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SEQUENCE LISTING

<110> AMGEN INC.

HAN, HQ
ARORA, Taruna
CHEN, Qing

LU, Hsieng Sen
ZHOU, Xiaotan

<120> POLYPEPTIDES THAT BIND MYQSTATIN, COMPOSITIONS AND METHODS
<130> A-1495-WO-PCT

<140> --to be assigned--
<141> 2011-08-15

<150> 61/374,095
<151> 2010-08-16

<160> 25

<170> Patentin version 3.5

<210 1
<211> 107
<212> PRT

<213> Artificiai

<220>
<223> 12A5% - 1LC

<400> 1

Asp TTle GIn Met Thr GIn Ser Pro Ser Ser Leu Ser Ala Ser val Gly
1 5 10 15

Asp Arg val Thr Ile Thr Cys Lys Ala Ser Gin Asp Ile Asn Lys Tyr
20 25 30

val ala grp Tyr Gin Gin Lys Pro Gly Lys Ala Pro Lys Leu iLeu Ile
5 40 45

Tyr Tyr Thr Ser Thr Leu GlIn Pro Giy val Pro Ser Arg Phe Ser Gly
50 55 60

ser Gly Ser Gly Thr Asp phe Thr phe Thr Ile Ser Ser Leu Gin Pro
65 70 75 80

Glu Asp Ile Ala Thr Tyr Tyr Cys Leu GIn Tyr Asp Ash Leu Leu Tyr
85 90 95

Thr Phe Gly GIn Gly Thr Lys Leu Glu Ile Lys

100 105
<210> 2
<211> 107
<212> PRT
<213> Artificial
<220>

<223> 12A5 - 31C
Page 1



<400>

2

Asp Ile Gin

1

Asp

val

Tyr

ser

65

Thr

APrg

Ala

Asp

Phe

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

<220>
<223>

<400>

3
1
P

val'l

Trp

35

Thi

ser

Ile

Gly

067
RT

Met

Thr

20

Tyr

Ser

Gly

Ala

Gin
100

Thr

Ile

Gin

Phe

Thr

Tht

85

Gly

Artificial

12A5 - 51LC

3

Asp Ile Gln

1

ASp

val

Tyr

Ser

65

Glu

Thr

Arg

Ala

Asp

Phe

val
Trp
35

Thr

Ser

Gly

Met

Thr

20

Tyr

ser

Gly

Ala

Gln
100

Thr

5

iTe

GIn

Trp

Thr

Thr

&5

Gty

Gln

Thr

Gln

Leu

ASp

70

Tyr

Thr

Gln

Thr

Gln

Leu

ASp

70

Tyr

Thr

Ser

Cys

Lys

Gin

Phe

Tyr

Lys

ser

Cys

Lys

Gln

55

Phe

Tyr

Lys

A-1495-Wo-PCT_Seq._Listing

Pro

Lys

Pro

40

Pro

Thr

Ccys

Leu

Pro

Lys

Pro

40

PO

Thr

Cys

Leu

ser

Ala

25

Gly

Gly

Phe

Leu

Glu
105

ser

Ala

25

Gly

Gly

Phe

Leu

Glu
105

Ser lLeu
10

Ser GIn

Lys Ala

val Pro

Thr Ile
75

Gin Tyr
90

Ile Lys

Ser Leu
10

ser Gln

Lys Ala

val Pro

Thr Ile
75

Gln Tyr
a0

Ile Lys

pPage 2

Ser

ASp

Pro

Ser

60

Ser

Asp

Ser

ASD

Pro

ser

60

ser

ASp

Ala

Ile

Lys

Arg

ser

Asn

Ala

Lys

Arg

Ser

Asn

Ser

Asn

30

Leu

Phe

Leu

Leu

Ser

Asn

30

Leu

Phe

Leu

Leu

val

15

LYS

L.eu

ser

Gln

ey
95

val

15

Lys

iLeu

ser

Glin

Leu
95

Gly

Tyr

Gly
Pro

80

Tyr

Gly

Tyr

Gly

Pro
80

TYIr



- 6LC

<210> 4

<211> 107

<212> PRT

<213> Artificial
<220>

<223> 12A5
<400> 4

Asp Ite Gln
1

Asp Arg val

val Ala Trp
35

Tyr Tyr Thr
50

ser Gly Ser
65

Glu Asp Ile

Met Thr

Thr Ile
20

Tyr Gln

Ser pPhe

Gly Thr

Ala Thr
85

Gin Gly
100

- 8L.C

Met Thr
5

Thr Ile
20

Tyr Glin

Lys Thr

Thr Phe Gly
<210> 5
<211> 107
<212> PRT
<213> Artificial
<220>
<223> 12A5
<400> 5
Asp Ile Gln
1
Asp Arg val
val Ala Trp
35
Tyr Tyr Thy
50
Ser Gly Ser

