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Fig. 2C

PCT/US2007/070468

-
Q
o
o

&

@
X

long-R3-IGF-I
IGF-|
IGF-IEabwt
IGF-IEab3mut

500

0 .

0.001

1500

0.01 0.1 1 10 100
Ligand (ng/ml)

Fig. 2D

1000

1000 -

BX® P>

long-R3-IGF-|
IGF-l
IGF-IEcwt
IGF-{Ec3mut -|

0.001

001 01 1 10 100
Ligand (ng/ml)

1000



WO 2007/146689 PCT/US2007/070468
4/20 .

Fig. 3A
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Fig. 3C
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Fig. 7A

. SEQ ID NO
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Human IGF-1 GPETLCGAELVDALQFVCGDRGFYFNKPTGYGSSSRRAPQTGIVDECCFRSCDLRRLEMYCAPLKPAKSA 1

. Human IA EAWS7695.1 GPETLCGAELVDALQFVCGDRGEYFNKPTGYGSSSRRAPQTGIVDECCFRSCDLRRLEMYCAPLKPAKSA 1
Human IB P05019 GPETLCGAELVDALQFVCGDRGFYFNKPTGYGSSSRRAPQTGIVDECCFRSCDLRRLEMYCAPLKPAKSA 1
Pig ref NP_999421.1 GPETLCGAELVDALQFVCGDRGFYFNKPTGYGSSSRRAPQTGIVDECCFRSCDLRRLEMYCAPLKPAKSA 1
Pig CAA35527 . GPETLCGAELVDALQFVCGDRGFYFNKPTGYGSSSRRAPQTGIVDECCFRSCDLRRLEMYCAPLKPAKSA 1
Pig classl ABG88023.1 GPETLCGAELVDALQFVCGDRGFYFNKPTGYGSSSRRAPQTGIVDECCFRSCDLRRLEMYCAPLKPAKSA 1
Pig class2 ABG88024.1 GPETLCGAELVDALQFVCGDRGEFY FNKPTGYGSSSRRAPQTGIVDECCFRSCDLRRLEMYCAPLKPAKSA 1
Cow Hereford ref NP 001071296.1 GPETLCGAELVDALQFVCGDRGFYFNKPTGYGSSSRRAPQTGIVDECCFRSCDLRRLEMYCAPLKPAKSA 1
Cow CAA33746.1 GPETLCGAELVDALQFVCGDRGFYFNKPTGYGSSSRRAPQTGIVDECCFRSCDLRRLEMYCAPLKPAKSA 1
Sheep ref NP_001009774. 1 GPETLCGAELVDALQFVCGDRGFYFNKPTGYGSSSRRAPQTGIVDECCFRSCDLRRLEMYCAPLKAAKSA 85
Sheep ABB02295.1 mmmemeeo LVDALQFVCGDRGEFYFNKPTGYGSSSRRAPQTGIVDECCFRSCDLRRLEMYCAPLKBEKSA 86
Goat BAB77524.1 GPETLCGAELVDALQFVCGDRGFYFNKPTGYGSSSRRAPQTGIVDECCFRSCDLRRLEMYCAPLKPTKSA 87
Goat P51457 GPETLCGAELVDALQFVCGDRGFYFNKPTGYGSSSRRAPQTGIVDECCFRSCDLRRLEMYCAPLKPTKSA 87
Dog P33712 GPETLCGAELVDALQFVCGDRGFYFNKPTGYGSSSRRAPQTGIVDECCFRSCDLRRLEMYCAPLKPAKSA 1
Dog IsolB XP_866946.1 GPETLCGAELVDALQFVCGDRGFYFNKPTGYGSSSRRAPQTGIVDECCFRSCDLRRLEMYCAPLKPAKSA 1
Dog Iso2 XP_| 853117.1 GPETLCGAELVDALQFVCGDRGFY FNKPTGYGSSSRRAPQTGIVDECCFRSCDLRRLEMYCAPLKPAKSA 1
