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1. B +lgG1EH DCH? -
GPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQ

YNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKG/ EAIEE :1;
XiE, BFO& D%, £ Meh1DCH2 KA 4 ORI S hizif s
GPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQ
YNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTIS/ ®HES :107

XI&
PSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQY
NSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTIS/ WHI&ES :108; ik

2. EREI0T s TORTFUIIFAC (TFN3L & TFNVI T i T10thFnd) &%

RiEEND, )

VSDVPRDLEVVAATPTSLLISWDAPAVTVRYYRITYGETGGNSPVQEFTVPGSKSTATIS
GLKPGVDYTITVYAVTGRGDSPASSKPISINYRTEIDKPSQ// ®BRIIBE 2
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X, UTO KD GRIFUEhi=Z DI -
VSDVPRDLEVVAATPTSLLISWDAPAVTVRYYRITYGETGGNSPVQEFTVPGSKSTATIS
GLKPGVDYTITVYAVTGRGDSPASSKPISINYRTE/ ESEE :13
XiE. T LS50 bED -
TVSDVPRDLEVVAATPTSLLISWDAPAVTVRYYRITYGETGGNSPVQEFTVPGSKSTATIS
GLKPGVDYTITVYAVTGRGDSPASSKPISINYRTE/ E5I&ES :50; Xi
3. B RPDZF A = (Erbin):
GSMEIRVRVEKDPELGFSISGGVGGRGNPFRPDDDGIFVTRVQPEGPASKLLQPGDKIIQA
NGYSFINIEHGQAVSLLKTFQNTVELIIVREVSS/, @WIIBS 3, Xik
PDZ(IN7F):
SSGAIIYTVELKRYGGPLGITISGTEEPFDPIIISSLTKGGLAERTGAIHIGDRILAINSSSLK G
KPLSEAIHLLQMAGETVTLKIKKQTDAQSASSP/ EFIES :102,
PDZ(1UEZ):
PGEVRLVSLRRAKAHEGLGFSIRGGSEHGVGIYVSLVEPGSLAEKEGLRVGDQILRVNDK
SLARVTHAEAVKALKGSKKLVLSVYSAGRIP/ ®EHIES :103,
PDZ(1WFV): ‘
PQDFDYFTVD MEKGAKGFGF SIRGGREYKM DLYVLRLAED GPAIRNGRMR
VGDQIIEING ESTRDMTHAR AIELIKSGGR RVRLLLKRGT GQVP/ #EFES :104;
4. £ FSHIR AL Y (Fyn) :
VTILFVALYDYEARTEDDLSFHKGEKFQILNSSEGDWWEARSLTTGETGYIPSNYVAPV//
EBINHBS 4,

SH3(1PHT):
SAEGYQYRALYDYKKEREEDIDLHLGDILTVNKGSLVALGFSDGQEARPEEIGWLNGYN
ETTGERGDFPGTYVEYIGRKKISP/ EHES :105,
SH3(1WA7):
PEEQGDIVVA LYPYDGIHPD DLSFKKGEKM KVLEEHGEWW KAKSLLTKKE
GFIPSNYVAK LNT/ E5I%S :106

SH3(1X2K):

KVFRALYTFE PRTPDELYFE EGDIIYITDM SDTNWWKGTS KGRTGLIPSN YVAEQ/

ERES 94

5.k RSH2 KA (Grb2)
GSMAWFFGKIPRAKAEEMLSKQRHDGAFLIRESESAPGDFSLSVKFGNDVQHFKVLRDG
AGKYFLWVVKFNSLNELVDYHRSTSVSRNQQIFLRDI/ ®EHES 5
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SH2(1AB2):

NSLEKHSWYH GPVSRNAAEY LLSSGINGSF LVRESESSPG QRSISLRYEG
RVYHYRINTA SDGKLYVSSE SRENTLAELV HHHSTVADGL ITTLHYPAP// B2
#%5:109;

SH2{1JYQ):

PWFFGKIPRA KAEEMLSKQR HDGAFLIRES ESAPGDFSLS VKFGNDVQHF
KVLRDGAGKY FLWVVKFNSL NELVDYHRST SVSRNQQIFL RDIEQ/ E5|%S :110;
AEXRFL
MQIFVKTLTGKTITLEVEPSDTIENVKAKIQDKEGIPPDQQRLIFAGKQLEDGRTLSDYNI
QKESTLHLVLRLRGG// B3 ES 6,

FAVARRARVOCUREBRAAL
QDGGWSHWSPWSSCSVTCGDGVITRIRLCNSPSPQMNGKPCEGEARETKACKKDACP//

BAES T,

ALYy TFREEALD
LHLSENLLYTFSLATLMPYTRLTQLNLDRCELTKLQVDGTLPVLGTLDLSHNQLQSLPLL
GQTLPALTVLDVSFNRLTSLPLGALRGLGELQELYLKGNELKTLPPGLLTPTPKLEKLSL
ANNNLTELPAGLLNGLENLDTLLLQENSLYTIPKGFFGSHLLPFA// #HES 8 BV

EUwany FE—ZFAASL Y (LTOBRBATHSE. HP—35HTFASY (B1 3 ; BRAIES
61) RIFHP—T7 657 FAS)

VFNANSNLSS GPLPIFPLEQ LVNKPVEELP EGVDPSRKEE HLSIEDFTQA

FGMTPAAFSA LPRWKQQNLK KEKGLF// ®HES :89; X

PEGILERET =DM Sh-FFl. HZI1F, VFNANSNLSS GPLPIFPLEQ

LVNKPVEELP EGVDPSRKEE HLSIEDFTQA FGMTPAAFSA LPRWKQQCLK KEKGLF/
RHES 90. '
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oooao
CH2-0sK1:
GGHHHHHHGGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKT

KPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISGGGGSGGGGSGVIINV
KCKISRQCLEPCKKAGMRFGKCMNGKCHCTPK// FRH&EE :80;

FnllI-OsK1:
GG}H-H-HH-II{GGGTVSDVPRDLEVVAATPTSLLISWDAPAVTVRYYRITYGETGGNSPVQEFTVPG
SKSTATISGLKPGVDYTITVYAVTGRGDSPASSKPISINYRTEGGGGSGGGGSGVIINVKCKISRQC
LEPCKKAGMRFGKCMNGKCHCTPK// EHES :81;

1PHT-OsK1:
GGHHHHHHGGGSAEGYQYRALYDYKKEREEDIDLHLGDILTVNKGSLVALGFSDGQEARPEEIG
WLNGYNETTGERGDFPGTYVEYIGRKKISPGGGGSGGGGSGVIINVKCKISRQCLEPCKKAGMRF
GKCMNGKCHCTPK// B3| #S :82;

IN7F-0OsK1:
GGHHHHHHGGGSSGAIIYTVELKRYGGPLGITISGTEEPFDPIISSLTKGGLAERTGAIHIGDRILAI
NSSSLKGKPLSEAIHLLOQMAGETVTLKIKKQTDAQSASSPGGGGSGGGGSGVIINVKCKISRQCLE
PCKKAGMRFGKCMNGKCHCTPK// SEQ ID NO:83;

1X2K-OsK1:
GGHHHHHHGGGKVFRALY TFEPRTPDELYFEEGDIIYITDMSDTNWWKGTSKGRTGLIPSNY VA
EQGGGGSGGGGSGVIINVKCKISRQCLEPCKKAGMRFGKCMNGKCHCTPK//  BeBIES :84; RS

