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4R

BC 1|

AL 5

Pab2 B H4

ATGAACTTCGGGCTCAGCTTGATTTTCCTTGCCCTCATTTTAAAAGGTGTCCAGTG
TGAGGTGCAGCTGGTGGAGTCTGGGGGAGACTTGGTGAAGCCTGGAGGGTCCCTGA
AACTCTCCTGTGCAGCCTCTGGATTCACTTTCAGTAGGTATGGCATGTCTTGGGTT
CGCCAGACTCCAGACAAGAGGCTGGAGTGGGTCGCAACCATTAGTATTGGTGGTAC
TTACACCTACTATCCAGACAGTATGAAGGGGCGATTCACCATCTCCAGAGACAATG
CCAAGAACACCCTGTACCTGCAAATGAGCAGTCTGAAGTCTGAGGACACAGCCATG
TATTACTGTGCAAGACGGGGGTATGGTAACTACTCTTACTATGGTATGGACTACTG
GGGTCAAGGAACCTCAGTCACCGTCTCCTCAGCCAAAACGACACCCCCATCTGTCT
ATCCACTGGCCCCTGGATCTGCTGCCCAAACTAACTCCATGGTGACCCTGGGATGC
CTGGTCAAGGGCTATTTCCCTGAGCCAGTGACAGTGACCTGGAACTCTGGATCCCT
GTCCAGCGGTGTGCACACCTTCCCAGCTGTCCTGCAGTCTGACCTCTACACTCTGA
GCAGCTCAGTGACTGTCCCCTCCAGCACCTGGCCCAGCGAGACCGTCACCTGCAAC
GTTGCCCACCCGGCCAGCAGCACCAAGGTGGACAAGAAAATTGTGCCCAGGGATTG
TGGTTGTAAGCCTTGCATATGTACAGTCCCAGAAGTATCATCTGTCTTCATCTTCC
CCCCAAAGCCCAAGGATGTGCTCACCATTACTCTGACTCCTAAGGTCACGTGTGTT
GTGGTAGACATCAGCAAGGATGATCCCGAGGTCCAGTTCAGCTGGTTTGTAGATGA
TGTGGAGGTGCACACAGCTCAGACGCAACCCCGGGAGGAGCAGTTCAACAGCACTT
TCCGCTCAGTCAGTGAACTTCCCATCATGCACCAGGACTGGCTCAATGGCAAGGAG
TTCAAATGCAGGGTCAACAGTGCAGCTTTCCCTGCCCCCATCGAGAAAACCATCTC
CAAAACCAAAGGCAGACCGAAGGCTCCACAGGTGTACACCATTCCACCTCCCAAGG
AGCAGATGGCCAAGGATAAAGTCAGTCTGACCTGCATGATAACAGACTTCTTCCCT
GAAGACATTACTGTGGAGTGGCAGTGGAATGGGCAGCCAGCGGAGAACTACAAGAA
CACTCAGCCCATCATGGACACAGATGGCTCTTACTTCGTCTACAGCAAGCTCAATG
TGCAGAAGAGCAACTGGGAGGCAGGAAATACTTTCACCTGCTCTGTGTTACATGAG
GGCCTGCACAACCACCATACTGAGAAGAGCCTCTCCCACTCTCCTGGTAAATGA

3

Pab2EGH V — & —

ATGAACTTCGGGCTCAGCTTGATTTTCCTTGCCCTCATTTTAAAAGGTGTCCAGTG
T

Pab2 E$HFR1

GAGGTGCAGCTGGTGGAGTCTGGGGGAGACTTGGTGAAGCCTGGAGGGTCCCTGAA
ACTCTCCTGTGCAGCCTCTGGATTCACTTTCAGT

Pab2 E$HCDR1

AGGTATGGCATGTCT

Pab2 B $HFR2

TGGGTTCGCCAGACTCCAGACAAGAGGCTGGAGTGGGTCGCA

Pab2 EE#{CDR2

ACCATTAGTATTGGTGGTACTTACACCTACTATCCAGACAGTATGAAGGGG

Pab2 EE$5FR3

CGATTCACCATCTCCAGAGACAATGCCAAGAACACCCTGTACCTGCAAATGAGCAG
TCTGAAGTCTGAGGACACAGCCATGTATTACTGTGCAAGA

|0

Pab2 EE$HCDR3

CGGGGGTATGGTAACTACTCTTACTATGGTATGGACTAC

Pab2 EE $HFR4

TGGGGTCAAGGAACCTCAGTCACCGTCTCCTCA

11

Pab2 B § 7 45 5K

GAGGTGCAGCTGGTGGAGTCTGGGGGAGACTTGGTGAAGCCTGGAGGGTCCCTGAA
ACTCTCCTGTGCAGCCTCTGGATTCACTTTCAGTAGGTATGGCATGTCTTGGGTTC
GCCAGACTCCAGACAAGAGGCTGGAGTGGGTCGCAACCATTAGTATTGGTGGTACT
TACACCTACTATCCAGACAGTATGAAGGGGCGATTCACCATCTCCAGAGACAATGC
CAAGAACACCCTGTACCTGCAAATGAGCAGTCTGAAGTCTGAGGACACAGCCATGT
ATTACTGTGCAAGACGGGGGTATGGTAACTACTCTTACTATGGTATGGACTACTGG
GGTCAAGGAACCTCAGTCACCGTCTCCTCA
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Pab2 H & ¥ R 1k

GCCAAAACGACACCCCCATCTGTCTATCCACTGGCCCCTGGATCTGCTGCCCAAAC
TAACTCCATGGTGACCCTGGGATGCCTGGTCAAGGGCTATTTCCCTGAGCCAGTGA
CAGTGACCTGGAACTCTGGATCCCTGTCCAGCGGTGTGCACACCTTCCCAGCTGTC
CTGCAGTCTGACCTCTACACTCTGAGCAGCTCAGTGACTGTCCCCTCCAGCACCTG
GCCCAGCGAGACCGTCACCTGCAACGTTGCCCACCCGGCCAGCAGCACCAAGGTGG
ACAAGAAAATTGTGCCCAGGGATTGTGGTTGTAAGCCTTGCATATGTACAGTCCCA
GAAGTATCATCTGTCTTCATCTTCCCCCCAAAGCCCAAGGATGTGCTCACCATTAC
TCTGACTCCTAAGGTCACGTGTGTTGTGGTAGACATCAGCAAGGATGATCCCGAGG
TCCAGTTCAGCTGGTTTGTAGATGATGTGGAGGTGCACACAGCTCAGACGCAACCC
CGGGAGGAGCAGTTCAACAGCACTTTCCGCTCAGTCAGTGAACTTCCCATCATGCA
CCAGGACTGGCTCAATGGCAAGGAGTTCAAATGCAGGGTCAACAGTGCAGCTTTCC
CTGCCCCCATCGAGAAAACCATCTCCAAAACCAAAGGCAGACCGAAGGCTCCACAG
GTGTACACCATTCCACCTCCCAAGGAGCAGATGGCCAAGGATAAAGTCAGTCTGAC
CTGCATGATAACAGACTTCTTCCCTGAAGACATTACTGTGGAGTGGCAGTGGAATG
GGCAGCCAGCGGAGAACTACAAGAACACTCAGCCCATCATGGACACAGATGGCTCT
TACTTCGTCTACAGCAAGCTCAATGTGCAGAAGAGCAACTGGGAGGCAGGAAATAC
TTTCACCTGCTCTGTGTTACATGAGGGCCTGCACAACCACCATACTGAGAAGAGCC
TCTCCCACTCTCCTGGTAAA