65

Gly Thr

G1n

Thr

Gln

Leu

ASD

70

Tyr

Thr

Gin

Thr

Gln

Leu

Asp
70

Ser

Cys

Lys

Gln

55

Phe

Tyr

Lys

Ser

Cys

Lys

A~1495-W0-PCT_Seq_Listing

Pro

LYS

Pro

40

Pro

Thr

Cys

Leu

Pro

Lys

Pro

40

Pro

Thr

Ser

Ala

25

Gly

Gly

Phe

Leu

Giu
105

Sar

Ala

25

Gly

Gly

Phe

Ser Leu
10

Ser Gln

Lys Ala

vatl Pro

Thr Ile
75

Gln Tyr
90

Ile Lys

Ser Leu
10

Ser Gin

Lys Ala

val Pro

Thr Ile
75

Page 3

ser

ASp

Pro

Ser

60

Ser

ASp

Ser

ASD

Pro

Ser

60

Ser

Ala

ile

Lys

45

Arg

ser

Ala

Ala

Ile

Lys

Arg

Ser

ser

Asn

30

Leu

Phe

l.eu

Leu

Ser

ASN

30

Leu

Phe

Leu

val

15

Lys

Leu

ser

Glin

Leu
95

val

15

LYS

teu

Ser

Gln

Gly

Tyr

Gly
Pro

80

Tyr

Gly

Tyr

Ile

Gly

Pro
80



Glu asp Ile Ala Thr Tyr Tyr Cys Leu Gin Tyr Asp Asn Leu Leu
85 90

A-1495-wW0-PCT_Seq_Listing

Thr phe Gly 688 Gly Thr Lys Leu Glu ITe Lys
1

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

<220
<223>

<400>

6
1
P

07
RT

Aartiticial

12A5 - 91LC

6

Asp ITe Gln

1

Asp Arg

val Ala

TYr Tyr

ser Gly
65

Glu Asp

Thr Phe

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

<220>
<223>

<400>

7
i
P

val

Trp

35

Thr

ser

Ile

Gly

07
RT

Met

The

20

Tyr

Arg

Gly

Gln
106

Thr

5

ite

Gl

Thr

Thr

Thr

85

Gly

Artificial

12A5 - 10LC

7

Gln

Thr

Gin

Ley

ASD

70

Tyr

Thr

Ser

Cys

Lys

Gin

55

Phe

Tyr

Lys

Asp Ile GIn Met Thr Gln Ser

1

5

Asp Arg val Thr Ile Thr Cys
20

val Ala Trp Tyr Gln G1n Lys
35

Pro

LyS

Pro

40

Pro

Thr

Cys

Leu

Pro

LYS

Pro
490

105

Ser Ser Leu
10

Ala ser G1In

Gly Lys Ala

Gly val pro

phe Thr Ile
75

Leu Gln Tyr
90

Glu Tle Lys
105

Ser

ASD

Pro

Ser

60

Ser

ASD

95

Ala ser val
15

Tle Asn Lys

30

Lys Lteu Leu

Arg Phe Ser

Ser Leu Gln

Asn Leu Leu
95

Ser Ser Leu Ser Ala Ser val

10

Ala Ser Gin
25

Gly Lys Ala

Page 4

Asp

Pro

15

Tle Asn Lys
30

Lys Leu Leu

Tyr

Gly

Tyr

Ile

Gly

Pro

80

Tyr

Gly

TY?

