

aca
Thr
30

gct
Ala

ety

Asp
Gin
Thr
Leu
Asp
335
Leu
Ala

Pro

Leu

ety
15

gaa
Glu

gac
Asp

gtt
val

Gly

Leu

ser

His

320

Gly

Pro

Arg

Gly

Ser
400

caa
Gin

p=g o]
—l
w

cag
Gln

att
Ile

48

96

144

192



caa
Gin
65

gag
Gly

€gg
Arg

cac
His

cct
Pro

cee
Pro
145

gt
Va

agc
Ser

50

ate
Ile

gee
Ala

gag
Glu

Gly

gca
Ala
130

gca
Ala

ety

cCC
Pro

<210>
<211>
<212>
<213>

<220>
<223>

<400>

ttg
Leu

ctg
Leu

ctg
Leu

cte
Leu
115

cCe
Pro

CcCC
Pro

tcc
Ser

agce
ser

109
182
PRT

ety

tat
Tyr

cgt
Arg
160

ceg
Pro

cga
Arg

ccg
Pro

teg
Ser

tac
TYyr
180

gtc
val

ety
85

Ctt
l.eu

cty
Leu

gga
Gly

gag
Glu

gac
Asp
165

gct
Ala

aag
LysS
70

teg
ser

gag
Glu

cac
His

CCa
Pro

cca
Pro
150

cct
Pro

tCC
Ser

55
aca
Thr

ctce
Leu

gac
ASp

ctg
Leu

gct
Ala
135

cco
Pro

ctg
Leu

taa

Aartificial Seguence

Synthetic Construct

109

Met His Pro

1

val

His

ser

Gln

65

Gly

Arg

Leu

Pro

50

Ile

Ala

Gin

Glu

35

Glu

Leu

Leu

Ile

Arg

20

Ile

Ser

Gly

TYyr

Pro
5

Tyl"
Arg
Leu
val

Gly
85

Asp

Leu

Glu

Leu

Ser

Tyr

ASD

Gin

55

Thr

Leu

A-1429_US_NP2_WO_PCTZ2_ST25

tec
ser

cac
H1s

ety

cca
Pro
120

cgce
Arg
gga

agce
ser

Ser
Thr
Gly
40

Ley

Ser

His

agg
Arg

ttt
Phe

tac
Tyr
105

gg9g
Gly

tte
Phe

atc
Ile

atg
Met

Pro

AsSp

25

Thr

LyS

Arg

Phe

ticC
Phe

gac
Asp
30

aat
Asn

adC
Asn

cty
Leu

ctg
Leu

gtg
val
170

L.eu

10

Asp

val

Ala

Phe

ctg
Leu
75

cct
Pro

gtt
val

aag
LyS

cCa
Pro

gcc
Ala
155

gga
Gly

L.eu

Ala

Gly

Leu

Leu
75

60

tgc
Cys

gag
Glu

tac
Tvyr

tce
Ser

cta
Leu
140

ccC
Pro

cct
Pro

Gin

GlIn

Gly

LYyS

60

cys

Asp Pro Glu

90
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cag
Gin

gcce
Ala

cag
Gin

cca
Pro
125

cca
Pro

cag
Gin

tCccC
ser

Phe

Gln

Ala

45

Pro

Gin

Ala

€gg
Arg

tgc
Cys

tec
ser
110

cac
His

oty
ccC

Pro

cag
GIn

Gly
Thr
30

Ala
Gly

Arg

Cys

cca
Pro

agc
ser
95

gaa
Glu

cgg
Arg

cty
Leu

CCcC
Pro

oty
175

Gly
15

Glu
Asp
val

Pro

Ser
g5

gat
Asp
80

tre
Phe

gee
Ala

gac
Asp

CCC
Pro

gat
Asp
160

cga
Arg

Gln

Ala

Gln

ASp
80

Phe

240

288

336

384

432

480

528

549



Arg Glu

Leu Arg Leu Glu Asp

His Gly Leu Pro Leu His Leu

Pro Ala
130

Pro Ala
145

val Gly
Ser Pro

<210>
<211>
<212>
<213>

<220>
<223>

<220>
<221>
<222>

<400>
atg cat
Met Hi1s
1

gtc cgg
val Arg

cac ctg
His Leu

age ccc
ser Pro
50

caa atc
Gin Ile
65

ggg gcc
G%y Ala

€gg gag
Arg Glu

cac ggc

115

Pro Arg Gly Pro Ala
135

Pro Pro Glu Pro Pro
150

Ser Ser Asp Pro Leu

Ser Tyr Ala Ser
180

110
549
DNA
Artificial Sequence

FGF21 199D

DS
(1)..(549)

110
cca att cca gat tct
Pro Ile Pro Asp Ser

cag cgg tac ctc tac
Gln Arg Tyr Leu Tyr
20

gag atc agg gag gat
g%u Ile Arg Glu Asp

gaa agt ctc ctg cag
Glu Ser Leu Leu Gln
55

ttg gga gtc aag aca
Leu Gly val L%s Thr
7

ctg tat g%a tcg cte
Leu Tyr Gly Ser Leu
85

ctg gac ctt gag gac
Ley Asp Leu Glu Asp
100

ctc ccg ctg cac ctg

A-1429_US_NP2_WO_PCT2_ST25

Gly

Pro
120

Arg
Gly

Ser

tct
Ser

aca
Thr

g49g
2y
40

ctg

Leu

rce
Ser

cac
His

oy

cca

Tyr Asn val Tyr Gln

105

Gly

Phe

Ile

Met

cCa
Pro

gat
Asp
25

acg
Thr

addd
Lys

agg
Arg

ttt
Phe

tac
Tyr
105

999

Asn

lLeu

Leu

val
170

tta
Leu
10

gat
Asp

gt
va

acc
Ala

ttc
Phe

gac
AsSp
90

aat
Asn

aac

Lys

Pro

Ala
155

Gly

tta
Leu

gcc
Ala

949
Gly

ttg
Ley

ctg
Leu
75

cct
Pro

gtt
val

aag

Ser

Leu
140

Pro

Pro

caa
Glin

cag
Gin

aly

aag
Lys
60

tgc
Cys

gag
Glu

tac
Tyr

tec

Page 139

Pro
125

Pro

Gln

ser

ttC
Phe

cag
G1n

gct
Ala
45

ccg
Pro

cag
Glin

gce
Ala

cag
Gln

cCa

Ser
110

His
Gly
Pro

GIn

&ty

aca
Thr
30

gct
Ala

Gly

cgg
Arg

tgc
Cys

tcc
Ser
110

cac

Glu
Arg
Leu

Pro

ggc
&y
15

gaa
Glu

gac
Asp

gtt
val

cca
Pro

agce
ser
95

gaa
Glu

€gg

Ala

Asp

Pro

caa
GIn

gcc
Ala

cag
GIn

att
Ile

gat
ASp
30

tic
Phe

gcce
Ala

gac

48

96

144

192

240

288

336

384



A-T1429_US_NPZ2_WO_PCTZ2_ST25
His Gly Leu Pro Leu His Leu Pro Gly Asn Lys Ser Pro His Arg Asp
115 120 125

cct gca cece cga gga cca gct cge ttc ctg cca cta cca g?c ctg ccc 432
Pro Ala Pro Arg Gly Pro Ala Arg Phe Leu Pro Leu Pro Gly Leu Pro
130 135 140

CCC gCa CCC €Cg gag cca ccc g%a atc ctg gcc €CcC cag <o ¢CC gat 480
Pro Ala Pro Pro Glu Pro Pro Gly Ile Leu Ala Pro Gln Pro Pro Asp
145 150 155 160

ot g?c tcCc tcg gac €ct ¢tg agc atg gtg gga cct tee cag g?c cga 528
val Gly Ser Ser Asp Pro Leu Ser Met Va0 Gly Pro Ser GlIn Gly Arg
165 17 175

agc ccc age tac get tec taa 549
ser Pro Ser Tyr Ala Ser
180

<210> 111
<211> 182
<212> PRT
<213> Artificial sequence

<220> .
<223> Synthetic Construct

<400> 111

Met His Pro Ile Pro Asp Ser Ser Pro Leu Leu GIn Phe Gly Gly GiIn
1

val Arg GIn Arg Tyr Leu Tyr Thr gsp Asp Ala GIn GIn Thr Glu Ala
20 5 30

His Leu g]u Ile Arg Glu Asp Gly Thr val Gly Gly iéa Ala Asp Gln
5 40

Sser Pro Glu Ser Leu Leu GIn teu Lys Ala Leu Lys Pro Gly val 1le
50 55 60

GIn 1le Leu Gly val Lys Thr Ser Arg Phe Leu Cys GIn Arg Pro Asp
65 70 75 80

Gly Ala Leu Tyr ggy Ser Leu His Phe gap Pro GIu Ala Cys ggr Phe

Arg Glu Leu Asp Leu Glu Asp Gly Tyr Asn val Tyr Gln Ser Glu Ala
100 105 1i0

His Gly Leu Pro Leu His Leu Pro Gly Asn Lys Ser Pro His Arg Asp
115 120 125

Pro Ala Pro Arg Gly Pro Ala Arg Phe Leu Pro Leu Pro Gly Leu Pro
130 135 140

Pro Ala Pro Pro Glu Pro Pro Gly Ile Leu Ala Pro Gin Pro Pro Asp
145 150 155 160
page 140



A-1429_US_NP2_WO_PCTZ2_ST25

val Gly Ser Ser Asp Pro Leu Ser Met val Gly Pro Ser Gln g;z Arg

Ser

165

Pro Ser Tyr Ala Ser

<210> 112
<211> 549
«<212> DNA

<213>

<220>

<223>

FGF21l AlllT

<220>
<221> CDS

<222>

(1)..(549)

<400> 112

atg
Met
1

gtc
val

cac
H1s

agc
ser

caa
Gln
65

ety

€99
Arg

cac
His

cct
Pro

cce
Pro
145

gt
Va

cat cca att cca gat
His Pro Ile Pro Asp

€gg cag cgg tac ctc
Arg Gln %gg Tyr Leu

ctg gag atc agg gag
Leu Glu Ile Arg Glu
35

ccc gaa agt ctc ctg
Pro Glu Ser Leu Leu
50

atc ttg g%a gtc aag
Ile Lteu Gly val Lgs
7

gcc ctg tat g%a tecg
Ala Leu Tyr g y Ser
5

gag ctg ctt ctt gag
Glu Leu Leu Leu Glu
100

ggc ctc ccg ctg cac
Gly Leu Pro Leu His
115

gca ccc cga g?a cca
Ala Pro Arg Gly Pro
130

gca CCC ccg gag cca
Ala Pro Pro Glu Pro
150

g?c tce teg gac cct
Gly Ser ser ?gg Pro

Artificial Sequence

tct
Ser

tac
Tyr

gat
Asp

cag
Gin
55

aca
Thr

ctc
Leu

gac
Asp

ctg
Leu

gct
Ala
135

ccc
Pro

ctg
Leu

tct
Ser

aca
Thr

g9g
&ty
40

ctg

Leu

tcC
Ser

cac
His

3ty

cca
Pro
120

cgc
Arg

&y

agce
ser

CCa
Pro

gat
Asp
25

acg
Thr

daa
LyS

agg
Arg

ttt
Phe

tac
Tyr
105

9494
Gly

tte
Phe

atc
Ile

atg
MetT

170

tta
Leu
10

gat
Asp

gt
va

gce
Ala

Ttc
Phe

gac
Asp
30

aat
Asn

adcC
Asnh

ctg
Leu

ctg
Leu

gt
va
170

tta
Leu

gcc
Ala

iy

ttg
Let

ctg
Leu
75

cct
Pro

gtt
val

aag
LYS

cca
Pro

gcc
Ala
155

gga
Gly

caa
Gin

cag
GIn

ety

aag
Lys
60

tgc
Cys

gag
Glu

tac
Tyr

tcc
Ser

cta
Leu
140

ccc
Pro

cCt
Pro

Page 141

tEC
Phe

cag
GIn

gct
Ala
45

ccg
Pro

cag
GIn

gce
Ala

cag
Gin

cca
Pro
125

CcCa
Pro

cag
Gin

tcc
ser

&ty

aca
Thr
30

gct
Ala

ety

Cgg
Arg

tgce
Cys

tce
ser
110

cac
H1s

ety

CCC
Pro

cag
Gin

gyc
&ty
15

gaa
Glu

gac
ASD

gtt
val

CCa
Pro

agce
ser
95

gaa
GHu

cgg
Arg

ctyg
Leu

ccc
Pro

oty
175

caa
Gln

gcc
Ala

cag
GIn

att
Ile

gat
Asp
80

ttcC
Phe

ace
Thr

gac
Asp

CCC
Pro

gat
Asp
160

cga
Arg

48

96

144

192

240

288

336

384

432

480

528



agc ccc agce tac get tec taa
ser Pro Ser Tyr Ala Ser
180

<210>
<211>
<212>
<213>

<220>
<223>

<400>

1

val

His

Ser

GIn

65

Gly

Arg

His

Pro

Pro

145

val

ser

Arg

Leu

Pro

50

Ile

Ala

Gly

Ala

130

Ala

Gly

Pro

<210
<211>
<212>
<213>

113
182
PRT

Artificial Sequence

Synthetic Construct

113

Gin Arg
20

Glu Ile
35

Glu ser

Leu Gly

Leu Tyr

Leu Leu
100

Leu Pro
115

Pro Arg

Pro Pro

ser Ser

Ser Tyr
180

114
549
DNA

Tyr

Arg

Leu

val

Gly

85

Leu

Leu

Gly

Glu

Leu

Glu

Leu

LYS

ser

Glu

His

Pro

Pro

150

Pro

Ser

Met His Pro Ile Pro Asp Ser
5

Tyr

Asp

GlIn

55

Thr

Leu

AsSp

Leu

Ala

135

Pro

l.eu

Artificial Sequence

A-1429_US_NP2_WO_PCT2_ST25

Ser

Thr

Gly

40

Leu

Ser

His

Gly

Pro

120

Arg

Gly

Ser

Pro

Asp

25

Thr

LysS

Arg

Fhe

Tyr

105

Gly

Phe

Ile

Met

Leu

10

ASp

val

Ala

Phe

Asp

90

Asn

AsSn

Leu

Leu

va'l
170

Leu

Ala

Gly

Leu

Leu

75

Pro

val

Lys

Pro

Ala

155

Gly

GlIn

Gin

Gly

cys

Glu

Tyr

sSer

Leu

140

Pro

Pro

Page 142

Pha

Gin

Ala

45

Pro

Gin

Ala

Glin

Pro

125

Pro

Gln

Ser

Gly

Thr

30

Ala

Gly

Arg

Cys

Ser

110

His

Gly

Pro

Gin

Gly

15

Glu

ASp

val

Pro

Ser

95

Glu

Arg

Leu

Pro

Gly

Gin

Ala

Gln

Ile

Asp

80

Phe

Thr

ASp

Pro

ASp

160

Arg

549



<220>
<223>

<220>
<221>
<2272>

<400>

atg
Met
1

gtc
val

cac
H1s

agc
ser

caa

cec
Pro
145

gt
va

agc
ser

cat
His

€gg
Arg

ctg
Leu

cce
Pro
50

atc
Ile

gac
Asp
130

gca
Ala

cCC
Pro

<210>
<211>
<212>
<213>

<220>
<223>

<400>

FGF21 Al129D

Cbs
(..

114
cca
Pro

cag
Gin

gag
Glu
35

gaa
Glu

tty
Leu

ctg
Leu

ctyg
Leu

ctc
Leu
115

cCcC
Pro

cccC
Pro

tcc
ser

agce
Ser

115
182
PRT

(549

att
Ile

cag
Arg
20

atc
Ile

agt
Ser

oty

tat
Tyr

ctt
Leu
100

ccg
Pro

cga
Arg

ccg
Pro

tcy
Ser

tac
TYF
180

cca
Pro
5

tac

Tvr

agg
Arg

ctc
Leu

grc
val

&y
85

CTT ¢

Leu

ctg
Leu

gag
Glu

gac
Asp
165

gct
Ala

gat
ASp

ctc
Leu

gag
Glu

ctg
Leu

aag

cca
Pro
150

cct
Pro

tce
Ser

tct
ser

tac
Tyr

gat
Asp

cag
Gln
55

aca
Thr

ctc
Leu

gac
Asp

cty
Leu

gct
Ala
135

CcCcC
Pro

ctg
lLeu

taa

Artificial Sequence

Synthetic Construct

115

A-1429_US_NP2_WO_PCT2_ST25

tct
Ser

aca
Thr

ggg
Gly
40

ctg
Leu

tcc
Ser

cac
His

gga
Gly

cca
Pro
120

cgc
Arg

gga
Gly

agce
ser

cCa
Pro

gat
Asp
25

acg
Thr

aaa
Lys

agg
Arg

L
Phe

tac
Tyr
105

Ty

tte
Phe

ate
Ile

atg
Met

ttra
Leu
10

gat
Asp

gtg
val

gcc
Ala

tte
Phe

gac
Asp
S0

aat
AsSn

daac
Asn

ctg
Leu

cty
Leu

gt
va
170

tta
.eu

gce
Ala

ety

ttg
Leu

ctg
Leuy
75

cct
Pro

gtt
val

aag
Lys

cCa
Pro

gce
Ala
155

ety

caa
Glin

cag
Gln

ety

aag
LYS
60

tgce
Cys

gag
Glu

tac
TYyr

tcc
Ser

cta
Leu
140

CCC
Pro

cCct
Pro

Page 143

ttc
Phe

cag
GIn

gct
Ala
45

ccy
Pro

cag
Glin

gcc
Ala

cag
Gin

cca
Pro
125

cCa
Pro

cag
Gin

tcc
Ser

ety

aca
Thr
20

gct
Ala

€gg
Arg

tgc
cys

tce
ser
110

cac
His

STy

CCC
Pro

cag
GIn

ggc
15

gaa
Glu

gac
Asp

gtt
val

cCa
Pro

age
Ser
95

gaa
Glu

cgg
Arg

ctg
Leu

cCcC
Pro

ggc
175

caa
Gln

gcce
Ala

cag
Gln

att
Ile

gat
Asp
30

ttc
Phe

gcc
Ala

gac
Asp

ccc
PIro

gat
Asp
160

cga
Arg

48

96

144

192

240

288

336

384

432

480

528

549



Met

val

His

Ser

Gln

65

Gly

Arg

His

Pro

Pro

145

val

Ser

His

Arg

Leu

Pro

50

Ala

Glu

Gly

Gly

Pro

<210>
<211>
<212>
<213>

<220>
<223>

<220>
<221>
<222>

<400>
atg cat cca att cca gat tct

1

Pro

Gln

Glu

35

Glu

Leu

Leu

Leu

Leu

115

Pro

Pro

ser

Ser

116
549
DNA

Ile

Arg

20

Ile

Ser

Gly

Tyr

Leu

100

Pro

Arg

Pro

ser

Tyr
180

Pro

Tyr

Arg

Leu

val

Gly

85

Leu

Leu

Gly

Glu

ASp

Leu

Gy

Leu

Glu

His

Pro

Pro

150

Pro

ser

Tyr

ASp

Gln

55

Thr

lLeyu

Asp

l-eu

Ala

135

Pro

Leu

Artificial Sequence

FGF21 A129Q

DS
(1..(549

116

Met His Pro Ile Pro Asp Ser
5

gtc cgg cag cgg tac ctc tac
val Arg GIn Arg Tyr Leu Tyr

A-1429_US_NP2_WO_PCT2_ST25
ser Ser Pro Leu Leu GIn Phe Gly

Thr

Gly

40

Leu

Ser

His

Gly

Pro

120

Arg

Gly

Ser

tct
ser

aca
Thr

1G

Asp Asp Ala
25

Thr

Lys

Arg

Phe

Tyr

105

Gly

Phe

ITe

Met

cca
Pro

gat
Asp

val

Ala

rhe

Asp

90

Asn

Ash

Leu

Leu

vai
170

tta
Leu
10

gat
Asp

Gly

Leu

Leu

75

Pro

val

Lys

Pro

Ala

155

Gly

tta
Leu

gcc
Ala

GIn

Gly

Lys

60

Cys

Glu

Tyr

Ser

Leu

140

Pro

Pro

caa
Gin

cag
Gln

Page 144

Gln

Ala

45

Pro

Gin

Ala

GIn

Pro

125

Pro

Glin

Ser

ttc
phe

cag
Gin

Thr
30

Ala
Gly
Arg
Cys
Ser
110
His
Gly

Pro

Gin

ety

aca
Thr

Gly
15

Glu
Asp
val
Pro
Ser
95

Glu
Arg

Leu

Pro

o1y
15

gaa
Glu

GlIn

Ala

GIn

Ile

ASD

80

rhe

Ala

Asp

Pro

ASD

APrg

caa
GIn

gce
Ala

48

96



cac
H1s

agc
Ser

caa
GIn
65

gg9
Gly

€gg
Arg

cac
H1s

cct
Pro

cce
Pro
145

gt
Va

agc
ser

ctg
Leu

ccc
Pro
50

atc
Ile

gce
Ala

gag
Gy

ggc
Gly

cag
Gin
130

gca
Ala

ggc
Gly

CcCcC
Pro

<210>
<211>
<212>

<213>

<220>
<223>

<400>

gag
Glu
35

gaa
Glu

ttg
Leu

ctg
Leu

cty
Leu

ctc
Leu
115

CcccC
Pro

cCC
Pro

1cc
Ser

agce
ser

117
182
PRT
Artificial Sequence

Met His Pro

1

val Arg Gin

His Leu Glu

35

Ser Pro Glu

50

20

atc
Ile

agt
Ser

tat
Tyr

ctt
Leu
100

ccg
Pro

cga
Arg

ccy
Pro

tcg
Ser

tac
Tyr
180

a4g¢g
Arg

ctc
l.ey

gte
val

&
85

ctt
Ley

ctg
Leu

Gly

gag
Glu

gac
Asp
165

gct
Ala

gag
Glu

cty
eu

aag
LYyS
70

tcg
Ser

gag
Glu

cac
His

cca
Pro

cca
Pro
150

cct
Pro

tce
Ser

gat
Asp

cag
Gln
55

aca
Thr

ctcg
Leu

gac
Asp

ctyg
Let

gct
Ala
135

ccc
Pro

ctg
Leu

taa

Synthetic Construct
117

Ile Pro Asp Ser
5

Arg Tyr Leu Tyr
20

Ile Arg Glu Asp

Ser Leu Leu Gln

55

A-1429_US_NPZ2_WO_PCT2_ST25

&y
40

ctg
Leu

tcc
Ser

cac
His

gga

cca
Pro
120

cgce
Arg

oty

agc
sSer

Ser
Thr
Gly
40

Leu

25

acg
Thr

dad
Lys

agg
Arg

Tttt
Phe

tac
Tyr
105

ggg
Gly

TtcC
Phe

atc
Ile

atg
Met

Pro
ASpP
25

Thr

Lys

Gat &9 21

gce tig aag
Ala Leu Lys
60

ttc ctg tgc
Phe Leu Cys
75

gac cct gag
Asp Pro Glu
90

aat gtt tac
Asn val Tyr

aac aag tcc
Asn Lys Ser

ctg cca cta
Leu Pro Leu

140
ctg gcc cce

Leu Ala Pro
155

gt g%a cct
val Gly Pro
170

lteu Leu GIn
10

Asp Ala Gln
val Gly Gly

Ala Leu Lys
60

Page 145

gct
Ala
45

ccg
Pro

cag
GIn

gcc
Ala

cag
GIn

cca
Pro
125

cca
Pro

cag
GIn

tcc
Ser

Phe

GIn

Ala

45

Pro

get
Ala

ety

cgg
Arg

tgc
Cys

tce
ser
110

cac
H1S

oty

cCC
Pro

cag
Gin

Gly
Thr
30

Ala

Gly

gac
Asp

gtt
val

cca
Pro

age
Ser
95

gaa
Glu

<gg
Arg

ctg
Leu

CCC
Pro

ggc
Gly
175

Gly
15
Glu

AsSp

val

cag
Gln

att
Ite

gat
Asp
80

tte
Pha

gcc
Ala

gac
Asp

ccc
Pro

gat
AsSp
160

cga
Arg

Ala

Gln

Tle

144

192

240

288

336

384

432

480

528

549



Glin
05

Gly
Arg
His
Pro
Pro
145

val

Ser

Ie

Ala

Glu

Gly

Gln
130

Ley

leu

Leu

Leu

115

Pro

ala Pro

Gly

Pro

<210>
<211>
<212>
<213>

<220>
<223>

<220>
<2721>
<222>

<400>

atg
Metl
1

grc
val

cac
His

agc
Ser

caa
Glin
65

494

C:’élt
H1S

cgg
Arg

ctyg
Leu

cce
Pro
50

atc
Ile

gce

ser

sSer

118
549
DNA

Gly

Tyr

Leu

100

Pro

Arg

Pro

Ser

Tyr
180

val

Gly

85

L.eu

Leu

Gly

Glu

165

Ala

Glu

His

Pro

Pro

150

Pro

Ser

A-1429_US_NPZ_WO_PCT2._.ST25

Thr Ser Arg Phe %gu Cys GlIn Arg

Leu

Asp

Leu

Ala

135

Pro

Leu

Artificial Seguence

FGF21 A134K

CDS
(..