13

Pab2 B84

MNFGLSLIFLALILKGVQCEVQLVESGGDLVEPGGSLELSCAASGEFTFSRYGMSWY
RQTPDKRLEWVATISIGGTYTYYPDSMKGRETISRDNAKNTLYLQMSSLKSEDTAM
YYCARRGYGNYSYYGMDYWGQGTSVTVSSAKTTPPSVYPLAPGSAAQTNSMVTLGC
LVKGYFPEPVTVTWNSGSLSSGVHTFPAVLQSD

14

Pab2&E#H V) — ¥ —

MNFGLSLIFLALILKGVQC

15

Pab2EE#5FR1

EVQLVESGGDLVKPGGSLKLSCAASGFTES

16

Pab2 B $HCDR1

RYGMS

17

Pab2 B $HFR2

WVRQTPDKRLEWVA

18

Pab2EE #{CDR2

TISIGGTYTYYPDSMKG

19

Pab2E $5FR3

REFTISRDNAKNTLYLQMSSLESEDTAMYYCAR

20

Pab2 B #{CDR3

RGYGNYSYYGMDY

21

Pab2 B $5FR4

WGQGTSVTVSS

22

Pab2 B § 7] 25 SE L

EVQLVESGGDLVKPGGSLEKLSCAASGFTFSRYGMSWVRQTPDKRLEWVATISIGGT
YTYYPDSMKGRFTISRDNAKNTLYLQMSSLESEDTAMYYCARRGYGNYSYYGMDYW
GQGTSVTVSS

23

Pab2 H 8 E ¥ R Ik

AKTTPPSVYPLAPGSAAQTNSMVTLGCLVKGYFPEPVTVTWNSGSLSSGVHTFPAV
LQSDLYTLSSSVTVPSSTWPSETVTCNVAHPASSTKVDKKIVPRDCGCKPCICTVP
EVSSVFIFPPKPKDVLTITLTPKVTCVVVDISKDDPEVQFSWFVDDVEVHTAQTQP
REEQFNSTFRSVSELP IMHQDWLNGKEFKCRVNSAAFPAPTEKTISKTKGRPKAPQ
VYTIPPPKEQMAKDKVSLTCMITDFFPEDITVEWQWNGQPAENYKNTQP IMDTDGS
YFVYSKLNVQKSNWEAGNTFTCSVLHEGLHNHHTEKSLSHSPGK
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Pab2#% &

ATGAGGTTCTCTGCTCAGCTTCTGGGGCTGCTTGTGCTCTGGATCCCTGGATCCAC
TGCAGATATTGTGATGACGCAGGCTGCATTCTCCAATCCAGTCACTCTTGGAACAT
CAGCTTCCATCTCCTGCAGGTCTAGTAAGAGTCTCCTACATAGTAATGGCATCACT
TATTTGTATTGGTATCTGCAGAAGCCAGGCCAGTCTCCTCAGCTCCTGATTTATCA
GATGTCCAACCTTGCCTCAGGAGTCCCAGACAGGTTCAGTAGCAGTGGGTCAGGAA
CTGATTTCACACTGAGAATCAGCAGAGTGGAGGCTGAGGATGTGGGTGTTTATTAC
TGTGCTCAAAATCTAGAACTTCCGCTCACGTTCGGTGCTGGGACCAAGCTGGAGCT
GAAACGGGCTGATGCTGCACCAACTGTATCCATCTTCCCACCATCCAGTGAGCAGT
TAACATCTGGAGGTGCCTCAGTCGTGTGCTTCTTGAACAACTTCTACCCCAAAGAC
ATCAATGTCAAGTGGAAGATTGATGGCAGTGAACGACAAAATGGCGTCCTGAACAG
TTGGACTGATCAGGACAGCAAAGACAGCACCTACAGCATGAGCAGCACCCTCACGT
TGACCAAGGACGAGTATGAACGACATAACAGCTATACCTGTGAGGCCACTCACAAG
ACATCAACTTCACCCATTGTCAAGAGCTTCAACAGGAATGAGTGTTAG

25

Pab28t8H ) — 4 —

ATGAGGTTCTCTGCTCAGCTTCTGGGGCTGCTTGTGCTCTGGATCCCTGGATCCAC
TGCA

26

Pab2#2 $5FR1

GATATTGTGATGACGCAGGCTGCATTCTCCAATCCAGTCACTCTTGGAACATCAGC
TTCCATCTCCTGC

27

Pab2# $HCDR1

AGGTCTAGTAAGAGTCTCCTACATAGTAATGGCATCACTTATTTGTAT

28

Pab2#¢ $5FR2

TGGTATCTGCAGAAGCCAGGCCAGTCTCCTCAGCTCCTGATTTAT

29

Pab2#% #5CDR2

CAGATGTCCAACCTTGCCTCA

30

Pab2#8$5FR3

GGAGTCCCAGACAGGTTCAGTAGCAGTGGGTCAGGAACTGATTTCACACTGAGAAT
CAGCAGAGTGGAGGCTGAGGATGTGGGTGTTTATTACTGT

31

Pab2#2$HCDR3

GCTCAAAATCTAGAACTTCCGCTCACG

32

Pab2#¢ $5FR4

TTCGGTGCTGGGACCAAGCTGGAGCTGAAA

33

Pab245 §4 7] 22 R ok

GATATTGTGATGACGCAGGCTGCATTCTCCAATCCAGTCACTCTTGGAACATCAGC
TTCCATCTCCTGCAGGTC
TAGTAAGAGTCTCCTACATAGTAATGGCATCACTTATTTGTATTGGTATCTGCAGA
AGCCAGGCCAGTCTCCTCAGCTCCTGATTTATCAGATGTCCAACCTTGCCTCAGGA
GTCCCAGACAGGTTCAGTAGCAGTGGGTCAGGAACTGATTTCACACTGAGAATCAG
CAGAGTGGAGGCTGAGGATGTGGGTGTTTATTACTGTGCTCAAAATCTAGAACTTC
CGCTCACGTTCGGTGCTGGGACCAAGCTGGAGCTGAAA

