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ATATCTGGETGCTCCTCGATCGGCCSGCCAGTCTGGGCCCAGCTCCCCCGAGRAGGTGETCGGATCCTCTGGGCTGCTC
GGTCGATGCCTGTGCCACTGACGTCCAGGCATGAGGTGGTTCCTGCCCTGGACGCTGGCAGCAGTGACAGCAGCAG
CCGCCAGCACCGTCCTGGCCACGGCCCTCTCICCAGCCCCTACGACCATGGACTTTACCCCAGCTCCACTGGAGGA
CACCTCCTCACGCCCCCARTTCTSCAAGTGGCCATGTGAGTGCCCGCCATCCCCACCCCGCTGCCCGCTGGGEGTC
AGCCTCATCACAGATCGCTGTGASTGCTGTAAGATGTGCCECTCAGCAGCTTGGGGACAACTGCACGGAGGCTGCCA
TCTGTGACCCCCACCGGGCECCTCTACTGTGACTACAGCGGGGACCGCCCGAGGTACGCAATAGGAGTGTGTGCACA
GGTGETCEETGTGGECTGCGTCCIGEATGGGETGCGCTACAACANCGGCCAGTCCTITCCAGCCTAACTGCAAGTALC
ARCTGCACGTGCATCCGACCGCGCEGTGGGCTGCACACCACTGTGCCTCCGAGTGCECCCCCCGCGTCTCTGETGCC
CCCACCCGECGGCGCGTGACCATACCTGGCCACTGCTGTGAGCAGTGCGTATGTGAGGACGACGCCAAGAGGCCACG
CAAGACCGCACCCCGTGACACAGEAGCCTTCGATGCTGTGEEETGAGCT GGAGGCAT GGCACAGCGAACTGCATAGCC
TACACAAGCCCCTGGAGCCCTTGCTCCACCAGCTGCGGCCTGGGEGTCTCCACTCGGATCTCCAATGTTAACGCCC
AGTCECTGGCCTGAGCAAGRGAGCIGCCTCTGCARCTTGCEGCCATGCGATCGTGGACATCCATACACTCATTRAAGGT
AGGGARGAAGTGTCTGGCTGTGTACCAGCCAGAGGCATCCATGAACTTCACACTTGCGGGCTGCATCAGCACACGC
TCCTATCRAACCCAAGTACTGTGGAGTTTGCATGGACAATAGGTGCTGCATCCCCTACAAGTCTAAGACTATCGACG
TGTCCTTCCAGTGTCCTGNAT GGG TTGGCTTCTCCCGCCAGGTCCTATGGAT TANT GCCTGCTTCTGTAACCTGAG
CTGTAGGAATCCCAATGACATCTITGCTGACTTGGAATCCTACCCTGACTTCTCAGARATTGCCAACTAGGCAGGC
ACARATCTTGGGTCTTGGCGACTAACCCAATGCCTGTGAAGCAGTCAGCCCTTATCGGCCAATAACTTTTCACCAAT
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GAGCCTTAGTTACCCTGATCTGGACCCT 'GGCCTCCATTTCTGTCTCTAACCATTCARATGACGCCTGATGGTGCT
GCTCAGGCCCATGCTATGAGTTTTCTCCTTGATATCATTCAGCATCTACTCTAAAGARARATGCCTGTCTCTAGCT
GTTCTGGACTACACCCAACCCTGATCCAGCCTTTCCAAGTCACTAGAAGTCCTGCTGGATCTTGCCTAAATCCCAA
GRRAATGGRATCAGGTAGACTTTTAATATCACTAATTTCTTCTTTAGATGCCAAACCACAAGACTCTTTGGGTCCAT
TCAGATGRAATAGATGCGARTTTGGAACARTAGAATARTCTATTATTTGGAGCCTGCCAAGAGGTACTGTARTGGGTA
ATTCTGACGTCAGCGCACCARAAZTATCCTGATTCCAAATATGTATGCACCTCAAGGTCATCAAACATTTGCCARG
TGAGTTGAATAGTTGCTTAATTTIGATTTTTAATGCGAAAGTTGTATCCATTAACCTGGGCATTGTTGAGGT TAAGT
TTCTCTTCACCCCTACACTGTGAAGGGTACAGATTAGGTTTGTCCCAGTCAGAAATARAATTTGATARARCATTCCT
GTTGATGCGARAAGCCCCCAGTTAATACTCCAGAGACAGCGAAAGGTCAGCCCGTT TCAGAAGCACCARTTGACTC
TCACACTGAATCAGCTGCIGACTSGCAGGGCTTTGGGCAGTTGGCCAGGCTCTTCCTTGAATCTTCTCCCTTGTCC
TCCTTGGCCTTCATAGGARTTGGTAAGGCCTCTGGACTGCGCCTGTCTGGCCCCTGAGAGTGGTCCCCTGGARCACT
CCTCTACTCTTACAGAGCCTTGASAGACCCAGCTGCAGACCATGCCAGACCCACTGAAATGACCAAGACAGGTTCA
GGTAGGGETGTGGGTCARACCAAGAAGTGGETGCCCTTGETAGCAGCCTGEEGETGACCTCTAGAGCTGGAGGCTGET
GGGRCTCCAGGGGCCCCCETGTTCAGGACACATCTATTGCAGAGACTCATTTCACAGCCTTTCGTTCTGCTGACCA
ARATGGCCAGTTTTCTGGTAGGAASATGGAGGTTTACCGGTTGTTTAGAAACAGAAATAGACTTAATAAAGGTTTAA
AGCTGAAGAGGTTGAAGCTAAAASGAANAGGTTGTTGTTAATGAATATCAGGCTATTATTTATTGTATTAGGAARA
TATAATATTTACTGTTAGRATTCTTTTATTTAGGGCCTTTTCTGTGCCAGACATTGCTCTCAGTGCTTTGCATGTA
TTAGCTCACTGAATCTTCACGACAATGTTGAGAAGTTCCCATTATTATTTCTGTTCTTACAANTGTGARACGGARG
CTCATAGAGGTGAGARAARCTCAACCAGAGTCACCCAGTTGGTGACTGGGARAGTTAGGATTCACGATCGAAATTGGA
CTGICTTTATAACCCATATTTTCCCCCTGTTTTTACGAGCTTCCAANATGTCGTCAGAATAGCGAANACATTGCAATAAR
TGGCTTGATTTTTTAATGTICATTITTCCCTCTTATAGTCTTTCTAGCTCCTTTTCAARAGACGAGAATATCTGATT
TTCTGATAATTTAGGTGCTTAAGCATCCAAAATACATGGGACACACARAAATCCAGGAATCCCCTGTAGCTTATTC
CCTCTTTCCCATCGGAACCAGCTCTCATCACACATTTARRAGATGATTCTGT TTACCCAATGCTGCATATTGAATG
TTCTCTACTTATTCACAGCCAATTCTGCTGCCACTCTCCACAGACATTCCTAAACCGCARAACCACTCCCAATACATC
CTCCTTACTGTGACCTCCCCAARARCCTAGTCCAGTGCAAGGTATACAGTGGTGCTCATTAAATACTTGATGARTAC
AGGRAGCTGTGCATGTGTICCTACTTTTATTCGAAGCTCTCTTCTTCCAARGCTACATGARARTAGAATTTTAACA
GCTCAAAATTTTATATTAACTCCCTTAGCAAARCACGACATTTAATATTTCARACAAATCGCATATCTATCTATACATA
TATTTGTGTATGCGTATGCAAGAATTCTTGTATAAAGAGAATTCACTCCATGAATGATCTCTTCTGTARGTCAGTG
TGAATCATGTTAGATTTTCTGAGAGTGARAAACACCTGCCATCTACAAATTACAAGGCTGGATAACAGCTCACTCCA
TTTCAAATTCAGTGGAAACCCAACAGCTAGGTTCTTACTCAATTTGCATCTCAATTTGGCGAANACTGAACTTAGCTT
TCAAAGATCATAGGAAGTCTGGTTGGAGAAACTAGGGATTATTCTGGCAATGGGTGCAGGARGCTGGTCAGARTAR
CCCAGTCCCCATTGGTTTIGAGAANCGGRAACTATCTTATCGCAGAGCCCCCAGGGCAAGCTCTCACACCCATGGGETTG
NGCCATGCEAGANGGANNT TTCGGATCCANTGTANTCANGCGCTTTCTANAGTCAGAATTTCCCTGCANTGGTGTGGC
CTGATTCRAATAAAAATTARGAATAATARATATAATGGARAARRATCTCCACTGATTGAGTGTTTACTTGGTGCCAA