118
cca
Pro

cag
Gln

gag
Giu
35

gaa
Glu

ttg
Leu

ctg

(549)

att
Ile

€gg
Arg
20

atc
Ile

agt
Ser

ety

tat

cca
Pro

tac
Tyr

agg
ATg

ctc
l.eu

gtc
val

gga

gat
Asp

ctc
Leu

gag
Glu

cty
Leu

aag
Lys
70

teg

tct
Ser

tac
Tyr

gat
Asp

cag
Gin
55

aca
Thr

ctce

His
Gly

Pro
120

Arg
Gly

ser

tct
ser

aca
Thr

&%y
40

ctg
Leu

tcC
sSer

cac

Phe

Tyr
105

Gly

rphe

Ile

Met

CCa
Pro

gat
Asp
25

acyg
Thr

aaa
Lys

agg
Arg

tTt

Asp
90

Asn

Asn

Leu

Leu

va'l
170

tta
Leu
10

gat
Asp

gt
va

gcce
Ala

ttcC
rhe

gac

Pro
val
Lys
Pro

Ala
155

Gly

tta
Leu

gece
Ala

Sty

ttg
leu

ctg
Leu
75

cct

Glu
Tyr
Ser

Leu
140

Pro

Pro

caa
Gln

cag
Gln

ety

aag
Lys
60

tge
Cys

gag

Page 146

Ala

Gin

Pro
125

Pro

Gin

ser

ttc
rhe

cag
Gin

gct
Ala
45

ccy
Pro

cag
Gln

gce

Cys

Ser
1106

His
Gly
Pro

Gin

aca
Thr
30

gct
Ala

ety

cgy
Arg

tgc

Pro

ser
95

Glu

Arg

Leu

Pro

ggc
Gly
15

gaa
Glu

gac
ASD

grt
val

cta
Pro

agc

Asp
80

Phe

Ala

ASp

Pro

caa
Gln

gce
Ala

cag
Gin

att
Ile

gat
Asp
80

ttc

48

96

144

=)
Y=
%]

240

288



Gly

€gg
Arg

cac
H1s

cCt
Pro

cce
Pro
145

gt
va

agc
ser

Ala

Glu

ggc
Gly

gca
Ala
130

gca
Ala

ety

CCC
Pro

<210>
<211>
<212>

<213>

<220
<223>

<400>

Leu

cty
Leu

cte
Leu
115

cco
Pro

cCcc
Pro

tcc
ser

agc
Ser

119
182
PRT

Tyr

ctt
Leu
100

ceg
Pro

cga
Arg

ccg
Pro

tcg
Ser

tac

Tyr
180

Gly
85

CtL
Leu

ctg
Leu

ety

gag
Glu

gac
Asp
165

gct
Ala

Ser

gag
Glu

cac
His

cca
Pro

cca
Pro
150

cct
Pro

tce
Ser

A-1429 US_NP2_WO_PCT2_S5TZ25

Leu His

gac g?a
Asp Gly

ctg cca
Leu Pro
120

adaa cgc
Lys Arg
135

cce gga
Pro Gly

ctg age
Leu Ser

taa

Artificial Sequence

synthetic Construct

116

Met His Pro
1

va'

His

ser

Gln

65

Gly

Arg

His

Arg

Leu

Pro

50

Ile

Ala

Glu

Gly

Gln

Glu

35

Glu

Leu

Ley

Ley

Leu
115

Ile Pro Asp Ser Ser
5

Arg

20

Ile

Ser

Gly

Tyr

l.ey

100

Pro

Tyr

Arg

Leu

val

Gly

85

Leuy

Leu

Leu

Glu

Leu

Gtu

His

Tyr Thr

Asp Gly
40

Gin Leu

55

Thr Ser

Leu His

Asp Gly

Leu Pro
120

Phe

tac
TYr
105

&ty

tte
Phe

atc
Ile

atg
Met

Pro
ASp
25

Thr
Lys
Arg
Phe
Tyr
105

Gly

ASD
90

aat
Asn

aac
Ash

cty
Leu

ctg
Leu

gt
va
170

Leu

10

AsSp

val

Ala

rhe

ASp

90

Asn

Pro

gtt
val

aag
LYysS

cca
Pro

gcc
Ala
155

oty

Leu
Ala
Gly
Leu
Leu
75

Pro

val

Glu

tac
Tyr

tce
Ser

cta
Leu
140

ccc
Pro

CCt
Pro

Gin

Gin

Gly

LyS

cys

Glu

Tyr

Ash Lys Ser

Page 147

Ala

cag
Ggln

cca
Pro
125

cca
Pro

cag
Gin

tcc
Ser

Phe

Gln

Ala

45

Pro

Gln

Ala

Gln

Pro
125

Cys

tce
ser
110

cac
His

oty

CCC
Pro

cag
Gin

Gly
Thr
30

Ala
Gly
Arg
Cys
Ser

110

His

ser
95

gaa
Glu

€gg
Arg

ctg
Leu

CCC
Pro

ggc
Gly
175

Gly

15

Glu

Asp

val

Pro

sSer

95

Glu

Arg

Phe

gcce
Ala

gac
Asp

CCC
Pro

gat
Asp
160

cga
APrg

GIn

Ala

Gln

Ile

Asp

80

Phe

Ala

ASp

336

384

432

480

528

549



Pro

Pro

145

val

Ser

Ala
130
aAla

Gly

Pro

<210>
<21l>
<Z212>
<213>

<220>
<223>

<220>
<Z221>
<222>

<400>

atg
Met

gtc
val

cac
H1s

age
Ser

caa
Glin
65

ety

€gg
ATg

cac
His

cCct
Pro

th
His

cgg
Arg

cty
Leuy

ccc
Pro
50

atc
Ile

gcc
Ala

gag
Glu

ety

gca
Ala
130

Pro Arg Gly

Pro Pro Glu

Sser ser Asp

165

Ser Tyr Ala

120
549
DNA

180

Pro

Pro

150

Pro

Ser

135

A-1429 _US_NP2_WO_PCT2_5T25

Pro Gly Ile Leu Ala Pro

155

Leu Ser Met val Gly Pro

Artificial Sequence

FGF21l Al34Y

CDs
(L..

120
cca
Pro

cag
Gin

gag
Glu
35

gaa
Glu

ttg
l.eu

ctg
Leu

cty
Leu

ctc
Leu
115

ccc
Pro

(549)

att
Ile

gy
Arg
20

atc
Ile

agt
ser

tat
Tyr

ctt
Leu
100

ccg
Pro

cga
Arg

cca
Pro

tac
Tyr

agg
Arg

ctc
Leu

gtc
val

ety
85

ctt
Leu

cty
Leu

sty

gat
Asp

ctc
Leu

Glu

ctg
Leu

aag
Lys
70

tcg
ser

gag
Glu

cac
His

cca
Pro

Ict
Ser

tac
Tyr

gat
Asp

cag
Glin
55

aca
Thr

ctc
Leu

gac
Asp

ctg
Leu

tat
Tyr
135

tct
Ser

aca
Thr

&
40

cty
l.eu

tce
Ser

cac
H1s

ety

cca
Pro
120

cgc
Arg

cca
Pro

gat
ASp
25

acg
Thr

aaa
Lys

agg
Arg

Tt
Phe

tac
Tyr
105

ity

tte
Phe

170

tta tta
Leu Leu
10

gat gcc
Asp Ala

gtg 9gg
val G%y

gce tig
Ala Leu

ttc ctg
Phe Leu
75

gac cct
Asp Pro
90

aat gttt
Asn val

aac aag
Asn Lys

ctg cca
Leu Pro

caa
Gin

cag
Gin

ggc
Gly

aag
Lys
60

tgc
Cys

gag
Glu

tac
Tyr

tcc
ser

Ccta
Leu
140

Page 148

Lys Arg Phe Leu Pro Leu Pro Gly Leu
140

Gln Pro Pro

Ser GIn Gly

ttc
rhe

cag
Gin

gct
Ala
45

ccg
Pro

cag
Glin

gee
Ala

cag
Gln

cca
Pro
125

cCa
Pro

aca
Thr
30

gct
Ala

cly

cgg
Arg

tgce
Cys

tCC
Ser
110

cac
His

ggc
Gly

175

ggc
15

gaa
Glu

gac
Asp

gtt
val

cca
Pro

age
ser
95

gaa
Glu

cgg
Arg

ctg
Leu

Pro

Asp
160

Arg

caa
Glin

gcc
Ala

cag
Gln

att
Ile

gat
Asp
30

ttce
Phe

gcc
Ala

gac
Asp

ccC
Pro

48

96

144

192

240

288

336

384

432



ccec gea

145
val

age ccc
Ser Pro

<210>
<211>
<212>
<213>

<220>
<223>

<400>

Met His
1

val Arg
His Leu
ser Pro

50

Gln Ile
65
Gly Ala

Arg Glu

His Gly

A-1429 _US_NP2_WO_PCT2_ST25

CCC €Cg gag cca c€CC gga atc Ctg gcc ccc cag ccc
Pro Ala Pro Pro Glu Pro Pro Gly Ile Leu Ala Pro GIn Pro

150

gty g%c tcC tcg gac cct ctg age atg gt
Gly

Ser Ser Asp Pro Leu Ser Met va

165
agc tac gct tec taa

Ser Tyr Ala Ser
180

121

182

PRT .

Artificial Sequence
Synthetic Construct
121

Pro Ile Pro Asp Ser

Gln Arg Tyr Leu Tyr
20

g;u Ile Arg Glu Asp

Glu Ser Leu Leu GlIn
55

Leu Gly val Lys Thr

Leu Tyr g?y Ser Leu
5

Leu Leu Leu Glu Asp
100

Leuy Pro Leu His Leu
115

pro Ala Pro Arg Gly Pro Tyr

130

Pro Ala
145

val Gly

Ser Pro

Pro Pro Glu Pro Pro
150

Ser Ser Asp Pro Leu

ser Tyr Ala Ser

Ser

Thr

Gly

40

L.eu

ser

His

Gly

Pro

120

Arg

Gly

Ser

Pro
ASD
25

Thr
LYyS
Arg
Phe
Tyr
105

Gly

Phe

Met

170

Leu

10

ASD

val

Ala

Phe

Asp

90

ASn

Asn

Leu

Leu

val
170

155

ety

Leu
Ala
Gly
Leu
Ley
75

Pro
val
LYS
Pro
Ala
155

Gly

CCt tcc cag
Pro Ser Gln

Gln

GIn

Gly

Cys

Ghu

Tyr

Ser

Leu

140

Pro

Pro

Page 149

Phe

Gln

Ala

45

Pro

Glin

Ala

Gin

Pro

125

Pro

Gin

ser

Gly

Thr

30

Ala

Gly

Arg

Cys

Ser

110

His

Gly

Pro

Glin

CCC
Pro

3ty
175

Gly
15

Glu
ASp
val
Pro
Ser
95

Glu
Arg

L.eu

Pro

gat
ASD
160

cga
Arg

Gin

Ala

Gin

Ile

Asp

80

Phe

Ala

Asp

Pro

ASD

Arg

480

528

549



<Z210>
<211>
<212>
<213>

<220>
<223>

<220>
<221>
«<222>

<400>

atg
Met
1

gtc
val

cac
H1s

age
ser

caa
Gln
65

oty

€gg
Arg

cac
H1s

cCct
Pro

cee
Pro
145

gt
Va

agce
Ser

cat
His

cgg
Arg

ctg
Leu

cce
Pro
50

ate
Ile

gcc
Ala

gag
Glu

oty

gca
Ala
130

gca
Ala

Ty

CcccC
Pro

<210>
<211>

122
549
DNA

180

Artificial Sequence

FGF21 Al34E

CDS
(1)..

122
cca
Pro

cag
Gin

gag
Glu
35

gaa
Gliu

tty
Leu

ctg
Leu

ctg
Leu

cte
Leu
115

ccc
Pro

cCC
Pro

tcc
Ser

agc
ser

123
182

(549)

att
Tle

cag
Arg
20

ate
Ile

agt
ser

[44]in]
—tD

y

tat
Tyr

ctt
Leu
100

ccy
Pro

cga
Arg

ccg
Pro

tcg
ser

tac
Tyr
180

cCa
Pro

tac
Tyr

agg
Arg

ctc
teu

a gtc

val

gga
Gly
85

CctT
Leu

ctg
ey

oty

gag
Glu

gac
Asp
165

gct
Ala

gat
Asp

ctc
Leu

gag
Glu

ctg
Leu

aag
LYS
70

tcg
Ser

gag
Glu

Cac
H1s

cca
Pro

cca
Pro
150

cct
Pro

1cC
Ser

tct
ser

tac
Tyr

gat
ASp

cag
GlIn
55

aca
ThY

ctc
Leu

gac
Asp

ctg
Leu

gaa
Glu
135

ccc
Pro

ctg
Leu

taa

A-1429_US_NP2_WO_PCT2_ST25

tct
Ser

aca
Thr

&1y
40

cty
Leu

tecC
Ser

cac
His

Gly

cca
Pro
120

cge
AFrg

sty

agc
ser

cCa
Pro

gat
Asp
25

acg
Thr

aaa
Lys

agg
AFg

Tttt
Phe

tac
TYr
105

ety

ttcC
Phe

atc
Ile

atg
Met,

tta
Leu
10

gat
Asp

gt
Va

gee
Ala

tte
Phe

gac
Asp
90

aat
Asn

aac
AsSN

ctg
Leu

ctg
Leu

gt
Va
170

tta
Leu

gee
Ala

oty

ttg
Leu

ctg
Leu
75

cCct
Pro

gtt
val

aag
Lys

cca
Pro

gce
Ala
155

gga
Gly

caa
Gln

cag
GIn

ety

aag
Lys
60

tge
Cys

gag
Glu

tac
Tyr

tce
Ser

cta
Leu
140

cCC
Pro

cct
Pro

pPage 150

ttc
Phe

cag
Gin

gct
Ala
45

ccy
Pro

ca
Gin

gcc
Ala

cag
Gln

cca
Pro
125

cca
Pro

cag
Gin

tcc
Ser

ety

aca
Thr
30

gct
Ala

gga
Gly

g cgg

Arg

tgc
Cys

tce
Ser
110

cac
His

ety

CCC
Pro

cag
GlIn

ggc
&y
15

gaa
Gy

gac
Asp

gtt
val

cCa
Pro

agc
Ser
95

gaa
Glu

cgg
Arg

ctg
Leu

CCC
Pro

ggc
175

caa
Gln

gcc
Ala

cag
GIn

att
Ile

gat
ASp
80

tte
Phe

gcc
Ala

gac
Asp

cCC
Pro

gat
Asp
160

cga
APg

48

96

144

192

240

288

336

384

432

480

528

549



<21z>
<213>

<220>
<223>

<400>

PRT

Artificial Sequence

Synthetic Construct

123

Met His Pro

1

val

His

Ser

Gin

65

Gly

Arg

His

Pro

Pro

145

val

Ser

Arg

Leu

Pro

50

Ite

Ala

Glu

Gly

Ala

130

Ala

Gly

Pro

<210>
<211>
<212>
<213>

<220>
<223>

<220>
<221>
<222>

Gln

Glu

35

Ghu

Leu

Leu

Leu

Ley

115

Pro

Pro

Ser

ser

124
549
DNA

Ile

Arg

20

Ile

Ser

Gly

Tyr

Pro

Arg

Pro

Ser

Tyr
180

Pro

Tyr

Arg

l.eu

val

Gly

85

l.eu

Leu

Gly

Gly

FGF21 Al29K

chs

(L. . (549

ASD

L.eu

Glu

Ley

Lys

70

Ser

Glu

His

Pro

Pro

150

Pro

Ser

ser

Tyr

ASp

GIn

35

Thr

Leu

Asp

lLeu

Glu

135

Pro

Leu

artificial Sequence

A-1429_US_NPZ2_WO_PCTZ_ST25

Ser

Thr

Gly

40

Leu

Ser

Gly

Pro

120

Arg

Gly

Ser

Pro

ASp

25

Thr

LYysS

Arg

Phe

TYr

Gly

Phe

Ile

Met

L.eu

10

Asp

val

Ala

rhe

ASp

30

AsSn

Asn

ifeu

Leu

val
170

Leu

Ala

Gly

Leu

Leu

75

Pro

val

LYS

Pro

Ala

155

Gly

GlIn

Gin

Gly

Lys

60

cys

Glu

TYr

Ser

Leu

140

Pro

Pro

page 151

Phe

Gln

Ala

45

Pro

GIn

Ala

Glin

PIro

125

Pro

Glin

Ser

Gly

The

30

Ala

Gly

Arg

Cys

Ser

110

His

Gly

Pro

Gin

Gly

15

Glu

AsSp

val

Pro

Ser

95

Glu

Arg

Leu

Pro

Gly

Gin

Ala

Ile

AsSp

80

Phe

Ala

Asp

Pro

Asp

Arg



A-1429_US_NPZ2_WO_PCT2_ST25

<400> 124

atg cat cca atrt cca gat tct tct cca tta tta caa ttc ggg ggc caa 48
Met His Pro Ile Pro Asp Ser Ser Pro Lgu Leu GIn Phe Gly Géy GlIn

1 5 1 1

gtc cgg cag cgg tac ctc tac aca gat gat ggec cag cag aca gaa goc 96
val Arg GIn égg Tyr Leu Tyr Thr égp Asp Ala GIn GlIn Tgr Glu Ala
3

cac ctg gag atc agg gag gat g%g acg gtg 9gg g?c gct gct gac cag 144
His Leu g}u Ile Arg Glu Asp GOy Thr val Gly Gly Ala Ala Asp Gln
4 45

age ccc gaa agt ctc ctyg cag ctg aaa goc ttg aag ccg g?a gtt art 192
Ser Pgo Glu Ser Leu leu Gén Leu Lys Ala Leu E%s Pro Gly val Ile
5 5

caa atc ttg g%a gtc aag aca tcc agg tte ctg tge cag cgg cca gat 240
GIn Ile Leu Gly val Lgs Thr Ser Arg Phe %eu Cys GlIn Arg Pro gsp
65 7 5 0

ggg gcc ctg tat gga tcg ctc cac ttt gac cct gag gcc tge age ttc 288
Gly Ala Leu Tyr g;y Ser Leu His Phe ggp Pro Glu Ala Cys ggr phe

cgg gag c¢tg ctt ctt gag gac gga tac aat gtt tac cag tcc gaa gcc 336
Arg Glu Leu Leu Leu Glu Asp Gly Tyr Asn val Tyr GIn Ser Glu Ala
100 105 110
cac g?c CtC C€cg ctg cac ctg cca g%g aac aag tcc cca cac cgg gac 384
Gly Gly

His Leu Pro Leu His Leu Pro ASn Lys Ser Pro His Arg Asp
115 120 125

cct aaa CCC cga gga <ca gct cgc ttec ¢tg cca cta cca g?c ctg ccc 432
Pro Lys Pro Arg Gly Pro Ala Arg Phe Leu Pro Eeu Pro Giy Leu Pro
130 135 40

CCC gca CCC CCy gag cca CCC gga atC ctg gcc ccc cag ccc ¢CC gat 480
Pro Ala Pro Pro Giu Pro Pro Gly Ile Leu Ala Pro GIn Pro Pro Asp
145 150 155 160

gtg ggc tcc tcg gac cct ctg age atg gtg gga cct tec cag ggo cga 528
val Gly Ser Ser Asp Pro Leu Ser Met val Gly Pro Ser Gln Gly Arg
165 170 175

agc ¢CC age tac gort tec taa 549
ser Pro Ser Tyr Ala Ser
180

<2310> 125
<211> 182
<212> PRT
<213> Artificial Sequence

<220>
<223> synthetic Construct

<400> 125
Met His Pro Ile Pro Asp Ser Ser Pro Leu Leu GIn Phe Gly Gly Gln
1 5 15

val Arg Gln %69 Tyr Leu Tyr Thr %sp Asp Ala GIn GIn Thr Glu Ala
5

Page 152



His Leu

ser Pro
50

Gin Ile
65

Gly Ala

Arg Glu

His Ggly

Pro Lys

ser Pro

<210>
<21%>
<212>
<213>

<220>
<223>

<220>
<221>
<222>

<400>
atg cat
Met His
1

gtc cgg
val Arg

cac ctg
His Leu

agc ccc

Glu

35

Glu

Leu

Leu

Ley

Leu

115

Pro

Pro

ser

126
549
DNA

Ile

Ser

Gly

Tyr

lL.eu

100

Pro

Arg

Pro

n
2]
3

Tyr
180

Arg

Leu

val

Gly

85

Leu

Leu

Gly

Glu

Glu

Leu

LYS

70

Serp

Glu

His

Pro

Pro

150

Ser

A-1429_US_NP2_WO_PCT2_5T25

Asp ggy Thr val 6ly Gly

Gln

55

Thr

Leu

Asp

Leu

Ala

135

Pro

0 Leu ¢

Artificial sequence

FGF21 P78C

CDS
(..

126
cca
Pro

cag
Gin

gag
Glu
35

gaa

(549)

att
Ile

cgg
Arg
20

atc
1le

agt

cca
pro
>

tac

Tyr

agg
Arg

ctc

gat
Asp

ctc
Leu

gag
Glu

cty

tct
Ser

tac
TYyr

gat
AsSp

cag

Leu

Ser

His

Gly

Pro

120

Arg

Gly

wn
D
-3

tct
Ser

aca
Thr

31
40

ctg

LyS

Arg

Phe

TYP
105

Gly

Phe

Ile

Met

Ccca
Pro

gat
Asp
25

acg
Thr

dad

Ala
Phe
ASD
90

Ash
Ash
Leu

Leu

val
170

tta
Leu
10

gat
Asp

gt
va

gce

Leu
ey
75

Pro
val
Lys

Pro

Ala
155

tta
Leu

gcc
Ala

ety

ttg

LyS
60

Cys

Glu

Tyr

Ser

Leu
140

Pro

Pro

caa
GIn

cag
Gin

ggc
Gly

aag

Page 153

Ala
45

Pro

Gln

Ala

Gln

Pro
125

Pro

Gln

Ser

Ttc
Phe

cag
Gin

gct
Ala
45

ccg

Ala
Gly
Arg
Cys
Ser
110
His
Gly

Pro

Glin

oty

aca
Thr
30

ct
g1a

gga

ASD
val
Pro
Ser
95

Glu
Arg

Leu

Pro

ggc
ety
15

gaa

Glu

gac
AsSp

gtt

Gin

Ile

AsSp
BO

Phe

Ala

Asp

Pro

AsSp
160

caa
GIn

gece
Ala

cag
Gln

att

48

96

144

192



Ser Pro Glu Ser Leu Leu Gln

50

55

caa atc ttg g?a gtc aag aca
Gly

Gln Ile
63

gcce

999
G%y Ala Leu Tyr

€gg gag
Arg Glu

cac g?c
H1s Gly

Leu val Lys Thr

70

ctg tat g?a tcg ctc
Gly Ser Leu
85

ctg ctt ctt gag gac
Leu Leu Leu Glu Asp
100

ctc ccg ctg cac ctg
Leu Pro Leu His Leu
115

cCct gca ccc cga g%a cca gct
Gly

Pro Ala Pro Arg

Pro Ala

130 135

CCC gca CCC €Cg gag cca ccc
Pro Ala Pro Pro Glu Pro Pro

145

gtg ggc
val Gly

age ccc
ser Pro

<210>
<211>
<212>
<213>

<220>
<223>

<400>

Met His
1

val Arg
His Leu

Ser Pro
50

Gln Ile
65

Gly Ala

150
tce tcg gac cct cig
Ser Ser Asp Pro Leu
165

agc tac gct tce taa

Ser Tyr Ala ser
180

127

182

PRT

Artificial Sequence

synthetic Construct
127

Pro Ilte Pro Asp Ser
5
Gln Arg Tyr Leu Tyr
20

Glu Ile Arg Glu Asp
35

Glu Ser Leu Leu Gin
55

Leu Gly val Lys Thr

Leu Tyr Gly Ser Leu
85

A-1429_US_NP2_WO_PCT2_ST25

Leu

tce
Ser

cac
His

&ty

cca
Pro
120

cgc
Arg

agc
ser

ser
Thr
Gly
40

Leu

Ser

His

Lys

agg
Arg

Tttt
phe

tac
Tyr
105

ey

tte
Phe

ate
Ile

atg
Met

Pro
Asp
25

Thr
LVs

Arg

Phe

Ala

tte
Phe

gac
Asp
90

aat
ASN

adcC
ASh

cty
Leu

cty
Leu

gt
va
170

Leu

10

ASp

val

Ala

Phe

Asp
90

Leu

cty
Leu
75

cct
Pro

gtt
val

aag
LYS

cca
Pro

gce
Ala
155

o2

Leu
Ala
Gly
Leu
Leu

75

Pro

Lys
60

tgc
cys

gag
Glu

tac
TYr

tce
ser

cta
Leu
140

CCC
Pro

cct
Pro

GIn

Gin

Gly

Cys

Glu

Page 154

Pro

cag
Gin

gceo
Ala

cag
Glin

cca
Pro
125

cCa
Pro

cag
GIn

tcc
Ser

Phe

Gin

Ala

45

Pro

Glin

Ala

Gly

€gg
Arg

tgc
Cys

tce
Ser
110

cac
His

&ty

CCcC
Pro

cag
GIn

Gly

Thr

30

Ala

Gly

Arg

cys

val

tgc
Cys

agce
Ser
95

gaa
Glu

€gg
Arg

ctg
Leu

cce
Pro

ggc
175

Gly

15

Glu

ASp

va'l

Cys

ser
95

Ile

gat
Asp
80

tte
Phe

gcce
Ala

gac
Asp

CCC
Pro

gat
AsSp
160

cga
Arg

Gn

Ala

Gin

Tle

AsSp

80

Phe

240

288

336

384

432

480

528

>49



Arg

His

Pro

Pro

145

va'l

Ser

Glu

Gly

Ala

130

Ala

Gly

Pro

<210
<211>
<Z212>
<213>

<220>
<223>

<220>
<221>
<222>

<400>

atg
Met
1

gtc
val

cac
H1s

agce
Ser

caa
G1n
65

3y

cgg
Arg

cat
His

cgg
Arg

ctg
Leu

cece
Pro
50

atc
Ile

gcce
Ala

gag
Glu

Leu

Leu

115

Pro

Pro

Ser

ser

128
549
DNA

Leu
100
Pro
Arg
Pro

Ser

TYr
180

Leu

Leu

Gly

Glu

FGF21 P78R

CDS
(..