Ile



Tyt Tyr Thr Ser Thr

50

Ser Gly Ser Gly Thr

65

Glu Asp Ile Ala Thr

85

Thr phe Gly GIn Gly
100

<2]10> 8

<2il> 107

<212> PRT

<213> Artificial

<220>

<223> 12A5 - 121.C

<400> 8

Asp Ile Gln Met Thr

1 5

Asp Arg val Thr Ile

20
val Ala Trp Tyr Gin
35

Tyr Tyr Thr Ser Trp
50

ser Gly Ser Gly Thr

65

Glu Asp Ile aAla Thr

85
Thr phe Gly Gln Gly
100

<210> 9

<211> 107

«<212> PRT

<213> Artificial

<220

<223> 12A5 - 18LC

<400> 9

1

Lay

ASD

70

Tyr

Thr

Gln

Thr

GIn

Ley

ASD

70

Ty

Thr

Glin

55

rhe

Tyr

Lys

Ser

Cys

LyS

Gln

55

Phe

Tyr

Lys

A~1495-WO-PCT_Seq._Listing

rro Gly val Pro Ser Arg Phe Ser
60

Thr

Cys

Ley

Pro

Lys

Pro

40

Pro

Thr

Cys

eu

phe Thr ile Ser Ser Leu Gin

Leu GIn
90

Glu Ile
105

Ser ser
10

Ala ser
25

Gly Lys

Gly val

Phe Thr

Leu GIn

90

Giu Iie
105

10

Page 5

75

Lys

Leu

Glin

Ala

Pro

Ile

75

Tyr

Lys

Ala

Ile

Arg

Ser

Asn

ser

Asn

30

Leu

Phe

Leu

Leu

Tyr Asp Asn Lys Leu

95

val

15

Lys

Leu

Ser

Gln

Leu
95

Gly
Pro

&0

Tyr

Gly

Tyr

Ile

Gly

Pro

30

Tyr

Asp Ile GIn Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser val Gly
5 15



A-1495-WO-PCT_Seq_Listing

Asp Arg val Thr ITe Thr Cys Lys Ala Ser Gln Asp Ile ggn Lys Tyr
20 25

val Ala Trp Tyr GIn Gln Lys Pro Gly Lys Ala Pro Lys Leu Leu Ile
35 40 45

Tyr Tyr Thr Ser His Leu G1n pPro Gly val Pro Ser Arg Phe Ser Gly
50 55 60

Ser Gly Ser Gly Thr Asp Phe Thr Phe Thr Ile Ser Ser Leu GIn Pro
65 70 75 &0

Glu Asp Ile Ala Thr Tyr Tyr Cys Leu Sén Tyr Asp Asn Leu geu TYyr
85 5

Thr phe Gly Gln Giy Thr Lys Leu Giu Ile Lys

160 105
<210> 10
<211> 107
<212> PRT
<213> Artificial
<220>

<223> ConsensusLC

<220>

<221> MISC_FEATURE

«222> {52)..(52)

<223> Xaa can be Lys, Arg or Ser

<220>

<221> MISC_FEATURE

<222>  (53)..(53)

<223> Xaa can be Thr, Phe, Trp or His

<220>

<221> MISC_FEATURE

<222>  (93)..(93)

<223> Xaa can be Asn or Ala

<220>

<221> MISC_FEATURE

<222> (94)..(94)

<223> Xaa can be Leu or Lys

<400> 10

Asp Ile Gin Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser val Gly
1 5 is

Asp Arg val Thr I1e Thr Cys Lys Ala Ser Gln Asp Ile ggn Lys Tyr
20 25

val Ala Trp Tyr Gln Gin Lys Pro Gly Lys Ala Pro Lys Leu Leu Ile
35 40 45
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Tyr Tyr Thr Xaa Xaa
50

Ser Gly ser Gly Thr

65

Glu Asp Ile Ala Thr
3

Thr Phe Gly Gin Gly

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

<220
<223>

<400>

Glu val Gin
1

Ser

Trp

Ala

Ser

65

Ley

Tyr

val

l.eu

Met

Gln

50

val

TYyr

Cys

Ser

<210>
<211
<212
<213>

<220>
<223>

<400>

100

11

115

PRT
Aartificial

12A5 - 1HC
11
vai

Leu

ieu Ser

20

Arg

Asn val

35

Trp

Ile Arg Leu

Lys Gly Arg

Leuy Gin Met

85

Ala Gly

Ser
115

12

115

PRT
Artificial

12A5 - 3HC
12

Leu

Asp

70

Tyr

Thr

Glu

Cys

Arg

Lys

Phe

70

Asnh

lLeu

Gln

55

Phe

Tyr

Lys

Ser

Ala

Glin

Ser

35

Thr

ser

ASp

A-1495-WO-PCT_Seq_Listing
pro Gly val Pro Ser Arg Phe Ser

Thr Phe

Gln
90

Cys Leu

Leu Glu Ile

105

Gly Gly Gly

10

Ala Ser

25

Gly

Ala
40

Pro Gly

ASpH ASn Tyr

Ile Ser Arg

Ala
90

Leu Arg

TYyr Gly

Page 7

60

Thr Ile Ser Ser Leu Gln

Tyr Asp Xaa Xaa Leu

Lys

t.eu

Phe

Lys

Ala

ASD

75

Glu

Gln

val

Thr

Gly

Thr

60

ASN

ASD

Gly

Glin

Phe

Leu

45

His

Ala

Thr

Thr

Pro

Ser

30

Glu

Tyr

Lys

Ala

Thr
110

a5

Gly

15

Asn

Trp

Ala

Asn

val

95

val

Gly
Pro

80

Tyr

Gly

Tyr

val

Glu

Ser

80

Ty

Thr



Glu

Ser

Trp

Ala

Sear

65

Leu

Tyr

val

val

Leu

Cys

Gln

50

val

Tyr

Cys

Ser

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

<220>
<223>

<220>
<221>
<222
<223>

<400>

Glin

Arg

Asn

35

Ile

Lys

Leu

Thr

Ser

115

13
115
PRT

Leu

lLeu

20

Trp

Arg

Gly

Gin

Glu
100

va'l

Ser

val

Leu

Arg

Met

85

Gly

Artificial

12A5 - 5HC

misc_feature
{(50)..(50)