Dog Iso3 XP_866935 1 GPETLCGAELVDALQFVCGDRGFY FNKPTGYGSSSRRAPQTGIVDECCFRSCDLRRLEMYCAPLKPAKSA 1
Equine AAB47485.1 GPETLCGAELVDALQFVCGDRGFYFNKPTGYGSSSRRAPQTGIVDECCFRSCDLRRLEMYCAPLKPAKSA 1
Rhesus macaque XP_001094129.1 GPETLCGAELVDALQFVCGDRGFYFNKPTGYGSSSRRAPQTGIVDECCFRSCDLRRLEMYCAPLKPAKSA 1
chimpanzee XP_001156459.1 GPETLCGAELVDALQFVCGDRGFYFNKPTGYGSSSRRAPQTGIVDECCFRSCDLRRLEMYCAPLKPAKSA 1
Tiger Q6GUL6 GPETLCGAELVDALQFVCGDRGFYFNKPTGYGSSSRRAPQTGIVDECCFRSCDLRRLEMYCAPLKPAKSA 1
RedPanda Q6IVAS GPETLCGAELVDALQFVCGDRGFYFNKPTGYGSSSRRAPQTGIVDECCFRSCDLRRLEMYCAPLKPAKSA 1
GiantPanda Q6JLX1 GPETLCGAELVDALQFVCGDRGFYFNKPTGYGSSSRRAPQTGIVDECCFRSCDLRRLEMYCAPLKPAKSA 88
RedDeer ABL98032.1 GPETLCGAELVDALQFVCGDRGSYFNKPTGYGSSSRRAPQTGIVDECCFRSCDLRRLEMYCAPLKPTKAR 89
Rabbit AAB48032.1 GPETLCGAELVDALQFVCGDRGFYFNKPTGYGSSSRRAPQTGIVDECCFRSCDLRRLEMYCAPLKPAKAA 90
Rabbit Q95222 GPETLCGAELVDALQFVCGDRGFYFNKPTGYGSSSRRAPQTGIVDECCFRSCDLRRLEMYCAPLKPAKAA 90
Guinea pig P17647 GPETLCGAELVDALQFVCGDRGFY FNKPTGYGSSSRRAPQTGIVDECCFRSCDLRRLEMYCAPLKPAKSA 1
Rat ref NP_849197.1 - ‘GPETLCGAELVDALQFVCGPRGFYFNKPTGYGSSIRRAPQTGIVDECCFRSCDLRRLEMYCVRCKPTKSA 91
Rat CAA29436.1 GPETLCGAELVDALQFVCGPRGFYFNKPTGYGSSIRRAPQTGIVDECCFRSCDLRRLEMYCAPLKPTKSA 92
Mouse Isol ref NP 034642.1 GPETLCGAELVDALQFVCGPRGFYFNKPTGYGSSIRRAPQTGIVDECCFRSCDLRRLEMYCAPLKPTKAR 93
Mouse Iso2 ref NP 908941.1 GPETLCGAELVDALQFVCGPRGFYFNKPTGYGSSIRRAPQTGIVDECCFRSCDLRRLEMYCAPLKPTKAA 93
Mouse AAL34535.1 GPETLCGAELVDALQFVCGPRGFYFNKPTGYGSSIRRAPQTGIVDECCFRSCDLRRLEMYCAPLKPTKAA 93
Mouse IsoEb AARX61180.1 GPETLCGAELVDALQFVCGPRGFYFNKPTGYGSSIRRAPQTGIVDECCFRSCDLRRLEMYCAPLKPTKAA 93
chicken NP_001004384.1 GPETLCGAELVDALQFVCGDRGFYFSKPTGYGSSSRRLHHKGIVDECCFQSCDLRRLEMYCAPIKPPKSA 94
Turkey AAC26006.1 GPETLCGAELVDALQFVCGDRGFYFSKPTGYGSSSRRLHHKGIVDECCFQSCDLRRLEMYCAPIKPPKSA 94
Japanesequail AAF67202.1 GPETLCGAELVDALQFVCGDRGFYFSKPTGYGSSSRRLHHKGIVDECCFQOSCDLRRLEMYCAPTKPPKSA 94
Japanesequail P51462 GPETLCGAELVDALQFVCGDRGFYFSKPTGYGSSSRRLHHKGIVDECCFQSCDLRRLEMYCAPIKPPKSA 94
Goose ABF57993.1 GPETLCGAELVDALQFVCGDRGFYFSKPTGYGSSSRRLHHKGIVDECCFQSCDLRRLEMYCAPIKPPKSA 94