128
cca
Pro

cag
Gin

gag
Glu
35

gaa
Glu

tty
Leu

ctg
Leu

ctg
Leu

(549)

att
Ile

cgy
Arg
20

atc
Ile

agt
Ser

ety

tat
Tyr

ctt
Leu
100

cca
Pro

tac
Tyr

agg
Arg

cic
Leu

gtc
val

oty
85

ctt
Leu

Glu

His

Pro

Pro
150

Pro

Ser

gat
Asp

CtC
leu

gag
Glu

ctg
Leu

aag
Lys
70

teg
Ser

gag
Glu

A~1429_US_NP2_WO_PCTZ2_ST25

Asp Gly Tyr Asn val Tyr Gin

Leu

Ala

Pro

Leu

Artificial Sequence

tct
Ser

tac
Tyr

gat
ASp

cag
Gln
55

aca
Thr

ctc
Leu

gac
Asp

Pro
120

Arg
Gly

ser

tet
Ser

aca
Thr

gag
2y
40

ctg

Leu

tcc
sSer

cac
H1s

ety

105

Gly

Phe

Ile

Met

cca
Pro

gat
Asp
25

acg
Thr

aaa
LyS

agg
Arg

Tt
Phe

tac
Tyr
105

Asn

et

Leu

val
170

tta
Leu
10

gat
Asp

gty
val

gce
Ala

ttC
Phe

gac
Asp
90

aat
Asn

Lys
Pro

Ala
155

Gly

tta
Leu

gce
Ala

3ty

ttg
Leu

ctg
Leu
75

cct
Pro

gtt
val

ser

Leu
140

Pro

Pro

caa
GIn

cag
GIn

ggc
Gly

aag
Lys
60

tgc
Cys

gag
Glu

tac
Tyr

Page 155

Pro
125

Pro

GlIn

Ser

ttC
Phe

cag
Glin

gct
Ala
45

ccy
Pro

cag
Gin

gce
Ala

cag
Gln

Ser
110

His
Gly
Pro

Gin

Sty

aca
Thr
30

gct
Ala

3ty

<gg
Arg

tgc
Cys

tce
ser
110

Glu
Arg
Leu

Pro

a1y
15

gaa
Glu

gac
Asp

gtt
val

cgt
Arg

age
Ser
95

gaa
Glu

Ala

ASp

Pro

caa
Gin

gcc
Ala

cag
Gln

att
Ile

gat
ASp
80

ttcC
Phe

gcce
Ala

48

96

144

192

240

288

336



cac g?c
His Gly

cct gea
Pro Ala

130
cce gca

Pro Ala
145

Val &1y

agc ccc
ser Pro

<210>
<211>
<212>
<213>

<220>
<223>

<400>

Met His
1

val Arg
His Leu
Ser Pro

50

Gln Ile
65
Gly Ala

Arg Glu

His Gly

ClC CCg Ctg cac ctyg
Leu Pro Leu His Leu
115

ccc cga g%a cca gct
Pro Arg Gly Pro Ala
135

CCC CCg gag cca c¢cc
Pro Pro Glu Pro Pro
150

tcc tcg gac cct ctg
Ser ser Asp Pro Leu
165

agc tac get tec taa
Ser Tyr Ala Ser
180

129
182
PRT
Artificial Sequence
Synthetic Construct
129

Pro Ile Pro Asp Ser

GIn Arg Tyr Leu Tyr
20

Glu Ite Arg Glu Asp
35

Glu Ser Leu Leu Gln
55

Leu Gly val Lys Thr

Leu Tyr Gly Ser Leu
85

Leu Leu Leu Glu Asp
100

Leu Pro Leu His Leu
115

Pro Ala Pro Arg Gly Pro Ala
130 135

Pro Ala

Pro Pro Glu Pro Pro

A-1429_US_NP2_WO_PCT2_ST25

cca
Pro
120

cgc
Arg

ety

agc
Ser

Ser
Thr
Gly
40

Leu
Ser
His
Gly
Pro
120

Arg

Gly

999
Gly

ttc
Phe

atc
Ile

atg
Met

Pro

AsSp

25

Thr

Lys

Arg

Phe

Tyr

105

Gly

Phe

Ile

daac
Asn

ctg
Leu

ctg
lLeu

gtg
val
170

Leu
10

ASD

val

Phe

Asp

90

Asn

Asn

Leu

aag
Lys

cca
Pro

gce
Ala
155

ety

Leu
Ala
Gly
Leu
Leu
75

Pro
val

Lys

Pro

tcc
Ser

cta
Leu
140

CCcC
Pro

cct
Pro

Gln

Gin

Gly

Lys

60

Cys

Glu

Tyr

Ser

Leu
140

Leu Ala Pro
page 156

cca
Pro
125

ccCa
Pro

cag
Gin

tce
ser

Phe

Gin

Ala

45

Pro

Gln

Ala

Gln

Pro

125

Pro

Glin

cac
His

ggc
Gly

ccc
Pro

cag
Gln

Gly

Thr

30

Ala

Gly

Arg

Cys

Ser

110

His

Gly

Pro

cgg
Arg

ctg
Leu

ccc
Pro

&1y
175

Gly
15

Glu
AsSp
val
Arg
ser
95

Glu
Arg

Leu

Pro

gac
Asp

cCcC
Pro

gat
ASD
160
cga
Arg

GIn

Gln
Ile
ASp
80

Phe

AsSp
Pro

Asp

384

432

480

528

548



A-1429_US_NPZ_WO_PCT2_5T25
145 150 155 160

val Gly Ser sSer Asp Pro Leu Ser Met val Gly Pro Ser Gln Gly Arg
165 170 175

Ser Pro Ser Tyr Ala Ser

<210> 130
<211> 549
<212> DNA
<213> Artificial Sequence

<220>
<223> FGF21 LB6T

<220>
<221> (DS
<222> (1)..(549)

<400> 130

atg cat cca att cca gat tct tet cca tta tta caa ttc g?g g%c caa 48
Met His Pro Ile Pro Asp Ser Ser Pro Leu Leu GlIn Phe Gly Gly GIn

1 15

gtc cgg cag cgg tac Cctc tac aca gat gat gec cag cag aca gaa gcc So6
val Arg GIn Arg Tyr Leu Tyr Thr Asp Asp Ala GIn Glin ggr Glu Ala
20 25

cac ctg

ga Te! 144
His Leu Gl

1y

<UD
3]

[y]te]
el Vo]
i)

p-gle]
e (T}
ot
p-gle]
o
ke Nin]
(]

—
o

agc ccc gaa agt ctc ¢tg cag ctg aaa goc ttg aag ccg g%a gtt att 192
Ser Pro Glu Ser teu Leu GIn Leu Lys Ala Leu Lys Pro Gly val Ile
50 55 60

caa atc ttg gga gtc aag aca tcc agg ttc ctg tgc cag cgg cca gat 240
Gin Ile Leu Gly val L%s Thr Ser Arg Phe Leu Cys Gin Arg Pro ggp
65 7 75

ggg gcc ctg tat g?a tcg acc cac Tttt gac cct gag goc tgc age ttc 288
Gly Ala Leu Tyr Gly Ser Thr His Phe Asp Pro Glu Ala Cys Ser phe
85 90 95
COg gag ctg ctt Ctt gag gac gga tac aat gtt tac cag tec gaa gcc 336
Arg Glu Leu Leu Leu Glu Asp Gly Tyr Asn val Tyr GlIn Seg Glu Ala
100 105 11

cac g?c Ctc ccg Cctg cac ctg cca ggy aac aag tcc cca cac cgg gac 384
His Gly Leu Pro Leu His Leu Prg Gly Asn Lys Ser Pro His Arg Asp
115 12 125

CCt gca CCC Ccga gga cca gct c¢ge tic ctg cca cta cca g%c ctg ccc 432
Pro Ala Pro Arg Gly Pro A;a Arg Phe Leu Pro Leu Pro Gly Leu Pro
130 135 140

CCC gCa CCC CCg gag cca cCc g?a atc ctg gcec ccc cag ccc ccc gat 480
Pro Ala Pro Pro Glu Pro Pro Gly Ile Leu Ala Pro Gln Pro Pro Asp
145 150 155 160

gtg ggc tcc teg gac cct ctg age atg gtg gga cct tcec cag g%c cga 528
val Gly Ser Ser Asp Pro Leu Ser Met val Gly Pro Ser GIn Gly Arg
165 170 175
Page 157



agc ccc agce tac get tec taa
Ser Pro Ser Tyr Ala Ser

<210>
<211>
<212>
<213>

<220>
<223>

<400>

180

131
182
PRT

Artificial seguence

Synthetic Construct

131

Met His Pro Ile

1

val

His

Ser

G1In

o

Gly

Arg

His

Pro

Pro

145

val

Ser

Arg

Leu

Pro

50

Ile

Ala

Glu

Gly

Ala

130

Ala

Gly

Pro

<210>
<211>
<212>
<213>

Gln Arg
20

Glu Ile
35

Glu Ser

Leu Gly

Leu Tyr

Leu Leu
1060

Leu Pro
115

Pro Arg

Pro Pro

Ser Ser

Ser Tyr
180

132
549
DNA

Pro

TYr

Arg

L.eu

val

Gly

85

L.eu

Leu

Gly

Glu

ASp

Leu

Giu

Leu

LyS

Ser

Glu

His

Pro

Pro

150

Pro

sSer

Ser

Tyr

Asp

Gin

35

Thr

Thr

Asp

Leu

Ala

135

Pro

Leu

artificial Sequence

A-1429 US_NP2_WO_PCT2._S5T25

Ser

Thr

Gly

40

Leu

ser

His

Gly

Pro

120

Arg

Gly

Ser

Pro

ASp

25

Thr

LysS

Arg

Phe

Tyr

Gly

Phe

Ile

Met

Leu

10

ASp

val

Ala

Phe

Asp

90

Asnh

Asn

Leu

Leu

val
170

Leu

Ala

Gly

teu

Leu

75

Pro

val

LYyS

Pro

Ala

155

Gly

GlIn

GIn

Gly

LysS

60

cys

Glu

Tyr

ser

Leu

140

Pro

Pro

Page 158

Phe

GlIn

Ala

45

Pro

Gin

Ala

GIn

Pro

125

Pro

GIn

ser

Gly

Thr

30

Ala

Gly

Arg

Cys

Ser

110

His

Gly

Pro

GlIn

Gly

15

Glu

Asp

val

Pro

ser

95

Glu

Arg

Leu

Pro

Gly

Gln

Ala

Gln

ITe

ASp
20

Phe

ASp

Pro

ASp

Arg

549



<220>
<223>

<220>
<221>
<222>

<400>

atg
Met
1

gtc
val

cac
His

agc
ser

caa
Gin
65

iy

cgg
Arg

cac
His

cct
Pro

ccc
Pro
145

gtg
val

agce
Ser

C«'.':,\’EZ
His

cgg
Arg

ctg
Leu

ccc
Pro
50

atc
Ile

gcc
Ala

gag
Glu

ggc
Gly

gca
Ala
130

gca
Ala

ety

CCC
Pro

<210>
<211l>
<212>
<213>

<220>
<223>

<400>

FGF21 L86C

cbs
(1)..

132
cca
Pro

cag
GIn

gag
Glu
35

gaa
Glu

ttg
l.eu

ctg
teu

cty
Leu

ctc
Leu
115

ccc
Pro

CCC
Pro

tcC
Ser

agc
Ser

133
182
PRT

(549)

att
Ile

cgg
Arg
20

atc
Ile

agt
ser

Gly

tat
Tyr

ctt
Leu
100

cecy
Pro

cga
Arg

ccy
Pro

Tcg
Ser

tac

Tyr
180

CCa
Pro

tac
Tyr

agg
Arg

ctc
Leu

gtc
val

&y
85

ctt
l.eu

cty
Leu

oty

gag
Glu

gac
Asp
165

gct
aAla

gat
Asp

ctc
l.eu

gag
Glu

ctg
Leu

aag
Lys
70

tcg
Ser

gag
Glu

cac
His

CcCa
Pro

cca
Pro
150

cct
Pro

tcc
Ser

tct
Ser

tac
Tyr

gat
Asp

cag
Gln
55

aca
Thr

tgc
Cys

gac
Asp

ctg
Leu

gct
Ala
135

CCC
Pro

cty
Leu

Taa

artificial Sequence

synthetic Construct

133

A-1429_US_NPZ2_WO_PCT2_ST25

tct
ser

aca
Thr

&1y
40

ctg
Leu

tcc
ser

cac
His

Sty

cca
Pro
120

cgc
Arg

gga
Gly

agc
Ser

cca
Pro

gat
Asp
25

acg
Thr

ada
Lys

agg
Arg

Tttt
Phe

tac
Tyr
105

oty

ttcC
Phe

atc
Tle

atg
Met

tta
Leu
10

gat
Asp

gcce
Ala

ttC
Phe

gac
Asp
80

aat
Asnh

aac
Asn

ctg
Leu

ctg
Leu

gtg
val
170

tta
Leu

gcce
Ala

ctg
Leu
75

cct
Pro

gtt
val

aag
Lys

cca
Pro

gce
Ala
155

gga
Gly

caa
GIn

cag
Gin

aag
Lys
60

tgc
cys

gagd
Glu

tac
TVYIr

tcc
Ser

cta
Leu
140

ccc
Pro

cct
Pro

Page 159

tte
Phe

cag
Gin

gct
Ala
45

ccg
Pro

cag
GlIn

gce
Ala

cag
Gin

cca
Pro
125

cca
Pro

cag
Gin

tce
Ser

3ty

aca
Thr
30

gct
Ala

Sty

€gg
Arg

tgc
Cys

tce
ser
110

cac
His

aty

Ccc
Pro

cag
Gin

gac
G%y
15

gaa
Glu

gac
Asp

gtt
val

cca
Pro

agc
Ser
95

gaa
Glu

cgg
Arg

cty
Leu

ccc
Pro

ety
175

caa
Glin

gcc
Ala

cag
Gln

att
Ile

gat
Asp
80

tte
rhe

gcce
Ala

gac
Asp

ccc
Pro

gat
ASp
160

cga
Arg

48

96

144

192

240

288

336

384

432

480

528

548



A-1429_US_NP2_WO_PCT2_ST25

Met His Pro Ile Pro Asp Ser Ser Pro Leu Leu GIn Phe Gly Gly Gln

val Arg Gln ggg Tyr Leu Tyr Thr égp Asp Ala GIn GIn Thr Glu Ala
30

His Leu Glu Ile Arg Glu Asp Gly Thr val Gly Gly Ala Ala Asp Gln
35 40 45

Ser Pro Glu Ser Leu Leu GIn Leu Lys Ala Leu ggs Pro Gly val Ile
50 55

GIn Ile Leu Gly val Lys Thr Ser Arg Phe Leu Cys GIln Arg Pro Asp
65 70 75 80

Gly Ala Leu Tyr Gly Ser Cys His Phe Asp Pro Glu Ala Cys Ser phe
85 90 95

Arg Glu Leu Leu Leu Glu Asp Gly Tyr Asn val Tyr Gln Ser Glu Ala
100 105 110

His Gly Leu Pro Leu His Leu Pro Gly Asn Lys Ser Pro His Arg Asp
115 120 125

pro Ala Pro Arg Gly Pro Ala Arg Phe Leu Pro Leu Pro Gl
130 135 140

v

Leu Pro

pro Ala Pro Pro Glu Pro Pro Gly Ile Leu Ala Pro Gin Pro Pro Asp
145 150 155 160

val Gly ser Ser Asp Pro Leu Ser Met val Gly Pro Ser GIn Gly Arg

165 170 175

ser Pro ser Tyr Ala Ser

180
<210> 134
<211> 549
<212> DNA
<213> Artificial Sequence
<220>

<223> FGF21 L98C

<220>

<221> CDS

<222> (1)..(549)
<400> 134

atg cat cca att cca gat tct tct cca tta tta caa ttc g?g g?c caa
Met His Pro Ile Pro Asp Ser Ser Pro Leu Leu GIn Phe Gly Gly Gln
1 5 15

gtc cgg cay ¢gg tac ctc tac aca gat gat gce cag cay aca gaa gec
rage 160



val

cac
His

agce
Ser

caa
Gln
65

&y

€gg
Arg

cac
His

cct
Pro

cece
Pro
145

gt
va

agce
Ser

Arg

ctg
Leu

cce
Pro
50

atc
Ile

gcc
Ala

gag
Glu

oty

gca
Ala
130

gca
Ala

ccc
Pro

<210>
<211>
<212>

<213>

<220>
<223>

<400>

Gin

gag
Glu
35

gaa
Glu

ttg
Leu

cty
Leu

tgc
Cys

ctc
Leu
115

cCC
Pro

CCC
Pro

tce
Ser

agc
ser

135
182
PRT
Artificial Sequence

Arg
20

atc
Ile

agt
ser

tat
Tyr

Cctt
Leu
100

ccg
Pro

cga
Arg

ccg
Pro

tcg
ser

tac
Tyr
180

Tyr

agg
Arg

ctc
L.eu

gte
val

ety
85

ctt
Leu

ctyg
lLeu

gag
Glu

gac
Asp
165

get
Ala

l.eu

gag
Glu

cty
Leu

aag
Lys
70

tcg
Ser

gag
Glu

cac
H1S

cca
Pro

cca
Pro
150

cct
Pro

tce
Ser

TYr

gat
Asp

cag
Gln
55

aca
Thr

ctc
Leu

gac
Asp

ctg
Leu

gct
Ala
135

CCC
Pro

ctg
Leu

taa

Synthetic Construct
135

Met His Pro Ile Pro Asp Ser

1

5

val Arg GIn %59 Tvr Leu Tyr

His Leu %;u Ile Arg Glu Asp

Ser Pro Glu Ser Leu Leu Gln

50

35

A-1429_US_NP2_WO_PCTZ2_ST25

Thr

Gggg
&N
40

ctg
Leu

tcc
ser

cac
H1s

ety

cca
Pro
120

cgc
AFg

oy

age
Ser

Ser
Thr
Gly
40

Leu

Asp
25

acg
Thr

aaa
Lys

agg
Arg

ttt
Phe

tac
Tyr
105

&ty

Ttc
Phe

atc
Ile

atg
Met

Pro
Asp
25

Thr

LysS

Asp Ala Gln

Gl &%) &

gce ttg aag
Ala Leu Lys
60

TtC ctg tgce
Phe Leu Cys
75

gac cct gag
Asp Pro Glu
90

aat gttt tac
Asn val Tyr

aac aag fcc
Asn Lys Ser

ctg cca cta
Leu Pro Leu
140

ccC
Pro

cty
Leu

[t T 10
1] s £y
iR 0

cct
y Pro

gt
Va
170

O
—%0
o

Leu Leu Gln
10

Asp Ala Gln

val Gly Gly

Ala Leu Lys
60

Page 161

Gln

gct
Ala
45

ccg
Pro

cag
GlIn

gce
Ala

cag
Gln

cca
Pro
125

cca
Pro

cag
Gin

tcc
Ser

Phe

Gln

Ala

45

Pro

Thr
30

gct
Ala

ety

€gg
Arg

tgc
cys

tcc
Ser
110

cac
H1s

ggc
Gly

ccc
Pro

cag
Gin

Gly
Thr
30

Ala

Gly

Glu

gac
Asp

att
val

cca
Pro

age
ser
95

gaa
Glu

cgy
Arg

cty
Leu

cCcC
Pro

3ty
175

Gly
15
Glu

ASp

val

Ala

cag
Gln

att
Ile

gat
Asp
80

titc
Phe

gcc
Ala

gac
Asp

ccC
Pro

gat
Asp
160

cga
Arg

Glin

Ala

Gin

Ile

144

192

240

288

336

384

432

480

528

549



Gln
65

Gly
Arg
His
Pro
Pro
145

val

Ser

Ile

Ala

Glu

Gly

Ala

130

Ala

Gly

Pro

<210>
<211>
<212>
<213>

<220>
<223>

<220>
<221>
<222>

<400>

atg
Met

gtc
val

cac
H1s

age
Ser

caa
Glin
65

Cat
His

€ag
Arg

ctg
Leu

cce
Pro
50

atc
Ile

Leu

Leu

Cys

ey

115

Pro

Pro

Ser

ser

136
549
DNA

Gly

Tyr

Leu

100

Pro

Arg

Pro

ser

val

Gly

&5

Leu

Ley

Gly

Glu

Glu

His

Pro

Pro

150

PO

Ser

A-1429_US_NP2_WO_PCT2_ST25

Thr Ser Arg Phe Leu Cys GIn Arg
75

Leu His

Asp Gly

Leu Pro
120

Ala Arg
135

Pro Gly

Leu Ser

Artificial sequence

FGF21 L98R

CDS
(..

136

cca
Pro

cag
Gin

gag
Glu
35

gaa
Glu

ttg
Leu

(549

att
Ile

cgg
Arg
20

atc
Ile

agt
Ser

oty

cca
Pro

tac
Tyr

agyg
Arg

ctc
Leu

gtc
val

gat
ASpH

ctc
Leu

gag
Glu

ctg
Leu

aag
Lys
70

tct tct
Ser Ser

ftac aca
Tyr Thr

gat g?g
ASp Gly
40

cag ctg
Gln Leu
55

aca tcc
Thr Ser

rhe

Tyr
105

Gly

Phe

Ile

Met

cCa
Pro

gat
Asp
25

acg
Thr

aaa
Lys

299
Arg

Asp
90

Asn

Asn

Leu

Leu

val
170

tta
lLeu
10

gat
Asp

gt
va

gcc
Ala

ttc
Phe

Pro
val
Lys
Pro

Ala
153

Gly

tta
Leu

gcce
Ala

ety

ttg
Leu

ctg
Leu
75

Glu
Tyr
Ser

Leu
140

Pro

Pro

caa
Gln

cag
Gn

ety

aag
LYS
60

tgc
Ccys

Page 162

Ala

Gln

Pro
125

Pro

Gin

Ser

tte
Phe

cag
Gln

gct
Ala
45

ccg
Pro

cag
Gin

Cys

ser
110

His
Gly
Pro

GIn

aca
Thr
30

gct
Ala

oty

cgg
Arg

Pro

ser
95

Glu

Arg

Leu

Pro

ggc
15

gaa
Glu

gac
Asp

gtrt
val

cca
Pro

AsSp
80

Phe

Ala

ASp

Pro

ASp

Arg

caa
Glin

gcce
Ala

cag
Gln

att
Ile

gat
Asp
80

48

96

144

192

240



3ty

cgg
Arg

cac
His

cct
Pro

ccc
Pro
145

gt
va

agce
Ser

gce
Ala

gag
Giu

gca
Ala
130

gca
Ala

ety

cCccC
Pro

<210>
<Z211>
<212>
<213>

<220>
<223>

<400>

ctg
Leu

cgt
Arg

ctc
Leu
115

ccc
Pro

CCC
Pro

tcc
ser

age
Ser

137
182
PRT

tat
Tyr

ctt
Leu
100

ccg
Pro

cga
Arg

ccg
Pro

tcg
Ser

tac
Tyr
180

goga
G%y
85

ctt
Leu

cty
Leu

ety

Glu

gac
Asp
165

gct
Ala

1Cg
Ser

gag
Glu

cac
H1s

cca
Pro

cca
Pro
150

cct
Pro

tcc
ser

ctc
Leu

gac
Asp

ctg
Leu

gct
Ala
135

ccc
Prro

ctg
Leu

taa

Artificial sequence

synthetic Construct

137

Met His Pro

1

va'l

Ser
Gln
65

Gly

Arg

His

Arg

Leu

Pro

50

Ite

Ala

Glu

Gly

GIn

Glu

35

Glu

Leu

Leu

Arg

Leu

Ile

Arg

20

Iie

ser

Gly

Tyr

Leu

100

Pro

Pro Asp Ser

5

TYr

Arg

Leu

val

Gly

85

Leu

Leu

Leu

Glu

Leu

Lys

70

ser

Glu

His

Tyr

Asp

GIn

55

Thr

Leu

Asp

Leu

A-1429_US_NPZ2_WO_PCT2_5T25

cac
His

oty

cca
Pro
120

cge
Arg

agc
Ser

Ser
Thr
Gly
40

l.eu
Sar
His
Gly

Pro

ttt
Phe

tac
Tyr
105

&ty

ttcC
rPhe

ate
ite

atg
Met

Pro
AsSD
25

Thr
LYyS
Arg
phe
Tyr
105

Gly

gac
Asp
90

aat
Asn

ddcC
Asn

ctg
Leu

ctg
Leu

gtg
val
170

Leu

10

Asp

val

Ala

Phe

AsSp

90

Asn

cCt
Pro

gte
val

aag
Lys

cCa
Pro

gcc
Ata
155

gga
Gly

fLeu

Ala

Gly

Leu

Leu

75

Pro

val

gag
Glu

tac
Tyr

tce
ser

cta
Leu
140

cca
Pro

cct
Pro

Gln

Gin

Gly

Cys

Glu

Tyr

Asn Lys Ser
Page 163

gce
Ala

cag
Gin

cca
Pro
125

cca
Pro

cag
Gln

tce
Ser

rhe

Gln

Ala

45

Pro

Gln

Ala

GIn

Pro

tgc
Cys

tce
Ser
110

cac
His

ety

ccc
Pro

cag
Gin

Gly
Thr
30

Ala
Gly
Arg
cys
ser
110

His

agce
ser
95

gaa
Glu

cgg
Arg

ctg
Leu

ccc
Pro

ggc
175

Gly

i5

Glu

Asp

val

Pro

Ser

95

Glu

Arg

tte
Phe

gcc
Ala

gac
Asp

CCcC
Pro

gat
Asp
160

cga
Arg

Gin

Ala

Gin

Ile

ASp

80

Phe

Ala

ASp

288

336

384

432

480

528

549



115

Pro Ala Pro Arg Gly Pro

130

Pro Ala Pro Pro Glu Pro

145

150

val Gly Ser Ser Asp Pro

165

Ser Pro Ser Tyr Ala Ser

<210>
<211>
<212>
<213>

<220>
<223>

<220>
<221>
<222>

<400>

atno
2Lt

Met
1

gtc
val

cac
His

agc
Ser

caa
Gin
65

ggg
Gly

cgg
Arg

cac
His

cct
Pro

cat
His

cgg
Arg

ctyg
l.eu

cce
Pro
50

atc
Ile

gcce
Ala

gag
Glu

Gly

gca
Ala
130

138
549
DNA

180

Ala
135

Pro

t.eu

artificial Sequence

FGF21 L5327

CcDs
(..