Xaa can be any naturally

13

Glu

Cys

Arg

Lys

Phe

70

ASN

Leu

Ser

Ala

Gln

Ser

55

Thr

Ser

ASp

Glu val Gln Leu val Glu Ser
1

5

Ser ifeu Arg Leu Ser Cys Ala
20

Trp Met Asn Trp val Arg Gln

35

Ala Xaa Ile Arg Leu Lys Ser

50

55

Ser val Lys Gly Arg phe Thr

65

70

A~1495-WOo-PCT _Seqg_Listing
Gly Gty Gly Leu val Gln Pro
10

Ala

Ala

40

Asp

Ile

Leu

Tyr

Ala
40

ASD

Ser

25

Pro

Asn

Ser

Arg

Gly pPhe Thr

Gly Lys Gly

Tyr Ala Thr
60

Arg Asp Asn
75

Ala Giu Asp
90

Gly Gin Gly

occurring amino

Gly

Ser

25

Pro

AsSn

Ser

Gly Leu val

10

Gly phe Thr

Gly Lys Gly

Tyr Ala Thr
60

Arg Asp Asn
75

Page 8

Phe

Leu

45

Ala

Thr

Thr

acid

G1In

Phe

l.eu

45

His

Ata

ATg

30

Glu

Tyr

LYS

Ala

Thr
110

Pro

Ser

30

Glu

Tyr

LyS

Gly

i5

Asn

Trp

Ala

Asn

va'l

95

val

Gly

15

Arg

Trp

Ala

Asn

Gly

Tyr

val

Glu

Ser

80

Tyr

Thr

Gly

Tyr

val

Glu

Ser
80



A-1495-WO-PCT_Seq.Listing
Leu Tyr Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala val Tyr
85 90 95

Tyr Cys Thr Glu Gly Leu Asp Tyr Trp Gly Gin Gly Thr Thr val Thr

100 105 110

val Ser Ser

115
<210> 14
<211> 115
<212> PRT
<213> aArtificial
<220>
<223> 12A5 - BHC
<400> 14

Glu val Gin Leu val Glu Ser Gly Gly Gly Leu val Gln Pro Gly Gly
i 5 10 15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Giy Phe Thr phe Ser Asn Tyr
20 25 30

Trp Leu Asn Trp val Arg GIn Ala Pro Gly Lys Gly Leu Glu Trp val
35 40 45

Ala GTn I'le Arg Leu Lys Ser Asp Asn Tyr Ala TBP His Tyr Ala Glu
50 55 6

Ser val Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ala Lys Asn Ser
65 70 75 80

Leu Tyr Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr ATa val Tyr
85 90 95

Tyr Cys Thr G¢lu Gly teu Asp Tyr Trp Gly GIn &ly Thr Thr val Thr

160 105 110
val Ser Ser
115
<Z210> 15
<Z211> 115
<212> PRT
<213> Artificial

<220>
<223> 12A5 - 8HC

<400> 15
Gilu val GIn Leu val Glu Ser Gly Gly Gly teu val Gin Pro Gly Gly
1 5 10 15
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Ser