1UEZ-OsK1:
GGHHHHHHGGGPGEVRLVSLRRAKAHEGLGFSIRGGSEHGVGIYVSLVEPGSLAEKEGL
RVGDQILRVNDKSLARVTHAEAVKALKGSKKLVLSVYSAGRIPGGGGSGGGGSGVIINV
KCKISRQCLEPCKKAGMRFGKCMNGKCHCTPK// E2H|&= :85.

gooooaad

o0 ooo0O’ booooooooobobobooooooooobbbOooooooooobooboao
gooooooooboogoooboogoboboboooboboooobbooobobooooobno
goooboooooobooooboooobobboooobbooooobobooooboooooan
ugogoboboooooboooooboocoooobooogado
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Ooo0on
M-Gz-Hﬁ-Gj-l0[th3-(G4S)z-OSKI (—F 1 UV EEICTEAGEATE)
catatggpotpp ccacaccaacctett

tgctgatctcttgggacgcacctgcaggacag;ccgctattatcgzattacggatggagaaaccgg;ggcaacag;ccagt_acaagaamac

catgectggticcaaaagtacepeaacaatttcaggcctcaaaccagptptigattatacgattacagtitatpcgpttaceggtegtpocgatt
cacccgeatcaagtaaaccaattictattaactatcgtacagasggegpgpgagatagcogeggaggagoatceggagteattatcaatgtt
aaatgtaaaatcagecgteagtgtttagaaccatgtaaaaaagccgpaatgegetitpgaaaatgtatgastaetaaatpteattgcaccecga
aataatgaattc// FRIIFS :62;

M-G2-Hg-G3-PDZ(INTF)-(G4S)2-0sK1 (2—F ¢ w5 ERIZ TR EhTING)
catatggptppoicatcatcateatcatcatgptggtoaticcagepptocaattatetatacgptapgaactiaaacgttacgptpptectetgpat

attacaatcagcegpcacapaagaaccctitpaiccaattattatticatcgettactaaapgtegictigetgaacgcacagecgecattcatatt

ggapgatcptattttagctatcaacteatcatcattaaaapggeaaaccpttatcagaapctattcacttattacaaatggcgopepaaacagttac

ccttaaaatcaaaaaacaaaccgacecacaatet

tgtcaaatptaaaatitctcptcagtotttgpaacectgiaaaaaagecggtatpegctitpgaanatgtatpaacggaaaatptecactptacee

caaaataatgaattc// EEHHES 63;
M-G:-Hs-G3-PDZ{(IUEZ)-(G48)2-0sK1 (I—F 1« A HBEBIZTENF ENTINS)

gittctcaatteptpgepocagegaacat, tepaatttatgtatcctiaptagaacctpota ccgaaaaapaappcctoc

geepatcaaalcttacgegtcaacgatasatetttageccpepttactcatgecgaagecgttaaagepitpaaagptapcasaaaattapttc

#HE 64;
M-G;:-Hs-G3-PDZ(1WFV)-(G48)2-0OsK1 (3 —F 1 BRI TEAR ERTING)
catatnﬂ,elfzgtcatcatcatcatcatcatgEtEgtﬁmcctcaazacttcgattactttactgttgatatugaaaaaaetgcaaaaggttttggt_t

tctetatteptpoepoteptpaatataaaatgpacttatatgtottacecttagetpaagacggaccegeaattegtaacggacgtatpeptatt
ggcgatcaaattattpaaattaatpgegaatcaactcgtgatatpacecatpeacgtpcpattpaacttatiaaatetgpappacgteptpotac

gettactctiaaaacetpotacaggicagy

taggcgcaatgcttagaaccttgtaaaaaagctggaatgggcmggaaaatgcatgaacagEaaétEtcactgcacacctaaataatgaatt
o/l EIES :65;
M-G2-He-G3-SH2(1AB2)~-(G48);-0sK1 (I —F 1 B IZ FRMTShTINSG)

catatepptestecatcatcatcatcatcatg ptpgtegtaatictiiapaaaaacaticatpptatcatggtcctgtatcacgtaacgcagecgaa

tatctctiatetictgocattaacgpta apticcpcgaatccgaatcttetectpeccaacgcapiatcagicicegttatgaagpte
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Statcattatcpcatcaataccpettcagatggtaaattatateotttcetcgpanaptcotttcaataccettpeopaacte gticatcatcaticta

ctgtegcapatpptcteattacaace cacccpecpgotgotopctet

peatccgptoftattatiaat

ttaaat

aaaattagtcpecaatptettgaaccttptaaaanapctgecatocgettigotanatptatpaacggaaaatsicattptaceccgaaataa
tgaattc// FEHFES :66;
M-G2-H;-G3-SH2(1JYQ)-(G48)2-OsK1 (O0—F ¢ Y 4EHI- @M Eh TN D)
catatggpteoteatcatcatcatcateatpptoptpetcetigetttittpptanaatcecacgtgcgagagctpaasaaatectctcanaaca

acgtcatgacggggcattcttaattcg!gaaag’ggaatctgctccagg;gattttagmaag’gggaaatttgglaatgatggccaacattttaaagg

ccttcgteatpptocpgotaaatattitttatggptagicaaattcaatagicttaacgaacttptegattatcateottccaceaptettagceota

BF&ES 67;

M-G;-H-G3-SH3(1PHT)~(G8)2-0sK1 (I—7F ¢ S4B FHA T SR TLB)

catatgpptoptcatcatcatcatcatcatpgtoptggitcagcagaappttatcaatatcgtgcattatatgattatanaaaagaacgtpaapga

agatatcgacttacatctgggagacattitaactgttaataaaggaapcttapgicgctttagpatitagtpatgpocaapaggcacgecetpgaa

agaatatatcgpicgtaaaaaaatta

agcaggeatpcpctttgpaaaatptatpaacgptaaatoccattocaceccaaaataatgaatte//  BeFES :68;
M-G2-Hg-G3-SH3(1WAT)-(G48)2-0sK1 (0 —F 4 L HERIZTERLEMtESh T D)
catatgggtogtcatcatcatcatcatcatgpteptpptccapaapaacaaggtoatatigtagttgetitatatccttatgatgptaticatccag
acpatttaagttitaaanaagoteaaaaaatgaaaptottagaagaacatgeagaatgptggaapgpcaaaaagtitatiaacgaaaaaapaa
pgettitattccgictaattatgtpecaaaattaaatacagg
gtaaaattagtcatcaatgtitggaacegtotanaaaapcapptatpepctttgptaaatptatpaatggtanatgtcatigcactccaaaataat
gaattc/ ECHIH/E :69;