138
cca
Pro

cag
Gln

gag
Glu
35

gaa
Glu

ttg
Leu

ctg
Leu

cty
Leu

cte
Leu
115

cce
Pro

cgg

atc
Ile

agt
sSer

gga
Gly

tat
TYr

ctt
Leu
100

ccg
Pro

cga
Arg

o
REL
o m

tac
Tyr

agg
Arg

acc
Thr

gtc
val

a1y
85

ctt
Leu

ctg
Leu

Sty

ctc
Leu

gag
Glu

ctg
feu

aag
Lys
70

tcg
Ser

gag
Glu

cac
His

cca
Pro

gat
Asp

cag
Gin
55

aca
Thr

ctc
Leu

gac
Asp

cty
Leu

gct
Ala
135

A-1429_US_NP2_WO_PCT2_5T25

120

125

Arg Phe Leu Pro Leu Pro Gly Leu

140

Gly Ile Leu Ala Pro

155

ser Met val Gly

Tt
Ser

acd
Thr

999
Gly
40

cty
Leu

tccC
Ser

cac
His

gga
Gly

cca
Pro
120

cgce
Arg

cca
Pro

gat
Asp
25

acg
Thr

dad
Lys

adg
Arg

et
Phe

tac
TYr
105

sty

ttc
Phe

170

tta tta
Leu Leu
10

gat gce
Asp Ala

gtg ggg
val Gly

gce ttg
Ala Leu

ttec ctg
Phe Leu
75

gac cct
Asp Pro
S0

aat gtt
Asn val

aac aag
Asn LYyS

ctg cca
Leu Pro

Pro

caa
Gin

cag
Gin

oty

aag
LysS
60

tgc
Cys

gag
Glu

tac
Tyr

tcc
Ser

cta
Leu
140

Page 164

Gin Pro Pro

Ser Gln Gly

ttc
Phe

cag
Gln

gct
Ala
45

ccg
Pro

cag
G1in

gece
Ala

cag
Gin

cca
Pro
125

CcCa
Pro

o in]

cgg
Arg

tgc
Cys

tcc
Ser
110

cac
H1s

&ty

175

ggc
15

gaa
Glu

gac
ASp

gtt
val

cca
Pro

agc
ser
95

gaa
Glu

cgg
Arg

cty
Leu

Pro

ASD
160

Arg

caa
Glin

gce
Ala

cag
Gin

att
Ile

gat
Asp
80

TtcC
Phe

gecce
Ala

gac
Asp

cCcC
Pro

48

96

144

192

240

288

336

384

432



dde
Pro
145

gt
Va

agc
ser

gca

cee

Ala Pro

g?; tcc

cCC
Pro

<210>
<211>
<212>
<213>

<220>
<223>

<400>

Ser

age
ser

139
182
PRT

ccg
Pro

tcg
Ser

tac
Tyr
180

gag
GlTu
gac
Asp
165
gct
Ala

cca
Pro
150

cct
Pro

tcc
ser

CCC
Pro

ctg
Leuy

taa

artificial Seqguence

synthetic Construct

139

Met His Pro

1

val

His

ser

Gln

65

Gly

Arg

His

Pro

Pro

145

val

Arg

Leu

Pro

50

Ile

Ala

Glu

Gly

ala

130

Ala

Gly

GIn

l.eu

Leu

Ley

Leu

115

Pro

Pro

Ser

Ile

Arg

20

Ile

Ser

Gly

TYr

Leu

100

Pro

Arg

Pro

Ser

Pro

5

Tyr

Arg

Thr

val

Gly

83

Leu

Leu

Gly

Glu

ASp

Leu

Glu

Leu

Glu

His

Pro

Pro

150

Pro

Ser

Tyr

Asp

Gin

55

Thr

Leu

ASp

Ley

Ata

135

Pro

Leu

A-1429_US_NPZ_WO_PCT2_ST25

gga
Gly

agc
ser

Ser

Thr

Gly

40

Leu

ser

His

Gly

Pro

120

Arg

Gly

ser

atc
Ile

atg
Met

Pro

Asp

25

Thr

Lys

Arg

Phe

Tyr

105

Gly

Phe

Ile

Met

ctg
Leu

gtg
val
170

Leu

10

Asp

val

Ala

Phe

ASD

90

Asn

Asn

Leu

Leu

val
170

gce
Ala
155

&y

Leu
Ala
Gly
Leu
Leu
75

Pro
val
Lys
Pro
Ala

155

Gly

cce cag
Pro Gin

cct tcc
Pro Ser

G1n Phe

Gln GIn

Gly Ala
45

LYys Pro
60

Cys Gln

Glu Ala

Tyr Gin

ser Pro

125

Leu Pro
140

Pro Glin

Pro Ser

Page 163

cCcC
Pro

cag
Gln

Gly

Thr

30

Ala

Gly

Arg

Cys

Ser

110

His

Gly

Pro

Gln

cCC
Pro

&y
175

Gly
15

Glu
Asp
val
Pro
Ser
95

Giu
Arg

Leu

Pro

gat
Asp
160

cga
Arg

GIn

Glin

Ile

AsSp

80

Phe

Ala

Asp

Pro

AsSp

160

Arg

480

528

549



Ser Pro Ser Tyr Ala ser

<210>
<211>
<212>
<213>

<220>
<223>

<220>
<221>
<222>

<400>

atg
Met
1

gtc
val

Cac
H1s

agce
Ser

caa
Gin
65

ety

cgg
Arg

cac
His

cct
Pro

cce
Pro
145

gt
va

agc
ser

cat
H1s

gy
Arg

ctg
lLeu

cce
Pro
50

atce
Ile

gce
Ala

gag
Glu

gyc
Gly

gca
Ala
130

gca
Ala

&ty

ccc
Pro

140
549
DNA

180

Artificial Sequence

FGF21 L58E

CDS
(1..

140
cca
Pro

cag
Glin

gag
Glu
35

gaa
Glu

ttg
Leu

ctg
Leu

ctg
Leu

ctc
Leu
115

CcCcC
Pro

CCC
Pro

tce
Ser

agc
Ser

<210> 141

(549

att
Ile

cgg
Arg
20

atc
Ile

agt
Ser

ety

tat
Tyr

ctt
Leu
100

ccy
Pro

cga
Arg

ccg
Pro

tcg
Ser

tac
TYr
180

cca
Pro

tac
TYIF

agg
Arg

ctc
Leu

gtc
val

oy
85

ctt
Leu

cty
Leu

ety

gag
Glu

gac
ASD
165

gct
Ala

gat
Asp

ctC
Leu

gag
Glu

ctg
Leu

aag
LYyS
70

tcy
sSer

gag
Glu

cac
His

cca
Pro

cca
Pro
150

cct
Pro

tcc
Ser

tct
ser

tac
Tyr

gat
Asp

cag
Glin
55

aca
Thr

ctcC
Leu

gac
Asp

cty
Leu

get
Ala
135

cce
Pro

ctg
Leu

taa

A-1429_US_NPZ_WO_PCT2_STZ25

tct
ser

aca
Thr

949
ety
40

ctg
Leu

tcc
Ser

cac
His

Gly

cca
Pro
120

cge
Arg

gga
Gly

agc
Ser

cca
Pro

gat
Asp
25

acg
Thr

aaa
LysS

agg
Arg

Tttt
Phe

tac
Tyr
105

cly

ttC
Phe

atc
Ile

atg
Met

tta
Leu
10

gat
AsSp

gt
va

gcce
Ala

ttcC
Phe

gac
Asp
90

aat
AsSn

aac
Asn

ctg
Leu

ctg
Leu

gt
va
170

tta
lLeu

gce
Ala

ety

gaa
Glu

ctg
Ley
75

cct
Pro

gtt
val

aag
LyS

CCa
Pro

gcce
Ala
155

gga
Gly

caa
Gin

cag
Gln

&

aag
LysS
60

tgc
Ccys

gag
Glu

tac
TYF

tcc
Ser

cta
L.eu
140

CCC
Pro

cCct
Pro
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ttc
Phe

cag
Gin

gct
Ala
45

ccg
Pro

cag
Gin

gcc
Ala

cag
Gin

cca
Pro
125

cca
Pro

cag
Glin

tcC
ser

oty

aca
Thr
30

act
Ala

sty

cgy
Arg

tgc
cys

tcc
ser
110

cac
His

cCcC
Pro

cag
GlIn

oty
15

gaa
Glu

gac
Asp

gtt
val

CcCa
Pro

agc
Ser
95

gaa
Glu

cgg
Arg

ctg
Leu

CCC
Pro

g9
Gly
175

caa
Gln

gce
Ala

cag
Gin

att
Ile

gat
Asp
80

ttC
Phe

gcc
Ala

gac
Asp

ccC
Pro

gat
ASD
160

¢ cga

Arg

48

96

144

192

240

288

336

384

432

480

528

549



<Z21l>
<212>
<213>

<220>
<223>

<400>

1

val Arg
His Leu
ser Pro

50

Gln Ie

65

Gly Ala

182
PRY |
Artificial sequence

Synthetic Construct
141

Met His Pro Ile Pro Asp Ser
5

GIn Arg Tyr Leu Tyr
26

Glu Ile Arg Glu Asp
35

Glu Ser Leu Leu GIn
55

Leu Gly val Lys Thr

Leu Tyr Gly Ser Leu
85

tey Ley Leu Glu Asp
100

His Gly Leu Pro Leu His Leu

115

Pro Ala Pro Arg Gly Pro Ala
130 135

Pro Ala Pro Pro Glu Pro Pro

145

val Gly

Ser Pro

<210>
<211>
<212>
<213>

<220>
<223>

<220>
<221>

150

ser Ser Asp Pro Leu

ser Tyr Ala Ser
180

142
1278
DNA
Artificial Sequence

A-1429_US_NP2_WO_PCT2_ST25

ser

Thr

Gly

40

Leu

Ser

His

Gly

Pro

120

Arg

Gly

ser

Fc-L15-L98R P171G 182pP

DS

Pro

ASp

25

Thr

Lys

Arg

Phe

Tvr

105

Gly

Phe

Ile

Met

Leu

10

Asp

val

Ala

Phe

ASp

90

AsSn

Asn

Leu

Ley

val
176

Leu

Ala

Gly

Glu

Leu

75

Pro

vai

Lys

Pro

Ala

155

Gly

Gin

GIn

Gly

Cys

Glu

TYr

Ser

Leu

140

Pro

Pro

Page 167

phe

Gln

Ala

45

Pro

Gin

Ala

GIn

Pro

125

Pro

Glin

Ser

Gly

Thr

30

Ala

Gly

Arg

Cys

Ser

110

His

Gly

Pro

Gln

Gly

15

Glu

ASp

val

Pro

ser

95

Glu

Arg

Leu

Pro

Gly

GIn

Ala

GIn

Ile

AsSp

80

Phe

Ala

Asp

Pro

Asp

160

Arg



A-1429 US_NP2_WO_PCTZ2_ST25
<222> (1)..(1278)

<400> 142
atg gac aaa act cac aca tgt cca cct tgt cca gct ccg gaa ctc ctg 48
Met Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu
1 5 10 15
g?g g%a CCg tca gic tic Cte TIC CCC C€Ca aaa CCC aag gac acc ctc 96
Gly Gly Pro ser val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu
20 25 30
atg atc tec cgt acce cct gag ¢gtc aca tge gtg gtg gtg gac gtg age 144
Met Ile Ser Arg Thr Pro Glu val Thr Cys val val val Asp val Ser
35 40 45
cac gaa gac cCt gag gt¢ aag ttc aac tgg tac gtg gac gge gtg gag 192
His Glu Asp Pro Glu val Lys Phe Asn Trp Tyr val Asp Gly val Glu
50 55 60
gtg cat aat gcc aag aca aag ccg cgt gag gag cag tac aac agc acg 240
val His Asn Ala Lys Thr Lys Pro Arg Glu Glu GIn Tyr Asn Ser Thr
65 70 75 80
tac cgt gtg gtc agc gtc cte acc gtc ctg cac cag gac tgg ctg aat 288
Tyr Arg val val ser val Leu Thr val Leu His GlIn Asp Trp Leu Asn
85 90 95
g%c aag gag tac aag tgC aag gte tcg aac aaa gec ctec cca gee <cc 336
Gly Lys Glu Tyr Lys Cys Lys val Ser Asn Lys Ala Leu Pro Ala Pro
100 105 110
atc gag aaa acc atc tcc aaa gec aaa g%g cag €cc cga gaa cca cag 384
Ile Glu Lys Thr Ile Ser Lys Ala Lys Gly Gin Pro Arg Glu Pro Gin
1158 120 125
gtg tac acc ctg ccc cca tcc cgt gat gag ctg acc aag aac cag gtc 432
val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln val
130 i35 140
agc ctg acc tgce cty gtc aaa ggc tic tat €cc agce gac atc gcc gt 480
Ser lLeu Thr Cys Leu val Lys Gly Phe Tyr Pro Ser Asp Ile Ala va
145 150 155 160
gag tgg gag agc aat g?g cag ¢Cg gag aac aac tac aag acc acg cct 528
Glu Trp Glu Ser Asn Gly GIn Pro Glu Asn Asn Tyr Lys Thr Thr Pro
165 170 175
€cC gtg ctg gac tcc gac g?c tce ttc TEC cic tac agc aag Ctc acc 376
Pro val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr
180 185 190
gty gac aag agc cgt tgg cag cag g?g aac gtc ttc tca tge tee gt 624
val Asp Lys Ser Arg Trp Gin Gln Gly Asn val Phe Ser Cys Ser va
195 200 205
atg cat gag gct ctg cac aac cac tac acg cag aag agc ctc tcc ctg 672
Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu
210 215 220
tct ccg g%t aaa g?t dgga g%t ggt ggt tct g%t ggt ggt agc g%t ggt 720
Ser Pro Gly Lys Gly Gly Gly Gly Gly Ser Gly Gly Gly Ser Gly Gly
225 230 235 240
g$t gga tcc cat ¢ca att cca gat tet tet ceca tta tta caa ttc g%g 768
Gly Gly Ser His Pro Ile Pro Asp Ser Ser Pro Leu Leu Gln Phe Gly
245 250 255
ggc caa ¢t €gg cag cgg tac ¢t tac aca gat gat gog ¢ag cag aca 816
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Gly

gaa
Glu

gac
Asp

gtt
val
305

cCa
Pro

agc
Ser

gaa
Glu

¢dg
Arg

ctg
L.eu
385

ccc
Pro

cly

Gin

gec
Ala

cag
Glin
290

aty
Ile

gat
Asp

tte
Phe

gce
Ala

gac
Asp
370

ccc
Pro

gat
ASp

cga
Arg

<210>
<211>
<212>

<213>

<220>
<223>

<400>

val

cac
His
275
age
ser

caa
Gin

oty

<gg
Arg

cac
His
355

cct
Pro

cCccC
Pro

agc
ser

143
425
PRT
Artificial Sequence

Arg
260

ctg
Leu

CCC
Pro

ate
Ile

gcc
Ala

gag
Glu
340

oty

gca
Ala

gca
Ala

oty

ccc
Pro
420

Glin

gag
Glu

gaa
Gy

ttg
Leu

ctg
Leu
325

cgt
Arg

ctc
Leu

cco
Pro

cCcC
Pro

tce
Ser
405

agc
ser

Arg

atc
ITe

agt
Ser

&y
310

tat
Tyr

ctt
l.eu

ceg
Pro

cga
Arg

ccg
Pro
390

tcg
Ser

tac
Tyr

Tyr

agg
Arg

ctc
Leu
295

gtc
val

ety

ctt
Leu

ctyg
Leu

&y
375

gag
Glu

gac
ASp

gct
Ala

synthetic Construct
143

Met Asp Lys Thr His Thr Cys
1 5

Gly Gly Pro Ser val Phe Leu
20

Met Ile Ser Arg Thr Pro Glu

His Glu Asp Pro Glu val Lys
50

35

55

A-1429 _US_NP2_WO_PCT2_ST25

Leu

gag
Glu
280
cty
Leu

aag
Lys

tCg
Ser

gag
Glu

cac
H1s
360
cca
Pro

cca
Pro

cct
Pro

tce
Ser

Pro

Phe

val

40

Phe

Tyr
265

gat
ASp

cag
Gln

aca
Thr

ctc
Leu

gac
Asp
345

cty
Leu

gct
Ala

ccc
Pro

ctg
Ley

ceg
Pro
425

Pro

Pro

25

Thr

Asn

Thr Asp Asp

ggg acg gt
G?y Thr va

ctg aaa gcc
Leu Lys Ala
300

tCcc agg ttc

Ser Arg Phe
315

cac tit gac

His Phe Asp

330

gga tac aat
Gly Tyr Ash

cca g%g aac
pPro Gly Asn

cgc ttc ctg
Arg Phe Leu
380
gga atc ctg
Gly Ile Leu
395
age atg gt
Ser Met Va
410

taa

Cys Pro Ala
10

Pro Lys Pro

Cys val val

Trp Tyr vail
60
pPage 169

Ala

ggg
Ay
285
ttg
Leu

cty
Leu

cct
Pro

gtrt
val

aag
LyS
365

cca
Pro

gece
Ala

Pro
Lys
val
45

Asp

Gln
270

ety

aag
Lys

tgc
Cys

gag
Glu

tac
Tyr
350
tee
ser

cta
Leu

cCC
Pro

ggt
Giy

Glu
ASD
20

Asp

Gly

Gln

gct
Ala

ccg
Pro

cag
GIn

gcc
Ala
335

cag
Glin

cCa
Pro

cca
Pro

cag
GIn

tee
Ser
415

Ley

15

Thr

val

val

Thr

gct
Ala

<gg
Arg
320
tgce
Cys

TCcC
Ser

cac
H1s

cce
Pro
400

cag
GIn

Leu
Leu

Ser

864

912

960

1008

1056

1104

1152

1200

1248

1278



val

65

Tyr

Gly

Ile

val

ser

145

Glu

Pro

val

Met

Ser

225

Gly

Glu

Asp

va'l

305

Pro

His

Arg

Lys

Glu

Tyr

130

Leu

Trp

val

ASp

His

210

Pro

Gly

Gin

Ala

Gin

290

Ile

ASp

AsSh

val

Glu

Lys

115

Thr

Thr

Glu

Leu

Gly

Ser

val

His

275

Ser

Gln

Gly

Ala

val

TYr

160

Thr

l.eu

cys

Ser

AsSp

Ser

Ala

Lys

His

Arg

260

Leu

Pro

Ile

Ala

LyS

Ser

85

LYS

Ile

Pro

Leu

Asn

165

Ser

Arg

Leu

Gly

Pro

245

Glin

Glu

Glu

Leu

Leu
325

Thr

70

val

Cys

Ser

Pro

val

150

Gly

Asp

Trp

His

Gly

Ile

Arg

Ile

Ser

A-1429_US_NP2_WO_PCT2_ST25

Lys Pro Arg Glu Glu GIn Tyr Asn
75

Leu

Lys

Lys

Ser

135

LyS

Gin

Gly

GIn

Ash

215

Gly

Pro

Tyr

Arg

Leu

295

val

Gly

Thr

val

Ala

120

Arg

Gly

Pro

Ser

Glin

200

His

Gly

ASp

Leu

Glu

280

Leu

Lys

ser

val

ser

105

Lys

ASp

Phe

Glu

Phe

185

Gly

Tyr

Gly

Ser

Tyr

265

Asp

Glin

Thr

Leu

Leu

90

Asn

Gly

Glu

Tyr

Asn

170

Phe

Asn

Thr

Ser

Ser

250

Thr

Gly

Leu

ser

His
330

His

L.ys

Gin

Leu

Pro

155

AsSn

l.eu

val

Gin

Gly

Pro

Asp

Thr

Lys

Arg

315

Phe

Gin

Ala

Pro

Thr

140

ser

Tyr

Tyr

Phe

Lys

Gly

Leu

Asp

val

Ala

300

phe

AsSp
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ASp

Leu

Arg

LYS

ASp

Lys

Ser

ser

205

Ser

Gly

Leu

Ala

Gly

Leu

Leu

Pro

Trp

Pro

110

Glu

Asn

Ile

Thr

Lys

190

Cys

Leu

ser

Gin

GIn

270

Gly

Lys

cys

Glu

Ser

Leu

95

Ala

Pro

Gin

Ala

Thr

175

Leu

Ser

Ser

Gly

Phe

255

Gin

Ala

Pro

Gin

Ala
335

Thr

80

Asn

Pro

GIn

val

val

160

Pro

Thr

val

Leu

Gly

Gly

Thr

Ala

Gly

Arg

Cys



Ser

Glu

Arg

Leu

385

Pro

Gly

phe

Ala

ASp

Arg

<210>
<Z211>
<212>
<213>

<220>
<223>

<220>
<221>
<222>

<400>

atg
Met
1

3ty

atg
Met

cac
H1s

gt
va
65

tac
Tyr

gac
Asp

&ty

atc
Ile

gaa
Glu
50

cat
His

cgt
Arg

aag
Lys

Arg

His

355

Pro

Pro

val

sSer

144
1278
DNA

Glu

340

Gly

Ala

Ala

Gly

Pro
420

Arg

Leu

Pro

Pro

Ser

405

ser

Leu

Pro

Arg

Pro

390

Ser

Tyr

A-1429 _US_NP2_WO_PCT2_ST25

Leu Glu Asp Gly Tyr Asn val
345

Leu

Gly

Glu

Asp

Ala

Artificial Seguence

His

360

Pro

Pro

Pro

ser

FC-L15-L98R P171G 182G

CDs
..

144
aaa
Lys

ccg
Pro

tce
Ser
35

gac
Asp

aat
Asn

gt
va

gag
Glu

(1278)