GCACTATGCTRAGTTGTTCATTATTTTATTTRAATTGTTACAGCAATTTTGAGTATGCATCTTTCACTATTTTATRA
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GTGGAAARGAGAAGTGCCCCCAAAAAGTTAGAGCTCAAACAGCAGCTTATTCTACCAGCCCCTGCTCTTGCGGAGG
CCTCTGGRARARGACCTGARTGACRCCTATTGCAGAATTACATCTACAAGCGCGUTTCARACAGACCARAATAGATCAT
CACCTCTGTGGTCCCTTGTTAACTATATGT TCTGAGACAAAGGAAAGCTACCCTAAGGGTTAGTTAACCTTTGCTG
AGGRAATTTACATTCATACTTAGAGTGAATTACTCAGGTGTGCTTAGGTGTGCAARAGGCGAAGCGAGACCTGAATTC
ACCARAGTTAAATCTTCCTRARCCTTATCATAAGCATTTTTTGAGCGCTTAGCATACACCAAGCCTTGTGGAAGGT G
CTTTCCTGCCATATCTCATTTAATCCTCACAGCAAACCTATAGANTATGGCATTATCATCTGACTCTCACAGAAGT
TTAGTCGTGTACTCAAGGTICTTACCAGCTAGTGAACAGCAGACCAAGACTCGAAACCCAGGATAGTCTGATACCTG
AGCCATCICTTCTTGTGCTACGCCTAGTTATTCTGTCCCCCARATCARAACGCATGACCTTTATARGAGGCGCTTT
ACTCACAATAGCTGCAATTTTAAZTTTGAANATGATTCACAATTATCAAAGATAGT AGATTCGAATGACATCATTG
TCTATAATCTCGCTAGCCITGTACTGTGTGTGCATAGCAATTACAGGGAAGCTAATCTAGCTCCTGACTATTATGTT
GRACTATCTCGCTGCTTTTITACARACTTGTCTTGATCCAAAGCAGTCACAATGATAACCCTGCATATCTGGCARATC
ATAAGTCAACTATGTATCCCTGTSTGTCTATATATATCGTATCTATCTATCTATTTTCAAACTGTGATTTAATATTT
ARATATTCCTACTGCCATTITTITGIGACTGARBARACTACACATGAGGARACCTUTTAGAATTTTCCAATAGAGGARR
AATAACACTTGGGCARATCTIGTCATGTTTCACAACAGTTCTCATTTTTCTCATGATT TGTGTAGCGTGGRAATGTGT T
TGCTCANTGTGANGGETTTITCATTIGCTCAAT T TCTCTGTCTANGTCTTTTCCTTANGGTANTNANACCATCAGCAND
GICACATACTGGAGTTGGTIGGCTITTCTTGTACAGGCAGTTGTTATGAGACAATGATGGAGCATTGAGCATGTTCA
ATAARTGTGCAGATGCTGCAAARAAR

ooooodd
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MRWLLPWILAAVAVLRVGNITLATALSPTPTTMTFTPAPLEETTTRPEFCKWPCECPQSPPRCPLGVSLIT
DGCECCRICAQOLGDNCTEAAICDPHRGLYCDY SGDRPRYATIGVCAQVYGVGCVLDGVRY TNGESEFQPNCRYNCTC
IDGTVGCTPLCLSPRPPRLWCROPRHVRVPGOCCEQWVCDDDARRPROTALLDTRAFAASGAVE
QRYENCIAYTSPWSPCSTTCGLGISTRISNVNARCWPEQESRLCNLRPCDVDIQLHIKAGKKCLAVY QPE
EATNETLAGCVSTRITYRPRYCGVCTDNRCCIPYKSKT ISVDEQCPEGPGESROVLW LNACFCNLSCENPND I FADL
ESYPDFEETIAN
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AGAARAAGCTTTTTTTAGAGGAAARRTGCAGGGCTAGTCTGTTGGCCTGACGTCAGATGTCGCTTTGACARRCGCCCC
CGGGGEGCTGAGGAAGGCTCTCCECTGCTCTGATGGGLUCAGCCCAGT CCTGGCCCAGCTCCCTGEAGAGGCATCCGC
ATCCTCTGGGCTGAGCCGTAGCTCCTGTGACECTGACTTCCAGGCATGAGGTGGCTCCTGCCCTGGACGCTGGCAG
CCGTGGCAGTCCTGAGGGTGGGCAACATCCTGGCCACGGCCCTCTCTCCAACCCCCACAACAATGACCTTCACCCC
AGCACCACTAGAGGAMNNACGACTACACGCCCCEAATTCTGCAAGTGGCCATGGAGTGCCCACAATCCCCACCTCGC
TGCCCACTGGGCGTCAGCCTAATCACAGATGEGCTGTGAATGCTGTAAGATATGTGCCCAGCAGCTTGGGGACAACT
GCACAGAGGCTGCCATCTGTGACCCACACCGEGGCCTCTACTGCGATTACAGTGGGEGATCGCCCGAGGTACGCAAT
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AGGAGTGIGTGCACAGGTCGCTCGETETGEGCTGTGTCCTGGATGEGCEGTACGCTACACCAATGGCGAGTCCTTCCAA
CCCRACTGCAGGTACAACTGTACCTGCATTGATGGCACGETGGGCTGCACACCGCTGTGCCTARGCCCCAGGLCCCL
CACGCCTCTGGTGCCGCCAGCCCCGGCACGTGAGAGTCCCTGGCCAGTGCTGTGAGCAGTGGGTGTGTGATGATGA
CGCAAGGAGACCACGCCACACTGCACTGTTGGACACCAGAGCCTTTGCAGCGTCAGGCGCCGTGGAGCAACGGTAT
GAGAACTGCATAGCCTACACTAGT CCCTGGAGCCCCTGCTCTACCACCTGTGGCCTAGGTATCTCCACTCGGATCT
CTARCGTCAATGCCCGGTCECTGGCCAGAGCAGGARAAGTCGCCTCTGCAACCTGCGGCCATGTGATGTGGACATCCA
ACTACACATCAAGGCAGGCAAGAAATGCCTGGCTGTGTACCAGCCAGAGGAGGCCACGAACTTCACTCTCGCAGGC
TGTGTCAGCACACGCACCTACCGACCCAAGTACTGCGGAGTCTGTACTGACAATAGGTGTTGCATCCCCTACAAGT
CCAAGACCATCAGTGTGGATTTCCACTGTCCAGAGGGGCCAGGTTTCTCCCGGCACGTCCTATCGATTAATGCTITG
CTTCTGCRACCTGAGCTGCAGGAATCCTAACGATATCTTTGCTGACTTGGAATCTTACCCTGACTTCGARAGAGATT
GCCANTTAGCGTGCGCTCTGTIGCCTCAGGGTARACTTCCATGCTGCAAAGCAGCCAGCCCTTTGTCGTCCAGGACTTC
ACAATTGAGCCTTATTTCATCTACTTCCTACTCGATTCTGAATTCCCAGTTTCTGTITCCTGTTTTGACAATCGTAA
TGGCCCAGGAGAGTGCTGCTCAGGCTCAGACAATGGGTTCCTCCTTGGGGACATTCTACATCATTCCARGGARANC
ACATCTCTGACTGTTCACAATGGRAGCARAAGCCTGGCCCAGCTAGTCTGGCTCCAGCCTGGGCAAGTTGTCAGARG
TTGTGATGGGATTGTCCARAGGARARAGCATCAGCTGAAGAACCAGTATCATGAAGTCCTTCCTCAGATGCCAAGCCT
AGGGATGCTGGGATCCTTICAGACAGATGGATGGGATTGGGGACACAGGAATAAGCTATTATTTTACCCTTGCCAA
ATGATACTATCCTGGGTATTTCTGCCTAARACATACCAARAGTGTTCTTGTTCCACTGATCTGTATATCACARGTC
ACCAAACATTTTCCAGGTCAGGACCATAGTTGTGTCATTCTGTTTTGCTATT GAAAATCATTTTARAANGANGGAA
ARRAARAARAAGAARAGARRAGARAGTCATTTCATTAACTTGGGCACTTTCTCCTCTCACCCCATATTCTATARAGG
GCTAAACTTGGGTTCTTGTITGATCAGGAATGTAATTTGAGARGTCTTACTTT TGCAGGGAGATCGGTAGCCCTCAAT
TCATCCCGTAGGGATGGGACAAGGCCAGCCAATCTTTCAAGCCATAGCTGGGCAGGTCACTGAATCTGCTGCTGGC
CAAGTTCTTAGGACAATTAGCCAARATCTGGGCCTCTCTCTCCCTAGGGTTCATGEGGAGTTGGTAGGGACCGTAGA
GTGACTTGTCTGTTGTCTCAAARARGTARGATGGARAGATGTTCTCATGGCCCTTAGAAGACTCTTTTGAARGTCTALC
GCCAGACCTAACACAATATCTCCATCAANCARACAACTCCATCACCCTCCCATCGCCTGCCTCACCTCTAGCAGCTC
ACCCAGTGACTGTGGTARCGCCACAGTAGTCCCTGGACCCAGGACAAATCTTTTTTGTTTCAGTGACCTACTTTAC
AGCCTCAGTGTCTATGARCAAAGTTAACTCAGTTTTCTCATCTGARGACAGAAGTCGACCAGCCATTCAGAARTGG
GGATCTATTTAGTACTGCTAAACSTTAAAGACTTTCTAAGCCTAAACGAAATATTTTTTTTCCTARGTGATAATGAGG
TTGITACCTATTTTAGAGCTAGAATTTTCTGTCATCATCCTTTTATTGTGTTCTACATACTACCCATTGTTCTCAA
TATTTGCCACACATTTACTCATTGARACTTGCTGATAACACAGAGGACTTCCCTTAATGATTTCTGTTCTTGACAC
TCTCAAATATCAATTCAAAGAGGCTAATAAGTTCAATCAAAGTCACCTATCTGAACACTCATACCCAGAGAAGATT
GCCTTCATATTTCCCCTTIGCTTCTGGACCTTGTARACATGTCAGGGCAGCGARAGCATACAGAAGTCAGCAGCTTG
CCCTCTTACTATTGGCTCICTAGCCCCTTTCACGTANGACGCAGAGTCGTCTCTAGCGTACTAAGGATCCAACCTARAC
TGGACAGANANNGGGCATGTGCATTATCCCCTGTGGCTCCTCCTGCCCTGEGANATCAGANCTAGCTTACAGCATGCTT
TTATATGATGATTCAGTTTGCCCCACACCATACATATGGGCATATGGGAGAACTATACACACACTCATARAATGGAT