Duck P33712 . GPETLCGAELVDALQFVCGDRGFYFNKPTGYGSSSRRAPQTGIVDECCFRSCDLRRLEMYCAPLKPAKSA 1
Duck ABA02291.1 GPETLCGAELVDALQFVCGDRGFYFSKPTGYGSSSRRLHHKGIVDECCFQSCDLRRLEMYCAPIKPPKSA 94
Salmon AAA67268.1 GPETLCGAELVDTLQFVCGERGFYFSKPTGYGPSSRRSHNRGIVDECCFQSCELRRLEMYCAPVKSGKAA 95
Salmon AAA67267.1 GPETLCGAELVDTLQFVCGERGFYFSKPTGYGPSSRRSHNRGIVDECCFQSCELRRLEMYCAPVKSGKAA 95
Sterlet ABC54785.1 GSETLCGAELVDTLQFVCGERGFYFNKPTGYGASSRRPHHRGIVNECCFQSCDLRRLEMYCAPVKPAKAS 96
Perch CAE52916.2 GPETLCGAELVDTLQFVCGERGFYFSKPTGYGPNARRS~~RGIVDECCFQSCELRRLEMYCAPAKTSKAR 97
Trout Q02815 GPETLCGARELVDTLQFVCGERGFYFSKPTGYGPSSRRSHNRGIVDECCFQSCELRRLEMYCAPVKSGKAA 98
Halibut CAA09267.1 GPETLCGAELVDTLQFVCGERGFYFSKPTGYGPNARRS--RGIVDECCFQSCELRRLEMYCAPAKTSKAR 97
Catfish AAQ56592.1 GPETLCGAELVDTLQFVCGDRGFYFSKPTGYGPNSRRLHNRGIVDECCFQSCELKRLEMYCAPVKSGKAP 99
Carp AAY21302.1 GPETLCGAELVDTLQFVCGDRGFYFSKPTGYGPSSRRSHNRGIVDECCFQSCELRRLEMYCAPVKPGKTP 100
Carp AAP78926.1 GPETLCGAELVDTLQFVCGDRGFYFSKPTGYGPSSRRSHNRGIVDECCFQSCELRRLEMYCAPVKPGKTP 100
GiantDanio ABB05519.1 GPETLCGAELVDTLQFVCGDRGEFYFSKPTGYGPSSRRSHNRGIVDECCFQSCELRRLEMYCAPVKTGKTP 101
Zebrafish NP_571900.1 GPETLCGAELVDTLQFVCGDRGFYFSKPTGYGPSSRRSHNRGIVDECCFQSCELRRLEMYCAPVKTGKSP 102
Chinese sucker ABH12114.1 GPETLCGAELVDTLQFVCGDRGFYFSKPTGYGPSSRRSHNRGIVDECCFQSCELRRLEMYCAPVKPGKAP 103
SpinyBarbus ABE03747.1 GPETLCGAELVDTLQFVCGDRGFYFSKPTGYGPSSRRSHNRGIVDECCFQSCELRRLEMYCAPVKPGKTP 100
FatheadMinnow AAT02176.1 GPETLCGAELVDTLQFVCGDRGEFYFNKPAGYGSNSRRSNNYGIVDECCFQSCELRRLEMYCAPVKTGKTP 104
GoldFish AAC83443.1 GPETLCGAELVDTLQFVCGDRGFYFSKPTGYGPNSRRSHNRGIVDECCFQSCELRRLEMYCAPVKPGKTP 105
Frog ARA70330.1 GPETLCGAELVDTLQFVCGDRGFYFSKPTGYGSNNRRSHHRGIVDECCFQSCDFRRLEMYCAPAKPAKSA 106
Bream AAK16727.1 GPETLCGAELVDTLQFVCGDRGFYFSKPTGYGPSSRRSHNRGIVDECCFQSCELRRLEMYCAPVKTGKTP 101
Frog la P16501 GPETLCGAELVDTLQFVCGDRGFYFSKPTGYGSNNRRSHHRGIVDECCFQSCDFRRLEMYCAPAKQAKSA 107
RhesusMacque XP_001093911.1 GPETLCGRELVDALQFVCGDRGFYFNKPTGYGSSSRRAPQTGIVDECCFRSCDLRRLEMYCAPLKPAKSA 1
‘Opossum XP_001373491.1 GPETLCGAELVDALQFVCGERGFYFSKPTGYGSSSRRLHHTGIVDECCFRSCDLRRLEMYCAPIKPAKSA 108