act
Thr

tca
Ser
20

cgt
Arg

cct
Pro

gce
Ala

gtc
val

tac
Tyr
100

cac
His
5

gtc
val

acc
Thr

Glu

aag
Lys

age
Ser
85

aag
Lys

aca
Thr

tte
Phe

cct
Pro

gtc
val

aca
Thr
70

gtc
val

tgc
cys

tgt
Cys

ctc
Leu

gag
Glu

aag
LysS
35

aag
Lys

ctc
Leu

aag
Lys

cCa
Pro

ttc
Phe

gtc
val
40

ttc
Phe

ccg
Pro

ace
Thr

gtce
val

Leu

Ala

Pro

Leu

Pro
425

cCct
Pro

cce
Pro
25

aca
Thr

dac
Asn

cgt
Arg

gte
val

tce
ser
105

Pro

Arg

Gly

5er
410

tgt
Cys
10

cCa
Pro

tgc
Cys

tgg
Trp

gag
Glu

ctg
Leu
90

aac
Asn

Gly

Phe

Ile
395

Met

cca
Pro

dad
Lys

gt
Va

tac
Tyr

gag
Glu
75

cac
H1s

aad
Lys

Asn

Leu
380

Leu

val

gct
Ala

cCcC
Pro

gt
Va

gty
val
60

cag
Gin

cag
Gln

gce
Ala
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LYS
365

Pro

Ala

Gly

ccg
Pro

aag
LysS

gtg
val
45

gac
Asp

tac
Tyr

gac
Asp

cte
Leu

Tyr
350

Ser

Leu

Pro

Gly

gaa
Glu

gac
AsSp
30

gac
Asp

Gly

daac
Asn

tgg
Trp

cca
Pro
110

Gin

Pro

Pro

Gln

ser
415

ctc
Leu
15

acc
Thr

age
Ser

ctg
Leu
85

gcc
Ala

Ser

His

Gly

Pro
400

ctg
l.eu

Cctc
l.eu

age
ser

gag
Glu

acg
Thr
80

aat
Asn

ccC
Pro

48

96

144

192

240

288

336



atc
Ile

gt
va

agce
ser
145

gag
Glu

ccc
Pro

atg
Met

tct
ser
225

&y
aly

gaa
Gliu

gac
Asp

gtt
val
305

cca
Pro

agc
ser

gaa
Glu

Cgg
Arg

gag
Glu

tac
Tyr
130

ctyg
Leu

ele
Trp

gac
Asp

cat
His
210

ccg
Pro

Giy

caa
Gln

gee
Ala

cag
Gin
290

ate
Ile

gat
Asp

TEC
Phe

gee
Ala

gac
Asp
370

ddad
Lys
115

acc
Thr

acc
Thr

gag
Glu

cig
Leu

aag
LYS
195

gag
Glu

gtc
val

cac
H1s
275
agc
Ser

caa
GIn

999

<gg
Arg

cac
His
355

cCct
Pro

acc
Thr

ctg
Leu

tgc
Cys

age
Ser

gac
AsSp
180

agce
ser

gct
Ala

aaa
Lys

CE:lt
His

cgg
Ar

260
ctg
Leu

CCC
Pro

atc
Ile

gee
Ala

gag
Glu
340

ety

gca
Ala

atc
Ile

CcCcC
Pro

ctg
Leu

aat
Asn
165

tece
Ser

cgt
Arg

ctg
Leu

ggt

cca

245

cag

g Gin

dgag
Glu

gaa
Glu

ttg
Ley

ctg
Leu
325

cgt
Arg

ctc
Leu

CCC
Pro

tce
Ser

Cca
Pro

gtc
val
150

9949
Gly

gac
Asp

tgg
Trp

C?ElC
His

gga
Gly
230

att

Tla
i

cgg
Arg

atc
Ile

agt
Ser

Q?a
Gly
310
tat
Tyr

ctt
Leu

ccg
Pro

cga
Arg

aaa
Lys

tee
ser
135

aaa
Lys

cag
Gln

ety

cag
Gin

aac
Asnh
215

ggt
Gly

cca
Pre

tac
Tyr

agg
Arg

cte
Leu
295

gtc
val

&ty

ctt
Leu

ctg
Leu

gga
375
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gce
Ala
120

cgt
Arg

3ty

ccy
Pro

tcc
Ser

cag
Glin
200

cac
His

&y

gat
Asp

ctc
Leu

gag
Glu
280

cty
Leu

aag
LyS

tcg
Ser

gag
Glu

cac
His
360

cca
Pro

aaa
LYS

gat
Asp

ttc
Phe

gag
Glu

ttc
Phe
185

3ty

tac
Tyr

&y

tct

Car
SeT

tac
Tyr
265

gat
Asp

cag
Gin

aca
Thr

ctc
Leu

gac
Asp
345

ctg
Leu

gct
Ala

gag
Gty

gag
Glu

tat
Tyr

aac
Asn
170

tte
Phe

dac
Asnh

acg
Thr

tct
ser

tct
ser
250

aca
Thr

ety

cty
Leu

tcc
Ser

cac
His
330

gga
Gly

cca
Pro

cgce
Arg

cag
Gln

cty
Leu

cce
Pro
155

aac
Asn

ctc
Leu

gtc
val

cag
Gin

ggt
iy
235
CcCa
Pro

gat
Asp

acg
Thr

dadad
LyS

agg
Arg
315

Tttt
Phe

tac
Tyr

sty

tte
Phe

ccC
Pro

ace
Thr
140

agc
Ser

tac
Tyr

tac
TYrr

ttc
Phe

aag
Lys
220

ggt
Gly

gt
va

gcc
Ala
300

ttc
Phe

gac
ASD

aat
Asn

aac
Asn

ctg
Leu
380
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cga

Arg
125

aag
Lys

gac
Asp

aag
Lys

agc
ser

tca
ser
205

agc
ser

4

tta
lLeu

gcce
Ala

&n
285

Tty
Ley

ctg
Leu

cct
Pro

gtt
val

aag
LyS
365
cca
Pro

gaa
Glu

dac
AsSn

atc
Ile

acc
Thr

aag
LyS
190

tgc
Cys

Ctc
Leu

agc
Ser

caa
GIn

cag
Gin
270

3ty

aag
LYyS

tge
Cys

gag
Glu

tac
Tyr
350

tcC
Ser

cta
Leu

cca
Pro

cag
Gin

gcc
Ala

acg
Thr
175

ctc
Leu

tce
Ser

tcc
Ser

&

ttC
Phe
255
cag
Gin

gct
Ala

ccg
Pro

cag
GIn

gce
Ala
335

cag
Gln

cca
Pro

cCa
Pro

cag
Gin

gtc
val

gtg
val
160
cct
Pro

acc
Thr

gt
va

cty
Leu

&
240

oty

aca
Thr

gct
Ala

gga

<gg
Arg
320

tgc
Cys

tce
ser

cac
H1s

ety

384

432

480

528

5376

624

672

720

768

816

864

912

960

1008

1056

1104

1152



ctg
Leu
385

cCC
Pro

cCcC
Pro

ety

gat
Asp

cga
Arg

<210>
<211>
<212>
<213>

<220>
<223>

<400>
Met Asp
1

Gly Gly

Ite

Met

Glu
50

His

val His

65

Tyr Arg

Gly Lys

Ile Glu

val Tyr

130

ser
145

Glu Trp

Pro val

cco gea
Pro Ala

Val &y

agc ccc
ser Pro
420

CCcC
Pro

ccg
Pro
390

gag
Glu

tcc
sSer
405

teg
Ser

gac
AsSp

tac
Tyr

agc
ser

gct
Ala

145
425
PRT
Artificial Sequence

Synthetic Construct
145

Lys Thr His Thr Cys
5

ser val pPhe Leu

20

Pro

sSer Thr Glu

35

Arg Pro

Asp Pro Glu val Lys

Thr
70

Asn Ala Lys Lys

val val ser val

85

Leu

Glu Tyr

100

LYys Cys Lys

Thr Ile Ser Lys

Ser
135

ey Pro Pro

val
150

Thr Cys Leu Lys

Glu Ash GIn

165

Ser Gly

Leu Asp Ser Asp Gly

A-1429_US_NPZ_WO_PCT2_ST25

cca
Pro

cct
Pro

tCC
Ser

Pro

Phe

val

40

rhe

Pro

Thr

val

Ala

126

Arg

Gly

Pro

Ser

ccc
Pro

ctyg
Leu

&ty
425

Pro
Pro
25

Thr
Asn
Arg
val
Ser
105
Lys
Asp
phe

Glu

Phe

gga
Gly
395

agce
ser
410

atg gt
Met Va

taa

Cys Pro Ala

Pro Lys Pro

Cys val val

val
60

Trp Tyr

Glu Gn

75

Glu

Leu His GIn

90

Asn Lys Ala

Gly GIn Pro

Thr
140

Glu Leu

Tyr Pro Ser

155

Asn Asn

170

TYyr

Phe Leu Tyr
Page 173

&ty

Pro
Lys
val
45

Asp
Tyr
ASp
Leu
Arg
Lys
Asp

Lys

sSer

atc ctg gee ccc
ITe Leu Ala Pro

ggt
Gly

Glu

Asp

30

ASp

Gly

Asn

Trp

Pro

110

Glu

ASn

Ile

Thr

LYyS

cag
GlIn

TCC
Ser
415

l.eu

15

Thr

vatl

val

Ser

Leu

95

Ala

Pro

G1In

Ala

Thr

175

Leu

ccc
Pro
400

cag
GlIn

L.eu

Leu

Ser

Glu

Thr

80

Asn

Pro

val

val

160

Pro

Thr

1260

1248

1278



val

Met

ser

225

Gly

Gly

Glu

ASp

val

305

Pro

Ser

Glu

Arg

L.eu

385

Pro

Gly

Asp

His

210

Pro

Gly

Gln

Ala

Gln

290

Ile

Asp

Phe

Ala

ASpP

Pro

ASp

Arg

<210>
<211>
<212>
<213>

Lys

195

Glu

Gly

ser

val

His

275

Ser

GIn

Gly

Arg

His

355

Pro

Pro

val

Ser

146
1281
DNA
Aartificial Sequence

180

ser

Ala

Lys

His

Arg

260

l.eu

Pro

Tle

Ala

Glu

340

Gly

Ala

Gly

Pro
420

Arg

Leu

Gly

Pro

245

Gin

Glu

Glu

Leu

Leu

325

Arg

Leu

PTO

Pro

Ser

4035

Ser

Trp

His

Gly

Ile

Arg

Ile

Ser

Gly

Tyr

Leu

Pro

Arg

Pro

390

ser

Tyr

A-1429 US_NP2_WO_PCT2_STZ5

185

Gln Gin Gly Asn

AsSn

215

Gly

Pro

Tyr

Arg

Leu

295

val

Gly

Leu

Leu

Gly

Glu

ASD

Ala

200

His

Gly

Asp

Leu

Glu

280

Leu

Lys

Ser

Glu

His

360

Pro

Pro

Pro

Ser

Tyr

Gly

ser

Tyr

265

ASp

Gin

Thr

leu

ASp

345

Leu

Ala

Pro

Leu

Thr
Ser
Ser
250
Thr
Gly
Leu
Ser
His
330
Gly
Pro
Arg

Gly

Ser
4310

val

GIn

Gly

Pro

AsDb

Thr

Lys

Tyr

Gly

phe

Ile

395

Met

phe

Lys

220

Gly

L.eu

ASp

val

Ala

300

Phe

ASp

AsSn

Asn

L.eu

380

Leu

val
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Ser

205

Ser

Gly

l.eu

Ala

Gly

Leu

Leu

Pro

val

Ala

Gly

190

Cys

Leu

Ser

Gin

Gin

270

Gly

Lys

Cys

Glu

Tyr

350

Ser

L.eu

Pro

Gly

Ser

Ser

Gly

Phe

255

G1in

Ala

Pro

Gin

Ala

335

G1n

Pro

Pro

Gln

Ser
415

val

Leu

Gly

Gly

Thr

Ala

Gly

Arg

Cys

Ser

His

Gly

Pro

400

Gln



<220>
<223>

<220>
<221>
<222>

<400>

atg
Met
1

&ty

atg
Met

cac
His

gt
va
63

tac
Tyr

atc
Ile

gt
Va

agc
Ser
145

gag
Glu

CCC
Pro

gt
vVa

atg
Met

Tct
Ser
225

gac
Asp

ety

atc
Ile

gaa
Glu
50

cat
H1s

cgt
Arg

aag
Lys

gag
Glu

tac
Tyr
130

ctg
Leu

tgg
Trp

gt
Va

gac
Asp

cat
His
210

ccg
Pro

Ccbs
(1L..

146

daa
LysS

ccg
Pro

tcc
Ser
35

gac
ASp

aat
Asn

acc
Thr

gag
Glu

ctg
Leu

aag
LyS
185

gag
Glu

&

(1281)

act
Thr

tca
ser
20

cgt
Arg

cct
Pro

gce
Ala

gtc
val

tac

TYyr
100

acc
Thr

ctyg
Leu

tgc
Cys

agce
ser

gac
Asp
180

agc
Ser

gct
Ala

aaa
LYS

cac
H1S

gtc
val

acce
Thr

gag
Glu

aag
LyS

agc
Ser
85

aag
LS

atc
Ile

ccc
Pro

ctg
Len

aat
AsSn
165

tec
ser

cgt
Arg

ctg
Leu

ggt gg

Gly

aca
Thr

ttc
Phe

cct
Pro

gtc
val

aca
Thr
70

gtc
val

tgce
Cys

tcC
Ser

CCa
Pro

gte
val
150

e]e]s]
Gly

gac
Asp

tgg
Trp

cac
His

Gly
230

tgt
Cys

ctc
Leu

gag
Glu

aag
LysS
55

aag
LyS

ctc
l.eu

aag
Lys

aaa
Lys

tce
Ser
135

aaa
Lys

cag
Gln

&ty

cag
GlIn

aac
Asn
215

¥
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cCa
Pro

tte
Phe

gtc
val
40

tEtcC
Phe

ccg
Pro

acc
Thr

gtc
vai

gcc
Ala
120

cgt
Arg

&y

ccy
Pro

tcc
Ser

cag
Gln
200

cac
His

&y

cct
Pro

cce
Pro
25

aca
Thr

dac
Asn

cgt
Arg

grc
val

tee
ser
105

aaa
Lys

gatr
Asp

tte
Phe

gag
Glu

tte
Phe
185

&ty

tac
Tyr

Gly

tgt
Cys
10

cca
Pro

tgc
Cys

tgg
Trp

gag
Glu

ctg
l.eu
90

adcC
Asnh

oty

gag
Glu

tat
Tyr

aac
Asn
170

ttC
Phe

aac
Asn

acg
Thr

tect
ser

cCa
Pro

aaa
Lys

gt
Va

tac
TYr

gag
Glu
75

cac
H1s

daa
Lys

cag
Gln

cty
Leu

cee
Pro
155

aal
Asn

ctc
Leu

gtc
val

cag
GIn

&y
235

gct
Ala

CcCcC
Pro

gt
Va

gt
Va
60

cag
Gln

cag
GIn

gce
Ala

ccC
Pro

aCC
Thr
140

age
ser

Tac
Tyr

tac
Tyr

ttc
Phe

aag
LyS
220

&ty

pPage 175

ccg
Pro

aag
Lys

gt
va
45
gac
Asp

tac
Tyr

gac
Asp

cte
Leu
cga
Ar

125
aag

Lys

gac
Asp

aag
LYyS

age
ser

tca
Ser
205

agc
ser

&ty

gaa
Glu

gac
Asp
30

gac
Asp

oty

daac
Asn

tgg
Trp

CCa
Pro

110

gaa

g Glu

aac
Asn

ate
Iie

acc
Thr

aag
LysS
190

tgc
Cys

ctc
Leu

agce
ser

ctc
lLeu
15

ace
Thr

gt
va

gt
va

agc
ser

ctg
Leu
95

gece
Ala

cca
Pro

cag
Gin

gee
Ala

acg
Thr
175

ctc
Leu

tcc
Ser

tce
ser

ctyg
Leu

ctc
Leu

agce
Ser

acg

gtc
val

gtg
val
160

cCct
Pro

acce
Thr

gt
Va

cty
Leu

oty
240

48

96

144

192

240

288

336

384

432

480

528

576

624

672

720



&y

ggc
Gly

gaa
Glu

gac
ASp

gtt
val
305

CcCa
Pro

age
Ser

gaa
Glu

cgg

AFrg

ctg
Leu
385

CcCC
Pro

ety

ety

caa
Gln

gce
Ala

cag
Gln
290

att
Ile

gat
ASD

ttc
Phe

gcce
Ala

gac

ASPD

370

CcccC
Pro

gat
AsSp

cga
Arg

tcc
ser

gtc
val

cac
His
275

agce
Ser

caa
Glin

oty

<gg
Arg

cac
His
355

cct

Pirg

cccC
Pro

agce
Ser

Cc’zl'{:
H1s

cgy
Arg
260

ctg
Leu

CCC
Pro

atc
Ile

gce
Ala

gag
Glu
340

Ty

gca
Ala

ggc
Gly

cce
Pro
420

cca
Pro
245

cag
Gin

gag
Glu

gaa
Glu

ttg
Leu

cty
Leuy
325

cgt
Arg

ctc
Leu

cCcC
Pro

cCC
Pro

tce
ser
405

agce
Ser

att
Ile

cgg
Arg

atc
Ite

agt
Ser

&y
310

tat
Tyr

ctt
Leu

ccg
Pro

cga
ATg

ccg
Pro
390

tcy
Ser

tac
Tyr

A-1429_US_NP2_WO_PCT2_ST25

cca gat tct tct
pPro Asp Ser Ser

tac
Tyr

499
Arg

ctc
Leu
295

gtc
val

gga
Gly

ctt
Leu

cty
Leu

gga
Gly

Y
375

gag
Glu

gac
Asp

gct
Ala

ctc
Leu

gag
Glu
280

ctg
l.eu

aag
LYS

tCg
Ser

gag
Glu

cct
Pro

tce gg

Ser

tac
Tyr
265

gat
Asp

cag
GIn

aca
Thr

ctc
Ley

gac
AsSp
345

ctg

T
-}
&t

cCcC
Pro

ctg
Leu

Gly
425

250

aca
Thr

agc
Ser
410

ggc
Gly

cca
Pro

gat
ASp

acy
Thr

aaa
Lys

agg
Arg
315

Tttt
phe

tac
Tyr

999

ttC
Phe

atc
Ile
395

atg
Met

taa

<210>
<211>
<212>
<213>

<220>
<223>

<400>

147
426
PRT
Artificial sequence

synthetic Construct
147

tta
Leuy

gat
Asp

gt
va

gece
Ala
300

tIcC
Phe

gac
Asp

aat
AsSn

dac
Asn

cty

.
Tu

380

cty
Leu

gtg

tta
Leu

gcc
Ala

ggga
Gly
285

ttg
Leu

ctg
Leu

cCct
Pro

grt
val

aag
LyS
365

cca
Pro

gce
Ala

caa
Gln

cag
GIn
270

ety

aag
LYS

tgc
Cys

gag
Giu

tac
TYr
350

tec
Ser

Cta

[

I
[ 3 g ¥4

CCccC
Pro

oty

ttc
Phe
255

cag
Gln

gct
Ala

ccg
Pro

cag
Glin

gcc
Ala
335

cag
Gin

tcc
ser
415

Sty

aca
Thr

gct
Ala

gga

€gg
Arg
320

tgc
Cys

tcc
ser

cac
H1s

[i]le]
~l0
O

cce
Pro
400

cag
GIn

Met Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu
1 5

10

Gly Gly Pro ser val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu
20 25 30

Page 176

768
816
864
91z
960
1008
1056
1104
1152
1200
1248

1281



Met

His

val

65

Tyr

Ile

val

Ser

145

Glu

Pro

val

Met

Ser

225

Gly

Gly

Glu

Asp

Ile

Glu

50

Arg

LYS

Glu

Tyr

130

Leu

Trp

val

ASp

His

210

Pro

Gly

Gln

Ala

Gn
290

ser

35

AsSp

Asn

val

Glu

Lys

115

Thr

Thr

Glu

Leu

LyS

195

Glu

Gly

Ser

val

His

275

ser

Arg

Pro

Ala

val

Tyr

100

Thr

Leu

Cys

Ser

Ala

Lys

His

260

Leu

Pro

Thr

Glu

LYS

ser

85

Lys

Ile

Pro

Leu

ASh

165

ser

Arg

Leu

Gly

Pro

245

Gln

Glu

Glu

Pro
val
Thr
70
val
Cys
ser
Pro
val
150
Gly
Asp
Trp
His
Gly
2
Ile
Arg

Ile

ser

Lys

55

Lys

Leu

Lys

Lys

Ser

135

Lys

GIn

Gly

GIn

Ash

215

Gly

Pro

Tyr

Arg

Leu
295

A-T1429_US_NP2_WO _PCT2_ST25
Glu Vg1 Thr Cys val val val Asp
4

Phe

Pro

Thr

val

Ala

120

Arg

Gly

Pro

ser

Glin

200

His

Gly

Asp

Leu

Glu

280

Leu

Asn

Arg

val

ser

105

Lys

Asp

Phe

Glu

Phe

185

Gly

Tyr

Gly

Ser

Tyr

265

ASp

Gin

Trp

Glu

Leu

90

Asn

Gly

Glu

Tyr

Asn

170

Phe

Asn

Thr

Ser

Ser

250

Thr

Gly

Ley

Tyr

Glu

75

His

Lys

GlIn

Leu

Pro

155

Asn

Leu

val

Gln

Gly

Pro

ASp

Thr

LysS

val

60

Gln

Glin

Ala

Pro

Thr

140

Ser

Tyr

Tyr

Phe

Lys

220

Gly

Leu

Asp

val

Ala
300

Page 177

45

Asp

Tyr

Asp

Leu

Arg

Lys

ASD

Lys

Ser

Ser

205

Ser

Gly

Leu

Ala

Gly

Ley

Gly

Asn

Trp

Pro

110

Glu

Asn

Ile

Thr

L.eu

ser

Gln

Gin

270

Gly

Lys

val

val

Ser

Leu

95

Ala

Pro

Gln

Ala

Thr

175

Leu

Senr

ser

Gly

Phe

255

Gin

Ala

Pro

Ser

Glu

Thr

80

Asn

Pro

val

val

160

Pro

Thr

val

Leu

Thr

Ala

Gly



val 1le
305

Pro Asp
Ser phe
Glu Ala
Arg Asp

Leu Pro
385

Pro Asp
Gly Arg

<210>
<211>
<212>
<213>

<220>
<223>

<220>
<221>
<222>

<400>
atg gac
Met Asp
1

aty aly

atg atc
smet Ile

A-1429_US_NP2.WO. PCT2.5T25
Gln ITe Leu Gly val Lys Thr Ser Arg Phe Leu Cys

310

Gly Ala Leu Tyr Gly Ser
325

Arg Glu Arg Leu Leu Glu
340

His Gly Leu Pro Leu His
355 360

Pro Ala Pro Arg Gly Pro

Pro Ala Pro Pro Glu Pro
390

val Gly Ser Ser Asp Pro
405

Ser Pro Ser Tyr Ala Ser
420

148

127%

DNA

Artificial Sequence

FCc-115-L98R P171G Y1795

cDs
(1)..(1275)

148
aaa act cac aca tgt cca
Lys Thr His Thr Cys Pro
5

ccg tca gtc ttc ¢tc ttc
Pro Ser val Phe Leu Phe
20

tcCc cgt acc cct gag gic
Ser Arg Thr Pro Glu val
35 40

cac gaa gac c¢Ct gag gtc aag ttc

His Glu
50

gtg cat
Val His
65

tac cgt
Tyr Arg

Asp Pro Glu val Lys Phe
55

aat gcc aag aca aag ccg
Asn Ala tys Thr Lys Pro
70

gt? gtc age gtc ctc acc
val val ser val Leu Thr

Leu

ASD
345

Leu

Ala

Pro

Leu

cct
Pro

cce
Pro
25

aca
Thr

adc
Asn

cat
Arg

gtc
val

His
330

Gly

Pro

Arg

Gly

ser
410

Gly

tgt
Cys
10

ccCa
Pro

Tgc
Cys

tgg
Trp

gag
Glu

ctg
Leu

315

Phe

Tyr

Gly

Phe

Ile
395

Met

ccCa
Pro

aaa
Lys

gt
va

tac
Tyr

gag
Glu
75

cac
H1s8

ASp

Asn

Asn

Leu
380

Leu

val

gct
Ala

cCcC
Pro

gt
va

gt
va
60

cag
Gin

cag
Glin

Page 178

Pro

val

Ala

Gly

ccy
Pro

aag
Lys

gt
va
45

gac
Asp

tac
Tyr

gac
Asp

Glu

Tyr
350

ser
leu
Pro

Gly

gaa
Glu

gac
AsSp
30

gac
Asp

oty

adc
Asn

tgg
Trp

Pro

Pro

Gin

ser
415

ctc
Leu
15

acc
Thr

gt
va

val

age
Ser

ctg
Leu

320

Cys

Ser

Gly

Pro
400

ctg
feu

ctc
L.eu

agce
ser

gag
Glu

acy
Thr
80

aat
Asn

48

96

144

192

240

288



ate
Ile

gtyg
val

age
Ser
145

gag
Glu

ccc
Pro

atg
Met

tct
Ser
225

&

STy

gaa
Glu

gac
ASp

gtt
val
305

cca
Pro

agc
Ser

gaa
Glu

aag
Lys

gag
Glu
tac
Ty!"
130

ctyg
Leu

tgg
Trp

gt
va

gac
Asp

cat
His
210

ccg
Pro

Gly

caa
Gln

gecc
Ala

cag
Gln
290

att
Ile

gat
Asp

tEC
Phe

gce
Ala

gag
Giu

aaa
Lys
115

acc
Thr

acc
Thr

gag
Glu

ctg
Leu

aag
LysS
195

gag
Glu

&

tcc
Ser

gtc
val

cac
His
275
agc
Ser

caa
GIn

cgg
Arg

cac
His

tac
Tyr
100

acce
Thr

ctg
Leu

tgce
cys

agc
Ser

gac
Asp
180

agc
Ser

gct
Ala

ddad
LysS

cat
His

€949
Ar

260
ctg

Leu

cCcC
Pro

atc
Ile

gce
Ala

gag
Glu
340

ggc
Gly

85
aag
Lys

ate
Ile

cCcc
Pro

cty
Leu

aat
Asn
165

tce
Ser

cgt
Arg

ctg
Leu

ggt

cca
Pro
245

cag

g Gin

gag
Glu

gaa
Glu

Tty
L.eu

ctg
Leu
325

cgt
Arg

ctc
Leu

tgc
Cys

tce
Ser

cca
Pro

gtc
val
150

oty

gac
ASD

tgg
Trp

cac
His

&ty
230

att
Ile

€gg
Arg

atc
Ile

agr
ser

gga
310
tat
Tyr

ctt
Leu

ccg
Pro

A-1428_US_NP2_WO_PCT2_ST25

aag gtc tcc

Lys

ddad
Lys

tcc
ser
135

aaa
Lys

cag
GIn

ggc
Gly

cag
Gln

aac
Asn
215

agt
Gly

cca
Pro

tac
Tyr

agg
Arg

ctc
Leuy
295

gtc

y val

ety

ctt
Leu

ctg
Leu

val

gcc
Ala
120

cgt
Arg

ggc
Gly

ccy
Pro

tCC
Ser

cag
Gln
200

cac
His

gat
AsSp

ctc
Leu

gag
Glu
280

ctg
Leu

aag
Lys

teg
ser

gag
Glu

cac
H1s

Ser
105

dad
Lys

gat
ASpP

tte
Phe

gag
Glu

tic
phe
185

oty

tac
Tyr

&y

tct
ser

tac
Tyr
265

gat
ASp

cag
Gin

aca
Thr

cLc
Leu

gac
Asp
345

ctg
.eu

90

aac aaa gcc cte cca
Asn Lys Ala Leu

&ty

gag
Glu

tat
TYr

aac
Asn
170

Tt
pPhe

adc
Asn

acg
Thr

tct
Ser

tct
ser
250

aca
Thr

ctg
Leu

tcc
Ser

cac
His
330

ety

cca
Pro

cag
Gin

ctg
Leu

cce
Pro
155

aac
ASn

ctc
Leu

gtc
val

cag
Gin

ggt
ety
235
cCa

Pro

gat
Asp

acqg
Thr

daa
Lys

agg
Ar

315
Tt
Phe

tac
Tyr

gag
Gly

cce
Pro

ace
Thr
140

agc
Ser

tac
Tyr

tac
Tyr

tte
Phe

aag
LYyS
220

&ty

tta
l.ey

gat
Asp

gtg
val

gce
Ala
300

tic

g Phe

gac
Asp

aat
Asn

aac
AsSnh

Page 179

cga
Arg
125

aag
Lys

gac
ASp

aag
Lys

agc
ser

tca
ser
205

agc
Ser

&y

tta
l.eu

gece
Ala

ggg
Gly
285

ttg
Leu

ctg
Leu

cCct
Pro

gtt
val

aag
Lys

Pro
110

gaa
Glu

dac
Asn

atc
Ite

acc
Thr

aag
Lys
190

tgc
Cys

ctc
Leu

agc
Ser

caa
Gln

cag
Gln
270

ggc
Gly

aag
Lys

Tgc
Cys

gad
Glu

tac
TYr
350

tee
ser

95

gece
Ala

cca
Pro

cag
Gin

gcc
Ala

acg
Thr
175

ctc
Leu

tce
ser

tce
ser

&

{re
Phe
255

cag
GIn

gct
Ala

ccyg
Pro

cag
Gin

gcc
Ala
335

cag
Gln

cca
Pro

cCC
Pro

cag
Gin

gtc
val

gt
va
160

cct
Pro

ace
Thr

gt
va

ctg
Leu

&y
240

ggg
Gly

aca
Thr

gect
Alta

ety

cgg
Arg
320

tgc
Cys

tce
Ser

cac
His

336

384

432

480

528

576

624

672

720

768

816

864

912

960

1008

1056

1104



€gg
Arg

cty
Leu
385

ccC
Pro

ety

gac
Asp
370

cco
Piro

gat
Asp

cga
Arg

<210>
<211>
<212>
<213>

<220>
<223>

<400>

355

cct
Pro

ccC
Pro

gt
va

age
Ser

149
424
PRT

gca
Ala

gca
Ala

sly

cec
Pro
420

ccc cga
Pro Arg

cee ccg
Pro Pro
390

tCce tcg
Ser ser
405

age tcc
ser ser

&y
375

gag
Glu

gac
ASp

gct
Ala

Artificial Sequence

synthetic Construct

149

Met Asp Lys
i

4]
-

Met

His

val

65

Tyr

Gly

Ile

vai

Ser
145

Gly

Ile

Glu

50

His

Arg

Lys

Glu

Tyr

130

Leu

ASp

Asn

val

Glu

Thr

Thr

Ser

20

Arg

Pro

Ala

val

Tyr

100

Thr

Leu

Cys

His Thr
5

val phe

Thr Pro

Glu val

Lys Thr

70

Ser val

85

Lys Cys

Ile ser

Pro Pro

Leu val
150

Cys

Glu

LyS

Leu

LYs

Lys

ser

135

Lys

A-1429_US_NP2_WO_PCT2_ST25

360

cca
Pro

cca

Pro.