TTGTAAGTAGGAARGGGGACTTGAGATTTCCCCTCCTTCCTGCAACTTCCCARAGGCCTGGCCTTATGCAAGGCRA
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ACAGTGGTGCTTAAGATGTATTTTGGGAAGAAARATACTATATATATATATTCCTATTTTTCCTTAGAAGCCTTTTC
TTCCAGGATCTCATCTTARCAGTAAGAAATCCTCTCTTARAGAGAGGCCTAGTATTTI TGAGTARACATATGTTCATA
TGTGTACAAGTACTTGTATGTARATATAAGTTACCACTGTGGGTTATTARTTAGGTARATTTTATGTGGTATCATA
TTTGATTTTCTTCTATTGCAAAAATCTGCCTTAACAGCTAACTCTGTAAGAACTTCCATAGGAGCCATAAGCTAGG
GTCTTCCCAGGTATCCATCCTCTTTTGGGARARCTGAGCTGAGCATCTTCARCCARAGGAGTTAGGGTGATCATTGG
GAATAGGAGARMAGGGATGCCCAGEGTAGCTCCATCGTTATTTAGAAACAGACCTGEGCATACAGAACGACCAGAGGA
ACCAACCTTCTTTGAACCAAGGGAARAAAGACTTGGATGTAATATATAGAACGCTTTTTCTAATAGTCAGARACAGAC
TTTAATTGTATGGCCTGGTTCARSGAARAGTTAAGRAATGTCCATTATCGTTAAAAACAARRAAGTCCATTATTGATAGC
TTATTTGCTGCTAAGCCCTACGGTGCATTTTCTCCGGCTATCACTTAGCAGAGCCATGCTCAGTACACAGTCTTTC
TCTATTCAATAAATAGARACGCTGAAGCTCAAAGGCACTGAGGAGCTGAGCGCTCAGARGCATGTTTAGTCCACTCT
ATCAGGGGEGGAAGAGATCTTGACZGGAACCTAARTGACTACTATTGGARAACTCATATTTGAAAGCTTTCAGARGTC
CCACCCCCACCCCATCCCCAGATSCT TAGAAACTAAAGAAGCAATGAGGATGAGCTAGCCTTCAGTGAAGAGGETTC
ACTACTGCACCAAGAGTGRAATGTCTTAGGTGTACTTAGTCATTGGACAGGCAGACCTGAGTGAGTTTGTGAACCTG
CAGCTTACTARACCTTACRATGASCATTTGGRAGAGCCAAGACTGCTTCTCCGCGCTTTACTGACATGGCTTGCTTA
ATCTTCTCAGTGAGCCCAAGAGTCAGGGCGETTACCACTGCCCATTTTAGGGC TGAGARAGCAAAATCTCCAGGAGT
TAAGTGATTTGCTCAAGTITTTAACCAACCGAGGCACTGCAGATAAACTCCGAAGCCCAGTGTCATGTAACATGCC
CATGCCATCTCTCCGGACACGCASCCCATTTTCCTCTTCCTARACCARLGCCTCAGAGTCACCAGRACCAACTCAC
AGGACAGTGCAGAAATTCTAATGICGAGGGTGATTAGAGACTGATCAAAGAARGTAATTTCAAATGATATGATTGT
TTGTAAGCACCCTAGTTAATTCTGGACTACATATGCATAGAGATTGTGAACGAACATTACAGCCTGTGACTATAACG
TTGACTTCTGTCATTTCTITTTAAAGACTTGTTTTTTTTTTTTTACTCAAAGGACCCACAGTGACAGCCCTGAATG
GlIGAGAAGCAT'IGATL' TACCTIGTISAGICC I GCATATGIATGIATGIGLGIGE'GIGLGIGE I GIAL NG IATGLIACT]
ATCTATTTTCAAACTGTGAT TGTGTATTTAAATATTCCTCCTGCCATTTTGTAAGTGATTACGCATAARGAAACAC
CTTTGAATETCCTAATARRGGAGAGCTAGCCCTTGCCGCGCLCTGTCACATTTTGCCACTTTCCTCATTTTTCTCAT
GATCTGTGTAGCAGGGARTGTGTTTGTTCAACCATGATGAGTTTTCATTGTTCARATTCTTTGTTTACAGCTTTTC