34

Pab 24§ 7E ' FE

CTGTGCTCAAAATCTAGAACTTCCGCTCACGTTCGGTGCTGGGACCAAGCTGGAGC
TGAAACGGGCTGATGCTGCACCAACTGTATCCATCTTCCCACCATCCAGTGAGCAG
TTAACATCTGGAGGTGCCTCAGTCGTGTGCTTCTTGAACAACTTCTACCCCAAAGA
CATCAATGTCAAGTGGAAGATTGATGGCAGTGAACGACAAAATGGCGTCCTGAACA
GTTGGACTGATCAGGACAGCAAAGACAGCACCTACAGCATGAGCAGCACCCTCACG
TTGACCAAGGACGAGTATGAACGACATAACAGCTATACCTGTGAGGCCACTCACA
AGACATCAACTTCACCCATTGTCAAGAGCTTCAACAGGAATGAGTGT

35

Pab2#2 5

MRFSAQLLGLLVLWIPGSTADIVMTQAAFSNPVTLGTSASTSCRSSKSLLHSNGIT
YLYWYLQKPGQSPQLLIYQMSNLASGVPDRFSSSGSGTDFTLRISRVEAEDVGVYY
CAQNLELPLTFGAGTKLELKRADAAPTVSTFPPSSEQLTSGGASVVCFLNNFYPKD
INVKWKIDGSERQNGVLNSWTDQDSKDSTYSMSSTLTLTKDEYERHNSYTCEATHK
TSTSPIVKSENRNEC

36

Pab2#RgH ) — 4 —

MRFSAQLLGLLVLWIPGSTA

37

Pab2@E§5FR1

DIVMTQAAFSNPVTLGTSASISC

38

Pab288 $5CDR1

RSSKSLLHSNGITYLY

39

Pab24% $5FR2

WYLQKPGQSPQLLTY

40
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(28) JP 2020-537690 A 2020.12.24
Ooo0o0o0ogad
Pab2#% #5CDR2 QMSNLAS 41
Pab24 $5FR3 GVPDRFSSSGSGTDFTLRISRVEAEDVGVYYC 42
Pab24Z$#5CDR3 AQNLELPLT 43
Pab2i $4FR4 FGAGTKLELK 44
Pab2#R &4 7 Z5FEIK | DIVMTQAAFSNPVTLGTSASISCRSSKSLLHSNGI TYLYWYLQKPGQSPQLLIYQM | 45
SNLASGVPDRFSSSGSGTDFTLRISRVEAEDVGYYYCAQNLELPLTFGAGTKLELK
Pab24 88 72 # pEiK | RADAAPTVSIFPPSSEQLTSGGASVVCFLNNFYPKDINVKWK IDGSERQNGVLNSW | 46
TDQDSKDSTYSMSSTLTLTKDEYERHNSYTCEATHKTSTSPIVKSFNRNEC
goooO00o0oo

gooooao
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G2X i

el

ALY 5

Pabl £

ATGGCTTGGGTGTGGACCTTGCTATTCCTGATGGCAGCTGCCCAAAGTATCCAAGC
ACAGATCCAGTTGGTGCAGTCTGGACCTGAGCTGAAGAAGCCTGGAGAGACAGTCA
AGATCTCCTGCAAGGCTTCTGGTTATACCTTCACAGACTATTCAATGCACTGGGTG
AAGCAGGCTCCAGGAAAGGGTTTAAAGTGGATGGGCTGGATAAACACTGAGACTGG
TGAGCCAACATATGCAGATGACTTCAAGGGACGGTTTGCCTTCTCTTTGGAAACCT
CTGCCAGCACTGCCTATTTGCAGATCAACAACCTCAAAAATGAGGACACGGCTAC
ATATTTCTGTGCCCCCGGAGGGTTTGCTTACTGGGGCCAAGGGACTCTGGTCACTG
TCTCTGCAGCCAAAACAACACCCCCATCAGTCTATCCACTGGCCCCTGGGTGTGGA
GATACAACTGGTTCCTCCGTGACTCTGGGATGCCTGGTCAAGGGCTACTTCCCTGA
GTCAGTGACTGTGACTTGGAACTCTGGATCCCTGTCCAGCAGTGTGCACACCTTCC
CAGCTCTCCTGCAGTCTGGACTCTACACTATGAGCAGCTCAGTGACTGTCCCCTCC
AGCACCTGGCCAAGTCAGACCGTCACCTGCAGCGTTGCTCACCCAGCCAGCAGCAC
CACGGTGGACAAAAAACTTGAGCCCAGCGGGCCCATTTCAACAATCAACCCCTGTC
CTCCATGCAAGGAGTGTCACAAATGCCCAGCTCCTAACCTCGAGGGTGGACCATCC
GTCTTCATCTTCCCTCCAAATATCAAGGATGTACTCATGATCTCCCTGACACCCAA
GGTCACGTGTGTGGTGGTGGATGTGAGCGAGGATGACCCAGACGTCCAGATCAGCT
GGTTTGTGAACAACGTGGAAGTACACACAGCTCAGACACAAACCCATAGAGAGGAT
TACAACAGTACTATCCGGGTGGTCAGCACCCTCCCCATCCAGCACCAGGACTGGAT
GAGTGGCAAGGAGTTCAAATGCAAGGTCAACAACAAAGACCTCCCATCACCCATCG
AGAGAACCATCTCAAAAATTAAAGGGCTAGTCAGAGCTCCACAAGTATACATCTTG
CCGCCACCAGCAGAGCAGTTGTCCAGGAAAGATGTCAGTCTCACTTGCCTGGTCGT
GGGCTTCAACCCTGGAGACATCAGTGTGGAGTGGACCAGCAATGGGCATACAGAGG
AGAACTACAAGGACACCGCACCAGTCCTGGACTCTGACGGTTCTTACTTCATATAT
AGCAAGCTCAATATGAAAACAAGCAAGTGGGAGAAAACAGATTCCTTCTCATG
CAACGTGAGACACGAGGGTCTGAAAAATTACTACCTGAAGAAGACCATCTCCCGGT
CTCCGGGTAAATGA