M-G2-Hg-G3-SH3(1X2K)-(G4S)z-OsKl (3—F ¢ U FHRBIZTRAT SR TN S)
catatggetgptcatcatcatcatcatcatgptogtgotaaaptititcgcgeactttatacctttgaaccecgtaccccagatpaattatattttea

agaagpcgacattatitatattacpgacatgtcapatactaatt, aaapgaacaagcaaapgccptactggactgatcccaagtaatia
cgtagcapgaacaaggageaggtogetcaggaggapptogatcegptataattatcaatgtaaaatgtaaaatetctepteaatgectggaac
cctptanaaaagetpptatpepctitpptanatptatpaatoptaaatgteattgcaceectanataatgaatte/  BHES :70;
M-Gz-Hg-G3-10"Fn3-(G4S)-ShK (2—F ¢ > J = THRAT TR TLNS)
catatpggtagtcatcateatcatcatcatggtpptpptacegtaagepataticccegtgacctggaaptggttgcagepaccectaccicat
tattaatcapttggpatpcacctgcagttacapitcgptatiatcgtatiacgtatgpapgapacaggeggcaacteaccagticaagaatttace

gtcceggpetctaaatcaacagcaacaatttcagpcttaaaaccaggaptapgattacacaattacagtatac geagtaacaggtcgcpoepa

ctecccagetagetcaaaacctatctetattaatiaicgcaccgaa cgea CcC atcctgeatcgatacaateect

10

20

30

40



(75) JP 2010-527607 A 2010.8.19

aaggcccgctgtactgcctttcaatﬁcaaacactcaatgaaataccgtctcag'tttctg‘tcgtaaaacctmﬂm:accjgnaatgaattc/f
EHEE 71,

M-G2-He-G3-PDZ(INTF)~(G4S)-ShK (0—5 ¢ » St FRARH S LTIV B)
catat

attacaatcagcggcacapaapaacccttt gatccaattattatttcatcgcttactaaagg‘ggg’gcttgctgaacgcacaggcgccattcatatt

geagatcptattitagetatcaactcatcatcatiaaaagpcaaaccgttatcapaagctattcacttattacaaategceeac gaaacagttac

ccttaaagtcaaaaaacaaaccgacy

ccctaagtcccgctgjactgcctttcaatgcaaacactcaatgaaataccg@ctcagtttctgtc Etaaaacctgtggcacctgttaatgaattcf

[ ENEF 72

M-G3-Hg-G3-PDZ(1UEZ)-(G4S)2- ShK (0 —F 1 L S 4EEIC FEAT EH T D)

catatgggtopicatcatcatcatcatcatppto

tttcaatgcaaacactcaatgaaatacegtcteagtttetptegtaaaacctgtggcacctgttaatgaatte//  EEFIBE :73;

M-G2-He-G3-PDZ(1WFV)-(G4S)z- ShK (0 —F s Vil FHELAMF S TIND)

catatggpipptcatcatcatcatcatcatgeteptootcctcaapacticpattactitactgttoatatgoaaasaapatecaanapgottitpptt

tetctattegtpocpotcotpaatataaaatpgacttatatgtpttacgettagctgangacgpaccegeaaticgtaacggacgtatgcgtott

gocpatcaaattattgaaatiaategcgaatcaactcgigatat pacceatpeacgtocpattoaacttattanatctggageaceteptotac

gcttactcitaaaacgigetacappicagpticcceptppepocgecagigptpotpotgpatcetpcatcpatacaatecetaagteccact

gtactgcctttcaatgcaaacactcaatgaaataccgteteagtitctgicgtaaaacetgtggeacctgttaatgaattc//
E&S74;
M-G;-Hg-G3-SH2(1AB2)-(G4S)- ShK (0 —F ¢ U 7B TRAF ST 3)

catatgggigptcatcaicatcatcatcatggigoipotaatictitagaaaaacaticatggtatcatggicctgtatcacgtaacgcageegaa

tatctcttatcttctgpcattaacegtaptittttagtccgegaatecpaatetictecctggccaacgeagtatcagicteepttatpaappoteptt

atcattat¢pcatcaataccgcticagatgotaaattatatgtttcctcgoaaapgtcgtitcaatacccttgcgpaactcgticatcatcattcta

cggatcct atacaatccctaa

gtcccpcetgtactgectticaatgcaaacactcaatgaaatacegteteagtttctptcptaaaacct cacctgttaatpaattc// EgH|
#1755

M-G3-Hg-G3-SH2(1JYQ)-(G4S)2- ShK (2—F 4 U JHEBICTHEMI SN TIND)

catatggg!gg’gcatcatcatcatcatcatggggg;l gatecttgstittttgptaaaatcccacgtpegaaagctgaagaaatgcetctcaaaaca

acgtcatgacggtpcaticttaattcgtgaaagtpaatctgctccaggtpatittagtttaaptattanatttpptaatpatgtccaacattitaaapt
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ccttcgtgatg;ztgcggmaaatattttttatuggtagtcaaattcaatagtcttaacgaacttgtc gattatcatcgttccaccagtettapcegta

ctgcctttcaatgcaaacactcaatgaaataccggctcagmctggcggaaaacctggggcacctg'gtaatgaattc// EBERES :76;
M-G2-Hg-G3-SH3(IPHT)~(G4S)z- ShK (02— ¢ V7 4E I FHAREA T B)
catatggptgptcatcatcatcateateatgptpptgpttcapcagaaggttatcaatate a‘tgcattatataattataéaaaagaacgtgaat:a

agatat

aataccg;ctcagtjctggcg;aaaacctggggcacctg’gtaatgaattcl/ BIHFES 77,
M-G-Hg-G3-SH3(1WA7)-(G4S)2- ShK (a—5F ¢ L FEEIZ FEAT TR TLND)
catatggetoptcatcatcatcateatcatggteogtogtcecagaagaacaagptgatatigtapitoctitatatecttatgategtattcatccag

acpatitaaptittanaaaapgtpaaanaatgaaagtettapaagaacatgpagaatgptppaagpcaaaaaptitattaacgaaaaaagaa
gefittaticcgictaattatgtggeaaaattaaatacaggaggtgoopstpataptpppeegpgagpalccigeatcgatacaatecctaag

tecepetptactgectitcaatgcaaacactcaatgaaatacegtetcagittctgtegtaaaacctgtpgcacctgitaatgaatic// EEF
FET18; RU

M-G1-Hg-G3-SH3(1X2K)-(G4S)2- ShK (O—7F + U FEBIZTRAT EhTLND)

catatgpotpptcatcatcatcatcateatggtoptaptaaaptttitcgcgeactitatacetttgaaccecgtaccccagatgaattatatittega

agaagpcgacattatttatattacppacatptcapatactaattgptpgaaaggaacaagecaaagpecgtactgpactpatcccaagtaatta

cgtagcagaacaaggapgapetpectcaggagpagotgpatectgcategatacaatecctaagteccgetgtactegcctitcaatgeaaa

cactcaatgaaataccgtctcagttictptcgtaaaacctgtggeacctgttaatgaatte//  EHIES :79.

gooodaad
goooooooooogooboooooboboooboboooobobooooboboOoo
000000000 oDOooooDoDOo® 00000000000

gooooaad

aggoano

£3. pAMG 21 MR LAF FEs| (BamHI).