TCCTTAAAGCAATAAATCATCAGCAACAGTAR
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ElFIE S it A £ BE
12 1bfo B CAMPATH-1GIGG2B T & hE/ 7 u—F | 27 X3 216
FAB (Rattus rattus)
13 1bfo D CAMPATH-1GIGG2B 7 v hE/ /7 a—F | 2+ X3 216
FAB (Rattus rattus)
14 1bfo_F CAMPATH-1GIGG2B 7 v hE/ 7 a—F ) | 7= 7RI 216
FAB (Rattus rattus)
15 1bfo_H CAMPATH-1GIGG2B 7 v hE/ V7 a—) )b | Z+F X3 216
FAB (Rattus rattus)
16 lc3d B E MERTETF VY VEEEROTERER | FTRXT 215
PSRRI S5 T » hE /7 a—J Bk | (Rattus 10
FAB Wi i OfEsmiiis norvegicus)
17 le5d H b MNERATEF A CEEROFEEGER | FTEXT 215
PSRRI 5 7 v FE/ 7 u—Fbiiko | (Ratus
FAB W i Ot gt norvegicis)
18 IBrBi |[FVHEKEL, TEFAZ) VEREDOE | FFRXIT 138
BRI O T a7 L OMOEEE (Rattus
norvegiciis)
19 1fnd4 B FABL98, FhfE/)EAEME R g X3 218
(MYASTHENOGENIO#UKIZ X3 2 72 F /L | (Rattus
oV UEREORHRNSE T 0T 7 8 —OfEE | norvegicus)
i
20 1fn4 D FABI198, i fE AT F7R AT 218
(MYASTHENOGENIO# (R4 % 7 F /1 | (Rattus
o) U RORN T 0T 7 B — Dkl | norvegicus) 20
i
21 2arj B YTS 105.18 FAB & DA ET O CDSALPHA | F78 XS 215
FNT 7 (Rattus
norvegicus)
22 2arj H YTS 105.18 FAB & Of#EA A+ @ CDSALPHA | A7 % X3 215
TNAT 7 (Rattus
norvegicus)
23 3iy7 B TANWVAFABFEEERD T 74 % F7 7R3 115
(CRYOEM)EH%RLIZ 7 1 v h &/7- FABF (Rattus
DAL a— R ERETIMWAM)DFZ | | norvegicus)
A
24 dwhy G | JAflZFFnd HH06 3/11 I2f5E L7z C BURT F77Z X3 252
KIANAZ L _a—TFES R E2 51 | (Rattus
JEUPEREI 412~423 DRSS, P21 fsiERE norvegicis) 30
25 4why 1 IRFRIC RIS BPUA INLICHEE L CHBIFF | A7 X3 252
RIANAT o _O—TPER B E2 4L | (Rattus
TRk 412~423 OHErE, P21 fERIFE norvegicus)
26 dwhy K | E#ICHFITDHE I ICHES LECHF | A7 xs 252
RIANWAT L —TFER B B2 | (Rattus
JRPEREIE 412~423 O, P21 #ERIEHE norvegicus)
27 dyny A T/ 72— E MR RFT T =R NZ- | FFRRT 238
1 Ot & (Rattus
norvegiciis)
28 4yny C /) 7u—FAE PR FF 7= 0BENZ- | FPRXT 238
1 DS (Rattus
norvegicis)
29 Saum A U A RTF FEETe FAB BT it | 72~ 3 X3 F 242
i (Rattus) 40
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ooooogad
30 Saum H UH» RRIF FEEZL FABB A ORERME | 2v7AXIE 242
i& (Rattus)
31 Shbv D FAB35 ¢ U ANACHR 77 7 1 &£ D FZFERT 219
NS (Ratus
norvegictis)
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32 1bfo A CAMPATH-1GIGG2B 7 v ME/ 7 a—F N | KX I (Rattus | 214
FAB rattus)
33 1bfo_C CAMPATH-1GIGG2B 5 v &/ 70— | 2vF I Ratus | 214
FAB ratts)
34 1bfo E CAMPATH-1GIGG2B 7 v ME/ 7 a—F /N | Z~F X I(Rattus | 214
FAB rattus)
35 1bfo G CAMPATH-1GIGG2B 7 » FE/ 7 a—F N | 7K X I(Rattus | 214
FAB rattus)
36 lesd_A v MEATEFAL Y CREFEOTEEREIR | AR XTI Ratms | 213
PEFEIRIC T 57 » MBS 7 a—FAFERD | norvegicus)
FAB Wi O dtiE
37 lesd L vt MERTET A VEEEROFERER | AR I (Rattus | 213
MESERIC T 5 T v ME S 7 un—FAHiED | norvegicus)
FAB Wi i D s iE
38 1f3r B ii FVHETA &, 7EFral) U EEEOE FZF X3 (Rattus | 119
ERERMAEIRO T 0 7L OfOELSE norvegicus)
39 1fnd A FAB198, i piEE M FZ# R (Rattus | 211
(MYASTHENOGENIC)HifRIZ%t 3% 72 F L | norvegicus)
2 Y URFEOBEN LT 0T 7 X —OfE5
s
40 1fnd C FAB198, it/ EA ik FZF X3 (Ratus | 211
(MYASTHENOGENIC)HUEIZ 3572 F /v | norvegicus)
o) URBEOBERN T T 78— Ok
i
41 2atj_A YTS 105.18 FAB & O & {EH O CDSALPHA | A7 % XI(Ratus | 211
TNT norvegicus)
42 2arj_L YTS 105.18 FAB & D& CDRALPHA | A7 % X' T(Ratus | 211
TNTF norvegicus)
43 3iy7 A 7 A ) A FABF &0 7 F A A(CRYOEM) | F7% X' (Ratus | 106
FHERIC T + v FEBZFABF O E=— | norvegicus)
& HERE T IV WAM)D R R A A
44 4why H JREEIZ AT AU 3/11 ICHEE Lz C B | AR XS Ratus | 220
DA NAT Ra—TPEZ ST G ELHUR | norvegicus)
PEFEIR 412~423 OREXE, P21 FEdLTFERE
45 4why J JERGZ T AHUE 311 ICHES Li- CRBIIFS | A7 R X T(Ratus | 220
AR R — T ER T B B2 PR norvegicus)
PEFEIR 412~423 OffiE, P21 e
46 4why_L A T A HUEE 3/11 RS Lis CRUTR | AR XS (Ratus | 220
A NAT R — 2 7 B2 R norvegicus)
PERRI 412~423 D&, P21 RESIEHE
47 4yny B £ 2 u—Fifie FRRFFF=UHENZ-D | 7RIS Rattus | 233
Dt S norvegicus)
48 4yny D EJya—FAPE bR RT 2 UHENZL | AR A (Rattus | 233
Ok RAEE norvegicus)
49 Saum_B UHy RATF FaEETeFAB TR Oftidfls | 2% X35 239
(Rattus)
50 Saum_L YA RATF RS FAB W R OfbdtE | 2~FX3IF 239
(Rattus)
51 Shbv C FAB35 L ~Z ANACHR 7 V7 7 1 LS | A7 %X I(Ramus | 213
(A norvegicus)
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52 AADS2588.1 | tafis 7' 7)) o EEHRITEE (A 14 & 27 2{0vis aries) | 124
53 AAD52589.1 | 4y 7 1 7 ) L EGHATERIR 17 & 27 2A{Ovis aries) | 115
54 AADS2590.1 | s 7 o7 ) L EESRTERA 22 E 2 2{Ovis aries) | 114
55 AADS2591.1 | Gy 7 11 7 V) o EPHATBR (A 23 & ¥ IA{Ovis aries) | 120
56 AADS2592.1 | s 7 o7 ) L EEEATERIA 34 L& X 2A{Ovis aries) | 120
57 AADS2593.1 | Gy 7 a7 ) L EPHATER I 35 & ¥ 2A{Ovis aries) | 119
58 AADS2594.1 | s 7 o7 ) L EEERTERIA 47 L& X ZA{Ovis aries) | 122
59 AADS2595.1 | Gy 7 a7 ) o EPHATER IR 52 & X 2A{Ovis aries) | 121
60 AAD52596.1 | g 7 0 7 Y o EEHRTER A 53 £ 2 2{Ovis aries) | 114
61 AADS2597.1 | sofs 7 o7 ) o EEHRIERE 57 E X 2 0vis aries) | 122
62 AAD52598.1 | g 7/ 0 7 ) o ESHAIER A 58 £ 27 2{Ovis aries) | 120