47

PablEH Y — 4 —

ATGGCTTGGGTGTGGACCTTGCTATTCCTGATGGCAGCTGCCCAAAGTATCCAAGC
A

48

Pabl B #HFR1

CAGATCCAGTTGGTGCAGTCTGGACCTGAGCTGAAGAAGCCTGGAGAGACAGTCAA
GATCTCCTGCAAGGCTTCTGGTTATACCTTCACA

49

Pab1 HE#HCDR1

GACTATTCAATGCAC

50

Pabl EE#HFR2

TGGGTGAAGCAGGCTCCAGGAAAGGGTTTAAAGTGGATGGGC

51

Pab1 E#HCDR2

TGGATAAACACTGAGACTGGTGAGCCAACATATGCAGATGACTTCAAGGGA

52

Pab1 L #{FR3

CGGTTTGCCTTCTCTTTGGAAACCTCTGCCAGCACTGCCTATTTGCAGATCAACAA
CCTCAAAAATGAGGACACGGCTACATATTTCTGTGCCCCC

53

Pab1 E#HCDR3

GGAGGGTTTGCTTAC

54

Pab1 B #{FR4

TGGGGCCAAGGGACTCTGGTCACTGTCTCTGCA

55

Pab 1 518 A] 28 BRI

CAGATCCAGTTGGTGCAGTCTGGACCTGAGCTGAAGAAGCCTGGAGAGACAGTCAA
GATCTCCTGCAAGGCTTCTGGTTATACCTTCACAGACTATTCAATGCACTGGGTGA
AGCAGGCTCCAGGAAAGGGTTTAAAGTGGATGGGCTGGATAAACACTGAGACTGGT
GAGCCAACATATGCAGATGACTTCAAGGGACGGTTTGCCTTCTCTTTGGAAACCTC
TGCCAGCACTGCCTATTTGCAGATCAACAACCTCAAAAATGAGGACACGGCTACAT
ATTTCTGTGCCCCCGGAGGGTTTGCTTACTGGGGCCAAGGGACTCTGGTCACTGTC
TCTGCA
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Pab1 5 $5 7E 7 fE I

GCCAAAACAACACCCCCATCAGTCTATCCACTGGCCCCTGGGTGTGGAGATACAAC
TGGTTCCTCCGTGACTCTGGGATGCCTGGTCAAGGGCTACTTCCCTGAGTCAGTGA
CTGTGACTTGGAACTCTGGATCCCTGTCCAGCAGTGTGCACACCTTCCCAGCTCTC
CTGCAGTCTGGACTCTACACTATGAGCAGCTCAGTGACTGTCCCCTCCAGCACCTG
GCCAAGTCAGACCGTCACCTGCAGCGTTGCTCACCCAGCCAGCAGCACCACGGTGG
ACAAAAAACTTGAGCCCAGCGGGCCCATTTCAACAATCAACCCCTGTCCTCCATGC
AAGGAGTGTCACAAATGCCCAGCTCCTAACCTCGAGGGTGGACCATCCGTCTTCAT
CTTCCCTCCAAATATCAAGGATGTACTCATGATCTCCCTGACACCCAAGGTCACGT
GTGTGGTGGTGGATGTGAGCGAGGATGACCCAGACGTCCAGATCAGCTGGTTTGTG
AACAACGTGGAAGTACACACAGCTCAGACACAAACCCATAGAGAGGATTACAACAG
TACTATCCGGGTGGTCAGCACCCTCCCCATCCAGCACCAGGACTGGATGAGTGGCA
AGGAGTTCAAATGCAAGGTCAACAACAAAGACCTCCCATCACCCATCGAGAGAACC
ATCTCAAAAATTAAAGGGCTAGTCAGAGCTCCACAAGTATACATCTTGCCGCCACC
AGCAGAGCAGTT
GTCCAGGAAAGATGTCAGTCTCACTTGCCTGGTCGTGGGCTTCAACCCTGGAGACA
TCAGTGTGGAGTGGACCAGCAATGGGCATACAGAGGAGAACTACAAGGACACCGCA
CCAGTCCTGGACTCTGACGGTTCTTACTTCATATATAGCAAGCTCAATATGAAAAC
AAGCAAGTGGGAGAAAACAGATTCCTTCTCATGCAACGTGAGACACGAGGGTCTGA
AAAATTACTACCTGAAGAAGACCATCTCCCGGTCTCCGGGTAAA

o7

Pabl E$

MAWVWTLLFLMAAAQSIQAQIQLVQSGPELKKPGETVKISCKASGYTFTDY SMHWV
KQAPGKGLKWMGWINTETGEPTYADDFKGRFAFSLETSASTAYLQINNLENEDTAT
YFCAPGGFAYWGQGTLVTVSAAKTTPPSVYPLAPGCGDTTGSSVTLGCLVEGYFPE
SVIVTWNSGSLSSSVHTFPALLQSGLY TMSSSVTVPSSTWPSQTVTCSVAHPASST
TVDKKLEPSGPISTINPCPPCKECHKCPAPNLEGGPSVFIFPPNIKDVLMISLTPK
VTCVVVDVSEDDPDVQISWFVNNVEVHTAQTQTHREDYNSTIRVVSTLPIQHQDWM
SGKEFKCKVNNKDLPSPIERTISKTKGLVRAPQVY ILPPPAEQLSRKDVSLTCLVV
GFNPGDISVEWTSNGHTEENYKDTAPVLDSDGSYFIYSKLNMKTSKWEKTDSFSCN
VRHEGLENYYLKKTISRSPGK

58

PablEHH U — & —

MAWVWTLLFLMAAAQSTQA

59

Pabl EE$HFR1

QIQLVQSGPELKKPGETVKISCKASGYTFT

60

Pab1 B #HCDR1

DYSMH

61

Pab1 B $HFR2

WVKQAPGKGLKWMG

62

Pab1 B #HCDR2

WINTETGEPTYADDFKG

63

Pab1 & $5FR3

RFAFSLETSASTAYLQINNLENEDTATYFCAP

64

PAb1EE#HCDR3

GGFAY

65

PAb1HE$HFR4

WGQGTLVTVSA

66

PADb 1 B 8 ] 28 s IR

QIQLVQSGPELKKPGETVKISCKASGYTFTDY SMHWVKQAPGKGLKWMGWINTETG
EPTYADDFKGRFAFSLETSASTAYLQINNLKNEDTATYFCAPGGFAYWGQGTLVTV
SA

67

PAb 1 HE 6 & ' fE Ik

AKTTPPSVYPLAPGCGDTTGSSVTLGCLVKGYFPESVTVTWNSGSLSSSVHTFPAL
LQSGLYTMSSSVTVPSSTWPSQTVTCSVAHPASSTTVDKKLEPSGPISTINPCPPC
KECHKCPAPNLEGGPSVFIFPPNIKDVLMISLTPKVTCVVVDVSEDDPDVQISWEY
NNVEVHTAQTQTHREDYNSTIRVVSTLPIQHQDWMSGKEFKCKVNNKDLPSPIERT
ISKIKGLVRAPQVY ILPPPAEQLSRKDVSLTCLVVGENPGDISVEWTSNGHTEENY
KDTAPVLDSDGSYFIYSKLNMKTSKWEKTDSFSCNVRHEGLENYYLKKTISRSPGK
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PAb 1#E §H