Trp

Ala

sSer

65

Leu

Tyr

val

Leu

Cys

Gln

50

val

TV

Cys

Ser

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

<220>
<223>

<400>

Arg Leu
20

AsSn Trp
35

Ile Arg

Lys Gly

Leu Gn

Thr Glu
100

ser
115

16
115
PRT

ser

val

Leu

Arg

Met

85

Gly

Artificial

12A5 - 9HC

i6

Glu val GIn Leu

1

Ser

Trp

Ala

Ser

65

L.eu

Tyr

val

Leu

Cys

Gln

50

va'l

Tyr

Cys

Ser

Arg Ley
20

Asn Trp
35

Ile Arg

Lys Gly

Leu Gln

Thr Glu

100

Ser
115

val

Ser

val

ey

Arg

Met

85

Gly

Cys

Arg

Lys

Phe

70

Asn

Leu

Glu

Cys

Arg

LyS

Phe

70

ASN

Leu

Ata

Gin

ser

55

Thr

Ser

ASp

Ser

Ala

Gin

ser

55

Thr

ser

Asp

A-1495-wW0O-PCT_Seq_L1isting
Ala ser Gly Phe Thr Phe Arg

Ala

40

ASp

Ile

Leu

Tyr

Gly

Ala

Ala

40

ASD

Ila

lLeu

Tyr

25

Pro

Asn

sSer

Arg

Trp

Gly

Ser

25

Pro

Asn

Ser

Arg

Trp

Gly

Tyr

Arg

Ala

90

Gly

Gly
10

Gly
Gly
Tyr
Arg
Ala
90

Gty

Lys

Ala

ASH

75

Glu

GTn

ey

Phe

Lys

Ala

Asp

75

Glu

Glin

Gly

Thr

60

ASN

Asp

Gly

val

Thr

Gly

Thr

60

Asn

Asp

Gly

Page 10

Leu

45

Ala

Thr

Thr

Gln

Phe

l.eu

45

His

Ala

Thr

Thr

30

Glu

Tyr

Lys

Ata

Thr
110

Pro

Arg

30

Glu

Tyr

Lys

Ala

Thr
110

ASh

Trp

Ala

ASnh

val

95

val

Gly

15

Asn

Trp

Ala

Asn

val

95

val

va'l

Glu

Ser

80

Tyr

Thr

Gly

TYr

val

Glu

Ser

80

Tyr

Thr



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

<220>
<223>

<400
Glu val
1

Ser Leu

Trp

Cys

G1n
50

Ala

Ser val

65

Leu Tyr

Tyr Cys

val Ser

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

<220>
<223>

<400>

Glu val
i

Ser Leu

Trp Leu

Ala Gln
50

17

1158

PRT
Artificial

12A5 - 10HC
17
val

Gin Leu

Leu Ser

20

Arg

Asn val

35

Trp

Arg Leu

Lys Gly Arg

Leu GIn Met

85

Thr Glu

100

Gly

ser
115

18

115

PRT
Artificial

A12A5 - 12HC
18
Gin Leu val
5

Arg Leu Ser
20

Asn Trp val

35

Ite Arg Leu

Glu

Cys

Arg

LYS

Phe

70

Asn

Leu

Glu

Cys

Arg

Lys

ser

Ala

Gln

Ser

55

Thr

Ser

ASp

Ser

Ala

GlIn

Ser

A-1495-WO-PCT_Seq_Listing

Gly

Ala

Ala

40

ASp

Iie

Leu

Tyr

Gly

Ala

Atla

40

ASp

Gly

Ser

25

Pro

ASn

ser

Arg

Gly
Ser
25

Pro

AsSN

Gly val

10

Leu

Gly Phe Thr

Gly Lys Gly

Thr
60

Tyr Ala

Arg Asp Asn

75

Ala Glu

90

Asp

Gly Gin Gly

Gly Leu val
10

Gly Phe Thr
Gly Lys Gly

Tyr Ala Thr
60

Page 11

Gin

Phe

teu

45

Ala

Thr

Thr

Gin

Phe

Leu

45

His

Pro

Arg

30

Glu

Tyr

Lys

Ala

Thr
110

Pro

Ser

30

Glu

Tyr

Gly

i5

Asn

Trp

Ala

Asn

val

95

vai

Gly
15
Asnh

Trp

Ala

Gly

Tyr

va’l

Ser
80

Tyr

Thr

Gly

Tyr

va'l

Glu



Ser val Lys Gly Arg

65

Leu Tyr Leu GIn Met

85

Tyr Cys Thr Glu Gly

val ser

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

<220>
<223>

<400>

Glu val
1

Ser Leu

Trp Cys

Ala GIn
50

Ser val
65

Ley Tyr

Tyr Cys

val Sser

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

<220>
<2Z23>

100

ser
115

19
115
PRT

artificial

1245 - 18HC

19

Gin Leu

Arg Leu
20

Asn Trp
35

Ile Arg

Lys Gly

Leu Gln

Thr Glu
100

Ser
115

20
115
PRT

val

5

Ser

val

Leu

Arg

Met

83

Gly

artificial

ConsensusHC

A-1495-WO-PCT_Seqg_Listing

Ile Ser Arg Asp Asn Ala Lys
75
Leu Arg Ala G'lu Asp Thr Ala
90

Tyr Trp Gly Gln Gly Thr Thr

Gly

Ala

Ala

40

ASD

ITe

Leu

Tyr

Gly

10

Gly

Gly

Tyr

Arg

Ala

80

Gly

val

Thr

Gly

Thr

60

Asnh

ASD

Gly

Page 12

ASN
val

95

val

Gly

i5

Asn

Trp

Ala

Asn

val

a5

va'l

Ser
80
Tyr

Thr

Gly

Tyr

val

Gliu

Ser

80

Tyr

Thr



A-1495-WO-PCT_Seq_Listing

<220>

<221> MISC_FEATURE

<222>  (30)..030

<223> Xaa can be Ser or Arg

<220>

<221> MISC_FEATURE

<222> (31)..(3L)

<223> Xaa can be Asn or Arg

<220>

<221> MISC_FEATURE

<222> (34)..(34)

<223> Xaa can be Met, Leu or Cys

<220>

<221> MISC_FEATURE

<222> (99)..(9%)

<223> Xaa can be Ala or Thr

<220>

<221> MISC_FEATURE

<222>  (100).. (1003

<223> Xaa can be Arg or Glu

<400> 20

Glu val GlIn Leu val Glu ser Gly Gly Gly Leu val GIn Pro Gly Gly
1 5 10 15

Ser Leu Arg Eeu Ser Cys Ala Ala Ser Gly Phe Thr Phe Xaa Xaa Tyr
0 25 30

Trp Xaa Asn Trp val Arg GIn Ala Pro Gly Lys Gly Leu Glu Trp val
35 40 45

Ala Gln Ile Arg Leu Lys Ser Asp Asn Tyr Ala Thr #is Tyr Ala Glu
50 55 60

Ser val Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ala Lys Asn Ser
65 70 75 80

Leu Tyr Leu Gln Met Ash Ser Leu Arg Ala Glu Asp Thr Ala val Tyr
85 90 95

Tyr Cys Xaa Xaa Gly Leu Asp Tyr Trp Gly GIn Gly Thr Thr val Thr

100 105 110
val ser Ser
115
<210> 21
<21il> 352
<212> PRT

«213> Artificial

<220> )
<223> Promyostatin (native)
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A-1495-WO-PCT_Seq_Listing
<400> 21