gatcageagicceeggaacategtagetgacgecttegegttgeteagttgtccaaceceggaaacgggaaaaageaagttticceegetee
cggcgtiicaataactgaaaaccatactatttcacagtttaaatcacattaaacgacagtaatcceogttgatitgtgegecaacacagatetteg
tcacaattctcaagicgetgatitcaaanaactgtagtatectetgegaaacgatecctgtttgagtatigaggagpegagatgtegeagacag
aaaatgcagtgacttccicatigagtcaaaageggtitgtgegeagaggtaagectatgactgactctgagaaacaaatggecgttgitgeaa
gaaaacgtcttacacacaaagagataaaagtttitgtcaaaaatcctctgaaggatcteatggttgagtactgegagagagaggggataacac
aggctcagttcgttgagaaaatcatcaaagatgaactgeaaagactggatatactaaagtaaagactttactttgtggegtageatgetagatta
ctgatcgtttaaggaatittgtpgctgpecacgeegtaaggtgpcaaggaactggttctgatgtgpatttacaggagecagaaaagcaaaaa
ccccgataatcticticaactitigegagtacgaaaagattaccggggcccacttaaaccgtatagecaacaaticagetatgegggpagtata
gttatatgcccggaaaagttcaagacticttictgigetegetectictgegeattgtaagtgecagpatggtgtgactgatettcaccaaacgtatt
accgccaggtaaagaaccegaatceggtgtttacacceegtgaaggtecagpaacgetgaagtictgecgaaaaactgatggaaaaggeg

gtgggcttcacttccegtttigatitcgecaticatgtggegeacgeecgticgegtgatctgegicgeegtatgecaceagtgetgegtegicg
ggctattgatgegetctigeaggggetgigtitccactatgaccegetggecaaccgegtecagtgetecatcaccacgetggecattgagtg

od
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cggactggegacggagtctgetgecggaaaactctecatcaccegtgecaceegtgeectgac gticctgteagagetgpgacigattacet
accagacggaatatgacccgettategggtgetacaticegaccgatatcacgticacatetgeactgttigetgecctegat gtatcagagga
ggcagtggccgecge gegeegeageegtgtggtatgggaaaacanacaacgcaaaaageaggggetggataccotgggeatggatga
actgatagcgaaagectggcegltttgttegtgagegtittcgeagttatcagacagagettaagtece glgpaataaagegtgceegtgegeg
tegtgatgoggacagggaacgtcaggatattgtcaccetggtgaaacggeagetgacge gegaaalcgeggaagggegcttcactgeca
atcgtgaggcgptaaaac gegaagitgagegtegtgtgaaggagcgcatgattctgtcacgtaacegtaattacagecggetggecacage
ticcecectgaaagtgacetectetgaataatceggectgegeoggaggcttce geacgtetgaageccgacagegeacaaaaaatcageac
cacatacaaaaaacaacctcatcatccagcettetggtgeatceggeccceectgtittegatacaaaacacgectcacagacggggaattttg
cttatccacattaaactgeaagggacticcccataaggttacaaccgticatgtcataaagegecatecgecagegttacagggtacaatgtat
ctfttaaacacctgtttatatctectttaaactacttaattacattcatttaaaaagaaaacctattcactgectgtecttggacagacagatatgeac
cteccaccgeaageggegggecectaccggageegettitagttacaacactcagacacaaccaccagaaaaaceecggtccagegeaga
actgaaaccacaaageccctcectcataactgaaaageggeeccgeceeggiccgaagggecggaacagagtegettitaattatgaatgt
tgtaactactfcatcatcgctgtcagtcttctcgctggaagttctcagtacacgctcgtaagcggccctgac ggcecgcetaacgeggagatac
geecegacticgggtaaacectcgtegggaccactcegaccgegeacagaagetetetcatggetgaaageggptatggictggcaggec
tgeggatpgptaagatoaaatctatcaatcagtaceggettacgeegpggeticggeggtittacteetgtttcatatatgaaacaacaggteac
cgecticcatgeecgetgatgeggcatateetggtaacgatatctgaatigttatacatgtgtatatacgtgptaatgacaaaaataggacaagtt
aaaaatttacaggcgatgcaatgaticaaacacgtaatcaatatcggpgptggocgaagaactccageatgagatcecegegetggaggat
catccageeggegtceccggaaaacgattcegaageccaacctttcatagaaggeggeggtagaalcgaaatetegtgatggeaggttgeg
cgtegettggtegateatttecgaaccecagagtcecgetcagaagaacteptcaagaaggegatagaaggegatgegetgegaatcpgga
geggegataccgtaaageacgaggaageggtcageccattcgeogecaagetcticageaatatcacgggtagecaacgetatgtectgat
ageggiccgecacacccageeggecacagicgatgaateccagaaaageggcecattticcaccatgatatteggcaageagpeategecat
gaptcacgacgagatectegeegteggpeatgegegectigagectggegaacagtteggetggegegageecctgatgetettegteca
gatcatcctgategacaagaccggettecatcegagtacgtgetcgetegatgegatgtttcgettgotpotegaatgppcagatageeggat
caagcgtatgcagecgecgeattgeatcagecatgatggatactiteteggeaggageaaggtgagatgacaggagateetgecccggea
cttcgeccaatageagecagteecticecgettcagtgacaacgicgageacagotgegeaaggaacgeccgtegtggecagecacgata
geegegetgectegtectgcaaticattcaggacaccggacaggtcggtetigacaaaaagaacegggegeccetgegetgacageecgga
acacggcggcatcagageagecgattgtetgitgtpeccagtcatagecgaatagectetecacccaageggeeggagaacetgegtgea
atccatcttgttcaatcatgegaaacgatecteatectgtetcttgatetgatettigatecectgegecateagatecttggeggcaagaaageca
tccagtttactttgecagggetteccaacctiaccagagpggegecccagetggcaaticeggticpettpetgiccataaaaccgeccagtictag
ctatcgccatgtaageccactgeaagetacctgetttctettigegettgegttticeettgtccagatageccagtagetgacattcatcegppg
tcagcaccgtitctgepgactggetitctacgtgticegettcetttagecagecctigegecotgagtgettgegpcagegtgaagetacatata
tgtgatcogggcaaategetgaatattectttigictccgaccatcaggeacctgaptegetgtettittcgtgacaticagttcgetgegeteac
gectetggeagtgaatgpggptaaatgpcactacaggegectittatggaticatgcaaggaaactacccataatacaagaaaagecegtea
cgggctictcagggegttttatggegggtetgotatgtegtpctatctgactttitgetgitcageagticctgecctetgattitceagletgacea
cttcggattatccegtgacaggtcattcagactggetaatgeacceagtaaggeageggtatcatcaacaggettaceegtcttactgicgaa
pacpgtgcgtaacgtalgeatggictececatgegagagtagggaactgecaggcatcaaataaaacgaaagpetcagicgaaagactggy
ccittegtittatetgttgtttgteggtgaacgetetcctgagtaggacaaatcegecgggagcggatttgaacgttgegaageaacgpecegg
agggtggeggecaggacgeccgecataaactgccaggeatcaaattaageagaagpecateetgacggatggecttitigeptttctacaa
actetittgtttattitictaaatacattcaaatatggacgtcgtacitaacttitaaagtatgggcaatcaattgetectgttaaaattgctitagaaata
ctttggecageggltigttgtattgagtticatitpcgcattggttaaatggaaagtgaccgtgegcettactacagectaatattttigaaatatceca
agagctttttccticgeatgeecacgetaaacattetttttetetttigattaaategttgtitpatttattatttpctatatttattiticgataattatcaact
agapaaggaacaattaatpgtatgticatacacgceatptaanaataaactatctatatagttgtcttictctgaatgtgcaaaactaageaticcg
aagccattattagcagtatgaatagggaaactaaacccagtgataagaccigatgatticgcetictttaattacatttggagatttittatttacage
aftgttttcaaatatattccaattaatcggtgaatgattggagtiagaataatctactataggatcatattttattaaattagegteatcataatattgee
tccatttittagggtaattatccagaattgaaatatcagatitaaccatagaatpaggataaatgatcgegagtaaataatattcacaatgtaccatt
ttagtcatatcagataagcattgattaatatcattatigettctacaggettiaattttatiaattatictgtaagtgtcgteggeatitatgtctttcatac
ccatctetttatcettacctattgtttptcgeaagttttpegtgttatatatcattaaaacggtaatagattgacattigatictaataaattggatttitgt
cacactattatatcgetigaaatacaatigtitaacataagtacctgtaggatcgtacaggtitacgcaagaaaatgptitpttatagtcgattaate
gatttgattctagattigtittaactaattaaaggaggaataacatatggttaacgegtiggaattcgagetcactagtgtcgacctgeagggtac
catggaagcttactcgaagatccgeggaaagaagaagaagaagaagaaageccgaaaggaagetgagtiggetgetgecacegetgag