Pig AAT47735.1 GPETLCGARELVDALQFVCGDRGFYFNKPTGYGSSSRRAPQTGIVDECCFRSCDLRRLEMYCAPLKPAKSA 1
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Fig. 7B
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Fig. 8A

SEQ ID NO

RSVRAQRHTDMPKAQKEVHLKNTSRGSTGNKNYRM 109

————————— BT e Rt
10 20 30
————————— B s

RSVRAQRHTDMPKTQKEVHLKNASRGSAGNKNYRM
RSVRAQRHTDMPKAQKEVHLKNT SRGS SGNKNYRM
RSVRAQRHTDMPKAQKEVHLKNTSRGSSGNKNYRM
RSVRAQRHTDMPKARKEVHLKNTSRGS SGNKNYRM
RSVRAQRHTDMPKARKEVHLKNT SRGS SGNKNYRM
RSVRAQRHTDMPKAQKEVHLKNT SRGSAGNKNYRM
RSVRAQRHTDMPKAQKEVHLKNTSRGSAGNKNYRM
RSVRAQRHTDMPKAQKEVHLKNTSRGSAGNKNYRM
RSVRAQRHTDMPKAQKEVHLKNT SRGSAGNKNYRM
RSVRAQRHTDMPKAQKEVHLKNTSRGSAGNKNYRM
RSVRAQRHTDMPKAQKEVHLKNTSRGSAGNKNYRM
RSVRAQRHTDMPKAQKEVHLKNASRGSAGNKTY
RSVRAQRHTDMPKAQKEVHLKNASRGSAGNKNYRM
RSVRAQRHTDMPKAQKEVHLKNASRGSAGNKNYRM
RSVRAQRHTDMPKAQKEVHLKNT SRGSAGNKNYRM
RSVRAQRHTDMPKTQKEVHLKNASRGSAGNKNYRM
RSVRAQRHTDMPKAQKEVHLKNASRGSAGNKNYRM
RSVRAQRHT DMPKAQKEVHLKNASRGSAGNKNYRM
RSVRAQRHTDMPKAQKEVHLKNASRGSAGNKNYRM
RSVRAQRHTDMPKAQKEVHLKNTSRGSAGNKNYRM
RSVRAQRHTDMPKTQKEVHLKNTSRGSAGNKNYRM
RSVRAQRHTDMPKTQKEVHLKNASRGSAGNKNYRM
RSIRAQRHTDMPKTQKEVHLKNTSRGSAGNKTYRM
RSIRAQRHTDMPKTQKEVHLKNTSRGSAGNKTYRM
RSIRAQRHTDMPKTQKEVHLKNT SRGSAGNKTYRM
RSVRAQRHTDMPKAQKEVHLKNTSRGNTGNRNYRM
RSVRAQRHTDMPKAQKELHLKNT SRGNTGNRNYRM
RSVRAQRHTDMPKAQKEVHLKNTSRGNTGNRNYRM
RSVRAQRHTDMPKAQKEVHLKNTSRGNTGNRNYRM
RSVRAQRHTDMPKAQKEVHLKNTSRGNTEN
RSVRAQRHTDMPKAQKEVHLKNASRGSAGNKTY
RSVRAQRHTDMPRTPKEVHQKNSSRGNTGGRNYRM
RSVRAQRHTDMPRTPKEVHQKNS SRGNTGGRNYRM
RSVRAQRHTDMPKAQKEVHSKNS SRGNTGNRNYRI
RSVRAQRHTDMPRAPKEVHQKNS SRGNTGGRNYRM
RSVRAQRHTDMPRTPKEVHQKNS SRGNTGGRNYRM
RSVRAQRHTDMPRAPKEVHQKNSSRGTTGGRNYRM
RSVREQRHTDTPKTPKEVHQOKNSSRGNTGGRNYRM
RSIRAQRHTDSPKTAKEVHQKNS SRGNTGGRNYRM
RSVRAQRHTDSPRTAKEVHQKNSSRGNTGGRNYRI
RSLRAQRHTDIPRTAKEVHQKNSSRGNTGGRNYRM
RSLRAQRHTDIPRTPKEVHOKNSSRGNTGGRNYRM
RSLRAQRHTDIPRTPKDVHQKNSSRGNTGGRNYRM
RSLRAQRHTDSPRTAKEVHQKNS SRGNTGGRNYRI
RSLRAQRHTDITRTAKEVHQKNSSRGITGGRNYRM
RSLRAQRHTDGTRTAKEVHQKNSSRGNTGGRNYRM
RSVRAQRHTDMPKAQKEVHPKNT SRGNTGSRGFRM
RSLRAQRHTDITRTAKEVHOKNSSRGNTGGRNYRI
RSVRTQRHTDMPKAQKEVHPKNT SRGNTGSRGFRM
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Fig. 9A
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Cattle AARO3497.1 HAQGSEGKPARGGGEGRPSSYQPPSTNKKMKSQRRRKGGPKKRPGGEQKE
Water Buffalo AAU93630.1 s ~—-—-YQPPSTNKKMKSQRRRKGGPKKHPGGEQKE
Sheep AAU923626.1 ----YQLPSTNKKMKSQRRRKGGPKKHPGGEQKE