cct
Pro

tCe
Ser

Pro

Phe

val

40

phe

Pro

Thr

val

Ala

120

Arg

Gly

gct
Ala

cCC
Pro

ctg
Leu

taa

Pro

Pro

25

Thr

Asn

Arg

val

Ser

105

Lys

ASp

Phe

cgce
Arg

ety

agc
ser
410

Cys
Pro
Cys
Trp
Glu
Leu
90

Asn
Gly

Glu

Tyr

ttc
Phe

atc
Ile
395

atg
Met

Pro

val

TVYFP

Glu

75

His

Lys

Gln

Leu

Pro
155

cty
Leu
380

cty
Leu

gt
va

Ala

Pro

val

vai

60

Gln

GIn

Ala

Pro

Thr

140

Ser

Page 180

365

cca
Pro

gce
Ala

&ty

Pro

val
45

ASp
Tyr
ASp
Leu
Arg

Lys

Asp

cta
Leu

CCC
Pro

&

Glu
ASD
30

Asp
Gly
Asn
Trp
Pro
110
Glu

AsSn

Ile

cca
Pro

cag
Glin

tee
Ser
415

Leu

15

Thr

val

val

ser

Leu

95

Ala

Pro

Glin

Ala

ety

cce
Pro
400

cag
Gin

Leu
Leu
Ser
Glu
Thr
20

Asn
Pro
GIn

val

val
160

1152

1200

1248

1275



Glu

Pro

val

Met

ser

225

Gly

Gly

Glu

Asp

val

305

Pro

Ser

Glu

Arg

Leu

385

Pro

Gly

Trp

val

Asp

His

210

Pro

Gly

GIn

Ala

Gin

290

Ile

Asp

rhe

Ala

ASp

370

Pro

Asp

Arg

Glu

teu

Lys

Glu

Gly

ser

val

Gly

Arg

His

Pro

Pro

val

Ser

Ser

Asp

Ser

Ala

LYsS

His

Pro

Ile

Ala

Glu

340

Gly

Ala

Ala

Gly

Pro
420

Asnh

165

Ser

Arg

l.eu

Gly

Pro

245

Gin

Glu

Leu

Leu

325

Arg

Leu

Pro

Pro

Ser

405

ser

Gly
ASD
Trp
His
Gly
2

Ile
Arg

Ile

n
4]
b

Gly
310
Tyr
Leu
Pro
Arg
Pro
390

Ser

Ser

A-1429_US_NP2_WO_PCT2_ST25

GIn Pro Glu Asn Asn Tyr Lys Thr

Gly

GlIn

Asn

215

Gly

Pro

Tyr

Arg

Ley

295

val

Gly

Leu

Leu

Gly

Glu

ASD

Ala

ser

Glin

200

His

Gly

AsSp

Leu

Glu

280

Leu

LYS

ser

Glu

His

360

Pro

Pro

Pro

Ser

Phe
i85
Gly
Tyr
Gly
Ser
TYF
265

ASp

Gin

Thr

Leu

345

Leu

Ala

Pro

Leu

170

rPhe

Asn

Thr

Ser

Ser

250

Thr

Gly

Leu

ser

His

330

Gly

Pro

Arg

Gly

ser
410

Leu

val

Gln

Gly

Pro

ASp

Thr

Lys

Arg

Phe

Tyr

Gly

Phe

Ile

395

Met

Tyr

Phe

Lys

220

Gly

Leu

Asp

val

Ala

300

Phe

Asp

Asn

Asn

Leu

380

Leu

val
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Ser

Ser

205

Ser

Gly

Leu

Ala

Gly

Leuy

Leu

Pro

val

Lys

365

Pro

Ala

Gly

Lys

180

Cys

Leu

Ser

GlIn

Gin

270

Gly

Lys

Cys

Glu

Tyr

350

Ser

Leu

Pro

Gly

Thr

175

Leu

ser

ser

Gly

Phe

255

Gln

Ala

Pro

Glin

Ala

335

Gln

Pro

Pro

Gin

ser
415

Pro

Thr

val

Leu

Gly

Thr

Ala

Cys

Ser

His

Gly

Pro

400

Gln



<210>
<211>
<212>
<213>

<220>
<223>

<220>
<221>
<222>

<400>

A-1429_US_NPZ_WO_PCT2_ST25

150
1275
DNA
Artificial Seguence

Fc-L15-L98R P171G Y179F

CDS
(1)..(Q1275)

150

atg gac aaa
Met Asp Lys
1

ggg
Gly

atg
Met

cac
H1s

gt
va
65

tac
Tyr

ggc
Gly

atc
Ile

gt
Va

agc
ser
145

gag
Glu

cCce
PO

gt
va

atg

gga
Gly

atce
Ile

gaa
Glu
50

cat
His

cgt
Arg

aag
LYyS

gag
Glu

tac
Tyr
130
cty
L.eu

tgg
Trp

Val

gac
AsSp

cat

ccy
Pro

tee
ser
35

gac
Asp

aat
Asn

ot
va

gag
Glu

aaa
LYS
115

ace
Thr

ace
Thr

gag
Glu

ctg
Leu

aag
LyS
195

gag

act
Thr

tca
Ser
20

cgt
Arg

cct
Pro

gce
Ala

gtc
val

tac
Tyr
100

acce
Thr

ctg
Leu

tgc
Cys

agce
ser

gac
Asp
180

agc
ser

gct

cac
His

gtc
val

acc
Thr

gag
Glu

aag
Lys

agc
ser
85

aag
LyS

atc
Ile

cCcC
Pro

cty
Leu

aat
Asn
165

tec
Ser

cgt
Arg

ctg

aca
Thr

tte
Phe

cCt
Pro

gtc
val

aca
Thr
70

gtc
val

tgc
Cys

tce
Ser

cca
Pro

gtc
va'l
150

agg
Gly

gac
Asp

1gg
Trp

cac

tgt
Cys

ctc
Leu

gag
Glu

aag
Lys
55

aag
Lys

ctc
Leu

aag
LyS

add
Lys

tCC
ser
135
aaa
LYS

cag
Gin

3

cag
Gln

aac

cca
Pro

tTtc
Phe

gtc
val
40

tte
Phe

ccy
Pro

acc
Thr

gtc
val

gce
Ala
120

cgt
Arg

ggc

ccg
Pro

tcc
Ser

cag
Gln
200

cac

cct
Pro

cce
Pro
25

aca
Thr

aac
Asn

cgt
Arg

gtc
val

tce
ser
105

aaa
Lys

gat
Asp

ttcC
Phe

gag
Glu

ttc
Phe
185

ggyg
Gly

tac

tgt
cys
10

cCa
Pro

tge
Cys

tgg
Trp

gag
Glu

ctg
Lau
90

dac
Asn

ety

gag
Glu

tat
TYT

aac
Asn
170

Tte
Phe

aal
ASn

acg

cca
Pro

aaa
Lys

gt
va

tac
Tyr

gag
Glu
75

cac
His

adad
Lys

cag
Gin

ctg
Leu

ccc
Pro
155

dac
Asn

ctc
Leu

gtc
val

cag

gct
Ala

cCcC
Pro

gt
va

gt
Va
60

cag
Gin

cag
Gin

gcc
Ala

ccc
Pro

acc
Thr
140

agc
ser

tac
Tyr

tac
Tyr

ttc
Phe

aag

rPage 182

cey
Pro

aag
LYS

gt
va
45

gac
Asp

tac
Tyr

gac
ASp

ctc
Leu

cga
Arg
125

aag
Lys

gac
Asp

aag
Lys

age
Ser

tca
Ser
205

age

gaa
Glu

gac
Asp
30

gac
Asp

ggc
Gy

aac
Asn

tgg
Trp

CCa
Pro
110
gaa
Glu

aac
Asn

atc
Ile

acc
Thr

aag
Lys
180

tgc
cys

ctc

ctc
Leu
15

acc
Thr

agc
Ser

ctg
Leu
95

gcc
Ala

cca
Pro

cag
GIn

gcc
Ala

acg
Thr
175

ctc
Leu

Tcc
ser

tcc

cty
Leu

ctc
Leu

agc
ser

Glu

acg
Thr
80

aat
Asn

cccC
Pro

cag
Gln

gtc
val

gt
va
160

cct
Pro

acec
Thr

48

96

144

192

240

288

336

384

432

A80

528

576

624

672



Met

tct
ser
225

&y

ggc
Gly

gaa
Glu

gac
Asp

gtt
val
305

cca
Pro

agc
ser

gaa
Glu

€gg
Arg

cty
L.eu
385

cCcC
Pro

&ty

His
210

ccy
Pro

ety

caa
Gin

gcc
Ala

cag
GIn
290

att
Ile

gat
Asp

ttc
phe

gce
Ala

gac
Asp
370

ccQ
Pro

gat
AsSp

cga
Arg

<Z210>
<211>
<212>
<213>

<220>
<223>

<400>

Glu
&

tcc
Ser

gte
val

cac
His
275

agc
ser

caa
Gln

3ty

cgg
APrg

cac
His
355

cet
Pro

cCcC
Pro

gt
Va

agc
Ser

151
424
PRT

Ala

aaa
Lys

cat
His

cgg
Arg
260

ctg
Leu

cCc
Pro

atc
Tle

gcc
Ala

gag
Glu
340

ggce
Gly

gca
Ala

gca
Ala

ety

ccc
Pro
420

Leu

ggt
Gy

cca
Pro
245

cag
Gln

9ag
Glu

gaa
Glu

ttg
Leu

ctg
Leu
325

cgt
Arg

ctc
Lau

CCC
Pro

CccC
Pro

TCe
ser
405

agce
ser

His

oty
230

att
Ile

€gg
Arg

atc
Ile

agt
ser

gga
310
tat

Tyr

ctt
Leu

ccg
Pro

cga
Arg

ceg
Pro
390

tcg
Ser

tte
Phe

215
&

cca
Pro

tac
Tyr

agg
ATg

cte
Leu
295

gtc
val

ety

ctt
Leu

ctg
L.eu

gga
Gly
375

gag
Glu

gac
ASp

gct
Ala

Artificial sSequence

Synthetic Construct

151

A-1429_US_NPZ2_WQ_PCT2_ST25
Asn His Tyr Thr Gln

&

gat
Asp

ctc
Leu

gag
Glu
280

ctg
Leu

aag
Lys

tcg
Ser

gag
Glu

cac
His
360

cCa
Pro

cca
Pro

cct
Pro

tce
ser

&ty

tct
ser

tac
Tyr
265

gat
Asp

cag
GIn

aca
Thr

cte
Leu

gac
AsSp
345

ctg
Leu

gct
Ala

cccC
Pro

ctg
Leu

taa

tct
Ser

tct
ser
250

aca
Thr

ggg
Gly

ctg
Leu

tce
ser

cac
His
330

&ty

cca
Pro

cgce
Arg

&ty

agce
Ser
410

&
235

CCa
Pro

gat
ASD

acg
Thr

aaa
LysS

agg
Arg
315

Tttt
Phe

tac
Tyr

gag
Gly

ttc
Phe

atc
Ile
385

atg
Met

Lys Ser Leu

220
&

tta
Leuy

gat
Asp

gt
va

gcc
Ala
300

ttc
Phe

gac
ASp

aat
Asn

adC
Asn

cty
Leu
380

ctg
Ley

gtg

agt
Gly

tta
l.eu

gce
Ala

elele.
&y
285
ttg
Ley

ctg
Leu

cct
Pro

gtt
val
aag
Lys
365
cca

Pro

gcc
Ala

agce
ser

caa
Gln

cag
Gln
270

ey

aag
Lys

tgc
Cys

gag
Glu

tac
Tyr
350

tcC
Ser

cta
l.eu

cCC
Pro

Ser

ggt
Gly

ftc
rhe
255

cag
Gin

gct
Ala

ccy
Pro

cag
Gin

gcce
ala
335

cag
Gin

cca
Pro

cCa
Pro

cag
Gln

tCe
Ser
415

Ley

o1y
240

ety

aca
Thr

get
Ala

Gly

<gg
Arg
320

tgc
Cys

tcc
Ser

cac
His

sty

cce
Pro
400

cag
Gin

Met Asp Lys Thr His Thr Cys Pro Pro g%s Pro Ala Pro Glu Leu Leu
1 5

Page 183

15

720

768

816

864

912

960

1008

1056

1104

1152

1200

1248

1275



Gly

Met

val

65

Tyr

Gly

ile

val

Ser

145

Glu

Pro

val

Met

ser

225

Gly

Gly

Glu

Gly

1le

Glu

50

His

Arg

Lys

Glu

Trp

val

ASD

His

210

Pro

Gly

Gin

Ala

Pro

Ser

35

Asp

Asn

val

Glu

LyS

115

Thr

Thr

Glu

Leu

LyS

Glu

Gly

ser

val

His
275

Ser

20

Arg

Pro

Ala

val

Tyr

100

Thr

Leu

cys

Ser

Ala

Lys

His

260

Leu

val

Thr

Glu

LYS

Ser

85

Lys

Ile

Pro

Leu

Asn

165

Ser

Arg

Leu

Gly

Pro

245

GIn

Glu

Phe

Pro

val

Thr

70

val

Cys

Ser

Pro

val

150

Gly

Asp

Trp

His

Gly

Ile

Arg

Ile

A-1429 US_NP2_WO_PCT2_ST25

Leu Phe Pro Pro Lys Pro Lys

Glu

LyS

Leu

Lys

Lys

ser

135

Lys

clin

Gly

Gin

Asn

215

Gly

Pro

Tyr

Arg

val

40

Phe

Pro

Thr

val

Ala

120

Arg

Gly

Pro

Ser

Gin

200

His

Gly

Asp

Leu

Glu
280

25

Thr

Asn

Arg

val

Ser

105

Lys

ASp

Phe

Glu

Phe

185

Gly

Tyr

Gly

Ser

Tyr

265

ASp

Ccys

Trp

Glu

leu

90

Asn

Gly

Glu

Tyr

Asn

170

Phe

Asn

Thr

Ser

Ser

250

Thr

val

Tyr

Glu

75

His

LysS

Gln

Leu

Pro

155

Asn

Leu

val

Gln

Gly

Pro

Asp

val

val

60

Glin

Gin

Ala

PTro

Thr

1440

ser

Tynr

TYr

Phe

Lys

220

Gly

Leu

ASD

Gly Thr val

Page 184

val

45

ASp

Tyr

ASp

Leu

Arg

Lys

Asp

Lys

ser

Ser

205

Ser

Gly

Leu

Ala

Gly

Asp

30

ASp

Gly

Asn

Trp

Pro

110

Glu

Asn

Ile

Thr

LYS

190

Cys

Leu

Ser

Gn

Glin

270

Gly

Thr

val

val

ser

Leu

95

Ala

Pro

Gln

Ala

Thr

175

Leu

Ser

Ser

Gly

Phe

255

Gln

Ala

Leu

Ser

Glu

Thr

80

Asn

Pro

Glin

val

vai

160

Pro

Thr

val

Ley

Gly

240

Gly

Thr

Ala



Asp

val

305

Pro

Ser

Glu

Arg

Leu

385

Pro

Gly

Gln

290

Ile

ASp

phe

Ala

370

Pro

Asp

Arg

<210>
<211>
<212>
<213>

<220>
<223>

<220>
<221>
<222>

<400>
atg gac aaa
Met Asp Lys
1

sty

atg
Met

cac
Hts

gga
Gily

atc
Ile

gaa
Glu
50

Ser

Gln

Gly

Arg

His

355

Pro

Pro

val

Ser

152
1275
DNA

Pro

1le

Ala

Glu

340

Gly

Ala

Ala

Gly

Pro
420

Glu

Leuy

L.eu

325

Arg

Leu

Pro

Pro

Ser

403

Ser

sSer

Leu

Pro

Arg

Pro

380

ser

Phe

A-1429_ US_NP2_WO_PCT2_ST25

teu Leu Gln Leu Lys

295

val

Gly

Leu

Leu

Gly

Glu

ASp

Ala

Artificial Seguence

LYS

Ser

Glu

His

360

Pro

Pro

Pro

Ser

FC-L15-1.98R P171G Y179A

CDS
(..

152

ccy
Pro

tcc
Ser
35

gac
ASp

(1275)

act
Thr

tca
ser
20

cgt
Arg

cct
Pro

cac
H1s

gtc
val

acc
Thr

gag
Glu

aCa
Thr

tte
Phe

cct
Pro

gte
val

tgt
Cys

ctc
Leu

gag
Glu

aag
Lys
55

cca
Pro

TtC
phe

gtc
val
40

ttc
Phe

Thr

Leu

Leu

Ala

Pro

Leu

cct
Pro

ccc
Pro
25

aca
Thr

aac
Ash

ser

His
330

Gly

Pro

Arg

Gly

Ser
410

tgt
Cys
10

cca
Pro

tgc
Cys

tgg
Trp

Arg
315

Phe

Tyr

Gly

Phe

Ile
395

Met

cCa
Pro

aaa
Lys

gt
va

tac
Tyr

Ala Leu Lys

300

phe

ASD

Asn

AsSn

Leu
380

Leu

val

gect
Ala

cCC
Pro

gt
va

gt
va
60

rage 185

Leu

Pro

val

Lys
365

Pro

Ala

Gly

ccg
Pro

aag
Lys

gt
va
45

gac
AsSp

cys

Glu

Tyr
350

ser

Leu

Pro

Gly

gaa
Glu

gac
ASp
30

gac
Asp

ggc
Gly

Pro

Gin

Ala

335

Gin

Pro

Pro

Gln

Ser
415

ctc
Leu
15

acc
Thr

Gly

320

Cys

ser

His

Gly

Pro
400

Gln

ctg
Leu

ctc
l.ey

agc
Ser

gag
Glu

48

96

144

192



gtg
val
65

tac
Tyr

oty

atc
Ile

gt
va

agc
Ser
145

gag
Glu

CcCcC
Pro

t
Val

atg
Met

tct
Ser
225

&
oty

gaa
Glu

gac
Asp

gtt
val
305

cca
Pro

CQ.“L’
H1s

cgt
Arg

aag
LyS

gag
Glu

tac
TYyr
130

ctyg
Leu

tgg
Trp

gt
va

gac
Asp

cat
His
210

ccy
Pro

caa
Gln

gee
Ala

cag
Gln
290

att
Ile

gat
Asp

aat
Asn

gt
va

gag
Glu

ddd
Lys
115

acc
Thr

acc
Thr

gag
Glu

cty
Ley

aag
LysS

195
gag
Glu

agt
Gly

tee
ser

gtc
val

cac
His
275

agc
Ser

caa
Gin

ey

gce
Ala

gtc
val
tac
Tyr'
100

acce
Thr

ctg
Leu

tgc
cys

agc
Ser

gac
ASp
i80

agce
ser

gct
Ala

aaa
Lys

cat
His
Cag
Arg
260
ctg

Leu

cCC
Pro

atc
Ile

gce
Ala

aag
Lys

agce
Ser
85

aag
Lys

atc
Ile

CcCC
Pro

ctg
Leu

aat
Asn
165

tcc
ser

cgt

Arn
ATy

ctg
Leu

&y

cca
Pro
245

cag
Gln

Gag
Glu

gaa
Glu

ttg
Leu

ctg
Leu
325

aca
Thr
70

gte
val

tgc
Cys

tce
Ser

cCa
Pro

gtc
val
150

oty

gac
ASp

tgg
Trp

cac
H1s

ety
230

att
Ile

g9
Arg

atc
Ile

agt
ser

&7y
310

tat
Tyr

ctc
Leu

aag
Lys

daaa
Lys

tce
ser
135

ada
LYS

cag
Gln

gac
Gly

cag
Gln

aac
Asn
215

ggt
Giy

cca
Pro

tac
Tyr

agg
Arg

ctc
Leu
295

gtc
val

ety

A-1429_US_NP2 _WO_PCT2_ST25
aag ccg cgt gag
Lys Pro Arg Glu

ace
Thr

gtc
val

gcce
Ala
120

cgt
Arg

ggc
Gly

ccg
Pro

tcc
ser

cag
Gln
200

cac
H1s

gat
ASp

ctc
Leu

gag
Glu
280

cty
Leu

aag
LYS

tcg
Ser

gtc
val

tcc
Ser
105
aadd
Lys

gat
AsSp

tte
Phe

gag
Glu

ttc
Phe
185

Sy

tac
Tyr

ggt
Giy

tct
ser
tac
TYyr
265
gat
ASp

cag
Glin

aca
Thr

ctc
Leu

ctg
Leu
90

adc
Asn

&ty

gdg
Glu

tat
Tyr

aac
Asn
170

ttc
Phe

aac

Asn v

acg
Thr

tct
Ser

tct
ser
2560

aca
Thr

oy

ctg
Leu

tcc
Ser

cac
His
330

gag
Glu
75

cac
H1s

aaa
Lys

cag
Gin

ctg
Leu

cce
Pro
155

daac
Asn

ctc
Leu

cag
Gin

ggt
Gly

235

CCa
Pro

gat
ASp

acg
Thr

aaa
Lys

agg
Arg
315

Tttt
Phe

cag
Gin

cag
Gin

gce
Ala

ccce
Pro

acc
Thr
140

agce
ser

tac
Tyr

tac
Tyr

ttc

i Phe

aag
Lys
220

ggt
Gly

tta
Leu

gat
Asp

gtg
val

gcc
Ala
300

ticC
Phe

gac
Asp

pPage 186

tac
Tyr

gac
Asp

cLcC
Leu

cga
Arg
125

aag
Lys

gac
Asp

aag
Lys

agc
ser

tca
sSer

205
age
Ser

ggt
Gly

tta
Leu

gee
Ala

999
&1y
285
1tg

Leu

ctg
Leu

cct
Pro

dac
Asn

tag
rp

cca
Pro
110

gaa
Glu

aac
ASn

atc
Ile

acc
Thr

aag
LYS
190

tgc
cys

o

ctc
Leu

agce
ser

caa
Gin

cag
Gin
270

ggce
Gly

aag
Lys

tgc
cys

gag
Glu

age
ser

ctyg
Leu
95

gcce
Ala

cca
Pro

cag
Gin

gcc
Ala

acg
Thr
175

ctc
leu

tce
ser

tce
Ser

&

tte
Phe
255

cag
GlIn

gct
Ala

cCy
Pro

cag
Gin

gcce
Ala
335

acg
Thr
80

adt
Asn

CCC
Pro

cag
Glin

gtc
val

gt
va
160

cct
Pro

acc
Thr

gt
Va

ctg
Leu

ggt
249

999
Gly

aca
Thr

gct
Ala

ety

€gg
Arg
320

tgc
Cys

240

288

336

384

432

480

528

576

624

672

720

768

B16

864

912

360

1008



age
ser

gaa
Glu

cgg
Arg

ctg
tey
385

cco
Pro

&ty

tte
Phe

gcc
Ala

gac
Asp
370

ccC
Pro

gat
Asp

cga
Arg

<210>
<211>
<212>
<213>

<220>
<223>

<4Q0>

<gg
ATg

cac
His
355

cct
Pro

cco
Pro

gt
Va

agc
Ser

153
424
PRT

gag
Glu
340

ggc
Gly

gca
Ala

gca
Ala

sy

cce
Pro
420

cgt
Arg

ctc
l.eu

cCC
Pro

ccc
Pro

tce
Ser
405

agce
Ser

ctt
Leu

ccg
Pro

cga
Arg

ccy
Pro
390

tcg
Ser

gct
Ala

ctt
Leu

ctg
lLeu

ay
375

gag
Glu

gac
Asp

gct
Ala

Artificial Sequence

Synthetic Construct

153

Met Asp Lys
1

Gly

Met

His

val

65

Tyr

ITe

val

Gly

Ile

Glu

50

His

Arg

Lys

Glu

TYr

Pro

ser

35

Asp

Asn

val

Glu

Lys

115

Thr

Thr

sar

20

Arg

Pro

Ala

va'l

Tyr

100

Thr

leu

His Thr Cys
5

val

Thr

Glu

Lys

Ser

85

LyS

Ile

Pro

Phe

Pro

val

Thr

70

val

Cys

ser

Pro

Leu

Glu

Lys

Leu

LYys

Lys

ser

A~-1429_US_NPZ2_WO_PCT2_ST25

gag
Glu

cac
His
360
cca
Pro

cca
Pro

cCct
Pro

tcc
Ser

Pro

Phe

val

40

Phe

Pro

Thr

val

Ala

120

Arg

gac
Asp
345

ctg
lLey

gct
Ala

ccc
Pro

ctg
Leu

taa

Pro

Pro

25

Thr

Asn

Arg

va'l

sSer

105

Lys

ASpP

oty

cca
Pro

cgce
Arg

ety

agc
ser
410

Cys
1G

Pro
cys
Trp
Glu
Leu
30

Asn

Gly

tac
Tyr

gg9
Gly

tte
Phe

atc
Ile
395

atg
Met

Pro

Lys

val

Tyr

Glu

75

His

Lys

Gln

aat
Asn

adc
Asn

ctg
Leu
380

ctyg
Leu

gt
Va

Ala

Pro

val

va'l

60

Gin

Gln

Ala

Pro

Glu teu Thr
rPage 187

gtt
val

aag
LYS
365

cca
Pro

gce
Ala

¢ty

Pro
Lys
val
45

Asp
Tyr
Asp
Leu
Arg

125

Lys

tac
Tyr
350

tcc
Ser

cta
Leu

ccC
Pro

ety

Glu
Asp
30

Asp
Gly
Asn
Trp
Pro
110

Glu

Asn

cag
GIn

cca
Pro

cca
Pro

cag
Gin

tce
Ser
415

Leu

15

Thr

val

val

Ser

Leu

95

Ala

Pro

Glin

tcc
Ser

cac
H1s

&y

cce
Pro
400

cag
Glin

Ley
Leu
Ser
Glu
Thr
80

Asn
Pro

Gin

val

1056

1104

1152

1200

1248

1275



Ser

145

Glu

Pro

val

Met

ser

225

Gly

Glu

Asp

val

305

Pro

Ser

Glu

Arg

Leu

385

Pro

130

Leu

Trp

val

Asp

His

210

Pro

Gly

GIn

Ala

Gln

290

Tle

Asp

Phe

Ala

370

Pro

ASp

Thr

Glu

Leu

Lys

195

Glu

Gly

Ser

val

His

275

Ser

Gln

Gly

Arg

His

355

Pro

Pro

val

Cys

Ser

ala

Lys

His

Arg

260

Leu

Pro

Ile

Ala

Glu

340

Gly

Ala

Ala

Gly

Leu

Asn

165

Ser

Arg

Leu

Gly

Pro

245

Gln

Glu

Glu

Leu

Ley

325

Arg

t.eu

Pro

Pro

Ser

val
150
Gly

ASp

Trp

Gly

Ile

Arg

Ile

ser

Gly

Tyr

Leu

Pro

Arg

Pro

390

Ser

135

A-1429_US_NP2_WO_PCT2_ST25

Lys Gly Phe Tyr

Gln

Gly

GlIn

Asn

215

Gly

Pro

Tyr

Arg

Leu

295

val

Gly

Leuy

Leu

ASp

Pro

ser

Gin

200

His

Gly

Asp

Leu

Glu

280

Leu

Lys

ser

Glu

His

360

Pro

Pro

Pro

Glu

Phe

185

Gly

Tyr

Gly

ser

Tyr

265

ASD

Glin

Thr

Leu

345

Leu

Ala

Pro

L.eu

Asn

170

Phe

Asn

Thr

Ser

Ser

250

Thr

Gly

Leu

Ser

His

330

Gly

Pro

Arg

Gly

140

Pro Ser Asp Ile

155

ASnD

Leu

val

Gln

Gly

Pro

ASp

Thr

Lys

Arg

315

Phe

Tyr

Gly

Phe

Tle
395

TYyr

Tyr

Phe

Lys

Gly

Leu

Asp

val

Ala

300

Phe

ASp

Asnh

Asn

Ley

380

Leu

ser Met val
Page 188

LysS

Ser

Ser

205

ser

Gly

l.eu

Ala

Gly

Leu

Leu

Pro

val

Lys

365

Pre

Ala

Gly

Thr

Lys

190

cys

l.eu

ser

Gln

GlIn

270

Gly

Lys

Cys

Glu

Tyr

350

Ser

l.eu

Pro

Gly

Ala

Thr

175

L.eu

ser

Ser

Gly

Phe

253

Gin

Ala

Pro

GlIn

Ala

335

Gin

Pro

Pro

Gln

Ser

val

160

Pro

Thr

val

Leu

Gly

Gly

Thr

Ala

Gly

Arg

320

Cys

ser

His

Gly

Pro

400

GIn



405

Gly Arg Sser Pro Ser Ala Ala Ser
420

<210>
<Z211>
<212>
<213>

<220>
<223>

<220>
<221>
<222>

<400>

154
1275
DNA
Artificial sequence

Fe-L15-198R P171G Al80S

CDS
(1)..(1275)