Asn Glu Asn Ser Glu GIn Lys Glu Asn val Glu Lys Glu Gly Leu Cys
i 5 10 15

Asn Ala Cys Thr Trp Arg Gln Asn Thr Lys Ser Ser arg Ile Glu Ala
20 25 30

Ile Lys Iie Gln Ile Leu Ser Lys Leu Arg teu Glu Thr Ala Pro Asn
35 40 45

Ite ser Lys Asp val Ile Arg GlIn Leu Leu Pro Lys Ala Pro Pro ieu
50 55 60

Arg Glu Leu Ile Asp Gln tTyr Asp val Gln Arg Asp Asp Ser Ser Asp
65 70 75 80

Gly Ser Leu Glu Asp Asp Asp Tyr His Ala Thr Thr Glu Thr g%e Iie
85 90 5

Thr Met Pro Thr Glu Ser Asp pPhe Leu Met GIn val Asp Gly Lys Pro
100 105 110

Lys Cys Cys Phe Phe Lys Phe Ser Ser Lys Ile GlIn Tyr Asn Lys val
115 120 125

val Lys Ala GIn Leu Trp Ile Tyr Leu Arg Pro val Glu Thr Pro Thr
130 135 140

Thr val pPhe val GIn Ile Leu Arg Leu Ile Lys Pro Met Lys Asp Gly
145 150 i55 160

Thr Arg Tyr Thr Gly Ile Arg Ser Leu Lys Leu Asp Met Asn Pro Gly
165 170 175

Thr Gly Ile Trp Gin Ser Ile Asp val Lys Thr val Leu GIn Asn Trp
180 185 190

Leu Lys Gln Pro Glu Ser Asn teu Gily Ile Gilu Ile Lys Ala Leu Asp
195 200 205

Glu Asn Gly His Asp Leu Ala val Thr Phe Pro Gly Pro Gly Glu Asp
210 215 220

Gly Leu Asn Pro Phe Leu Glu val Lys val Thr Asp Thr Pro Lys Arg
225 230 235 240

Ser Arg Arg Asp Phe Gly Leu Asp Cys Asp Glu His Ser Thr Glu Ser
245 250 255

Arg Cys Cys Arg Tyr Pro iLeu Thr val Asp Phe Glu Ala Phe Gly Trp
260 265 270
Page 14



Asp Trp

Giu Cys
290

His Gln
305

Lys Met

Ite Tyr

<210>
<21i>
<212>
<213>

<220
<223

<400
Asn Glu
1

Asn Ala

Ile Lys

ile ser

50

Arg Glu

65

Gly Ser

Thr Met

Lys Cys

val Lys

Ile 1le Ala
275

Glu Phe val

Ala Asn Pro

Ser Pro Ile

Gly Lys Ile

22

352

PRT
Artificial

Promyostatin

22

Asn Ser Glu
5

Cys Thr Trp
20

Ile Gin Ile
35

Lys Asp val

Leu Tle Asp

Leu Glu Asp
85

Pro Thr Glu
100

Cys fhe Phe

Ala Gln Leuy

Pro Lys
Phe Leu

295

Arg Gly
310

Asn Met

Pro Ala

(#1)

GIn Lys

Arg Gln

Leu Ser

Ile Arg

55

Gln Tyr

70

AsSp Asp

ser Asp

Lys Phe

Trp Ile
135

A-1495-WO-PCT_Seqg_Listing

Arg Tyr Lys Ala Asn Tyr

280

GIn

Ser

Leu

Met

Glu

Asn

LYS

40

Gln

ASp

TYr

Phe

Ser

120

Tyr

Lys

Ala

TYr

val
345

Asn

Thr

25

Leu

Leu

vai

His

Leu

105

Ser

Leu

Tyr Pro

Gly Pro
315

Phe Asn
330

val Asp

val Giu

10

Lys Ser

Arg Leu

Leu Pro

GIn Arg
75

Ala Thr

90

Met G1n

Lys Ile

Arg Pro

Page 15

His
300
Cys

Gly

Arg

Lys

Ser

Glu

Lys

ASp

Thr

val

Gin

val
140

285

Thr

Cys

Lys

Cys

Glu

Arg

Thr

45

Ala

Asp

ASD

Tyt
125

Glu

cys

His

Thr

Glu

Gly

Ile

30

Pro

Ser

Thr

Gy

Asn

Thr

sSer

Leu

Pro

Leu

15

Glu

Pro

Pro

ser

Ile

95

Lys

Lys

Pro

Gly

val

Thr

320

Ile

Ser

Cys

Asn

Leu

ASp

80

Ile

Pro

val

Thr



Thr

145

Thr

Thr

Leu

Glu

Arg

ASp

His
305

LYS

Ile

val

Arg

Gly

LYS

AsSn

210

Leu

Arg

Cys

Trp

cys

290

Gln

Met

Tyr

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

<220>
<223>

<400>

Phe

Tyr

Ile

Gin

195

Gly

AsSn

Arg

Cys

Ile

275

Glu

Ala

sSer

Gly

23
352
PRT

val

Thr

Trp

Pro

His

Pro

Ash

Arg

260

Ile

Phe

Asn

Pro

Lys
340

Gin

GTu

Asp

Phe

Leu

245

Tyr

Ala

val

Pro

ITe

325

Tle

Artificial

Promyostatin

23

Asn Glu Asn Ser Glu
1 5

Asn Ala Cys Thr Trp
20

Ile Leuy
150

ITe Arg

ser Ile

Ser Asn

Leu Ala

215

Leu Glu
230

Gly Leu

Pro Leu

Pro Lys

Phe Leu

295

Arg Gly
310

Asn Met

Pro Ala

(#2)