caataactagcataaccccttggggcctctaaac gegtettgaggggtittttgetgaaaggaggaacegetcticacgeteticacgeggata
aataagtaacgatccggtccagtaatgacctcagaactccatctggatttgrtcagaac getcggttgecgecgggcgtttittattggteagaa
tcgcagcaacttgtcgcgccaatcgagccatgtcgtcgtcaacgacccccca’_ttcaagaacagcaagcagcattgagaactttg gaatcca
gtceetettecacctgetgaceg//  EF)IES 57 '
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F4. pET30MORY LAF LERT|

atccggatatagttcctcctttcagcaaaaaacccctcaagacccgtttagaggccccaaggggttatgctagttatt getcagegptgpcag
cagecaactcageticctticgggcettigitageageeggatetcagtggtgpteptagtggtgetegagtpegpecgeaagettgtegacg
gageicgaaticggatcegatatcagecatggectigtegtegtegteggtacecagatetgggctgtecatgtget gecpttcgaatttagea
geageggtitctitcataccagaaccgegtggcaccagaccagaagaatgatgatgatgatggtgcatatgtatatctecttettaaagttaaac
aaaattattictagagggpaattpttatccgetcacaattceectatagtgagtegtattaatttcge gegatcgagatcgatctegatectetacg
ccggacgceategiggeeggeatcaccggegecacaggtgepgttgetggegectatategeegacatcaccgatggggaagatcgggct

cgecacttegggceteatgagegetigtttcggegteggtatgptpgcaggeccegtggeeggpggactgttgpecgecatetecitgeatg
caccattccttgeggeggeggtgetcaacggectcaacctactactgggetgeticetaatgcaggagtegeataagggagagegtegaga

tcccggacaccatcgaatggegeaaaaccittcgeggtatggeatgatagegeceggaagagagteaaticagpgigptpaatgtgaaace
agtaacgttatacgatgtcgcagagtatgeeggtgtctcttatcagacegtttccegegtggtgaaccaggecagecacgtttctgegaaaac

gegggaaaaagtggaapcggcgatggeggagetgaattacaticccaaccgegtggeacaacaactggeggpeaaacagtegttgctga
ttggegttgecacciccagtctggeectgeacgegeegicgeaaattgicgeggegattaaatcicgegeegatcaactgggtgccagegty
gtgptgtcgatggtagaacgaagegpcgtcgaagectglaaageggegptgeacaatettctegegeaacgegtcagtgggctpateatta
actatccgetggatgaccaggatgecattgetgtggaapctgectgeactaatgitcegpepttatttctigatptetetgaccagacacceate
aacagtatiattttctcccatgaagacgptacgegactgggegtggageatetgglegeatigggteaccageaaategegetgttagepgg

cccattaagttctgicteppegegtetgegictggotggetgpeataaatateteactegoaatcaaattcageegatagecggaacgggaagg
cgactggaptgccatgtceggttitcaacaaaccatgcaaatgetgaatgagpecategttcccactgegatgeiggttgecaacgateagat
ggegctgggcgeaatgegegecattaccgagteegggctgegegttggtgepgpacatcteggtagtggoatacgacgataccgaagaca
getcatgttatatcccgecgttaaccaccatcaaacaggafttitcgectgetgesocaaaccagegtggacegetigetgeaactctetcagg

gecaggegptgaaggpcaatcagetgttgeccgtctcactggtganaagaaaaaccacectggegeccaatacgeaaacegectetecce
gegegltggecgaticattaatgcagetggeacgacaggtttccegactggaaagegggcagtpagegecaacgcaattaatgtaagttaget
cactcattaggeaccgggatctcgaccgatgecctigagagecticaacccagteagetecitcegptgppepcgggpceatgactategte

gcegeacttatgactgtctictitatcatgeaactegtaggacaggtgeccggeagepctctgggteattitcggegaggaccgetttegetgga
gegegacgatgatcgpectgicgetigeggtatteggaatetigeacgeectegeteaagecticgteactggtecegecaccaaacgitteg
gegagaageaggecattatcgecggeatggeggeeccacgggtgegeatgategtgetectgtegtipaggacecgpctaggetggepgg
getigecttactggttagcagaatgaatcacegatacgegagegaacgtgaagegactgetgetgeaaaacgtctgegacctgageaacaa
catgaatggicttcggtttccgtgtttcptaaagtctggaaacgeggaagtcagegecctgeaccattatgticcggatetgeategeaggatg
ctgetggetaccetgtggaacacctacatetgtattaacgaagegetggeattgacectgagtgattitictetggtecegeegeatecataceg
ccagttgtttaccctcacaacgticcagtaaccgggeatgticatcatcagtaaceegtatcgtgageatectetetegtitcateggtateattac
ccccatgaacagaaatcceccttacacggaggcatcagtgaccaaacaggaaaaaaccgeccttaacatggeccgcetttatcagaageca