Dog XP_866946.1 ~——-=-RSVRAQRHTDMPKAQKYHPPSTTKRMKSQRRRKGS -~ TFEECK
Rabbit 095222 ===--RSVRAQRHTDMPKTQKYQPPSTNKKMKSQRRRKGS~-TFEEHK
Chimpanzee XP_001156459.1 ~RSVRAQRHTDMPKTQKYQPPSTNKNTKSORRRKGGPKTHPGGEQKEGTEASLQIRGKKKEQRREIGSRNAECRGKK
Rhesus monkey XP 001093911.1 ----RSVRAQRHTDMPKTQKYQPPSTNKNTKSQRRRKGGPKTHPGGEQKEGTEASLQIRGKKKEQRREIGSRNAECRGKK
Mouse NP_908941.1 ~-=~RSIRAQRHTDMPKTQKS PSLSTNKKTKLORRRKGEPKTHPEGEQEEVTEATRKIRGPREKRLG
Rat AAA41214.1 ~RSIRAQRHTDMPKTOKSQPLSTHKKRKLOQRRRKGESKAHPGGEQEEGAEATQKIRGDRERRPS
Mouse AAX61180.1 ===-RSIRAQRHTDMPKTQKSPSLSTNKKTKLQRRRKGS~-TFEEHK
SEQ ID NO

135
Majority = mmemeee—mm——eeo
Human Eb GK 3
Human P05019 GK 3
Pig AAT47735.1 136
Cow India AAU93628.1 137
Cattle AAA03497.1 138
Water Buffalo AAU93630.1 139
Sheep ARU93626.1 140
Dog XP_866946.1 141
Rabbit 095222 : 142
Chimpanzee XP_001156459.1 GK 143
Rhesus monkey XP_001093911.1 GKWRTGGLSRQRQG 144 N
Mouse NP_9089%41.1 145
Rat AAA41214.1 146

Mouse AAX61180.1 147
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Fig. 9B

_: Pig AAT47735.1 .
Dog XP_866946. 1

I Rabbit Q95222
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Rat AAA41214.1
| SEQIDNO_6_Eb
! Human P05019
Chimpanzee XP_001156459
Rhesus monkey XP_00109:
Water Buffalo AAU93630.1
v Sheep AAU93626.1
7] Cow India AAU93628.1
Cattle AAA03497.1
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Majority

human' Ec
" Human EAW97695.1
Human AAAS6152.1
Pig AAT47735.1
Dog Ib XP_866946.1
Rabbit Q95222
Rhesus monkey XP_001094016.1
Mouse Ib AAX61180.1
Mouse Isol NP_034642.1
Rat Ib 2440912 )
Rat Ib A26859
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Fig. 10A
ig. 1
SEQ ID NO

RSVRAQRHTDMPKTQKYQPPSTNKKTKSQRRRKGSTFEER- 148
————————— BT s e

10 20 30 40
————————— B e e s
RSVRAQRHTDMPKTQKYQPPSTNKNTKSQRR-KGSTFEERK 4
RSVRAQRHTDMPKTQKYQPPSTNKNTKSQRR~KGSTFEER 149
RSVRAQRHTDMPKTQKYQPPSTNKNTKSQRR~KGSTFEER 149
RSVRAQRHTDMPKAQKYQPPSTNKKTKSQRRRKGSTFEEH 150
RSVRAQRHTDMPKAQKYHPPSTTKRMKSQRRRKGSTFEEC 151
RSVRAQRHTDMPKTQKYQPPSTNKKMKSQRRRKGSTFEEH 152
RSVRAQRHTDMPKTQKYQPPSTNKNTKSQRRRKGSTFEER 153
RSIRAQRHTDMPKTQKSPSLSTNKKTKLQRRRKGSTFEEH 154
RSIRAQRHTDMPKTQKSPSLSTNKKTKLQRRRKGSTFEEH 154
RSIRAQRHTDMPKTQKSQPLSTHKKRKLORRRKGSTLEEH 155
RSIRAQRHTDMPKTQKSQPLSTHKKRKLORRRKGSTLEEH 155
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Fig. 10B

Human AAA96152.1
SeqlDNo7(Ec)

Human EAW97695.1

[l Rhesus monkey XP_. 001094
Pig AAT47735.1 '

} | Dog Ib XP_866946.1
Rabbit Q95222
.| Mouse b AAX51180.1

| Mouse lso1 NP_034642.1
| Rat Ib A40912 '
! Rat Ib A26859
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Majority

Human IGF-2

Human NP_000603.1
Pig NP_999048.1
Cattle NP_776512.2
Sheep NP_001009311.
Dog Isol XP_54078S5.
Dog Iso2 XP_851137.
Dog Iso3l XP_863200.1
RedJungleFowl XP_421026.2