A-1495-W0-PCT_Seq_Listing
Arg Leu Ile Lys Pro Met Lys

Ser

Asp

Leu

200

val

val

ASp

Thr

Arg

280

Gln

Ser

Leu

MetT

Leu

val

185

Gly

Thr

LyS

Cys

va'

265

Tyr

Lys

Ala

Tyr

val
345

LYS

170

LYS

Ile

Phe

val

Asp

250

Asp

Lys

Tyr

Gly

Phe

330

val

155

Leu

Thr

Glu

Pro

Thr

235

Glu

Phe

Ala

Pro

Pro

315

Asn

Asp

Asp

val

Ile

Gly

ASD

His

Glu

AsHl

His

300

Cys

Gly

Arg

Met

lL.eu

Thr

Ser

Ala

Tyr

Thr

Cys

Lys

Cys

Asn

Gin

190

Ala

Gly

Pro

Ser

Phe

270

Cys

Thr

Glu

Asp

Pro

175

AsSD

Leu

Glu

Lys

Glu

Gly

Ser

i-eu

Pro

Gin

Cys

Gly

160

Gly

Trp

Asp

ASp

Arg

Ser

Trp

Gly

val

Thr

320

1le

Ser

GIn Lys Glu Asn val Glu Lys Glu Gly Leu Cys
15

10

Arg GIn Asn Thr Lys Ser Ser Arg Ile Glu Ala
30

25
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Ile

Arg

65

Gly

Thr

Lys

val

Thr

145

Thr

Thr

Leuy

Glu

Arg

ASp

Gln

LyS

ser

50

Glu

Ser

Met

Cys

Arg

Gly

Lys

Asn

210

Leu

Arg

Cys

Trp

Cys
290

Ile

35

LyS

ieu

Leu

Pro

Cys

115

Ala

Phe

TYr

Ile

Glin

195

Gly

Asn

Arg

Cys

Ile

275

Glu

Gin

ASp

Ile

Glu

Thr

100

Phe

Gin

val

Thr

Trp

Pro

His

Pro

ASp

Arg

260

Ile

Tyr

Ile

val

ASD

ASD

85

Glu

Phe

Ley

Gln

Gly

Gln

Glu

Asp

Phe

Phe

245

Tyr

Ala

Met

Leu

Ile

Gin

70

ASp

Ser

Lys

Trp

Ile

150

Ile

ser

ser

Leu

Leu

230

Gly

Pro

Pro

Phe

Ser

Arg

55

Tyr

ASp

Asp

Phe

Iie

135

Leu

Arg

Ile

Asn

ATa

215

Glu

leu

Leu

Lys

Met
295

A-1495-WO-PCT_Seq_Listing

Lys Leu Arg Leu Giu Thr Ala

40

Glin

Asp

TYr

Phe

Ser

120

Tyr

Arg

Ser

Asp

Leu

200

val

vai

ASp

Thr

Arg

Gin

Leu

val

His

LeL

105

Sar

Leu

Leu

Leu

val

185

Gly

Thr

Lys

Cys

val

265

TYyr

LYS

Leu

Gln

Ala

90

Met

Lys

Arg

ile

LYys

LysS

Ile

Phe

val

ASD

250

Asp

Lys

Pro

Arg

75

Thr

Gln

Ile

Pro

Thr

Glu

Pro

Thr

235

Glu

Phe

Ala

Lys

60

Asp

Thr

val

Gin

val

140

Pro

ASH

va'l

Ile

Gly

Asp

His

Glu

Asn

Tyr Pro His

300

Page 17

45

Ala

ASp

Glu

Asp

Tyr

Glu

Met

Met

Leu

Thr

ser

Ala

Tyr

285

Thr

Pro

Ser

Thr

Gly

110

Asn

Thr

Lys

AsSh

Gln

190

Ala

Gly

Pro

Thr

Phe

270

Cys

His

Pro

Pro

Ser

Ile

95

Lys

Lys

Pro

Asp

Pro

175

Asn

Leu

Glu

LysS

Glu

Gly

ser

Leu

Asn

Leu

ASD

80

Pro

val

Thr

Gly

160

Gly

Trp

ASp

Asp

Arg

ser

Trp

Gly

val



His Gln
305

Lys Met

Ile Tyr

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

<220>
<223>

<400>

Asn Glu
1

Asn Ala

Ile Lys

Iie Ser

50

Arg Glu

65

Gly Ser

Thr Met

LYS Cys

val Lys

Thr val

145

Thr Arg

Ala Asn Pro

ser Pro Ile

Gly Lys Ile
340

24

352

PRT
Artificial

Promyostatin

24

Asn Ser Glu
5

Cys Thr Trp
20

Ile Gin Ile
35

Lys Asp val
ieu Ile Asp

Leu Glu Asp
85

Pro Thr Glu
100

Cys Phe Phe
115
Ala GIn Leu

Phe val Gln

Tyr Thr Gly

Arg
310

Asn

Pro

(#3)