ATGAGGTGCCTAGCTGAGTTCCTGGGGCTGCTTGTGCTCTGGATCCCTGGAGCCAT
TGGGGATATTGTGATGACTCAGGCTGCACCCTCTGTACCTGTCACTCCTGGAGAGT
CAGTATCCATCTCCTGCAGGTCTAGTAAGAGTCTCCTGCATAGTAATGGCAACACT
TACTTGTATTGGTTCCTGCAGAGGCCAGGCCAGTCTCCTCAGCTCCTGATATATCG
GATGTCCAACCTTGCCTCAGGAGTCCCAGACAGGTTCAGTGGCAGTGGGTCAGGAA
CTGCTTTCACACTGAGAATCAGTAGAGTGGAGGCTGAGGATGTGGGTGTTTATTAC
TGTATGCAACATCTAGAATATCCGCTCACGTTCGGTGCTGGGACCAAGCTGGAGCT
GAAACGGGCTGATGCTGCACCAACTGTATCCATCTTCCCACCATCCAGTGAGCAGT
TAACATCTGGAGGTGCCTCAGTCGTGTGCTTCTTGAACAACTTCTACCCCAAAGAC
ATCAATGTCAAGTGGAAGATTGATGGCAGTGAACGACAAAATGGCGTCCTGAACAG
TTGGACTGATCAGGACAGCAAAGACAGCACCTACAGCATGAGCAGCACCCTCACGT
TGACCAAGGACGAGTATGAACGACATAACAGCTATACCTGTGAGGCCACTCACAAG
ACATCAACTTCACCCATTGTCAAGAGCTTCAACAGGAATGAGTGTTAG

69

PAb1#REH UV — & —

ATGAGGTGCCTAGCTGAGTTCCTGGGGCTGCTTGTGCTCTGGATCCCTGGAGCCAT
TGGG

70

PAb1#E$HFR1

GATATTGTGATGACTCAGGCTGCACCCTCTGTACCTGTCACTCCTGGAGAGTCAGT
ATCCATCTCCTGC

71

PAb1#2$HCDR1

AGGTCTAGTAAGAGTCTCCTGCATAGTAATGGCAACACTTACTTGTAT

72

PAb1#E$HFR2

TGGTTCCTGCAGAGGCCAGGCCAGTCTCCTCAGCTCCTGATATAT

73

PAb1EE$HCDR2

CGGATGTCCAACCTTGCCTCA

74

PAb14%$5FR3

GGAGTCCCAGACAGGTTCAGTGGCAGTGGGTCAGGAACTGCTTTCACACTGAGAAT
CAGTAGAGTGGAGGCTGAGGATGTGGGTGTTTATTACTGT

75

PAb1#2#HCDR3

ATGCAACATCTAGAATATCCGCTCACG

76

PAb1#E$5FR4

TTCGGTGCTGGGACCAAGCTGGAGCTGAAA

77

PAb 185465 AT 22 R

GATATTGTGATGACTCAGGCTGCACCCTCTGTACCTGTCACTCCTGGAGAGTCAGT
ATCCATCTCCTGCAGGTCTAGTAAGAGTCTCCTGCATAGTAATGGCAACACTTACT
TGTATTGGTTCCTGCAGAGGCCAGGCCAGTCTCCTCAGCTCCTGATATATCGGATG
TCCAACCTTGCCTCAGGAGTCCCAGACAGGTTCAGTGGCAGTGGGTCAGGAACTGC
TTTCACACTGAGAATCAGTAGAGTGGAGGCTGAGGATGTGGGTGTTTATTACTGTA
TGCAACATCTAGAATATCCGCTCACGTTCGGTGCTGGGACCAAGCTGGAGCTGAAA

78

PAb 18R 8H 7E & AE Ik

CGGGCTGATGCTGCACCAACTGTATCCATCTTCCCACCATCCAGTGAGCAGTTAAC
ATCTGGAGGTGCCTCAGTCGTGTGCTTCTTGAACAACTTCTACCCCAAAGACATCA
ATGTCAAGTGGAAGATTGATGGCAGTGAACGACAAAATGGCGTCCTGAACAGTTGG
ACTGATCAGGACAGCAAAGACAGCACCTACAGCATGAGCAGCACCCTCACGTTGAC
CAAGGACGAGTATGAACGACATAACAGCTATACCTGTGAGGCCACTCACAAGACAT
CAACTTCACCCATTGTCAAGAGCTTCAACAGGAATGAGTGT

79

PAb14% 85

MRCLAEFLGLLVLWIPGAIGDIVMTQAAPSVPVTPGESVSTSCRSSKSLLHSNGNT
YLYWFLQRPGQSPQLLITYRMSNLASGVPDRFSGSGSGTAFTLRISRVEAEDVGVYY
CMQHLEYPLTFGAGTKLELKRADAAPTVSIFPPSSEQLTSGGASVVCFLNNFYPKD
INVKWKIDGSERQNGVLNSWTDQDSKDSTYSMSSTLTLTKDEYERHNSYTCEATHK
TSTSPTIVKSFNRNEC

80

PAb1#ESH V) — &' —

MRCLAEFLGLLVLWIPGAIG

81

PAb1#ESHFR1

DIVMTQAAPSVPVTPGESVSISC

82

PAb1#2$HCDR1

RSSKSLLHSNGNTYLY

83

PAb1#E$HFR2

WFLQRPGQSPQLLIY

84

PAb1#ESHCDR2

RMSNLAS

85

PAb1ZE$HFR3

GVPDRFSGSGSGTAFTLRISRVEAEDVGVYYC
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DoooO0mo
PAb1#26HCDR3 MQHLEYPLT 87
PAb1#E$HFR4 FGAGTKLELKR 88

PAb1#R$5 AT 2568 | DIVMTQAAPSVPVTPGESVSTSCRSSKSLLHSNGNTYLYWFLQRPGQSPQLLIYRM | 89
SNLASGVPDRFSGSGSGTAFTLRISRVEAEDVGVYYCMQHLEYPLTFGAGTKLELK
R

PAb1ERSH E H 68Ik  | ADAAPTVSIFPPSSEQLTSGGASYVCFLNNFYPKDINVKWK IDGSERQNGVLNSWT | 90
DQDSKDSTYSMSSTLTLTKDEYERHNSY TCEATHKTSTSPIVKSFNRNEC
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INTERNATICNAL SEARCH REPORT Intematienal application Wo.
PCT/US 18/55438

Box Ne. | Nucleotide and/or amino acid seq e(s) {Continuation of item 1.c of the first sheet)

1. With regard to any nuclestide and/or amino acid sequence disclosed in the international application, the international search was
carried out on the basis of a sequence listing;

a, forming part of the international application as filed:

in the form of an Annex C/ST.25 text file.
D on paper or in the form of an image file.

b, D famnished together with the international application under PCT Rule 13ser. 1{a} for the purposes of international search
only in the form of an Annex C/ST.25 text file,

c I:‘ furnished subsequent (o the international filing date for the purposes of intemnational search only:
D in the form of an Annex C/ST.25 text file {Rule 13ser. 1(a)).
D on paper or in the form of an image file (Rule 134r.1(b) and Administrative Instructions, Section 713).

2. In addition, in the case that more than one version or copy of a sequence listing has been filed or fornished, the required
statements that the information in the subsequent or additional copies is identical to that forming part of the application as
filed or does not go beyond the application as filed, as appropriate, were furnished.