63 AADS2599.1 | tofs 7 o7 o EEHRITER AR 70 £ X 2H0vis aries) | 114
64 AAD52600.1 | g 7 07 Y o EEHRITER A 81 £ 27 2{Ovis aries) | 116
65 AADS2601.1 | tofs 7 o7 ) o EEHRITER A 92 & 27 2{Ovis aries) | 122
66 AAD52602.1 | 40 7 17 ) L EEHATERAR 96 £ 27 2A{Ovis aries) | 118
67 AADS2603.1 | tofg 7 o7 ) o EEHRIERE 100 & 27 2{Ovis aries) | 117
68 AAD52604.1 |ty 7 07 Y o EEHATER A 138 £ 2 2{Ovis aries) | 124
69 AADS2605.1 | fefs 7 o7 ) L EEERTERA 139 E > 2{Ovis aries) | 114
70 AADS2606.1 | Gy 7 27 ) L EPHATER A 146 & X 2{Ovis aries) | 123
71 CAA89052.1 | VH fEfsniEk{k VRB7 £ X Z{Ovis aries) | 143
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73 AADSLI675.1 | Gt 7 a7 1) LR a5 ek 35 E 2 2(Ovis aries) | 113
74 AAD51676.1 | %5 7 07 Y RGN AT 25 R 14 E 2 Z{(Ovis aries) | 110
75 AADS1677.1 | ey /a7 ) LR eH w2k 146 E >/ 2(Ovis aries) | 110
76 AADS1678.1 | % 7 7 Y LRGN AT 2SR E 23 E 22 Z{(Ovis aries) | 112
71 AADS1679.1 | tayE 7 a7 g w2 aE bk 34 E > 2{Ovis aries) | 111
78 AADS51680.1 | %5 7 0 7 Y LRGN Al 25 R 100 E 27 Z(Ovis aries) | 111
79 AADS1681.1 | o 7 117 Y LR AT 2 fE ek 81 E 2 2(Ovis aries) | 111
80 AADS1682.] | Gy 2/ a7 ) LR R A R 22 E 2 2{Ovis aries) | 110
81 AADS1684.1 | fafE 7 m 7' s g Ay 25 g e 47 E > 2A(Ovis aries) | 113
82 AADS1685.1 | ffts 7 a7 1) LR Al 25 etk 96 E X 2(Ovis aries) | 111
83 AADS1686.1 | s 7 o 7 U LRGN A 25 GEek 53 E 2 Z{Ovis aries) | 110
84 AADS1687.1 | fafs /' m 7' 1) LG Al 25 e 58 E X 2H{Ovis aries) | 111
85 AADS1688.1 | s 7 a7 V) LR e a4 Ak 138 E X 2Ovis aries) | 112
86 AADS1689.1 | tfs 7' 7 1) R ] 2R e 92 E X/ 2{(Ovis aries) | 112
87 AADS51690.1 | Gy 7/ a7 ) AREHF A RE 70 E >/ 2(Ovis aries) | 108
88 AADSI691.1 | Gfs 7' 7' 1) iR Al 20 G ek 57 E X Z{Ovis aries) | 111
89 AADS1692.1 | GafE /a7 ) LAREH R 2 pE 139 E > 2(Ovis aries) | 108
90 AAD51693.1 | ffiE 7' 7Y L BREH Al 25 RE 52 E 2 2{(Ovis aries) | 110
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BAEE | Zit AR sa—yr | B4 BX
91 ABX89999.1 | g 7 w7 1 o mu FEHH T2 AR 2M2 +F{(Capra hircus) | 137
92 ABX90000.1 | &y 7 107 o mu B AT AEIR 2M3 +F F(Capra hircus) | 146
93 ABX90001.1 | a7 v 7 U o mu BfH A 2GR 2M4 T+ {(Capra hircus) | 149
94 ABX90002.1 | ff&E 7 12 7'V o mu EHY AT ZAEIR 2M5 “F=F(Capra hircus) | 130
95 ABX90003.1 | a7 07 U > mu BfH A 25 6E 1R 2M6 T+ #{(Capra hircus) | 141
96 ABX90004.1 | fay& 7 12 7'V o mu EHH AT ZAEIR 3Y1 +{(Capra hircus) | 137
97 ABX90005.1 | a7 07 U o mu Bfh Al Z56E 1R 32 ++{(Capra hircus) | 137
98 ABX90006.1 | fy& 7 127 VU o mu EHY A ZREIR 3Y3 “=F(Capra hircus) | 137
99 ABX90007.1 | ¢y 7 117 U o mu Bb4 Al 25k 3Y4 ¥ #H(Capra hircus) | 143
100 ABX90008.1 | #ufF 7 o7 U o mu AT 20 RE R 3Y5 +F{(Capra hircus) | 140
101 ABX90009.1 | ¢y 7 117 U o mu Eb4 AT 25 Bk 3Y8 ¥ H(Capra hircus) | 136
102 ABX90010.1 | o 7 o7 U o mu T84 A2 GE g 222 +F{Capra hircus) | 130
103 ABX90011.1 | ¢y 7 117 U o mu Ed4 Al 25k 3Y10 ¥ H(Capra hircus) | 140
104 ABX90012.1 | $pfE 7 07 U > mu B A2 GEIE 3Y11 F#(Capra hircus) | 142
105 ABX90013.1 | ¢y 7 117 U o mu B84 Al 25 ek 3Y12 ¥ H(Capra hircus) | 136
106 ABY65924.1 | s/ o7 ) o B GEEETEA A | 1ML +F(Capra hircus) | 145
107 ABY65925.1 | s 7' 7' ) L g AT A AEIRATERIE | 1M2 ¥ H(Capra hircus) | 131
108 ABY65926.1 | fufs /7 ) o EEHFIAREIATER A | IM3 ¥ H(Capra hircus) | 145
109 ABY65927.1 |ty /17 Y o EgE RS AEIRATERIR | IM4 FF{(Capra hircus) | 143
110 ABY65928.1 | fafe 7 7 V) o EEH A A EEIRATERAA | IMS FH(Capra hircus) | 132
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111 004492 BS-1 7 FFl(Leporidae) | 107
112 004493 K-25 174 FFHLeporidae) | 117
113 004515 BS-5 7 # FFHLeporidae) | 114
114 004520 3374 7 # FElLeporidae) 104
115 004604 3547 17 4 FFHLeporidae) | 101
116 004608 120 174 FFHLeporidae) | 49
117 004614 K4820 7 ¥ FFHLeporidae) | 29
118 004619 K29-213 7 FElLeporidae) | 25
119 004623 2717 174 FFHLeporidae) | 14
120 004624 XP-1 4 FFLeporidae) | 14
121 004628 AHS0-5 7 # FFLeporidae) | 11
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122 7173 K29-213 7 FFLeporidae) 110
123 7174 AHR0-5 = # FFELeporidae) 115
124 7185 K4820 4 F FiLeporidae) 110
125 7187 BS-1 7 FFLeporidae) 109
126 7188 BS-3 73 FFH Leporidae) 109
127 7189 3547 4 FFLeporidae) 109
128 7193 3374 4 F Fi{Leporidae) 110
129 7202 K-25 o7 FFi(Leporidae) 109
130 7204 2717 4 FEl(Leporidae) 111
131 7205 120 7 FFLeporidae) 109
132 7211 XP-1 4 F FH{Leporidae) o8
133 48258 k-176'CL 7 FFLeporidae) 111
134 48259 k-188'CL. 7 FFLeporidae) 112
135 48260 k-217CL o FFi(Leporidae) 110
136 48261 k-221'CL. 7 FFLeporidae) 110
137 48262 k-227CL o # FFi(Leporidae) 112
138 48263 k-235'CL o FELeporidae) 113
139 48264 k-237CL 7 FFLeporidae) 109
140 48265 k-246'CL. o7 # FFi(Leporidae) 111
141 48266 k-248'CL o FELeporidae) 111
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INTERNATIONAL SEARCH REPORT Intemational application No.