gacattaacgetictggagaaacticaacgapetggacgeggatgaacaggeagacatctgtgaategeticacgaccacgetgatgapcttt
accgcagetgectegegegtticggtgatgacggtpaaaaccictgacacatgeagetcceggapgacggteacagettgtcigtaagegga
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tgccgggagcagacaagcccgtcagggcgcgtcagcgggtgttggcgggtgtcggggcgcagccatgacccagtcacgtagcgatagc
ggagtgtatactggettaactatgeggeatcagageagatt gtactgagagtgcaccatatatgcggtgtgaaataccgeacagatgegtaa
ggagaaaataccge atcaggcgctcttccgcttcctcgctcactgactcgctgcgctcg gtegttcgpetgegocgageggtatcageteac
tcaaaggcggtaatacggttatccacagaatcaggggataacgcaggaaagaacatgtgagcaaaaggccagcaaaaggccaggaacc
gtaaaaaggccgeptigetgec gttiticcataggcetecgeccecctgacgageatcacaaaaategac getcaagtcagaggtpgegaaa
cccgacaggactataaagataccaggcgtttccccctggaagctccctcgtgcgctctcctgttccgaccctgccgcttaccggatacctgtc
cgectttcteccttcgggaagegtpec gettictcatagetcacgetgtaggtatetcagttcggtgtaggtegticgetccaagetgpgctgte
tgcacgaaccceecgticageecgacegetgegecttatee ggtaactatcgictigagtccaacceggtaagacacgacttatcgecactg
gcageagecactggtaacaggattagcagagegaggptatptaggcggtgctacagagttcttgaagtggtggectaactacggetacacta
gaaggacagiatiiggtatcigegetetgetgaagecagttacettcggaaaaagagttggtagetettgatceggeaaacaaaccacegetg
gtagcgptpptitttttptitecaapcageagattacgegea gaaaaaaaggatctcaagaagatcctitgatetitictacggpatetpacget
cagtggaacgaaaactcacgttaagggattttggtcatgaacaataaaactgtctgcttacataaacagtaatacaaggggtgttatgagccat
attcaacgggaaacgtcttgelctaggecgegattaaattccaacatggatgetgatttatatgggtataaatgggctege gataatgtcgepc
aatcaggtgcgacaatctatcgattgtatgggaagcccgatgcgccagagttgtttctgaaacatggcaaaggtagcgttgccaatgatgtta
cagatgagatggtcagactaaactggetgacggaatitatgectettccgaccatcaagceattttatcegtactectgatgatgcatggttactca
ccactgegatccceggpgaaaacagceattccaggtattagaapaatatectgattcaggtpaaaatattgttgatgegetggcagtgttectgeg
ccggttgeattegattectgtttgtaatigtecttttaacagegategegtatticgtctegetcaggegeaatcacgaatgaataacggtitggtt
gatgcgagtgattttgatgacgagegtaatggctggectgttgaacaagtetggaaagaaatgeataaacttttgecattctcaccggattcagt
cgtcactcatggtgatttcicacttgataaccitattitigacgagggpaaattaataggttptattgatpttpgacgagtcggaatcgeagaceg
ataccaggatettgecatcetatggaactgecteggtgagttitetecttcattacagaaacggetitttcaaaaatatggtattgataatcctgata
tgaataaattgcagittcatitgatgctcgatgagtttttctaagaattaaticatgageggatacatatttgaatgtatttagaaaaataaacaaata
ggggttcegegeacatitcceccgaaaagtgecacctgaaattgtaaacgttaataittigitaaaaticgegttaaattittgttaaatcapcteatit
titaaccaataggccgaaatcggcaaaatcecttataaatcaaaagaatagaccgagatagggttpagtottpttccagtitggaacaagagic
cactattaaagaacgtggactccaacgtcaaaggpcgaaaaaccgictatcagggegatggeccactacgtgaaccatcaceetaatcaag
tittttggpptcgaggteccgtaaageactaaatcggaaccetaaagggageccecgatttagapettgacgggganagecggcgaacgtg
gcpagaaaggaagggaapaaagegaaaggageggecgctagepegetggeaagtgtageggteacgetgegegtaaccaccacace
cgeegegettaatgegecgetacagggegegteccaticgeca// BHHS (58
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F4A. MKBH—G2—~SH3—-G5—2XD7I/BES (TMP22—7Q)
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SGGGGGGGGQGCSSGGPTLREWQQCRRMQHSGG/ EH| &S (87

O

B B i I

Ooooooooogoggoooao
OO0 o0 ooooooggoooao
OocooooooogogQgoooao
OO0 Oo0oooooggoooao
Oooooooogoooao
OO0 ooDoogogooooogod
oo oooooogogooo
OO0 ooooogogoao
oo oooooogogooo
OO0 ooooogogoo
oo oooooogogooo
OO0 oooooogogoo
oo oooooogoogooo
Oo0oooodgogoao
Ooooooogogooao
Oooooodgogooao
O o0Ooo0ooao
Oooooodgogooao
OoooooogoOooao
Oooooogogooao
OoooooogoOooao
Oooooogogooao
Ooooooodgogooao
Oooooodgogooao
OO0 o0o0ooodogoao
Oooooogogooao
OO0 oooodogoao
Ooooooogogooao
OO0 oooodogoao
Oo0ooooQgooao
Oo0oooodogoao
Oooooogogooao
OOo0oooodgogooao
OoooooQgogooao
Oo0oooodogoao
Oo0ooooQgogooao
Oo0oooodgogooao
Ooooooodgogooao

O

R4C. MKBH—G2—Fn3—G5—2XDOFI/BEH (TMP22—7Q)
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. BREShK (EEICE. [desArgl] ShK) MERUOSK 17E
EEYOERFEE LA, T4+ —) Ay FARRIN - 5 Ek
L. T+ $RBXEE S /0 BOBREMENLALORERERTHBILVIVE
3L, T++4) [HBBRABES /0 BORUNERE R RERLVI R
#RL. T+++] (HERZRES 2 B0 LAILOHEETRTIELV
Y REERY, ®RPOD D) yELTH#Z2iTI-] EWSEIL. HESh-EE8EL
DELSTAICETLRAY FERT, EOhDEFTIK. 220130 K

(—AIFEERTHLHEFESN, AKX K YNSHEY NHIELE,
ISR L TIE., ERARE 2 N0 EOTATT7—EEMES ) v ELTN
OIS VEHBETH S,

pAMG21 pET30
M-Gy-Hg-G3-10"Fn3-(G4S),-OsK1 i NA
M-Gz-H-G3-PDZ(IN7F)-(G,S),-OsK 1 + NA
M-Gy-Hy-Gy-PDZ(1UEZ)-(G4S),-OsK 1 T NA
M-G;-Hg-G3-PDZ(1 WFV)-(G4S);-OsK | + NA
M-G3-Hg-G3-SH2(1 AB2)-(G4S),-OsK 1 ++ NA
M-Gy-H-G3-SH2(1TYQ)-(G4S),-OsK 1 +/- NA

M-G,-Hs-G3-SH3(1PHT)-(G4S);-0sK ] + NA
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M-G,-He-G3-SH3(1 WA 7)(G,S),-OsK 1°
M-G,-Hs-G3-SH3(1X2K)~(G4S),-OsK 1
M-G,-Hs-G;-CH2-(G48),-0sK 1
M-Gy-Hg-G;-10"Fn3-(G,S),-ShK
M-G-Hs-G3-PDZ(1N7F)-(G,S)2-ShK
M-Gy-Hy-G3-PDZ(1UEZ)-(GsS),- ShK
M-Gy-Hg-G3-PDZ(1WFV)-(G4S),- ShK
M-Gy-Hg-G3-SH2(1AB2)-(G4S),- ShK
M-Gy-H-Gs3-SH2(1TYQ)-(G4S),- ShK
M-G,-Hg-G3-SH3(1PHT)-(G,S)- ShK

M-G,-Hs-Gs-SH3(1WA7)-(G4S)s- ShK

M-G,-Hs-Gs-SH3(1X2K)-(GsS),- ShK
M-G,-Hs-G3-CH2-(G4S),-ShK
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International application No.

INTERNATIONAL SEARCH REPORT PCT/US2008/ 006593

BoxNo.1  Nucleotide andfor amino acid sequence(s) (Continuation of item 1.b of the first sﬁeet)

1. With regard to any nucleotide and/r amino acid sequence disclozed In the Intemational pplication and necessary to the clalmed
Invention, the international search was carred cut on the basis of:

B.  type of matesdal

E a sequshica listing
D tabla{s) related to the saguence ¥sting

B format of matenal

E on paper

in algetronic farm

€. tima of flling/furnishing
E contelned In the intarnatlonal application as fled
" fled wgether with the International applicatlon In electonic torm
D turnished subsacquantly to this Authority for the purpose of search
2. D In addition, in the case that more than one verslon or ¢opy of a saquence listing andfor table relating thereto has been filed

or furnished, the required statements that the information In the subsecuant or additional coplea s Identical to that in the
appilcation as fited or does not go beyond tha application as filed, as appropriate, were furnishsd.

3. AddRlenal commants:

Form PCT/ISA/210 (E:onmuatlon of first shest (1)) (Aprl 2005)
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Box Ne. Wl Observations where unity of invention is lacking {Confinuation of Item 3 of first shaet)

This Intarnational Searching Authority found multiple inventions In this Intemational application, as follows:

see additional sheet

1. D As all required addilonal search fees ware timely paid by the epplicant, thia Intemational search report covars allsearchable
claims.