3. Additional comments:

Form PCT/ISA/21¢ (continuation of first sheet {1)) (January 2015)
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INTERNATIONAL SEARCH REPORT International application No.

PCTIUS 18/55438

Box No. 11 Qbservations 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 following reasons:

1. D Claims Nos.:

because they relate to subject matier not required 10 be searched by this Autherity, namely:

2. D Claims Nos.:

because they relate to parts of the international application that do not comply with the prescribed requirements io such an
extent that no meaningful international search can be carried out, specifically:

v
3. Claims Nos.: 7-10, 15-21, 23, ang 25-27
because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a).

Box No. 11 Observations where unity of invention is lacking (Continuation ofitem 3 of first sheet)

This [nternational Searching Authority found multiple inventions in this international ap?lication, as follows:
This application contains the following inventions or groups of inventions which are not 5o linked as to form a single general inventive
concept under PCT Rule 13.1. In order for all inventions to be searched, the appropriate additional search fees must be paid.

Grougps |+, claims 1-8, directed to a composition comprising: (i) an antibody that specifically binds to plectin-1 {claim 1), or (i} an antibody
or antigen binding fragment that specifically binds an amino acid sequence having at least BS% identity to SEQ 1D NO: 2 (claim 2). The
antibody or antigen binding fragment will be searched to the extent that the antibody or antigen binding fragment encompasses wherein
the antibody comprises a heavy chain variable region having 2 sequence $et forth as: SEQ 1D NO 23 and a light chain variable region
having a sequence set forth as: SEQ 1D NO: 45. It is believed that claims 1-2, 3-4({in part), 5/£1-2, 3-4{in pan)] encompass this first
named invention, and thus thesa claims will be searched without fee to the axtent that they encompass wherein the antibody comprises
a heavy chain variable region having a sequence set forth as: SEQ ID NC 23 and a light chain variable region having a sequence set
farth as: SEQ ID NO: 45, YwreermvnenwmnreContinued in the extra sheet

1. E] As all required additional search fees were timely paid by the applicant, this intemational search repart covers all searchable
claims.

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

3. D 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 claimsg Nos.:

4, }Z{ No required additional search fees were timely paid by the applicant. Consequently, this international scarch report is
restricted to the invention first mentioned in the claims, it is covered bg claims Nos.:
1-2, 3-4(in part}, 571-2, 3-4(in part)], limited to SEQ 1D NO 23 and SEQ |0 NO: 45 [SEQ 1D NO: 2 is a common technical
foatura]

Remark on Protest D The additional 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 search fees.

Form PCT/ISA/210 (continuation of first sheet (2)) (January 2015)
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INTERNATIONAL SEARCH REPORT International application No,
PCT/US 18/55438

A.  CLASSIFICATION OF SUBJECT MATTER
IPC(8) - AG1K 39/00; AB1K 39/395; AB1K 38/00; ABTK 9/14; C12P 21/08; CO7K 16/00 (2018.01)
CPC - AB1K 2039/505; COTK 2317/24; A61K 38/00; COTK 16/18; CO7K 2319/00; AG 1K 47/48769; AGIK
47/48853; CO7K 2317/60; CO7K 2317/56, CO7K 2317/565

According to Intemational Patent Classification (IPC) or to both national classification and IPC

B,  FIELDS SEARCHED

Minimum documentation searched (classifisation system followed by classification symbols)

See Search History Document

Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched
See Search History Document

Clectronic data base consulted during the international search (name of data base and, where practicable, search terms used)
See Search History Document

C. DOCUMENTS CONSIDERED TQO BE RELEVANT

Category* Citation of document, with indication, where appropriate, of the relevant passages Relevant to claim Ng.
Y US 2017/0087257 A1 {THE GENERAL HOSPITAL CORPORATOIN) 30 March 2017 1-2
- (30.03.2017), para [0011], [0018], [0034], [0040], [0041], [0078], [0148), [D168], [0192), [0207], | ——
A [0235], and [0236) 3-5
Y US 20170267719 A1 {COUNCIL OF SCIENTIFIC & INDUSTRIAL RESEARCH et al.} 21 1-2
- September 2017 {21.09.2017), Abstract, para [0068], [0079], and [0085] —_
A 3-5
Y 'S 2004/01016874 A1 (GHOSH et al.} 27 May 2004 {(27.05.2004}), pg 52, SEQ 1D NO: 1801 2
- {1029 a.a.}, the region between amino acid residues 666-1029 —_
A 3-5
US 201510298334 A1 (MINERVA BIOTECHNOLOGIES CORPORATION) 22 October 2015
A {22.10.2015), para [0027}, [0034), and pg 6, col 2, SEQ 1D NO: 17 3-5
U3 2010/0779832 A1 (LEDBETTER et al.) 04 November 2010 (04.11.2010), para [0077], 4-5
{0649], and SEQ ID NOC: 121 {133 a.a), the region between amino acid residues 21-132
A CHENG et al., Plactin deficiency in liver cancer calls promotes cell migration and sensitivity to 1-8
sorafanib treatmant. Cell Adh Migr. 2018 Jan, Vol. 12(1), p. 19-27. Epub 2017 Feb 17, Entire
documentation, especially Abstract
A SHiN at al., Unexpacted gain of function for the scaffolding protein plectin due to mislocalization | 4-5
in pancreatic cancar. Proc Natl Acad Sci U 8 A 2013, Vol. 110{48), p. 19414-9_ Entire
dacumentation, especially Absiract, and pg 19414, col 2, middte para
A PROBY et al., Human Autoantibodies against HD1/Plectin In Paranecplastic Pemphigus. J 1-5
Invest Demmatol. 1999, Val. 112(2), p. 153-6. Entire documantation, especially Abstract
D Further documents are listed in the continuation of Box C. D See patent family annex.
*  Special categories of cited doouments: “T*  later document published after the international filling date or priority
"A" docwment defining the general state of the ant which is not considered date and pot in conflict with the application but cited to understand
to be of particular relevance the principde or theory underlying the invention
“E" earlier application or paten1 but published on or after the international «X™ document of particular relevance; the claimed invention cannot be
fling date considered novel or cannot be considered to invalve an inventive
by d%:gmem wl;ilqhhma lhrgl\ry d‘qubli on pn;!’on'ry ]:‘.lairq(s)_or whir.];. is step when the document is taken alone
cited Lo establish the publication date of anather citalion or ather wy» o0 men; of particular relevance; the ¢laimed invention cannot be
special reason (as specified) o fonsidered . InvoIve o imvEntie step when the document (s
“G"  dogument referring Lo an oral disclosure, use, exhibition or oiher combined with ane or mere other such documents, such combination

means being obvious to a person skilled in the art

“P"  document published prior to the international filing date but later than

the priority date claimed “&" document member of the same patent family

Date of the setual completion of the intemational search Date of mailing of the international search report
10 December 2018 V4 4 JAN 2019
Name and mailing address of the 1ISA/US Autherized officer;
Mail Stop PCT, Attn: ISA/US, Commissioner for Patents Lee W. Young
P.C. Box 1450, Alaxandiia, Virginia 22313-1450
PCT : 571
Facsimile No.  571-273-8300 PCT g;l:u?’:.:;;:;;:m "