PCT/AUS19/86910

A, CLASSIFICATION OF SUBJECT MATTER
IPC - AB1K 39/385, 35/407; COTK 16/22, 16/30; AB1P 35/04, 1/16; C12N 5/071; GOIN 33/68 (2020.01)

CPC - AB1K 39/395, 39/39558, 39/3955, 35/407; COTK 16/22, 16/30, 16/303; AG1P 35/04, 116; C12N
5/06, 5/0645, 5/067; GO1N 33/68, 33/574, 33/576, 33/57438

According to International Patert Classification {IPC) or to both national classification and IPC

B. FIELDS SEARCHED

Minimum documentation searched (classification system followed by classification symbals)
See Search History document

Documentation searehed other than minimurn documentation to the extent that such documents are included in the fields searched
Sae Search History document

El ic: data base o lted during the inter l search (name of data base and, where practicable, search terms used)

See Search History document

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category™ Citation of document, with indication, where appropriate, of the relevant passages Relevant to claim No.

X US 2017/0304442 A1 (SORRENTO THERAPELITICS, ING.} 26 October 2017, paragraphs 1,57, 10-14, 16-17, 24,
- [0012}, [0016], [0024}, (0043}, [0047), [0055], [00&0], [0069], 007 1)-{007 2], {0082), [0097], 27, 30-3r

Y [01091-{0110], [0112}{0113}, [0:413]-{0120), [0430), [0432] -

3-4, 23,28, 29, 46-51,

£3-64, §6/47-51,
55/53-54, 56/47-51,
56/53.54
X {TONCG, Y. et al.) WISP1 Mediates Hepatic Warm lschemia Repeatugion injury Via TLR4 1,8, 8, 18-19, 21, 39-40,
. Signaling In Mice. Stientific Reports. 28 January 2016, Vol. B, pages 1-11; Figures 1-2, 42-43, 55-60
Y Supplementary Figure 56; abstract; paga 2, third and ffth-seventh paragraphs; page 3, third -
paragraph o page 4, second paragraph; page &, fourth paragraph to page 7, first paragraph; 9, 22.23, 46-45
page 7, thind paragraph to page B, first paragraph; dot: 10.1038/srep20141
Y {R&D SYSTEMS) Product Dalasheet: Recombinant Huran WISP-1/CCN4, Catalog Number: 5, 16, 23, 30, 48, 54,
1827-WS [onlina]. 18 May 2018 [retrieved on 19 February 2020} Retreved from the intemet: 56154, 56/54
<URL: hitps/resources.musystems. com/pdfs/datashests/1627-ws.pdf>; page 1
X (JIN, 5. et al.) Mechanicat Ventilation Augments Paoly(l:C)}-Induced Lung Injury Via A 14-15
—_ WISPf-integrin B3-Dependant Pathway 1h Mice. Molecular Mediclne. 6 January 2016, Vol. 22,
Y

pages 54-83; abstract; page 55, third column, second paragraph; page 57, third column, second | 4, 22, 28, 45, 53, 55/53,
paragraph o page 58, second column, first paragraph; dol: 10.2119/molmed.2015.00233 53

] Further dosuments are listed in the continuation of Box C, [] seepatent famity aonex.

*  Special categories of cited d

A" documem defining the general state of the ant which is not considered
o be of particulsy relevance

ST later document published afier the internationa) filing date or g
date end not in conflict with the application but cited to un
the principle or theory underlying the invention

“D"  document ¢ited by the applicant in the intermationat spplication X doc:|.1::I1;r|-‘|:‘i of pmitloular r ‘be I.dﬂ:e dl imed 1 jon cantiot be
g consi novel of cannot be considered to involve an inventive step
B gﬁ!]:gerdapplwahm or patent but published on or after the intermational ehen the documont © s

“L" document which may ﬂ:mw doubts on 1?’““‘){ clam.(s) ot which Y™ document of particular relevance, the claimed iwvention cannot

is cited to date or other be considered to invelve an inventive step when the document is
speml reason {(as spmﬁ'ed') cotnbined with ane or more ather such d such

o referting to anoral disciosure, use, exhibitioner other means being obvious o a person skilled in the art

“P"  document published prior 1o the international filing date but Iater than  “&™  doeument member of the same pateat family
the priority date claimed

Date of the actual compicton of the internationat search Date of mailing of the international search report

13 MAR 2020

25 February 2020 (25.02.2020}

Mame and mailing address of the [SA/US Authorized officer

Mail Stop PCT, Attr: ISA/US, Commissioner for Patents
P.O. Box 1450, Alexandria, Virginia 22313-1450
Facsimile No. §71.273-8300

Shane Thomas

Telephone No. PCT Helpdask: 571-272-4300
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entive document

INTERNATIONAL SEARCH REPORT International application Ne.
PCT/US18/56910
C (Continuation).  DOCUMENTS CONSIDERED TO BE RELEVANT
Category® Citation of document, with indication, where appropriate, of the relevant passages Relevant to claim No.
Y (OGHENESUVWE, E. et al.} Guidelines On Dosage Calculation And Stock Solution Preparation | 14-15
In Experimental Animala’ Studies. Journal of Natural Sciences Research. 2014, Vol. 4, No. 18,
pages 100-106; paga 100, third-fourth paragraphs; page 103, first-second paragraphs
Y.D (CERVELLO, M. et al.) Expression Of WISPs And Of Their Novel Alternative Variants In Human | 3, 26
Hepatoce(lular Carcinomna Celis. Annals of tha New York Academy of Sciences. 2004, Val.
1028, pages 432-439; abstract; page 434, third paragraph; page 437, third paragraph to page
438, first paragraph; doi; 10,1196/annals.1322.051
Y WO 2017201422 A1 (THE GENERAL HOSPITAL CORPORATION) 23 November 2017; 9, 47-51, 53-54,
paragraphs (0003], [001 1], [0923]-{0024], [0026], [0028], [D031], [0040]-f0041], [0053, [0070), 55/47-51, 55/53-54,
[0120], [0150] 56/47-51, 56/53-54
A {TUMPENNY, F. et al.) Alagille Syndrome: Pathogenasis, Diagnosis And Managemant, 2
European Joumal of Human Genefics. 21 Seplember 2011, Vol. 20, pages 251-267; abstract:
page 254, sscond colurnn, fifth paragraph to page 255, first column, fitth paragraph;
doi:10.103B/gjhg.2011.181
A {CHEN, J. et al.) Enhancament Of Hepetocyte Differentlation From Human Embryonic Stem 2
Celis By Chinese Medicine Fuzhenghuayu. Scientific Reports. 06 January 2016, Vol. 8, pages
1-13; page 2, sixth paragraph and page 4, first paragraph; page 10, third paragraph; dol:
10.1038/srep16841
A US 2011/0311540 A1 (BOTSTEIN, D. et al.) 22 December 2011; antire document 1-18, 21-24, 26-27,
29-37, 3944, 42-43,
45-51, 53-54, 55/47-561,
55/53-54, 56/47-51,
) 58/53-54, 59.680
A US 2016/0165881 A1 (REGENTS OF THE UNIVERSITY OF MINNESOTA) 16 June 2016, 47-51, 63.54, 55/47-51,