Rat NP_113699.1

Mouse NP_034644.1 )
Chimpanzee XP_001153640.1
Zebrafish Isol XP_001338042.1
Zebrafish Iso2a NP_001001815.1

ERSR I

Zebrafish Iso2b NP_571508.1
Majority
Human IGF-2 SERDVSTP

Human NP_000603.1

Pig NP_9959048.1

Cattle NP_776512.2

Sheep NP_001009311.1

Dog Isol XP_540785.2

Dog Iso2 XP_851137.1

Dog Iso3 XP_863200.1
RedJungleFowl XP_421026.2

Rat NP_113699.1

Mouse NP_034644.1

Chimpanzee XP_001153640.1
Zebrafish Isol XP_001338042.1
Zebrafish Iso2a NP_001001815.1
Zebrafish Iso2b NP_571508.1

Majority

" Human IGF-2

Human NP_000603.1

Pig NP_999048.1

Cattle NP_776512.2

Sheep NP_001009311.1"

Dog Isol XP_540785.2

Dog Iso2 XP_851137.1

Dog Iso3 XP_863200.1
RedJungleFowl XP_421026.2

Rat NP_113699.1

Mouse NP_034644.1

Chimpanzee XP_001153640.1
Zebrafish Isol XP_001338042.1
Zebrafish Isc2a NP_001001815.1
Zebrafish Iso2b NP_571508.1

PCT/US2007/070468
17/20

Fig. 11A

AYRPSETLCGGELVDTLQFVCGDRGFYFS ———————————— RPAS-RVNRRS--RGIVEECCFRSCDLALLETYCATPAK
——————————————————————————— +- -- Bt ettt tel L PP SR
10 20 30 40 50 60
————————— ittt ST SRR -- R ke
AYRPSETLCGGELVDTLQFVCGDRGFYFSRP--~-----~ AS----RVSRRS--RGIVEECCFRSCDLALLETYCATPAK

AYRPSETLCGGELVDTLQFVCGDRGFYFSRP--
AYRPSETLCGGELVDTLQFVCGDRGFYFS---
AYRPSETLCGGELVDTLQFVCGDRGFYFS-~--
AYRPSETLCGGELVDTLQFVCGDRGFYFS----
AYRPSETLCGGELVDTLQFVCGDRGFYFS~~~

-AS----RVSRRS--RGIVEECCFRSCDLALLETYCATPAK
—-RPAS-RVNRRS--RGIVEECCFRSCDLALLETYCATPAK
--RPSS-RINRRS--RGIVEECCFRSCDLALLETYCATPAK
-~RPSS-RINRRS--RGIVEECCFRSCDLALLETYCAAPAK
--RPAS-RVTRRSS-RGIVEECCFRSCDLALLETYCATPAK

AYRPSETLCGGELVDTLQFVCGDRGFYFSDL -~ ~=~- -~ SRPAS-RVTRRSS-RGIVEECCFRSCDLALLETYCATPAK
AYRPSETLCGGELVDTLQFVCGDRGFYFSDAALLPPVGLPGRPAS -RVI'RRSS-RGIVEECCFRSCDLALLETYCATPAK
AYGTAETLCGGELVDTLQFVCGDRGFYFS-=----—ooo— - - RPVG-RNNRRIN-RGIVEECCFRSCDLALLETYCAKSVK

AYRPSETLCGGELVDTLQFVCSDRGFYFS--
AYGPGETLCGGELVDTLQFVCSDRGFYFS---
AYRPSETLCGGELVDTLOFVCGDRGFYFSKA~
EVASAETLCGGELVDALQFVCEDRGFYFS--~
EVASAETLCGGELVDALQFVCEDRGFYFS--

~-RPSS-RANRRS--RGIVEECCFRSCDLALLETYCATPAK
~~RPSS-RANRRS--RGIVEECCFRSCDLALLETYCATPAK
-STPAAFPITRPL--RRVGQRCCRGGCPPADLRDASAFPRR
--RPTSRSNSRRSQNRGIVEECCFSSCNLALLEQYCAKPAK
~-RPTSRSNSRRSQNRGIVEECCFSSCNLALLEQYCAKPAK

NVTAGETLCGGELVDTLQFVCGEDGFYIS-----------— RPN-RSNSRRPQ-RGIVEECCFRSCELHLLQQYCAKPVK
SERDVSTP--—-~-~— PTVLPDNFPRYPVGKFFQYDTW KQSAQRLRRGLPALLRARRGRMLAKELEAFREAKR -HRPLI
—mmmdmmm mmmaea B et . T R L P
70 80 90 100 110 120 130
B e tommmm —eem Fem - tmmmmmmm - B i latat + -