Form PCT/ISA/210 (second sheet) (January 2015)
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INTERNATIONAL SEARCH REPORT Inemational application No,

PCT/US 18/55438

Continuation of:
Box No Il (unity of invention is lacking)

[Contimuation of Groups |+) Additional antibady or antigen binding fragment will be searched upon the payment of addltional feas.
Applicants must specify the claims that encompass any additionally elected antibody or antigan binding fragment. Applicants must
furthar indicate, if applicable, the claims which encompass the first named invention, if different than what was indicated above for this
group. Faflure to claarly ldentlfy how any paid additional invention faes are to be applied to tha "+" group{s) will rasult in only the first
claimad inventicn to be searched. An exemplary election would ba wherain the antibody comprises a haavy chain variabla ragion having
a sequence set forth as: SEQ ID NO 67 and a light chain variable region having a saquence set forth as: SEQ ID NO: BB [claims: {1-2), 3
~4fin part), 84{1-2), 3-4(in part)]].

Group ), claims 11-14, directed to an antibedy-drug-conjugate {ADC).

Group Il claims 22 and 24, directed to a methed for treating cancer.

Thea inventions listed as Groups H, li-1ll do not relate to a singla genaral inventive concept under PCT Rule 13.1 becauss, under PCT
Rule 13.2, they lack the same or corresponding special technical features for the following reasons:

Speclal Technical Feature
Groups H, 11-1i are related as a produst (Groups M or 1) and mathods of potentially using the product {Grewp 111).

Groups I+ include the special technical feature of wherein the antibody and the anti-cancer agent are not linked, not required by Group
I

Group 1l includes the special tachnical feature of an antibody-drug-conjugata (ADC}, not required by Groups |+,
Group 1ll indludes the special technical feature of treating cancer, not required by Groups I+ and 1.

Amang Groups I+, sach SEQ 1D NO reprasents a structurally diffarant antinody sequence.

Common Technical Features
The inventions of Groups I+, 1I-Ill share the technical features of: I} an antibody that specifically binds to plectin-1 exposed on the
surface of a cancer csll, and an anti-cancer agent (part of claim 1); and/or Il an antibody or antigen binding fragment that specifically
binds an amino acld sequance having at least 85% identity to SEC 1D NO: 2, and an anti-cancer agent {part of claim 2}, and
—pail ul the inventions of Groups I+ further shara the technical features of:
== a compaosition comprising:
(i) an antibody that specifically binds to plectin-1 exposed on the surface of a cancer cell; and
(ii) an anti-cancer agent,
wharain the antibody and the anticancer agent are not linked (claim 1; which covars the shared tachnlcal features |) by Groups I+, ll-lll};
or
--a composition comprising:

{I) an antibody or antigen binding fragment that specifically binds an aming acid sequence having at least 85% identity to SEQ ID NO: 2;
and
{ii) an anti-cancer agent,

wherein the antibody and the anti-cancer agent are not linked (claim 2; which covers the shared technicsl features Il) by Groups I+, I~
11); anrd further
--wherain the antibody comprises a heavy chain variable ragion and a light chain variable region (part of claims 3-8).

However, these shared technical features do not represent a contribution over prior art as being obvious over US 2017/0087257 A1 to
THE GENERAL HOSPITAL CORPORATOIN (hereinafter "GEN_HOSP'), in view of US 2017/0267719 A1 to COUNCIL OF SCIENTIFIC
& INCUSTRIAL RESEARCH et al. (hereinaftar "COUNCIL_SCI'); orfand further in view of US 2004/0101874 A1 to GHOSH et at.
(herainafter ‘Ghosh’) as follows:

GEN_HOSP discloses a compaosition {para [0040] - ‘a pharmaceutical tomposition’) comprising:

(i} an antibedy that specificaliy binds to plectin-1 (para [0040] - ' a pharmaceutical composition comprising a ligand, wherain the ligand
binds to plectin-1'; para [0018] - ‘plectin-1 binding moiety is the invantion provides ligands for a blomarker, whereln the ligand is ... an
antibody’; para [0311] - *plectin-1 ligands ... including a plactin-1 binding moiaty, ... the piactin-1 binding maisty is an anti-plactin-1
antibody or antigen-binding fragment thereof')

—axposed on the surface of a cancer cell (para [0078] - 'a binding molecule may reside on a cell surface... binding molecula is & plectin-
1 molecule'; para [0166) - 'bind to cell surface antigens on PDAC cells. ...identified plectin-1 as a novel biomarker of PDAC, ..discoverad
plectin-1 as a biomarker for pancreatic cancer cells... in the diagnesis... treatment of PDAG in humans'; para [(148] - 'biomarkers of
poncreatic ductal adensaisiiunie {(PDAC) cell blomarkers ... such as plectin-1; para [0018] - ‘plectin-1 binding moiety is the invention
provides ligands for a biemarker, wherein the ligand Is ... an antibody'); and

{il) an anti-cancer agent {para [0040} - 'reating & patient with pancreatic cancer ... providing...a pharmacautical composition
eomprising a ligand, wherein the ligand binds te plectin-1.., the pharmaceutical composition further comprises a therapeutic agent..., the
thaerapeutic agent is...a toxin, ... a drug', wherein each of ‘a toxin, ... a drug' comprising 'an anti-cancer agent', see the quetations that
follow; para [0235) - 'provides drugs ... that reduce or eliminate cancer by binding to a cancer biomarker (e.g., plectin)’; para [0236] -
‘anticancer drugs'; para [0041] - treating a subject who has pancreatic cancer. .. administaring a therapeulically effectiva amount of a
pharmacautical composition including ... a cytotoxic agent, e.g., a toxin or a drugh.

Continued in the next axtra sheat

Form PCTASASLD (extra sheet) (Jonuary 2015)
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Continuation of;
‘The pravious extra sheet - Box No (Il {unity of Invantion is lacking)

GEN_HOSP further discloses whaergin the plectin-1 serves as a receptor for targated cancer therapy (para [0192] - 'kill or ablate
cancarous cells, a peptide ligand can be conjugated with a prodrug ... prodrug activator |s conjugated with a second paplide ligand, ...
that binds to a non-competing site on the same receptor {e.g., plectin-1)"; para [0078] - ‘receptor, ... refers to any "binding moleculs” ...a
cancar cell protein ... a binging melacule may reside on a ¢ell surface .. binding molecule is a plectin-1 molacule'; para [0034) - ‘raceptor
is plectin-1"; para [0207] - 'Concentration ranges of a drug in vitro in which peptide ligand targeting may enhance the ability of a drug to
salectively kill cancer cells”; para [0011] - 'plectin-1 ligands ... including a plectin-1 binding maiety, ... the plactin-1 binding moiety Is an
anti-plectin-1 antibody'; para [0040], quotation as above).