55/53-54, 56/47-61,
56/53-54, 50-60
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INTERNATIONAL SEARCH REPORT International application No,
PCTAIS19/56910

Box No. II Observations where certain claims were found unsearchable (Continuation of item 2 of first sheet)

This international search report has not been established in respect of certain claims under Article 17¢2)(a} for the folipwing reasons:

1. D Claims Nos.:
because they relate to subject matter not required to be searched by this Authority, namely:

2. D Claims Nos.:
because they relate to parts of the international application that do not comply with the prescribed requirements to such en
extent that no meaningfil international search can be carried out, specifically:

3. Claims Nos.: 57-58
because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a).

Box No. Il Observations where unity of invention is lacking (Continuation of item 3 of first sheet)

This International Searching Authority found multiple inventions in thig intemational application, as follows;
-_Piease See Supplamental Page-"*"-

1. D As all required additional search fecs were timely paid by the applicant, this intemational search report covers all searchable
claims.

2. D As all searchable claims could be searched without effort justifying additional fees, this Authority did not invite payment of
agditional fees.

3 I:I As only some of the required additional search fees were timely paid by the applicant, this international search report covers
only those claims for which fees were paid, specifically claims Nos.:

4. K{ No required additional search fees were timely paid by the applicant. Consequently, this intemational search report is restricted
to the invention first mentioned in the claims; it is covered by c¢laims Nos.:
1, 2 (in-par), 3, 4-5 (each in-part), 8-14, 15-16 (sach In-part), 17-19, 21, 22-23 (gach in-part}, 24, 26, 27 (in-part), 23-30 (aach
in-part), 31-36, 37 {in-part), 39-40, 42, 43 (in-part), 45-46 (each in-part), 47-50, 51 (in-part), 53-54 (each in-part}, 55-56 (sach
In-part). 59-60; Alagille Syndroma {liver dizease); mab1680 (WISP1 Inhiblter); SEQ 1D NO: 1 {antigen)

Remark on Frofest D The additionsl search fees were accompanied by the applicant’s protest and, where applicable, the
payment of a protest fee.
D The additional search fees were accompanied by the applicant’s protest but the applicable protest
fee was not paid within the time limit specified in the invitation.
D No protest accompanied the payment of additional scarch fees.

Form PCT/ISA/210 (continuation of first sheet (2)) (July 2019}
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INTERNATIONAL SEARCH REPORT Toteraational application No.

PCTIUS19/56910

-**_Continued from Box No. I Observaticns whera unity of invention is Jacking: -***-

This application contains the following inventions ar groups of invantions which are not so linked as to form a single genaral inventive
concept undar PCT Rule 13.1, In order for all invantions to be examinad, the appropriate additional examination fees must be paid.

Group I+, Claims 1-86, 59-80; Alagille Syndrome (liver disease); mab1680 (WISP1 inhibitor); and SEQ 1D NO: 1 (aniig.en) are directed
toward methods and compositions for traating a liver disease with an agent or cell line that inhiblts WISP1.

The compesitions and methods will be searched to the extent that they comprise Alagills Syndrome {first exernplary liver diseasa),
mab16B0 (first axemplary WISP1 Inhibltor) and SEQ 1D NO: 1 (first exemplary antigen). Applicant is Invited 1o elect additional liver
disease(s). WISP1 Inhibitor(s) and/or antigan/antibody sequence(s), with specified SEQ ID NO: for each, or with spacified substitulion(s)
at specified site(s) of a SEQ ID NCx, such that the sequence of each elected species Is fully speclfied (i.e. no optional or variable res|duas
or substituents), and available a5 an option within at laast one searchabla clalm, o ba ssarched. Additional liver disease(s), WISP1
inhibitor(s) and/or antigen/antibody sequence(s) will be searched upon the payment of additional fees. It is belleved that claims 1, 2
{in-part), 3, 4-5 (each in-part), 6-14, 15-16 (each in-part), 17-18, 21, 22-23 (each in-part), 24, 26, 27 (in-part), 28-30 {each in-part), 31-38,
37 (in-part), 36-40, 42, 43 {in-part), 45-46 (sach in-part), 47-50, &1 (in-pant), 53-54 (sach in-part}, 55-56 (each in-part), and 5B-60
encompass this first named Invention and thus these claims will be searchad without fes to the extant that they encompass Alagllie
Syndroma {liver diseasa}; mab1680 (WISP1 inhibitor); and SEQ ID NO: 1 {(antigen). Applicants must spacify the searchabla clalms that
encompass any additionally alected liver diseasa(s}. WISP1 inhlbitor{s} andfor antigan/antibody sequence(s). Applicants must further
indicate, If applicable, the claims which encampass the first named invention, if differant than what was indicated above for this group.
Failure to claarly identify how any paid additional invention feas are to be applied to the "+" group(s) will rasult in only the first claimed
Invention to be searchad/examined. An axemplary elaction wouid be Alcohol-Rel Liver Di (liver di ) AF1680 (WISP1
inhibiter); SEQ ID NO: 2 {antigan).

No technical features are shared between the liver di WISP1 inhibitors and/or antigen/antibody sequentes of Groups I+ and,
accordingly, these groups lack unity a priori. .

Additicnally, even If Groups I+ ware consldared to share the tachnical faatures inciuding: A method for treating or praventing a llver
disease, the mathod comprising: administering to a subject in nead thareof an antibody or antibody reagent that inhibits WISP1; a
composition comprising an antibody or antibody reagent that inhiblts WISF1 and a pharmacautically acceptable camier, a method of
treating a liver disease in a subject, the method comprising: a. detecting the level of WISP 1 andfor Acta2, Colla in a biplogical sampte
of a subject; b. comparing the measurement of {a) to a reference lavel; ¢. identifying a subject with incraased YASP1 andfor Yap, Acta2,
Collal in {a) as comparad to a reference level as having a liver dissase; and d. administering to the subject having liver disease an
antibady or antibody reagant that inhibits WISP 1; a method for treating or preventing a liver diseasa, the mathod comprising:
administering to a subjact in need thereot an agent that inhibits WISP 1; a composition comprising an agent that inhibits WISP1 and a
pharmaceutically acceptable carriar; a method of treating a liver disease In a subject, the method comprising: a. detecting the levek of
WISP 1 andfor Yap, Collat, ActaZ in a biological sample of a subject; b. comparing the measurement of (a) te a refarance level; ¢, .
idantifying a subject with increased WISP1 andlor Yap, Collat, Acta2 in (a) as compared 1o a refarenca level as having a liver disease;
and d. administering to the subject having liver disease an agent that inhibits WISP 1; a method of generating an engineered hepatic
stellate cell, or population thereof, that expressas an agant that inhibits WISP1, the method comprising; contacting the cell with an agant
that inhibits WISP1, and culturing the call for a sufficient ime te allow for expression of the agent; a cell line comprising hepatic stellate
cells generated by the method; a phamaceutical compesition comprising a hepatic stellate cell, or poputation thereof, generated by the
method, and & pharmaceutically acceptable camier; a method af treating & liver diseass in & subject, the mathed comprising: a, recaiving
the results of an assay that identifios a subject as having increased WISP1 and/or Yap, Acta2, or Colla1 as compared to a reference lavel
as having a liver diseasa; and b. administaring to the subjact having liver disease an anilbody or antibody reagent that inhibits WISP1; 2
method of treating a liver disease in a subject, the method comprising: a. receiving the rasults of an assay that identifies a subject as
having increased WISP1 and/or Yap, Coflaf, Acta2 as comparad to a refarence level as having a fiver disease; and b. administering to
the subject having liver disease an agent reagent that inhibits WISP 1; thase shared lechnical features are previously disclosed by US
8,350,008 B2 to Botstein, of al. (hereinafter ‘Botstein’) in view of US 9,688,673 BZ ('Regents of the University of Mir ta') (‘hereinafter
‘Minnesota’). :