———————— PTVLPDNFPRYPVGKFFQYDTW -KQSTQRLRRGLPALLRARRGHVLAKELEAFREAKR-HRPLI

SERDVSTP--- --PTVLPDNFPRYPVGKFFQYDTW-KQSTQRLRRGLPALLRARRGHVLAKELEAFREAKR-HRPLI
SERDVSTP-- —--PTVLPDNFPRYPVGKFFRYDTW-KQSAQRLRRGLPALLRARRGRTLAKELEAVREAKR -HRPLT
SERDVSAS-- - -TTVLPDDVTAYPVGKFFQYDIW-KQSTQRLRRGLPAFLRARRGRTLAKELEALREAKS-HRPLI
SERDVSAS-- --TTVLPDDFTAYPVGKFFQSDTW-KQSTQRLRRGLPAFLRARRGRTLAKELEALREAKS -HRPLI
SERDVSTP-~~~-~--- PTVLPDNFPRYPVGKFFQYDTW-KQSAQRLRRGLPALLRARRGRMLAKELEAFREAKR-HRPLI
SERDVSTP--~---~~ PTVLPDNFPRYPVGKFFQYDTW-KQSAQRLRRGLPALLRARRGRMLAKELEAFREAKR-HRPLI
SERDVSTP--~~-~-- PTVLPDNFPRYPVGKFFQYDTW-KQSAQRLRRGLPALLRARRGRMLAKELEAFREAKR~HRPLI
SERDLSATSLAGL- - -PALNKESFQKPSHAKY SKYNVWOKKS SQRLQREVPGILRARRYRWQAEGLQAAEEARAMHRPLI
SERDVSTS--—----~- QAVLPDDFPRYPVGKFFKFDTW-RQSAGRLRRGLPALLRARRGRMLAKELEAFREAKR-HRPLI
SERDVSTS-- --QAVLPDDFPRYPVGKFFQYDTW-RQSAGRLRRGLPALLRARRGRMLAKELKEFREAKR-HRPLI
ESRHLLTS--—---~-- PFPSQDNFPRY PVGKFFQYDTW~KQSTQRLRRGLPALLRARRGHMLAKELEAFREAKR -HRPLI

SERDVSATSLQVIPVMPALKQEVPRKHVTVKY SKYDVWORKAAQRLRRGIPAILRAKKFRRQAERTIKAQEQLLH~HRPLI
SERDVSATSLQVIPVMPALKQEVPRKHVTVKY SKYDVWQRKAAQRLRRGI PAILRAKKFRRQAERTIKAQEQLLH-HRPLI
SERDVSSTSLQVFPVSQALHKDT - - ~ - INVKY SKY EVWQQKAAQRLRRGVPSILLARKFRRQMEKIQDEEQTSF-HRPLM

SEQ ID NO
ALPTQDPA-HGGASPEASSNRK--- 156
[ ol

140 150

emmjoie emmeeo fommmmoeee
ALPTQDPA-HGGAPPEMASNRKAYR 7
ALPTQDPA-HGGAPPEMASNRK . 157
ARPTRDPAAHGGASPEASGHRK 158
ALPTQDPATHGGASSKASSD 159
ALPTQDPATHGGASSEASSD 160
ALPTHDPATHGGASPEASGNQK 161
ALPTHDPATHGGASPEASGNQK 162
ALPTHDPATHGGASPEASGNQK 163
SLPSQRPP-APRASPEATGPQE 164
VLPPKDPA-HGGASSEMSSNHQ 165
VLPPKDPA-HGGASSEMSSNHQ 166
ALPTQDPA-HGGAPPEMASNRK 167
TLPSKLPP- - ILLPTENYVSHK 168
TLPSKLPP--~ILLPTENYVSHK 168

TLPNRQPA--IVPHVQISTSRK 169
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Fig. 11B

| Zebrafish Iso1 XP_001338042.
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[~ Cattle NP_776512.2
-1~ Sheep NP_001009311.1
— Rat NP_113699.1
L~ Mouse NP_034644.1
Pig NP_999048. 1
[ Dog Iso1 XP_540785.2

Dog lso3 XP_863200.1
. L Dog Iso2 XP_851137.1
- | HumanIGF-2_SEQIDNo.7
! Human NP_000603.1 -
Chimpanzee XP_001153640.1
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Majority
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Pig NP_999048.1
Cattle NP_776512.2
Sheep NP_001009311
Dog Isol XP_540785
Dog Iso2 XP_851137