2. D As ail seal.rchable claims could ba searched without effort |usitying an additional fees, this Authorlty did not invite payment of
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a. D As only some of the required addlﬁnﬁal search fees were timely pald by the applicant, this international search reportzovers
only thosa claims for which fees were paid, spedifically elaims Nos.:

d. [X——I No requirec additional search feas wara timely paid by the applicant. Gonseguently, fhls intsmational search teport is
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see additional sheet
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Intemmational Application No. PCT/US2008 /006593

FURTHER INFORMATION CONTINUED FROM  PCTASA/ 321(

This International Searching Authority feund muttiple (groups of)
Inventions in this international application, as follows:

1. claims: 1-20(part)

The subject-matter of claims 1-20{part) relates to a
recombinant fusion protein comprising a 10th fibronectin III
domain as pharmacologically inactive protein domain of human
origin and a pharmacolagically active protein from 5 to 80
amine acid residues, a pharmaceutical composition comprising
said fusion protein, the nucleic acid encoding said fusion
protein an expression vector comprising said nucleic acid, a
recombinant host cell comprising sald expression vector, and
a method of producing said fusion protein,

2. claims: 1-20(part)

The subject-matter of claims 1-20(part) relates to a
recombinant fusion protein comprising a SH3 domain as
pharmacologically inactive protein domain of human origin
and a pharmacologically active protein from 5 to 80 amino
acid residues, a pharmaceutical composition comprising said
fusfon protein, the nucieic acid encoding said fusion
pratein an expression vector comprising said nucleic acid, a
recombinant host cell comprising said expression vector, and
a method of producing said fusion protein. -

3. claims: 1—20(parf)

The subject-matter of claims 1-20(part) relates to a
recombinant fusion protein comprising a SH2 domain as
pharmacologically inactive protein domain of human origin
and a pharmacolegically active protein from 5 to 80 amino
acid residues, a pharmaceutical composition comprising said
fusion protein, the nucleic acid enceding said fusion
protein an expression vector comprising said nucleic acid, a
recombinant host cell comprising said expression vector, and
a -method of producing said fusion protein.

4. claims: 1-20{part)

The subject-matter of ¢laims 1-20(part) relates to a
recombinant fusion protein comprising a CHZ domain of IgGl
as pharmacologically inactive protein domain of human origin
and a pharmacologically active protein from 5 to 80 amino
acid residues, a pharmaceutical composition comprising said
fusion protein, the nucleic acid encoding said fusion
protein an expression vector comprising said nucleic acid, a
recombinant host cell comprising said expression vector, and
a method of producing said fusion protein.
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FURTHER INFORMATION CONTINUED FROM  PCTASA/ 210

5. claims: 1-20(part)

The subject-matter of claims 1-20(part) relates to a
recombinant fusion proteln comprising a PDZ domain as
pharmacologically inactive protein domain of human origin
and a pharmacolegically active protein from 5 to 80 amino
acid residues, a pharmaceutical composition comprising said
fusion protein, the nucleic acid encoding said fusion
protein an expression vector comprising said nucleic acid, a
recombinant host cell comprising said expression vector, and
a method of producing said fusion protein.

6. claims: 1-20{part}

The subject-matter of claims 1-20{part) relates to a
recombinant fusion protein comprising a thrombospondin
repeat domain as pharmacologically jnactive protein domain
of human origin and a pharmacologically active protein from
b to 80 amino acid residues, a pharmaceutical composition
comprising said fusion protein, the nucleic acid encoding
said fusion proteln an expression vector comprising said
nucteic acid, a recombinant host cell comprising said
expressfon vector, and a method of producing said fusion
pratein.

7. claims: 1-20{part)

The subject-matter of claims 1-20(part) relates to a
recombinant fusion protein-comprising a ubiquitin domain as
pharmacolagically 1nactive protein domain of human origin
and a pharmacologically active protein from 5 to 80 amino
acid residues, a pharmaceutical composition comprising said
fusion protein, the nucleic acid encoding said fusion
‘protein an expression vector comprising said nucleic acid, a
recombinant host cell comprising said expression vector, and
a method of preducing said fusion protein.

8. claims: 1-20(part)

The subject-matter of claims 1-20{part) relates to a
recombinant fusion protein comprising a leucine-rich repeat
domain as pharmacologically inactive protein domain of human
origin and a pharmacologically active protein from & to 80
amino acid residues, a pharmaceutical composition comprising
sald fusion protein, the nucleic acid encoding said fusion
protein an expression vector comprising said nucleic acid, a
recombinant host cell comprising said expression vecter, and
a method of producing said fusion protein.

9. claims: 1-20(part)
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Intemational Application No. PCT/US2008 /006593

FURTHER INFORMATION CONTINUED FROM  PCTASA/ 210

The subject-matter of claims 1-20{part) relates to a
recombinant fusion protein comprising a vi111in headpiece
HP35 domain as pharmacologically inactive protein domain of
human origin and a pharmacologically active protein from 5
to 80 amino acid residues, a pharmaceutical composition
comprising said fusion protein, the nucleic acid encoding
sald fusion proteln an expression vector comprising said
nuclefc acid, a recombinant host cell comprising said
expression vector, and a method of producing said fusion
protein.

10. claims: 1-20(part)

The subject-matter of claims 1-20{part) relates to a
recombinant fusion protein comprising a villin headpiece
HP76 domain as pharmacelogically inactive protein domain of
human origin and a pharmacologically active protein from 5
to 80 amino acid residues, a pharmaceutical composition
comprising said fusion protein, the nucleic acid encoding
said fusion protein an expression vector comprising said
nucleic acid, a recombinant host cell comprising said
exprassion vector, and a method of producing said fusion
protein.

11. claims: 1-20(part)

The subject-matter of claims 1-20(part) relates to a
recombinant fusion protein comprising a pharmacolegically
inactive protein domain of human origin of 3 kbPa to 20 kDa
forming protein aggregates of less then 10 percent of total
mass of proteln when suspended without other proteins in a
pharmaceutically acceptable formulation buffer of interest
and a toxin peptide as pharmacologically active protein from
5 to 80 amino acid residues, a pharmaceutical composition
comprising said fusion protein, the nucleic acid encoding
said fusion protein an expraession vector comprising said
nucleic acid, a recombinant host cell comprising said
axpression vector, and a method of producing sald fusion
protein.

12. claims: 1-20(part)
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International Application No. PCT/US2008 /006523

FURTHER INFORMATION CONTINUED FROM  PCTASA/ 210

The subject-matter of claims 1-20(part) relates to a
recombinant fusion pretein comprising a pharmacologically
inactive protein domain of human origin of 3 kDa to 20 kba
forming protein aggregates of less then 10 percent of total
mass of protein when suspended without other proteins in a
pharmaceutically acceptable formulation buffer of interest
and a CGRP peptide antagonist as pharmacologically active
protein from 5 to 80 amino acid residues, a pharmaceutical
composition comprising said fusion protein, the nucleic acid
encoding sald fusion protein an expression vector comprising
said nucleic acid, a recombinant host cell comprising said
expression vector, and a method of producing said fusion
protein.