=***.Continued Within the Next Supplemental Box-***-

Form PCT/ISA/210 {extra sheet) (July 2019)
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-*=*-Continued from Previous Supplemental Box-*"-

Botstein discloses a method lor treating or preventing a liver disease (method of treating 8 WISP-related fiver cancer; column 11, lines
44-51; column 24, lines 13-20, 41; column 43, lines 5-7), the method comprising: administaring to a subject In need thereof an antibody or
antibody reagent that inhibits WISP1 {the method comprising: administering to a subject in need thereof an antibody or antibody reagent
that inhibits WISP1; column 12, lines 35-41); a composition comprising an antibody or antibody reagent that inhibits WISP1 (a
compuosition comprising an antibody or antibedy reagent that inhibits WISP1; column 12, lines 3541} and a pharmaceutically accepiable
carrier (column 12, line 46); a method of treating a liver dlsease In a sublect (method of treating a WISP-ralaled liver cancer in a subject;
column 11, Hines 44-51; colunn 12, linas 35-41; column 24, lines 13-20, 41; column 43, lines 5-7}, the method comprising: a. detacting the
level of WISP 1 In a blological sample of a subject (column 12, lines 1-12); b, comparing the measurament of (a) to a refarence level
{column 12, lines 1-12); ¢. identifying o subject with Increazed WISP1 in (a) as compsred to a refarence level as having a liver disease
{identifying a subject with increased WISP1 In (a) as compared to a reference level as having a fiver disease; column 12, lines 1-12), and
d. administering to the subject having liver disease an antibody or antibody reagent that inhibits WISP1 (administering lo the subject
having liver disease an antibody or antibody reagent that inhibits WISP1: column 12, lines 35-41); a method for treating or prevanting a
fiver dizeasa {methad of treating 2 WISP-related livar cancer; column 11, lines 44-51; colurnn 24, lines 13-20, 41; column 43, lines 5-7),
the method compriging: administering to a subject in need theraof an agant that inhibits WISP1 {the method comprising: administering to
a subject in need therecf an antibady or antibody reagent that inhibits WISP1; column 12, lines 35-41); a composition comprising an agent
that inhibits WISP1 (a composition comprising an antibody or antibody reagent that inhibite WiS#1; column 12, linas 35-41) and
pharmaceutically acceptable carrler (column 12, line 48); a method of traating a liver diseasa in a subject (methad of treating 2

WIS P-related liver cancer |n a subject; column 11, lines 44-51; column 12, lines 35-41; column 24, lines 13-20, 41; column 43, lines 5-7),
the method comprising: a. detecting the level of WISP 1 in a biological sample of a subject (column 12, lines 1-12}; b. comparing the
measurement of (a) to a reference Jevel (column 12, lines 1-12); c. identifying a subject with increased WISP in (a) as comparad to a
reference level as having a iver disease (identifying a subject with increased WISP1 in (a) as compared 1o a refarence level as having &
liver disease; column 12, lines 1-12); and 4. administering to the subject having liver disease an agent that inhibits WISP1 {administering .
to the subject having liver diseazne an antibody or antibody reagent that inhibits WISP1; column 12, lines 35-41); a method of generating a
call, that expresses an agent that intibits WISP1 (hybridoma to produce WI5P1 antibodies (generating a cell, that expresses an agent
that inhibits WiSP1); column 46, lines 3-34), the method comprising; contacting the cell with an agent that inhibits WISP1 {lymphocytes
are immunized in vitro with WISP1 polypeptide {contacting the cell with an agent that inhibits WISP1); column 48, knes 3-34}, and
culturing the cell for a sufficient time to allew for sxpression of the agent (fusing the cal to an Immortalized cell ling and culturing the cell
for a sufficient time to allow for expression of the antibody; column 46, lines 3-34; 55-66); a method of reating a liver disease in a subject
{method of treating a WISP-refated liver cancer; column 11, fines 44-51; column 24, lines 13-20, 41; colurmn 43, lines 5-7), the method
comprising: a. receiving the results of an assay that identifies a subject as having increased WISP1 2% compared to a reference level as
having a liver disease (the method comprising: a. receiving the resulls of an assay that identifies a subject as having increased WISP1 as
compared 1o a referance lavel as having a liver disease; column 12, lines 1-12); and b. administering 1o the subject having liver disease
an antibody or antibody reagent that inhibits WISP1 (administaring to the subject having liver diseass an anlibody or antibody reagent that
inhiblts WISP; column 12, Yines 35-41); a method of tragting a liver disease in a subject (method of treating a WISP-rolated Yiver cancer;
column 1, lines 44.51; column 24, lines 13-20, 41; column 43, lines 5-7), tha method comprising: a. receiving the results of an assay that
identifies a subject as having increased WISP1 as compared to a reference level as having a liver dissase (the method camprising: a.
raceiving the results of an assay that identifies a subjsct as having incraased WISP1 as compared {o a refarance level as having a liver
diseass; column 12, lines 1-12); and b. administering 1o the subject having liver disease an agent reagent that inhibits WISP 1
(administering to the subject having liver disease an antibody or antibody reagent that inhibits WISP1; column 12, linas 35-41).

Botstein does not disclose an enginaered hepatic stellate call; a call line comprising hepatic stellate cells generated by the method; a
pharmacautical composition comprising a hepatic stellata cell, or population thereof, generated by the method, and & pharmaceutically
acceptable camiar.

Minnesota discloses an engineered hepatic steiltate call (genetically modified (engineered) hepatic steiiate cell; column 37, linas 30, 43); a
cell line comprising hepatic stellate cells generaled by the methed (a cell line comprising hepatic stellate cells ganerated by the method;
column 185, lines 37-50; column 37, lines 30, 43; column 54, linas 21-24); a pharmaceutical compaosition comprising a hepatic stellate cell
{a pharmaceutical composition comprising a hepatic stellate cell; column 6, lines 3-9), or population therecf, gensrated by the methed,
and a pharmaceutically aceceptable camier {column 8, lines 24.27).

It would have been obvious to one of ordinary skill in the art at the ime of the Invention to modify the disclosure of Botsteln, to include an
enginasrad hapatic stsllate call; a cell line comprising hapalis stellats cells generated by the method: a pharmacseutical compasition
comprising a hepatic steltate cell, or population thereof, generatad by the method, and a phamaceutically acceptable ¢arrier, as disclosed
by Minnesota, in order to provide a supetior method for treating liver disease.

Since none of the special technical featuras of the Groups I+ inventions is found in more than one of the inventions, and since all of the
shared technical features are previously disclosed by a combination of the Botstein and Mi wta refe , unity of invention is
lacking.
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