Dog . Iso3 XP_863200.
RedJungleFowl XP_421026.2

Rat NP_113699.1
Mouse NP_034644.1

Chimpanzee XP_001153640.1
Zebrafish Iscl XP_001338042.1
Zebrafish Iso2a NP_001001815.1
Zebrafish Iso2b NP_571508.1

Majority

Human IGF-2

Human NP_000603.1
Pig NP_999048.1
Cattle NP_776512.2

Sheep NP_001009311.
Dog Isol XP_540785.
Dog Iso2 XP_851137.
Dog Iso3 XP_863200.
RedJungleFowl XP_421026.2

Rat NP_113699.1
Mouse NP_034644.1

Chimpanzee XP_001153640.1
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Zebrafish Iso2a NP_001001815.1
Zebrafish Iso2b NP_571508.1
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Fig. 12A

———————— PTVLPDNFPRYPVGKFFQYDTW-KOSAQRLRRGLPALLRARRGRMLAKELEAFREAKR-HRPLIAL

———————— PTVLPDNFPRY PVGKFFQYDTW-KQSTQRLRRGLPALLRARRGHVLAKELEAFREAKR-HRPLIAL
———————— PTVLPDNFPRYPVGKFFQYDTW~KQSTQRLRRGLPALLRARRGHVLAKELEAFREAKR-HRPLIAL
--PTVLPDNFPRYPVGKFFRYDTW-KQSAQRLRRGLPALLRARRGRTLAKELEAVREAKR-HRPLTAR
——TTVLPDDVTAYPVGKFFQYDIW-KQSTQRLRRGLPAFLRARRGRTLAKELEALREAKS-HRPLIAL
--TTVLPDDFTAY PVGKFFQSDTW-KQSTORLRRGLPAFLRARRGRTLAKELEALREAKS-HRPLIAL
———————— PTVLPDNFPRYPVGKFFQYDTW-KQSAQRLRRGLPALLRARRGRMLAKELEAFREAKR~HRPLIAL
———————— PTVLPDNFPRY PVGKFFQYDTW-KQSAQRLRRGLPALLRARRGRMLAKELEAFREAKR-HRPLIAL
———————— PTVLPDNFPRYPVGKFFQYDTW-KQSAQRLRRGLPALLRARRGRMLAKELEAFREAKR-HRPLIAL
RDLSATSLAGL--~PALNKESFQKPSHAKY SKYNVWQKKSSQRLOREVPGI LRARRYRWOAEGLQAAEEARAMHRPLISL
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—————— BT i T B Dt Tttt
80 120 130
—————— BT S AT e e e LI SR

RDVSTS-=—————= QAVLPDDFPRY PVGKFFKFDTW-RQSAGRLRRGLPALLRARRGRMLAKELEAFREAKR-HRPLIVL
RDVSTS-------- QAVLPDDFPRYPVGKFFQYDTW-RQSAGRLRRGLPALLRARRGRMLAKELKEFREAKR-HRPLIVL
RHLLTS-~~~-~-~ PFPSQDNFPRY PVGKFFQYDTW-KQSTORLRRGLPALLRARRGHMLAKELEAFREAKR-HRPLIAL

RDVSATSLQVI PVMPALKQEVPRKHVTVKYSKYDVWQRKAAQRLRRGI PAILRAKKFRRQAERIKAQEQLLH-HRPLITL
RDVSATSLQVI PVMPALKQEVPRKHVTVKYSKYDVWQRKAAQRLRRGI PAILRAKKFRRQAERTI KAQEQLLH-HRPLITL
RDVSSTSLQVFPVSQALHKDT--~-INVKYSKYEVWQQOKAAQRLRRGVPSILLARKFRRQMEKIQDEEQTSF~HRPLMTL

SEQ ID NO

PTQDPA-HGGAS PEASSNRK

——mmm e o [P
140 150
——m— e demm———

PTQDPA-HGGAPPEMASNRK
PTQDPA-HGGAPPEMASNRK

- PTRDPAAHGGASPEASGHRK

PTQDPATHGGASSKASSD

PTQDPATHGGASSEASSD

PTHDPATHGGASPEASGNQK
PTHDPATHGGASPEASGNQOK
PTHDPATHGGASPEASGNQOK
PSQRPP-APRASPEATGPQE
PPKDPA-HGGASSEMSSNHQ
PPKDPA-HGGASSEMSSNHQ
PTQDPA-HGGAPPEMASNRK
PSKLPP--ILLPTENYVSHK
PSKLPP--ILLPTENYVSHK
PNRQPA--IVPHVQISTSRK

170

171
172
173

174
174

176
177
178
179
179
180
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Fig. 12B
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