154

atg gac aaa
Met Asp Lys
1

gag
Gly

atg
Met

cac
His

gt
va
65

tac
Tyr

Gly

ate
Ile

agce
Ser
145

gag
Glu

ccc
Pro

gga
Gly

atc
Ile

gaa
Glu
50

CE_IT_
His

cgt
Arg

aag
LYS

gag
Glu
tac
Tyr
130
ctg

Ley

tag
Trp

gt
Va

ccg
Pro

gag
Glu

aaa
Lys
115

acc
Thr

acc
Thr

Glu

ctg
Leu

act
Thr

tca
Ser
20

cgt
Arg

ct

Nl
=3
<

gce
Ala

gtc
val

tac
Tyr
100

acc
Thr

ctg
Leu

tgc
Cys

agc
Ser

gac
Asp
180

cac
H1S

gte
val

aag

agc
Ser
85

aag
Lys

atc
Ile

CCC
Pro

cty
Leu

aat
Ash
165

tcc
ser

aca
Thr

ttc
Phe

tgc
Cys

tcc
Ser

cca
Pro

gtc
val
150

Sty

gac
Asp

tgt
Cys

ctc
Leu

gag
Glu

aag
Lys
55

aag
Lys

ctc
Leu

aag
LYS

daa
Lys

tce
ser
135

aad
Lys

cag
Gin

ggc
Gly

cca
Pro

ttc
Phe

gtc
val
40

ttc

Phe

ccg
Pro

acc
Thr

gtc
val

gcce
Ala
120

cgt
Arg

ggc
Gly

ccy
Pro

tee
Ser

cct
Pro

ccc
Pro
25

aca
Thr

a4cC
Asn

cgt
Arg

gtc
val

tece
ser
105

aaa
Lys

gat
Asp

ttc
Phe

gag
Glu

ttcC
Phe
185

tgt
Cys
10

cca
Pro

ctyg
Leu
90

adc
Asn

Gly

gag
Glu

tat
Tyr

aac
Asn
170

ttc
rhe

cca
Pro

aaa
Lys

gt
va

tac
Tyr

gag
Glu
75

cac
H1s

aaa
Lys

cag
Gin

cty
Leu

cce
Pro
155

aacC
AsSn

ctc
Leu

gect
Ala

cCcC
Pro

gt
va

atg
val
60

cag
Gln

cag
Gln

gcce
Ala

cCC
Pro

acc
Thr
140

agc
ser

tac
Tyr

tac
Tyr
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ccy
Pro

aag
Lys

gt
va
45

gac
Asp

tac
Tyr

gac
Asp

ctcC
Leu

cga
Arg
125

aag
Lys

gac
ASp

aag
Lys

agc
Ser
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410

gaa
Glu

gac
Asp
30

gac
Asp

ggc

daac
Asn

tgg
Trp

cca
Pro
110

gaa
Glu

adc
Asn

atc
Ile

ace
Thr

aag
Lys
190

415

ctc
Leu
15

acc
Thr

gtg

gty
val

agc
Ser

ctg
Leu
95

gce
Ala

cca
Pro

cag
Gin

gce
Ala

acg
Thr
175

ctc
Leu

ctg
l.eu

ctc
Leu

age
sSer

acg

dat
AsSn

ccC
Pro

cag
GlIn

gtc
val

gt
Va
160

cct
Pro

ace
Thr

48

96

144

192

240

288

336

384

432

480

528

576



gt
Va

atg
Met

tct
ser
225

&y
ety

gaa
Glu

gac
Asp

gtt
val
305

gaa
Glu

cgg
ATg

ctg
Leu
385

cCC
Pro

&ty

gac
Asp

cat
His
210

ccg
Pro

Ty

caa
Gin

gce
Ala

cag
GIn
290

att
Ile

acc
Ala
gac
Asp
370
cee

Pro

gat
Asp

cga
Arg

<210>
<211>
<Z212>
<213>

<220>

aag
Lys
195

gag
Glu

&y

tcc
Ser

gtc
val

cac
His
275

agc
Ser

caa
GIn

Gly

€gg
Arg

cac
His
355

cct
Pro

CCC
Pro

gty

agc
ser

155
424
PRT

agc
ser

gct
Ala

aaa
LYS

cat
His

€gg
AT

260
ctg

leu

CCcC
Pro

atc
Ile

e
Ala

gag
Glu
340

ggc
Gly

gca
Ala

gca
Ala

Sty

cce
Pro
420

cgt
ATg

ctg
Leu

&

cca
Pro
245

cag

g Gin

gag
Glu

gaa
Glu

Tty
ey

ctg
Ley
325

cgt
Arg

Cctc
Leu

cCC
Pro

cCC
Pro

tece
ser
405

agc
ser

tgg
Trp

cac
His

gga
&y
230
att

Ile

<gg
Arg

atc
Ile

agt
ser

gga
310

tat ¢

Tyr

ctt
Leu

ccy
Pro

cga
Arg

ccg
Pro
390

tcg
Ser

tac
Tyr

cag
Gin

aac
Asn
215

ggt
Gly

cca
Pro

tac
Tyr

ctg
Leu

&y
375

gag
Glu

gac
Asp

tcc
ser

artificial Seqguence

A-1429_US_NP2_WC_PCTZ.5T25

cag
Gln
200

cac
H1s

ety

gat
Asp

ctc
Leu

gag
Glu
280

ctg
l.eu

aag
Lys

L tcg

Ser

gag
Glu

cac
His
360

cca
Pro

cca
Pro

cct
Pro

tcc
ser

oty

tac
Tyr

&

tct
Ser

tac
TYr
265

gat
Asp

cag
Glin

aca
Thr

ctc
Leu

gac
Asp
345
ctg
Leu

gct
Ala

CCC
Pro

ctg
Leu

taa

aac
Asn

acg
Thr

tct
ser

tct
ser
250

aca
Thr

31y

ctg
Ley

tcc
Ser

cac
His
330

&y

cca
Pro

cgce
Arg

gga
Gly

age
Ser
410

gtc
val

cag
GlIn

&ty
235

cca
Pro

gat
Asp

acg
Thr

aaa
Lys

agg
Arg
315

ttt
Phe

tac
Tyr

ety

tte
Phe

atc
Iie
395

atg
Met

ftcC
phe

aag
LyS
220

ety

tta
Leu

gat
Asp

gtg
val

gce
Ala
300

ttcC
Phe

gac
Asp

aat
Asn

aac
Asn

cty
teu
380

ctg
{eu

af
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tca
Ser
205

agc
ser

&

tta
Leu

gcc
Ala

999
Gly
285
ttg
Leu

ctg
Ley

cct
Pro

gtt
val
aag
Lys
365
cca

Pro

gcc
Ala

gga
Gly

tgc
cys

ctc
Leu

agce
Ser

caa
Gin

cag
Gln
270

ety

aag
Lys

tgc
cys

[n]ie]

tac
Tyr
350

Tcc
ser

cta
Leu

CCC
Pro

Gly

TCC
Ser

tcc
Ser

ggt

ttc
pPhe
255

cag
Glin

gct
Ala

ccg
Pro

cag
Gln

gcc
Ala
335

cag
GIn

cca
Pro

cca
Pro

cag
Glin

tcce
Ser
415

ctg
Leu

Iy
240

ety

aca
Thr

gct
Ala

¢gg
Arg
320

tac
Cys

tcc
Ser

cac
His

cec
Pro
400

cag
Gln

624

672

720

768

816

864

912

960

1008

1056

1104

1152

1200

1248

1275
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<223> Synthetic Construct

<400> 155

Met Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu
1 5 10 15

Gly Gly Pro Ser val phe Leu Phe Sro Pro Lys Pro Lys %gp Thr Leu
20 5

Met Ile Ser Arg Thr Pro Glu val thr cys val val val Asp val Ser
35 40 45

His Glu Asp Pro Glu val Lys Phe Asn Trp Tyr val Asp Gly val Glu
50 55 60

val His Asn Ala Lys Thr Lys Pro Arg Giu Glu GIn Tyr Asn Ser Thr
65 70 75 80

Tyr Arg val val Ser val Leu Thr val Leu His Gln Asp Trp Leu Asn
85 90 95

Gly Lys Glu Tyr Lys Cys Lys val Ser Asn Lys Ala Leu Pro Ala Pro
100 105 110

ITe Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln
115 1

val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln val
130 135 140

Ser Leu Thr Cys Leu val Lys Gly Phe Tyr Pro Ser Asp Ite Ala val
145 150 155 160

Glu Trp Glu Ser Asn Gly Gin Pro Glu Asn Asn Tyr Lys Thr Thr Pro
165 170 175

Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr
180 185 190

val Asp Lys Ser Arg Trp GIn Gln Gly Asn val phe Ser Cys Ser val
195 200 205

Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu
210 215 220

Ser Pro Gly Lys Gly Gly Gly Gly Gly Ser Gly Gly Gly Ser Gly Gly
225 230 235 240

Gly Gly Ser His Pro ITe Pro Asp Ser Ser Pro Leu Leu Gln Phe Gly
245 250 255

page 191



Gly

Glu

Asp

val

305

Pro

ser

Giu

Arg

Qo
e

A-1429 _US_NP2_WO_PCT2_ST25

Gln val Arg Gin Arg Tyr Leu ;gg Thr Asp Asp Ala GlIn

260

Ala His teu Glu 1ie Arg Glu
275 280

Gln Ser Pro Glu Ser Leu Leu
290 285

Ile GIn 1le Leu Gly val Lys
310

Asp Gly Ala Leu Tyr Gly Ser
325

phe Arg Glu Arg Leu Leu Glu
340

Ala His Gly Leu Pro Leu His
353 360

Asp Pro Ala Pro Arg Gly Pro
370 375

u Pro Pro Ala Pro Pro Glu Pro

Pro Asp val Gly Ser Ser Asp Pro
405

GIy Arg Ser Pro Ser Tyr Ser Ser
420

<210> 156

<211l> 1275

<212> DNA

<213> Artificial Seguence

<220>

<223> Fc-L15-L98R P171G AlL80G

<220>
<221> (DS
<222> (1)..(1275)

<400> 156

atg
Met
1

ggg
Gly

atg
Met

gac aaa act cac aca tgt cca
Asp Lys Thr His Thr Cys Pro

gga ccg tca gtc ttc ctc ttc
Gly Pro Ser val Phe Leu Phe
20

atc tcc cgt acc cct gag gt
Iie Ser Arg Thr Pro Glu val

ASp

Gln

Thr

Leu

Asp

Leu

Ala

Pro

Leu

cCE
Pro

cce
Pro
25

aca
Thr

Gly

Leu

ser

His
330

Gly

Pro

Arg

Gly

Ser
410

tgt
Cys
10

cca
Pro

tgc
Cys

Thr

Lys

315

Phe

Tyr

Gly

Phe

0 b

WOl
D

Met

cca
Pro

add
Lys

gt
Va

val

Ala
300

Phe

Asp

ASNn

Asn

Leu
380

Leu

val

act
Ala

Cccc
Pro

gtg
val
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Leu

Pro

val

Ala

Gly

ccg
Pro

aag
Lys

gt
va

270

Gly

Lys

Cys

Glu

Tyr

350

ser

Leu

Pro

Gly

gaa
Glu

gac
ASp
30

gac
ASp

Gln

Ala

Pro

Glin

Ala

335

Gln

Pro

Pro

Gin

ser
415

ctc
Leu
15

acc
Thr

gt
va

Thr

Ala

Gly

Ser

Gly

Pro
400

Gln

ctg
Leu

ctce
Leu

agc
Ser

48

96

144



cac
His

gtg
val
65

tac
Tyr

agce
ser
145

gag
Glu

ccC
Pro

gt
va

atg
Met

tct
ser
225

ggt
Gly

3ty

gaa
Glu

gac
Asp

gtt
val

gaa
Glu
50

cat
H1s

cgt
Arg

aag
Lys

gag
Glu

tac
Tyr
130

ctg
l.eu

tgg
Tre

gt
va

gac
Asp

cat

35

gac
Asp

aat
Asn

aaa
Lys
115

acc
Thr

acc
Thr

gag
Glu

cty
Leu

aag
LYS
195

gag
1

His Glu

210

ccg
PIro

ety

caa
Gln

gce
Ala

cag
Gin
290

att
Ile

&y

tCcC
Ser

gtc
val

cac
His
275
agc
ser

caa
Gin

cct
Pro

gcce
Ala

gtc
val

tac
Tyr
100

acc
Thr

ctg
Leu

tgc
Cys

agce
ser

gac
Asp
180

agc
Ser

gct
Ala

aaa
Lys

cat
His

gy
Arg
260

ctg
Leu

CcCcC
Pro

atc
Ile

gag
Glu

aag
Lys

agce
ser
85

aag
LysS

ate
Ile

cCC
Pro

cty
Leu

aat
Asn
165

Tcc
Ser

cgt
Arg

¢ty
Leu

&ty

cca
Pro
245

cag
GIn

gag
Glu

gaa

ttg
Leu

gte
va'l

aca
Thr
70

gtc
val

tgc
Cys

tcc
sSer

cca
Pro

gtc
val
150

a1y

gac
ASp

tgg
Trp

cac
His

gga
Gly
230

att
Ile

<9y
Arg

atc
Ile

agt
Ser

oy
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40

aag ttc aac tgg
Lys Phe Asn Trp

55

aag
Lys

ctc
Leu

aag
LyS

ada
Lys

tee
ser
135

aaa
LyS

cag
Gln

ggc
Gly

cag
GIn

aac
Asn
215

ggt
Gly

cca
Pro

tac
Tyr

agyg
Arg

ctc
Leu
295

gtc
val

ccg
Pro

acc
Thr

gtc
val

gcc
Ala
120

cgt
Arg

ggc
Gly

ccg
Pro

tcc
Ser

cag
Gin
200

cac
His

ety

gat
ASD

ctc
Leu

gag
Glu
280

cty
Leu

aag
Lys

cgt
Arg

gtc
val

tee
ser
105

aaa
LyS

gat
ASp

ttc
rhe

gag
Glu

tte
phe
185

cly

tac
Tvyr

ggt
Gly

tCct
ser

tac
Tyr
265

gat
Asp

Ccag
Gin

aca
Thr

gag

tac
Tyr

gag
1

Glu Glu

ctg
Leu
90

aac
Asn

2ty

gag
Glu

tat
Tyr

aac
Asn
170

TtcC
Phe

aac
Asn

acy
Thr

tct
ser

tct
Ser
250

aca
Thr

ety

ctg
Leu

tcc
Ser

75
cac
His

aaad
LYS

cag
Gin

ctg
Leu

cce
Pro
155

dac
Asn

ctc
Leu

gtc
val

cag
Gln

&y
235

cCa
Pro

gat
Asp

acg
Thr

aaa
Lys

agg
Arg

Va
60

cag
GIn

cag
Gin

gcce
Ala

cCcC
Pro

acc
Thr
140

agce
ser

tac
Tyt

tac
Tyr

ttc
Phe

aag
Lys
220

ggt
Gly

tta
Leu

gat
Asp

gt
va

gcc
Ala
300

ttc
Phe
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45
gac
Asp

tac
Tyr

gac
Asp

cIic
Leu

cga
Arg
125

aag
Lys

gac
ASD

aag
Lys

agc
Ser

tca
ser
205

agc
Ser

&ty

tta
Leu

gcc
Ala

ggg
a1y
285
ttg

Leu

ctg
Leu

ely

aac
Asn

tag
Trp

cca
Pro
110

gaa
Glu

adc
Asnh

atc
Ile

acc
Thr

aag
Lys
190

tgc
Cys

ctc
Leu

agc
Ser

caa
Gln

cag
GlIn
270

ggc
Gly

aag
LYS

tgc
Cys

gt
va

agc
Ser

ctg
Leu
95

gce
Ala

cca
Pro

cag
Gln

gcc
Ala

acg
Thr
175

ctc
Leu

tcc
Ser

tcc
Ser

ggt

tte
Phe
255

cag
Gln

gct
Ala

ccy
Pro

cag
Gln

gag
Giu

acqg
Thr
80

aat
Asn

cCC
Pro

cag
Gin

gtc
vai

gty
val
160

cct
Pro

acc
Thr

val

ctg
Leu

ggt
240

ggg
Gly

aca
Thr

gct
Ala

oty

cgyg
Arg

192

240

288

336

384

432

480

528

576

624

672

720

768

816

864

912

960



305

cca
Pro

agc
Ser

gaa
Glu

€gg
Arg

ctg
Leu
385

CcccC
Pro

agc
Gly

gat
Asp

ttC
Phe

gce
Ala

gac
Asp
370

cCC
Pro

gat
ASP

cga
Arg

<210>
<211>
<212>

<2i3»>

<220>
<223>

<400>

oty

cag
Arg

cac
His
355

cct
Pro

ccc
Pro

gty

agc
Ser

157
424
PRT

gce
Ala

gag
Glu
340

ety

gca
Ala

gca
Ala

Gly

ccce
Pro
420

ctyg
Lel
325

cgt
Arg

ctc
Leu

cccC
Pro

ccc
Pro

tce
ser
405

agc
Ser

310

tat
TYr

ctt
Leu

ccy
Pro

cga
Arg

ccy
Pro
390

tcg
ser

tac
Ty

ety

ctt
Leu

ctg
Leu

&ty
375

gag
Glu

gac
Asp

&

artificial seqguence

synthetic Construct

157

Met Asp Lys
1

Gly

Met

His

val

65

Tyr

Gly

Gly

Ile

Glu

50

His

Arg

Lys

Pro

Ser

35

Asp

Asn

val

Glu

Thr

ser

20

Arg

Pro

Ala

val

TYyr
100

His Thr Cys
5

val

Thr

Glu

Lys

ser

85

LYS

rhe

Pro

va'l

Thr

70

val

Cys

Ley

Giu

Lys

LYS

Leu

Lys
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tcg
ser

gag
Glu

cac
His
360
cca
Pro

cca
Pro

cct
Pro

tcc
Ser

Pro

Phe

val

40

Phe

Pro

Thr

val

ctc
Leu

gac
Asp
345

ctg
Leu

gct
Ala

cCcC
Pro

cty
leu

taa

PIo
Pro
25

Thr
Asn
Arg

val

Ser
105

cac
His
230

ety

cca
Pro

cge
Arg

ety

agc
ser
410

cys
10

Pro
Cys
Trp

Glu

Leu
90

315
ttrE
Phe

tac
Tyr

Sty

ttc
Phe

atc
Tle
395

atg
Met

Pro
Lys
val
Tyr
Glu

75

His

gac
ASp

aat
Asn

daac
Ash

ctg
Lel
380

ctg
Ley

Ala

Pro

val

val

60

Gin

GIn

Asn Lys Ala
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cct
Pro

gtt
val

aag
Lys
365

cCa
Pro

gcc
Ala

gga
Gly

Pro

LyS

val

45

ASp

Tyr

Asp

Leu

gag
Glu

tac
Tyr
350

tcc
Ser

cta
Leu

cCcc
Pro

Glu

ASp

30

AsSp

Gly

Asn

Tro

Pro
110

gce
Ala
335

cag
Gin

cCa
Pro

cca
Pro

cag
GIn

tee
ser
415

L.eu

15

Thr

val

val

Ser

Leu

95

Ala

320
tgc
Cys

tce
Ser

cac
His

ety
ccc

Pro
400

cag
Gin

Leu
Leu
Ser
Glu
Thr
80

Asn

Pro

1008

1056

1104

1152

1200

1248

1275



Ile

val

sSer

145

Glu

Pro

val

Met

ser

225

Gly

Glu

Asp

val

305

Pro

Ser

Glu

Arg

Glu

Tyr

130

Leu

Trp

val

Asp

His

210

Pro

Glin

Ala

Gln

290

Tle

Asp

Phe

Ala

ASp
370

Lys

115

Thr

Thr

Glu

Leu

val

His

275

Ser

Gin

Gly

Arg

His

355

Pro

Thr

Leu

Cys

Ser

Ala

LYS

His

Arg

Leu

Pro

ITe

Ala

Glu

340

Gly

Ala

Ile

Pro

Leu

Asn

165

ser

Arg

Leu

Gly

Pro

245

Gin

Glu

Glu

Leu

Leu

325

Arg

Leu

Pro

Ser

Pro

val

150

Gly

ASp

Trp

His

Arg

Ile

sSer

Gily

310

TYF

Leu

Pro

Arg

A-1429_US_NPZ_WO_PCT2_ST25

Lys Ala Lys Gly GIn Pro
120

ser

135

Lys

GIn

Gly

Gln

Asn

215

Gly

Pro

Tyr

Arg

Leu

295

val

Gly

Leu

Leu

Gly

Arg

Gly

Pro

Ser

Gn

200

His

Leu

Glu

280

Leuy

Lys

ser

Glu

His

360

Pro

ASp

Phe

Glu

Phe

185

Gly

Tyr

Gly

Tyr

265

ASp

Glin

Thr

Leu

345

feu

Ala

Glu

Tyr

Asn

170

Phe

Asn

Thr

ser

Gly

Leu

ser

His

330

Gly

Pro

Arg

Leu

Pro

155

Asn

l.eu

val

Gln

Gly

Pro

Asp

Thr

Lys

Tyr

Gly

Phe

Thr

140

ser

Tyr

Tyr

Phe

Lys

220

Gly

Leu

Asp

val

Ala

300

Phe

Asp

Asn

Asn

Leu
380
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Arg

125

Lys

AsSp

Lys

Ser

ser

205

Ser

Gly

Leu

Ala

Gly

Leu

Leu

Pro

val

Glu

Asn

Ile

Thr

Lys

Cys

Leyu

ser

Glin

Glin

270

Gly

Lys

Cys

Glu

Tyr

350

Ser

Leu

Pro

Glin

Ala

Thr

175

Leu

ser

Ser

Gly

Phe

255

Gin

Ala

Pro

Gln

Ata

Gln

Pro

Pro

Gin

val

val

160

Pro

Thr

val

Leu

Gly

Gly

Thr

Ala

Gly

Arg

Cys

Ser

His

Gly
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Leu Pro Pro Ala Pro Pro Glu Pro Pro Gly Ile Leu Ala Pro Gin Pro
385 350 395 400

Pro Asp val Gly Ser Ser Asp Pro Leu Ser Met val Gly Gly Ser Gin
405 410 415

Gly Arg Ser Pro Ser Tyr Gly Ser
420

<210> 158
<211> 1287
<212> DNA
<213> Artificial sequence

<220>
<223> MKEDD-FGF21-(L15)-Fc

<220>
<221> CDS
<222> (1)..(1287)

<400> 158

atg aaa gaa gat gat cac cca att cca gat tct tct cca tta tta caa 48
Met Lys Glu Asp Asp His Pro Ile Pro Asp Ser Ser Pro Leu Leu Gln

1 5 10 15

ttc g?g g?c caa gtcC ¢gg cag cgg tac ctc tac aca gat gat gcc cag 96
phe Gly Gly GIn val Arg GIn Arg Tyr Leu Tyr Thr Asp Asp Ala Gln
20 25 30

cag aca gaa g¢c cac ctg gag atc agg gag gat g%g acg gtg agg ggc 144
GIn Thr g]su Ala His Leu Glu I'ioe Arg Glu Asp Gly Z?r val Gly Gly
4

gct get gac cag age ccc gaa agt ctc ctg cag ctg aaa goc ttg aag 192
Ala Aga Asp GIn Ser Pro Glu Ser Leu Leu GIn Leu Lys Ala teu Lys
5 55 60

ccg g%a gtt att caa atc ttg g?a gtc aag aca tcc agg ttc ctg tgc 240
pPro Gty val Ile GlIn Iée Leu Gly val Lys Thr Ser Arg Phe Leu Cys
65 7 75 80

cag cgg cca gat g?g gee ctg tat g?a tcg ctc cac ttt gac cct gag 288
Gin Arg Pro Asp g y Ala Leu Tyr Gly Ser Leu His Phe Asp ggo Glu
5 90

gcc tgc age ttc cgg gag ctg ctt ctt gag gac g%a tac aat gtt tac 336
Ala Cys Ser Phe Arg Glu Leu Leu Leu Glu Asp Gly Tyr Asn val Tyr
100 105 110

cag tcc gaa gcec cac g%c ctc ccg ctg cac ¢ty cca g%g aac aag tcc 384
G1n Ser Giu Ala His Gly Leu Pro Leu His Leu Pro gzg Asn Lys Ser
115 120