13, claims: 1-20(part)

The subject-matter of claims 1-20(part) relates to a
recombinant fusion protein comprising a pharmacologically
inactive protein domain of human origin of 3 kDa to 20 kDa
forming protein aggregates of less then 10 percent of total
mass of protein when suspended without other proteins in a
pharmaceutically acceptable formulation buffer of interest
and a bradykinin Bl receptor peptide antagonist as
pharmacologically active protein from 5 to 80 amino acid
residues, a pharmaceutical composition comprising said
fusion protein, the nucleic acid encoding said fusion
protein an expression vector comprising said nucleic acid, a
recombinant host cell comprising said expression vector, and
a method of producing said fusion protein.

14, claims: 1-20(part)

The subject-matter of claims 1-20(part) relates to a
recombinant fusion proteln comprising a pharmacologically

- Inactive protein domain of ‘human origin of 3 kDa to 20 kDa
forming protein aggregates of less then 10 percent of total
mass of protein when suspended without other proteins in a
pharmaceutically acceptable formulation buffer of interest
and a PTH agonist peptide as pharmacologically aciive
protein from 5 to 80 amino acid residues, a pharmaceutical
composition camprising said fusion protein, the nucleic acid
encoding sald fusien protein an expression vector comprising
said nucleic acid, a recombinant host celT comprising said
expression vector, and a method of producing said fusion
protein.

15. claims: 1-20(part)
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FURTHER INFORMATION CONTINUED FROM  PCTASA/ 210

The subject-matter of c¢laims 1-20{part) relates to a
recombinant fusion protein comprising a pharmacologically
inactive protein domain of human origin of 3 kDa to 20 kDa
forming protein aggregates of less then 10 percent of total
mass of protein when suspended without other proteins in a
pharmaceutically acceptable formulation buffer of interest
and a PTH antagonist peptide as pharmacoiogically active
pretein from 5 to 80 amino acid residues, a pharmaceutical
composition comprising said fusion protein, the nucleic acid
encoding said fusion protein an expression vector comprising
said nucleic acid, a recombinant host cell comprising said
expression vector, and a method of producing said fusion
protein.

16. claims: 1-20(part)

The subject-matter of claims 1-20(part) relates to a
recombinant fusion protein comprising a pharmacoiogically
inactive protein domain of human origin of 3 kDa to 20 kDa
forming protein aggregates of less then 10 percent of total
mass of protein when suspended without other proteins in a
pharmaceuticaliy acceptabie formulation buffer of interest
and a ang-2 binding peptide as pharmacologically active
protein from § to 80 amino acld residues, a pharmaceutical
composition comprising said fusion protein, the nucleic acid
encoding said fusion protein an expression vector comprising
said nucleic acid, a recombinant host cell comprising said
expression vector, and a method of producing said fusion
protein.

17. claims: 1-20(part)

The subject-matter of claims 1-20(part) relates to a
recombinant fusion protein comprising a pharmacologically
inactive protein domain of human origin of 3 kDa to 20 kDa
forming protein aggregates of less then 10 percent of tetal
mass of ‘protein when suspended without other proteins in a
pharmaceutically acceptable formulation buffer of interest
and a myostatin binding peptide as pharmacologically active
protein from 5 to 80 amino acid residues, a pharmaceutical
composition comprising said fusion protein, the nuclieic acid
encoding said fusion protein an expression vector comprising
$aid nucleic acid, a recombinant host cell comprising safd

expression vector, and a method of producing said fusion
protein.

18. claims: 1-20(part)
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FURTHER INFORMATION CONTINUED FROM PCTASA/ 21D

The subject-matter of claims 1-20(part) relates to a
recombinant fusion protein comprising a pharmacologically
inactive protein domain of human origin of 3 kDa to 20 kDa
forming protein aggregates of less then 10 percent of total
mass of protein when suspended without ofher proteins in a
pharmaceutically acceptable formulation buffer of interest
and an EPO-mimetic peptide as pharmacologically active
protein from 5 to 80 amino acid residues, a pharmaceutical
composition comprising said fusion protein, the nucleic acid
encoding said fusion protein an expression vector comprising
said nucleic acid, a recombinant host cell comprising said
expression vector, and a method of producing said fusion
protein.

19. claims: 1-20(part)

The subject-matter of claims 1-20{part) relates to a
recombinant fusion protein comprising a pharmacologically
inactive protein domain of human origin of 3 kDa to 20 kDa
forming protefn aggregates of less then 10 percent of total
mass of protein when suspended without other proteins in a
pharmaceutically acceptable formulaticn buffer of interest
and a TPO-mimetic peptide as pharmacoiogically active
protein from 5 to 80 amino acid residues, a pharmaceutical
compgsition comprising said fusion protein, the nucleic acid
encoding said fusion protein an expression vector comprising
said nucleic acld, a recombinant host cell comprising said
expression vector, and a method of producing said fusion
protein. :

20. ¢laims: 1-20

The subject-matter of claims 1-20(part) relates to a
recombinant fusion protein comprising a pharmacologicaily
inactive protein domain of human origin of 3 kDa to 20 kDa
forming protein aggregates of less then 10 percent of total
mass of protein when suspended without other proteins in a
pharmaceutically acceptable formulation buffer of interest
amd a NGF binding peptide as pharmacologically active
protein from 5 to 80 amino acid residues, a pharmaceutical
composition comprising said fusion protein, the nucieic acid
encoding said fusion protein an expression vector comprising
said nucleic acid, a recombinant host cell comprising said
expression vector, and a method of producing said fusion
protein,

2l. claims: 1-20(part)
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FURTHER INFORMATION CONTINUED FROM PCTASA/ 210 )

The subject-matter of claims 1-20(part)} relates to a
recombinant fusion protein comprising a pharmacologicalily
inactive protein domain of human origin of 3 kDa te 20 kDa
forming protein aggregates of less then 10 percent of total
mass of protein when suspended without other proteins in a
pharmaceutically acceptable formulation buffer of interest
and a BAFF antagonist peptide as pharmacologicaily act1vg
protein from 5 to 80 amino acid residues, a pharmaceutical
composition comprising said fusion protein, the nucleic acid
encoding said fusion protein am expression vector comprising
sald nucleic acid, a recombinant host cell comprising said
expression vector, and a method of producing said fusion
protein. T

22, claims: 1-20(part)

The subject-matter of claims 1-20(part) relates to a
recombinant fusion protein comprising a pharmacologically
Tnactive protein domain of human origin of 3 kDa to 20 kDa
forming protein aggregates of less then 10 percent of total
mass of protein when suspended without other proteins in a
pharmaceutically acceptable formulation buffer of interest
and a GLP-1 or peptide mimetic thereof as pharmacologically
active protein from 5 to 80 amino acid residues, a ‘
pharmaceutical composition comprising said fusion protein,
the nucleic acid encoding said fusion protein an expression
vector comprising said nucleic acid, & recombinant host cell
comprising said expression vector, and a method of producing
said fusion protein.

23. claims: 1-20(part)

The subject-matter of claims 1-20(part) relates to a
recombinant fusion protein comprising a pharmacoiogically
inactive protein domain of human origin of 3 kDa to 20 kDa
forming protein aggregates of less then 10 percent of totai
mass of protein when suspended without other proteins 1in a

" pharmaceutically acceptable formulation buffer of interest
and a GLP-2 or peptide mimetic thereof as pharmacologically
active protein from 5 to 80 amino acid residues, a
pharmaceutical composition comprising said fusion protein,
the nucleic acid encoding said fusion protein an expression
vector comprising said nuclete acid, a recombinant host cell
comprising said expression vector, and a method of producing
said fusion protein.
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