Gin

Arg

ey

Gtn

70

ASp

Ser

LYS

Trp

Iie

150

Ile

Gly

Met

Ala

Lys

Gln

ser

Arg

55

Tyr

ASP

Asp

phe

Iile

135

Leu

Arg

A-1495-WO-PCT_Seq. Listing

Ser Ala Gly Pro Cys Cys Thr
315

lL.eu Tyr

Met val
345

Glu Asn

Asn Thr
25

Lys Leu
40

Gin Leu

Asp val

Tyr His

Phe Leu

105

Ser Ser
120
Tyr Leu

Arg Leu

Ser Leu

Phe Asn Gly Lys Glu

330

val Asp Arg Cys Gly

val Glu
10

Lys Ser

Arg Leu

Ley Pro

Glin Arg
75

Ala Thr
90

Met Gln

Lys Tle

Arg Pro

ITe Lys
155

Lys Leu
170

Page 18

LysS

sSer

Glu

Asp

Thr

val

Gln

val

140

Pro

ASD

Glu

Arg

Thr

45

Ala

Asp

Glu

AsSp

Tyr

Glu

Met

Met

350

Gly

Itle

30

Pro

Ser

Thr

Gly

AsSn

Thr

LYS

Asn

Pro
Gln

335

Cys

Leu

i5

Glu

Pro

Pro

Ser

Ile

95

Lys

LysS

Pro

Asp

Pro
175

Thr
320

sSer

Cys

Ala

Asn

ey

AsSD

80

Pro

val

Thr

Gly

Gly



Thr

Leu

Glu

Arg

AsSp

Glu

His

305

Lys

Ile

Gly

LYS

Asn

210

Leu

Arg

Cys

Trp

290

Gln

Met

Tyr

<210>
<211>
<212>
<Z13>

<400

ITe

Gln

195

Gly

Asn

Arg

cys

Ile

275

Glu

Ala

Ser

Gly

25
109
PRT
Homo

25

ASp Phe Gly
1

Arg Tyr Pra

Ile Ala Pro

35

phe val phe

Asn Pro Arg

His

Pro

Asp

Arg

Ile

Phe

ASn

Pro

LYS

G1n

Glu

ASp

Phe

Phe

245

Tvr

Ala

val

Pro

Ile

325

Ile

sapiens

Leu

t.eu

20

Lys

Leu

ASD
5

Thr
Arg
Gln

Ser

Ser

Ser

Leu

Leuy

230

Gly

Pro

Pro

Phe

Arg

310

Asn

Pro

Cys

val

Tyr

Lys

Ala

Ile

Asn

Ala

215

Glu

Leu

Leu

Lys

Leu

295

Gly

Met

Gly

ASp

ASp

Lys

Tyr

55

Gly

A-1495-W0-PCT_Seq_Listing
Asp val Lys Thr val Leu Gln

185

teu Gly

200

val Thr

val Lys

Asp Cys

Thr val

265

Arg Tyr

Gin Lys

ser Aia

Leu Tyr

Met val
345

Glu His

rPhe Glu
25

Ala Asn
40

Pro His

Pro Cys

ITe

Phe

val

250

ASD

Lys

Tyr

Gly

Phe

330

val

ser
10
Ala

TYr

Thr

Glu

Pro

Thr

235

Glu

Phe

Ala

Pro

Pro

315

Asn

ASp

Thr

rhe

Cys

His

Ile

Gly

ASP

His

Glu

AsSn

His

300

Cys

Asp

Arg

Glu

Gily

Ser

Leu
60

Cys Thr Pro
Page 19

Thr

Ser

Ala

TYr

285

Thr

Cys

Lys

Cys

Ser

Trp

Gly

45

va'l

Thr

180

Ala

Gly

Pro

The

Phe

270

Cys

His

Thr

GIn

Arg

Asp

30

Glu

His

Lys

ASN

Leu

Glu

LYS

Glu

Gly

ser

Leu

Pro

Gln

335

Cys

Cys

15

Trp

Cys

Gin

MetT

Trp

ASp

ASp

240

Ser

Trp

Gly

val

Thr

320

Ile

Ser

Cys

Glu

Ser



A-1495-WO-PCT_Seq_Listing
65 70 75 80

Pro Ile Asn Met Leu Tyr Phe Asn Gly Lys Glu Gln Ile Ile Tyr Gly
85 90 95

Lys Ile Pro Ala Met val val Asp Arg Cys Gly Cys Ser
100 105
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