€Ca cac ¢gg gac cct gca ccc cga g%a cca gct cgo tic ctg cca cta 432
Pro Hig Arg Asp Pro Ala Pro Arg Gly Pro Ala Arg Phe Leu Pro Leu
13 135 140

€ca gge Cig cca CcCC gca Cce cCg gag cca ccc g?a atc ctg gec cce 480
Pro Gly Leu Pro Pro Ala Pro Pro Glu Pro Pro Gliy Ile Leu Ala Pro
145 150 155 160

cag Ccc ccc gat gtg gge tec teg gac cct ctg age atg dtg gga cct 528
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Gin

tcc
Ser

&

ccg
Pro

cce
Pro
225

aca
Thr

aac
Asn

cgt
Arg

gtc
val

tce
Ser
305

aaa
LYS

gat
Asp

tTicC
Phe

gag
Glu

tic
rhe
385

oty

tac
Tyr

PO

cag
Gin

&y

tgc
Cys
210

cCa
Pro

tgc
Cys

t9g
Trp

gag
Glu

ctg
l.eu
290

aac
Asn

ety

gag
Glu

tat
Tyr

aac
Asn
370

ttce
Phe

dac
Asn

acg
Thr

tac
Tyr

gag
Glu

275

cac
H1s

aaa
Lys

cag
Gln

cty
Leu

cce
Pro
355

aac
Asn

ctc
Leu

gtc
val

cag
Gin

ASp

cga
Ar

1806
agc
ser

gca
Ala

CCcC
Pro

gt
va

gt
va
260

cag
Gin

cag
Gln

gee
Ala

cCcC
Pro

acc
Thr
340

age
ser

Tac
Tyr

tat
Tyr

tte
Phe

aag
LYS
420

val
165

age

g ser

cct
Pro

aag
Lys

gt
va
245

gac
AsSp

tac
Tyr

gac
Asp

ctc
Leu

cga
Arg
325

aag
Lys

gac
Asp

aag
Lys

agc
ser

tca
ser
405

age
ser

Gly

cCcC
Pro

&y

gaa
Giu

gac
Asp
230

gac
AsSp

Gly

adc
ASh

tgg
Trp

cca
Pro
310
gaa
Glu

aac
Asn

atc
Ile

acc
Thr
aag
Lys
3390
tgc
Cys

ctc
Leu

Ser

agce
Ser

&

ctc
Leu
215

accC
Thr

gtg
val

gt
Va

age
Ser

ctg
Leu
295

gcc
Ala

cca
PO

cag
Glin

gce
Ala

acg
Thr
375

ctc
Leu

tccC
Ser

tce
Ser

A-1429_US_NPZ_WO_PCT2_5T25

Ser

tac
TYr

gga
Gly
200

cty
Leu

cte
Leu

agc
Ser

gag
Glu

acg
Thr
280

aat
ASN

ccc
Pro

cag
Gin

gtc
val

gt
va
360

cct
Pro

acc
Thr

gt
va

cty
Leu

ASp

gct
Ala
185

tec
ser

Sty

atg
Met

cac
H1s

gt
va
263

tac
Tyr

atc
Ile

gt
va

agc
ser
345

gag
Glu

cCccC
Pro

gt
va

atg
Met

tct
ser
425

Pro
170

tcc
Ser

gac
AsSp

sty

atc
Ile

gaa
Glu
250

cat
His

cgt
Arg

aag
Lys

gag
Glu

tac
Tyr
330

cty
Leu

tgg
Trp

gt
Va

gac
Asp

cat
His
410

ccy
Pro

Leu
&

aad
LyS

ceg
Pro

tce
Ser
235

gac
ASp

aat
Asn

gt
va

gag
Glu

aaa
LYyS
315

ace
Thr

acc
Thr

gag
Glu

ctg
Leu

aag
Lys
385

gag
Glu

&ty

ser

ety

act
Thr

tca
ser
220

cgt
Arg

cct
Pro

gcc
Ala

grc
val

tac
Tyr
300

acc
Thr

cty
Leu

tgc
Cys

agc
Ser

gac
Asp
380

agc
Ser

gct
Ala

aaa
LYys
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Met

&y

cac
His
205

gtc
val

acc
Thr

gag
Glu

aag
Lys

agc
ser
285

aag
LysS

atc
Iie

CCC
Pro

ctg
Leu

aat
Asn
365

tce
Ser

agg
Arg

ctg
Leu

taa

val

oty
190

aca
Thr

tEcC
Phe

cCct
Pro

gtc
val

aca
Thr
270

gtc
val

tgc
Cys

tcc
Ser

cca
Pro

gtc
val
350

31y

gac
Asp

tgg
Trp

cac
H1s

Gly
175

ay

tgc
Cys

ctc
Leu

gag
Glu
aag
Lys
255
aag

Lys

ctc
Leu

aag
Lys

aaa
Lys

tece
ser
335

aaa
Lys

cag
Gin

ety

cag
Glin

aac
Asn
415

Pro

rct
Ser

cca
Pro

tte
Phe

gte
val
240

ttC
Phe

ccy
Pro

acc
Thr

gtc
val

gcc
Ala
320

€gg
Arg

ety

ccg
Pro

tcc
Ser

cag
GIn
400

Cac
His

5376

624

672

720

768

816

864

912

960

1008

1056

1104

1152

1200

1248

1287



<210>
<211>
<212>
<213>

<220>
<223>

<400>

159
428
PRT
Artificial Sequence

synthetic Construct
159

Met Lys Glu

1

Phe

Gln

Ala

Pro

65

Gln

Ala

Gin

Pro

PTo

145

Gln

ser

Gly

Pro

Pro
225

Gly

Thr

Ala

50

Gly

Arg

CYs5

Ser

His

130

Gly

Pro

Gln

Gly

Cys

210

Pro

Gly

Glu

35

Asp

val

Pro

ser

Glu

115

Arg

Leu

Pro

Gly

Lys

Asp

Glin

20

Ala

Gin

ITe

Asp

Phe

100

Ala

ASp

Pro

ASp

Arg

Ser

Ala

Pro

Asp His Pro
5

val

His

Ser

GlIn

Gly

85

Arg

His

Pro

Pro

val

165

ser

Gly

Pro

Lys

Arg

Leu

Pro

Ile

70

Ala

Glu

Gly

Ala

Ala

150

Gly

Pro

Gly

Glu

230

Gln

Glu

Glu

55

Leu

Leu

Leu

Leu

Pro

135

Pro

Ser

ser

Gly

Leu

215

Thr

A-1429_US_NP2_WO_PCT2_STZ25

Ile

Arg

Ile

40

Ser

Gly

TYr

Leu

Pro

120

Arg

Pro

Ser

Tyr

Leu

Pro

Tyr

25

Arg

Leu

val

Gly

Leu

105

Leu

Gly

Glu

Asp

Ala

185

Ser

Gly

Met

Asp

10

L.eu

Glu

Leu

LysS

Ser

9G

Glu

His

Pro

Pro

Pro

170

ser

Asp

Gly

Ser

TYr

Asp

Glin

Thr

75

Leu

ASp

Leu

Ala

Pro

155

Leu

Gly

LysS

Pro

Ser

Thr

Gly

Leu

60

ser

His

Gly

Pro

Arg

140

Gly

ser

Gly

Thr

Ser
220

Ile Ser Arg

235
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Pro

Asp

Thr

45

Lys

Arg

Phe

TYr

Iie

Met

Gly

His

205

val

Thr

Leu

Asp

30

val

Ala

pPhe

Asp

Asn

110

Asn

Leu

Leu

val

Gly

Thr

Phe

Pro

l.eu

i5

Ala

Gly

Leu

Leu

Pro

95

val

Lys

Pro

Ala

Cys

Leu

Glu

Gin

Gin

Gly

Lys

Cys

80

Glu

TYyr

Ser

Leu

Pro

160

Pro

ser

Pro

Phe

val
240
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Thr Cys val val val Asp val Ser His Glu Asp Pro Glu val Lys Phe
245 250 255

Ash Trp Tyr val Asp Gly val Glu val His Asn Ala Lys Thr Lys Pro
260 265 270

Arg Glu Glu GIn Tyr Asn Ser Thr Tyr Arg val val Ser val Leu Thr
275 280 ' 285

val Leu HWis GIn Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys val
290 295 300

Ser Asn Lys Ala Leu Pro Ala Pro Ile Glu Lys Thr Ile Ser Lys Ala
305 310 315 320

Lys Gty Gln Pro Arg Glu Pro GlIn val Tyr Thr Leu Pro Pro Ser Arg
325 330 335

Asp Glu Leu Thr Lys Asn GIn val Ser Leu Thr Cys Leu val Lys Gly
340 345 350

phe Tyr Pro Ser Asp Ile Ala val Glu Trp Glu Ser Asn Gly GIn Pro
355 360 365

Glu Asn Asn Tyr Lys Thr Thr pPro pPro val Leu Asp Ser Asp Gly Ser
370 375 380

phe Phe Leu Tyr Ser Lys Leu Thr val Asp Lys Ser Arg Trp Gln Gin
385 390 395 400

Gly Asn val Phe Ser Cys Ser val Met His Glu Ala Leu His Asn His
405 410 415

Tyr Thr Gin Lys Ser Leu Ser Leu Ser Pro Gly Lys
420 425

<210> 160
<211> 630
<212> DNA
<213> Artificial Sequence

<220>
<223> FGF21 Y179N S1B1T, 28AA signal sequence removed during processing

<220>
<221> CDS
<222> (1)..(630)

<4Q0> 160

atg gac tcg gac gag acc g?g ttCc gag cac tca gga ctg tgg grt tct
Met Asp Ser Asp Glu Thr Gly Phe Glu His Ser Gly Leu Trp V%T Ser
1 5 10 1
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gtg ctg gct ggt cti Cctg ctg g%a gcc tge cag gca cac ccc atc cct 96
val Leu Ala Gly Leu Leu Leu Gly Ala Cys GIn Ala His ggo Ile Pro
20 25

gac tcc agt cct ctc ctg caa tic g?g ggc caa gtc cgg cag cgg tac 144
Asp Ser Ser Pro Leu Leu Gln Zhe Gly Gly Gin val Arg Gln Arg Tyr
35 0 45

ctC tac aca gat gat gcc cag cag aca gaa gcc cac ctg gag atc agy 192
Leu Tyr Thr Asp Asp Ala GIn Gln Thr Glu Ala gas Leu Glu Ile Arg
50 55

gag gat gyg acg gt g?g ggc gct get gac cag agc ccc gaa agt ctc 240
Glu Asp Gly Thr va ?Oy Gly Ala Ala Asp gin Ser Pro Glu Ser égu
65 5

ctg cag ctg aaa gcc ttg aag ccg g%a gtt att caa atc tig gga gt 288
Leu GIn Leu Lys Ala Leu Lys Pro Gty val Ile Gin Ile Leu g1y val
85 90 5

aag aca tcc agg ttc ctg tgc cag cgg cca gat ggg gee ctg tat g%a 336
Lys Thr Ser égg Phe Leu Cys Gln ?69 Pro Asp Gly Ala Leg Tyr Gly
5 11

tcg ctc cac ttt gac cct gag 9cc tgc age ttc cgg gag ctg ctt ctt 384
Sser Leu His Phe Asp Pro Glu ?;a Cys Ser Phe Arg Glu Leu Leu Leu
115 0 125

gag gac g%a tac aat gtt tac cag tcc gaa gee cac g?c ctc ccg cty 432
Glu Asp Gly Tyr Asn val Tyr Gln Ser Glu Ala Hig Gly Leu Pro lLeu
130 135 14

cac ctg cca ggg aac aag tcc cca cac cgg gac cct gca ccc cga gga 480
His Leu Pro Gly Asn Lys Ser Pro His Arg Asp Pro Ala Pro Arg Gly
145 150 155 160

cca gct cgc ttc ctg cca cta cca gge ctg cca CCC gea €oce ccg gag 528
Pro Ala Arg Phe Leu Pro Leu Pro Gly Leu Pro Pro Ala Pro Pro Glu
165 170 175

¢cea cec g?a atc ctg gcc CCC cag cco ccc gat gty g?c tCC tecg gac - 576
Pro Pro Gly Ile Leu Ala Pro Gln Pro Pro Asp Val Gly Ser Ser Asp
180 185 190

cct ctg agc atg gty g%a cct tCC cag ggc cga agc CcC agce aac gct 624
Pro Leu Ser Met val Gly Pro Ser Gln Gly Arg Ser Pro Ser Asn Ala
195 200 205

acc tga 630
Thr

<210> 161
<211> 209
<212> PRT
<213> Artificial Sequence

<220>
<223> Synthetic Construct

<400> 161
Met Asp Ser Asp Glu Thr Gly phe Glu Hés Ser Gly Leu Trp val Ser
1 5 1 15

val Leu Ala Gly Leu Leu Leu Gly Ala Cys GIn Ala His Pro Ile Pro
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20 25 3

ASp Ser ggr Pro Leu Leu Gin Pge Gly Gly Gln val Arg Gln Arg Tyr
4 45

Leu Tyr Thr Asp Asp Ala Gln G1n Thr Glu Ala His Leu Glu Ile Arg
50 55 60

Glu Asp Gly Thr val Gly Gly Ala Ala Asp Gln Ser Pro Glu Ser Leu
65 70 75 80

Leu GIn Leu Lys Ala Leu Lys Pro Gly val Ile Gln Ile Leu Gly val
85 90 95

Lys Thr ser Arg Phe lLeu Cys GIn Arg Pro Asp Gly Ala Leu Tyr Gly
100 105 110

Ser Leu His Phe Asp Pro Glu Ala Cys Ser Phe Arg Glu Leu Leu Leu
115 120 125

Glu Asp Gly Tyr Asn val Tyr Gln Ser Giu Ala His Gly Leu Pro Leu
130 135 140

His Leu Pro Gly Asn Lys Ser Pro His Arg Asp Pro Ala Pro Arg Gly
145 150 155 160

Pro Ala Arg Phe Leu Pro Leu Pro Gly Leu Pro Pro Ala Pro Pro Glu
165 170 175

Pro Pro Gly Ile Leu Ala Prog Gin Pro Pro Asp val Gly Ser Ser Asp
180 185 190

Pro Leu Ser sMet val Gly Pro Ser Gln Gly Arg Ser Pro Ser Asn Ala
195 200 205

Thr

<210> 162
<211> 630
<212> DNA
<213> Artificial Sequence

<220>
<223> FGF21 Y179N, 28 AA signal sequence removed during processing

<220>
<221> (DS
<222> (L1)..(630)

<400> 162
atg gac tcg gac gag acc g?g ttC gag cac tca g?a ctg tgg gtt tct
Met Asp Ser Asp Glu Thr Gly Phe Glu His Ser Gly Leu Trp val Sser
1 5 10 15
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gt
va

gac
Asp

CtC
Leu

gag
Glu
65

ctg
Leu

aag
LYS

teg
Ser

gag
Glu

cac
His
145

cca
Pro

cca
Pro

cct
PO

tce
Ser

ctyg
Leau

tcce
ser

tac
Tyr
50

gat
Asp

cag
GlIn

aca
Thr

ctc
Leu

gac
ASp
150

ctg
Leu

gct
Ala

ccC
Pro

ctg
Leu

tga

gct
Ala

agt
ser
35

aca
Thr

oty

ctg
Leu

agc
ser
195

&y
20

cct
Pro

gat
ASp

acg
Thr

aaa
Lys

agy
Arg
100

Tt
Phe

atc
Ile
180

atg
Met

ctt
Leu

ctc
Leu

gat
ASp

gt
Va

gcc
Ala
85

tte
Phe

gac
Asp

ctg
Leu

ctg
Leu

gcc
Ala

ggg
Gly
70

ttg
l.ey

cty
Leu

cCct
Pro

gtt
val

aaqg
Lys
150

cca
Pro

gce
Ala

Sty

ctg
Leu

Caad
Gln

cag
GIn
55

ggc
Gly

aag
Lys

tgc
Cys

gag
Glu

tac
Tyr

w
[ Ne
10

cta
Leu

cCcC
Pro

cct
Pro
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ety

tte
Phe
40

cag
Gln

gct
Ala

ccg
Pro

cag
GIn

gcc
Ala
120

cay
Gin

cca
Pro

CCa
Pro

cag
GIn

tce
ser
200

gcc
Ala
25

oty

aca
Thr

gct
Ala

cgg
Arg
105

tgc
Cys

tcc
Ser

cac
H1s

Gly

cce
Pro
185

cag
GIn

<210>
<211>
<212>
<213>

<Z220>
<223>

<400>

163
2009
PRT
Artificial Segquence

synthetic Construct
163

tgc
Cys

ey

gaa
Glu

gac
Asp

gtt
val
90

cca
Pro

agce
ser

gaa
Glu

cty
170

cccC
Pro

&y

cag
Glin

caa
Gin

gece
Ala

cag
Gin
75

att
ITe

gat
Asp

ttcC
Phe

gcc
Ala

gac
Asp
155

cca
Pro

gat
ASp

cga
Arg

gca
Ala

grc
val

cac
His
60

agc
Ser

caa
Gln

ety

Cgg
Arg

cac
His
140

cct a

Pro

cCcC
Pro

gt
va

agce
ser

cac
H1S

cgg
Arg
45

ctg
Leu

cCC
Pro

atc
Ile

gca
Ala

&y

cce
Pro
205

cece
Pro
30

cag
Gin

gag
Glu

gaa
Glu

ttg
l.eu

cty
Leu
110

ctg
Leu

Ctc
Leu

CCcC
Pro

CCC
pPro

tec
Ser
190

age
Ser

atc
Ile

cgg
Arg

atc
Ile

agt
ser

gga
95
tat

Tyr

ctt
Leu

ccg
Pro

cga
Arg

ccy
Pro
175

tcg
Ser

aac
Asn

cct
Pro

tac
Tyr

agg
Arg

cte
Leu
80

gtc
val

&ty

ctt
Leu

ctg
l.eu

gga
Gly
160

gag
Glu

gac
Asp

gct
Ala

Met Asp Ser Asp Glu Thr Gly Phe Glu TBS Ser Gly Leu Trp val ser
1 5
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15

96

144

192

240

288

336

384

432

480

528

576

624

630
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val Leu Ala ggy Leu Leu Leu Gly géa Cys Gln Ala His ;50 Ile Pro

Asp Ser Ser Pro Leu Leu GlIn Phe Gly Gly GIn val Arg ¢1n Arg Tyr
35 40 45

Leu g%r Thrr Asp Asp Ala ggn Gln Thr Glu Ala gés teu Glu Ile Arg

Glu Asp Gly Thr val Gly Gly Ala Ala Asp Gln Ser pro Glu Ser Leu
65 70 75 80

Led GIn Leu Lys Ala Leu Lys Pro Gly val Ile GIn Ile Leu Gly val
85 90 95

Lys Thr Ser Arg Phe Leu Cys GlIn Arg Pro Asp Gly Ala Leu Tyr Gly
100 105 110

Ser Leu His Phe Asp Pro Glu Ala Cys Ser Phe Arg Glu Leu Leu Leu
115 120 125

Glu Asp Gly Tyr Asn val Tyr GlIn Ser Glu Ala His Gly Leu Pro Leu
130 135 140

His Leu Pro Gly Asn Lys Ser Pro His Arg Asp Pro Ala Pro Arg Gly

Pro Ala Arg Phe Leu Pro Leu Pro Gly Leu Pro Pro Ala Pro Pro Glu
165 170 175

Pro Pro Gly 1le teu Ala Pro Gln Pro Pro Asp val Gly Ser Ser Asp
180 185 1%0

Pro Leu Ser Met val Gly Pro Ser GIn Gly Arg Ser Pro Ser Asnh Ala

195 200 205
Ser
<210> 164
<211> 630
<212> DNA

<213> Artificial Sequence

<220>
<223> FGF21 P124s, 28 AA signal sequence removed during processing

<220>
<221> (DS
<222> (1)..{630)

<400> 164

atg gac tcg gac gag acc ggy tic gag cac tca gga ctg tgg gt tet

Met Asp Ser Asp Glu Thr Gly Phe Glu His Sei)f y Leu Trp val Ser
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1

gt
va

gac
Asp

CctcC
Leu

gag
Glu
65

ctg
Leu

aag
Lys

teg
Ser

Glu

cac
His
145

cca
Pro

cCa
Pro

cct
Pro

tcc
ser

ctg
Leu

tcc
ser

tac
Tyr
50

gat
ASD

cag
Gin

aca
Thr

ctc
Leu

gac
Asp
130

cty
Leu

gct
Ala

ccce
Pro

ctg
Leu

tga

gct
Ala

agt
ser
35

aca
Thr

ctg
Leu

tce
Ser

cac
His
115

ety

cCca
Pro

cge
Arg

oty

age
Ser
195

ggt
Gly
20

cct
Pro

gat
Asp

acg
Thr

aaa
LYS

agg
Arg
160

Tttt
Phe

tac
Tyr

tte
Phe

atc
Ile
180

atg
Met

ctt
Leu

ctc
t.eu

gat
AsSp

gt
va

gcce
Ala
85

ttc
Phe

gac
Asp

aat
Asn

aac
Asn

ctg
Ley
165

ctg
Leu

gt
Va

ctg
Leu

ctg
Leu

gcc
Ala

41
70

ttg
Leu

ctg
Ley

cCct
Pro

gtt
vali

aag
Lys
150

cca
Pro

gcc
Ala

oty

ctg
Leu

caa
Gln

cag
GIn
55

ety

aag
LYS

tgc
Cys

gag
Glu

tac
Tyr
135

tcc
Ser

cta
Leu

cce
Pro

cCct
Pro

<210>
<211>
<212>
<213>

<220>
<223>

<400>

1

165
209
PRT
Artificial Sequence

Synthetic Construct
165

A-1425_US_NP2_WO_PCT2_ST25
1

&ty

ttc
Phe
40

cag
GIn

gct
Ala

ccg
Pro

cag
Gln

gcc
Ala
120

cag
Gin

tca
Ser

cca
Pro

cag
Gin

tCC
Ser
200

gcc
Ala
25

&ty

aca
Thr

gct
Ala

&y

cgg
Arg
105

tgc
cys

tcc
ser

cac
His

ety

cce
Pro
185

cag
Gln

tge
Cys

&ty

gaa
Glu

gac
Asp

gtt
val
S0

cCa
Pro

age
ser

cgg
Arg

ctg
Leu
170

CcCC
Pro

10

cag
Gln

caa
Gln

gcc
Ala

cag
GIn
75

att
Ile

gat
Asp

tte
Phe

gce
Ala

gac
AsSp
155

cca
Pro

gat
ASD

cga
Arg

gca
Ala

grc
val

cac
His
60

agce
ser

caa
Gln

aty

cgg
Arg

cac
H1s
140

cct
Pro

ccC
Pro

gtg

age
Ser
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cac
H1s

€gg
Arg
45

ctg
Leu

ccc
Pro

atc
Ile

gce
Ala

gag
Glu
125

ety

gca
Ala

gca
Ala

ety

cce
Pro
205

cce
Pro
30

cag
Gln

gag
Glu

gaa
Glu

ttg
Leu

ctg
Leu
110

cty
Ley

ctc
Leu

ccc
Pro

cCcC
Piro

tee
Ser
190

agc
Ser

15

atc
Ile

cgg
Arg

atc
Ite

agt
Ser

&t
95

tat
Tyr

ctt
lLeu

ccg
Pro

cga
Arg

cey
Pro
175

tcg
Ser

tac
Tyr

cCt
Pro

tac
Tyr

agg
Arg

ctc
Leu
80

gtc
val

cly

ctt
lLeu

ctg
Leu
aga

Y
160
gag
Glu

gac
Asp

gcr
Ala

Met Asp Ser Asp Glu Thr Gly Phe Glu His sSer Gly Leu Trp {g? Ser
5

96

144

192

240

288

336

384

432

480

528

576

624

630



val

Asp

Leu

Glu

65

Leu

Lys

Ser

Glu

Pro

Pro

Ser

Leu

Ser

TYFr

50

Asp

Gln

Thr

Leu

Ala

Pro

Leu

Ala

Ser

35

Thr

Gly

Leu

ser

His

115

Gly

Pro

Arg

Gly

Ser
195

Gly

20

Pro

Asp

Thr

LYS

Phe

Ile
180

Met

Leu

Leu

ASp

val

Ala

85

Phe

Asp

Asn

Asn

l.eu

165

Leu

val

L.eu

Leu

Ala

Gly

70

Leu

Leu

Pro

val

Ala

Gly
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teu Gly Ala Cys Gln Ala His Pro
25

Glin

GIn

55

Gly

Lys

Cys

Glu

Tyr
135

Ser !

Leu

Pro

Pro

Phe

40

Glin

Ala

Pro

GIn

Ala
120

Pro

Gin

ser
200

Gly

Thr

Ala

Gly

ser

His

Gly

Pro

185

Gin

Gly

Glu

Asp

val

90

Pro

Ser

Glu

Leu
170

Pro

Gly

Gln

Ala

Glin

75

Ile

Asp

Phe

Ala

ASpP

Arg

val

His

60

ser

Gin

Gly

Arg

His

140

Pro

Pro

val

ser
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Arg

45

Leu

Pro

Ile

Ala

clu

125

Gly

Ala

Ala

Gly

Pro
205

Glin

Glu

Glu

Leu

Leu

110

Leu

Leu

Pro

Pro

ser

190

ser

Ile

Arg

Ile

Ser

Gly

95

Tyr

Leu

Pro

Arg

Pro

175

Ser

TYr

Pro

Tyr

Arg

lL.ey

80

val

Gly

Leu

Leu

Gly

160

ASpP

Ala