GEN_HOSP does not specifically teach wherein the antibody and the anticancer agent are not linked. COUNCIL_SCI discloses a
fermulation comprising a Plectin-1 recaptor targeting peplide and a therapeutic agent for trealing cancer (Abstract - 'a Plectin-1 receptor
targeting novel cationic KTLLPTPK-lipopeptide. ...a liposomal formulation comprising the cationic KTLLPTPK-lipopeptide, ... therapeutic
agents and a phammaceutically acceptable camrier... a method for regressing established pancreatic tumors comprising administering
therapautically effective amount of the liposomal formulation with the therapeulic agents'; para [0D68] - 'combating pancreatic cancer'),
wherein the Plactin-1 receptor targeting peptids and tha therapeutic agent are not linked (para [0068] - 'cambating pancreatic cancer by
simultaneous applications of both the targeted chemotherapy .. the targated chemotherapy part of the present combination approach,
pancreatic tumor targeting liposomes of KTLLPTPK-lipopeptide A is used in delivaring the lippsomally ce-encapsulated curcumin &
gemcitabing', wharaln 'co-sncapsulated’ indicating wherein 'the Plectin-1 receptor targeting peptide’ ~KTLLPTPK-lipopeptide' and "the
therapeutic agent ' - 'curcumin & gemcitabine’ are not linked; para [0079] - "Combination of Curcumin and Gemcitahine Co-Encapsulated
in Liposomes of KTLLPTPK-LIpupuptide Show Synerglstic Effect in Inducing Apeptosis in Pancreatic Tumor Cells'; para [0085] -
'ingredients of liposomal formulation of the present invention for targeted chemotherapy include plactin-1 recaptor selactiva novel
lipepeptide comprising plectin-1 targeting KTLLPTPK-octapeptide ... potent therapeutic agents (curcumin and gemcitabine, co-
encapsulated within the liposomes of KTLLPTPK-lipopeptide)’).

It would have been obvicus to one of ordinary skill in the art at the time the invention was made to combine the teachings of
GEN_HOSP and COUNCIL_SCI, to obtain a composition comgprising: (i) an antibody that specifically binds to plectin-1 exposed on the
surface of a cancer call; and (i} an anti~cancer agent, based on the teaching of GEN_HOSP, and further wherein the antibody and the
anti-cancer agent are not linked, basad on the combination of COUNCIL_SC| and GEN_HOSP, in order to combine methods, antibodies
that specifically bind to plectin-1 exposed on the surface of a cancer cell, and technolegies available in the ant for facilitating obtaining &
sompaosition comprising an anti-plactin-1 antibody that can target an anti-cancer agent to a targeted cancer cell without conjugating tha
anti-cancer agent for treating the targeted cancer with a desired effact with an expacied succass and without unduwe experimentation.

Furtharmore, GEN_HOSP discloses a composition (para [0040]; quotation as above, this will be applied to the following discussions
when the same quotations and explanations are used) comprising:

{i} an antibody or antigen binding fragment that specifically binds an amino acid sequeance of plectin-1 (para [0040]; para [0018]; para
[0$311] - 'plectin-1 llgands ... Including a plactin-1 binding moiety, ... the plactin-1 binding moiaty is an anti-plectin-1 antibody or antigen-
binding fragment thareof, wherein ‘the plactin-1 binding moisty is an anti-plactin-1 antibody or antigen-binding fragment therecf"
indicating 'an antibody or antigen binding fragment that specifically binds an amino acid sequence of plectin-1"); and

{il} an anti-cancer agent {para [0040Q); para [0235]; para [0236]; para [0041)}.

GEN_HOSP further disclosas wheraln the plectin-1 serves as a recaptor for targeted cancer therapy (para [0192]; para [CO7E];
para {0207]; para [0011]; para [0040]).

GEN_HOSP neither speclfically teaches whereln 'the amino acid sequence of plectin-1' is 'an amino acid sequence having at least
85% identity to SEQ ID NO: Z'. nor teaches wharsin the antibody and the anti-cancer agent are not linked. Ghosh discloses a plectin-1
amino acid sequence {pg 52, SEQ 10 NO: 1801, GENEBANK ACC. NO. 14043217 - 'plectin 1, intarmediate filament bindi’), which
consisting of 1029 amino acid regidues, and comprising a region bety amino acld residues 666-1029, which is 100% identical to the
claimed SEQ ID NO: 2.

Ghaosh also does not spedifically teach whersin the antibody and the anti-cancer agent are not linked.

COUNCIL_SCI discloses a formulation comprising a Plectin-1 receptor targeting peplide and a therapeutic agent for treating cancer
{Abstract; para [0068]), wherein the Plactin-1 receptor targating peptide and the therapautic agant are not linked (para [0068]; para
[0079]; para [Q085]}.

It would have been obvious to one of ordinary skill in the art at the time the invention was made to combine the teachings of
GEN_HCSP, Ghosh, and COUNCIL_SCF, to obtain a composition comprising: (i} an antibody or antigen binding fragment that
apacifically binds an amine acid sequence of plactin-1; and (ii} an anti-cancar agent, basad on the teaching of GEN_HOSP, wherein ‘the
aming acid saquance of plectin-1' is 'an amino acid sequence having at leagt 85% identity to SEQ 1D NO: 2', based on the combination
of Ghosh and GEN_HOSP, and furthar wherein the antibody and the anti-cancar agent are not linked, based on the combination of
COUNCIL_SC!, Ghosh, and GEN_MOSP, in order to combine methods, antibodies that specifically bind o an amino acid sequence of
plectin-1, tha amino acid sequences of plectin-1, and technolegies available in the art for facilitating obtaining a composition comprising
an anti-plectin-1 antibody that can target an anti-cancer agent to a targeted cancer cell withaut conjugating the anti-cancer agent for
treating the targated cancer with a desired effect with an expected success and without undue exparimentation.

Although the said combination does not specifically teach wharsin the antibody comprises a heavy chain variable region and a light
chain variable region, this limitation is datarmined by the inherent property of an antibody, as evident by Wikipedia_Antibody {Haavy
chaln - 'Each heavy chain has two regions, the constant raglon and the variabla region’; Light Chain - 'A light ehain has two suceessive
domains: one canstant domain and one variable domain’; Tha refarence is not provided, as it belongs to common knowledge).

Without a shared spacial technical faature, the inventions lack unity with one another,
Groups I+, lI-1ll therefore lack unity under PCT Rule 13 because they do not share a same or corresponding special technical feature.,

Continuation of item 4: Claims 7-10, 15-21, 23, and 25-27 are not drafted in accordance with the second and third sentences of Rule 6.4
(a). These claims are improper multiple dependant claims.
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