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REPFVVWEFQSPHTAVEKDFVIIPLHTTPETSVKEIDELVEVYTDVEHRWEAENF IFMGD
FNAGCSYVPKKAWKNIRLRTDPRFVWLIGDQEDTTVEKSTNCAYDRIVLRGQEIVESV
VPKSNEVFDFQKAYKLTEEEALDVSDHYPVEVMLK
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(43) JP 2022-504400 A 2022.1.13

TNHWTIV-DNASE1IL3IARNRYUT U b-@AEEy 28, (773, DNA
SE1L3RXRYUT )
DAHKSEVAHRFKDLGEENFRKALVLIAFAQY LOQCPFEDHVKLVNEVTEFAKTCVADES

AENCDESLHTLFGDELCTVATLRETYGEMADCCAKQEPERNECFLOHKDDNPNLPRLYV
RPEVDVMCTAFHDNEETFLKKYLYEIARRHPYFYAPELLFFAKRYKAAFTECCQAADK
AACLLPKLDELRDEGRKASSAKQRLKCASLOKFPGERAFKAWAVARLSORFPRKAEFPAEVS
KLVTDLTEVHTECCHGDLLECADDRADLARKYICENQDSISSKLEKECCEKPLLEKSHCT
AEVENDEMPADLPSLAADFVESKDVCENYAEAKDVFLGMFLYEYARRHPDYSVVLLLR
LAKTYETTLERCCAAADPHECYARVEDEFKPLVEEPONLIKONCELFEQLGEYEKFQNA
LLVRYTKEVPOVSTPTLVEVSRNLGRVGSKCCKHPEAKRMPCAEDYLSVVLNQLCVLH

EEKTPVSDRVTKCCTESLVNRRPCFSALEVDETYVPEEFNAETEFTFHADICTLSERKERG
IEEQTALVELVEKHKPRKATKEQLEAVMDDEAAFVEKCCRADDKETCFAREGKKLVAASQ
ARLGLGGGGSMRICSFNVRSFGE SKQEDKNAMDVIVEVIKRCDITLVMEIKDSNNRIC
PILMEKLNRNSRRGITYNYVISSRLGRNTYREQYAFLYKEKLVSVERSYHYHDYQDGD

ADVEFSREPFVVWFQSPHTAVEDFVIIPLHTTPETSVKE IDELVEVYTDVKHRWKAENF
IFMGDFNAGCSYVPRKEAWKNIRLRTDPRFVWLIGDQEDTTVKKSTNCAYDRIVLRGQE
IVSSVVPKSNSVEDFQRAYKLTEEEALDVSDHY PVEVMLK

oooogad

FATIY-DNASE1LL3IARNYUT v h-@EéEsx 28, (FA73I DNASEILL
3NY T ) o
DAHKSEVAHRFEKDLGEENFRKALVLTIAFAQYLQQCPFEDHVEKLVNEVTEFAKTCVADES

AENCDKSLHTLFGDRKLCTVATLRETYGEMADCCARKQEPERNECFLOHKDDNPNLPRLY
RPEVDVMCTAFHDNEET FLEKYLYETARRHPYFPYAPELLEFFAKRYKAAFTECCQAADEK

AACLLPELDELRDEGKASSAKQRLECASLOKFCGERAFKAWAVARLSQRFPKAEFAEVS

ELVTDLTEVHTECCHGDLLECADDRADLAKYICENQDSISSKLKECCEKPLLEKSHCT

AEVENDEMPADLPSLAADFVESKDVCENYAREAKDVELGMFLYEYARRHPDY SVVLLLR

LAKTYETTLEKCCAAADPHECYARVEDEFKPLVEEPONLIKONCELFEQLGEYKFQNA

LILVRYTKEVPOVSTPTLVEVSRNLGEVGSKCCKHPEAKRMPCAEDY LSVVLNQLCVLH

EKTPVSDRVTKCCTESLYVNRRPCFSALEVDETYVPKEFNAETFTFHADICTLSERKERQ

IEKOTALVELVKHKPKATKEQLEKAVMDDEFAAFVERKCCKADDEETCFAREGEKLVAASQ

AALGLGGGGSGGGGSGGGESMRICSFNVRSFGESKQEDKNAMDVIVEKVIKRCDIILVM
EIKDSNNRICPILMEKLNRNSRRGITYNYVISSRLGRNTYKEQYAFLYKEKLVSVERS
YHYHDYQDGDADVFSREPFVVWFQSPHTAVKEDFVIIPLHTTPETSVKEIDELVEVYTD
VEHRWKAENFIFMGDENAGCSYVPRKAWKNIRLRTDPREFVWLIGDQEDTTVKKSTNCA
YDRIVLRGQEIVSSVVPESNSVFDEFQKAYKLTEEEALDVSDHYPVEVMLK
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(44) JP 2022-504400 A 2022.1.13

DNASE1L3AYTFT v -TATIv-@Exrry 278, (7AL73Iv DNASEILL
3Ny 7T h)

MRICSFNVRSFGESKQEDKNAMDVIVEVIKRCDIILVMEIKDSNNRICPILMEKLNRN
SRRGITYNYVISSRLGRNTYKEQYAFLYKEKLVSVKRSYHYHDYQDGDADVFESREPEFV
VWFQSPHTAVKDFVIIPLHTTPETSVKEIDELVEVYTDVKHRWKAENFIFMGDENAGC
SYVPRKEKAWENIRLRTDPRFVWLIGDQEDTTVRKSTNCAYDRIVLRGQEIVSSVVPKSN
SVEDFQRAYKLTEEEALDVSDHYPVEVMLKGGGGSDAHKSEVAHRFEDLGEENFEKALV

LIAFAQYLQOQCPFEDHVELVNEVTEFARTCVADESAENCDES LHTLEGDRLCTVATLR

ETYGEMADCCAKQEPERNECFLOHKDDNPNLPRLVRPEVDVMCTAFHDNEET FLKEY L
YEIARRHPYEFYAPELLEFARKRYKAAFTECCOAADKAACLLPKLDELRDEGKASSAKOR
LEKCASLOKFGERAFKAWAVARLSQREFPKAEFAEVSKLVTDLTRKVHTECCHGDLLECAD

DRADLAKYTICENQDSTSSKLKECCEKPLLEKSHCTAEVENDEMPADLPSLAADEVESK
DVCKNYABAKDVFLGMFLYEYARRHPDYSVVLLLRLARKTYETTLEKCCAAADPHECYA

KVFDEFKPLVEEPONLIKQNCELFEQLGEYKFONALLVRYTKEVPOVSTPTLVEVSRN
LGKVGSKCCKHPEAKRMPCAEDYLSVVLNQLCVLHEKT PVSDRVTKCCTESLVNRRPC
FSALEVDETYVPEEFNAET FTFHADICTLSERKERQIKKOTALVELVKHKPEKATEEQLK
AVMDDFPAAFVERCCEKADDKETCFAEEGRKLVAASQAALGL

oooogad

DNASEIL3RNYUT v - TATIvV-@arr "8, (FZA7Iv, DNASEI1L
3Ry TFT v h)

MRICSFNVRSFGESKQEDENAMDVIVKVIKRCDIILVMEIKDSNNRICPILMEKLNRN
SRRGITYNYVISSRLGRNTYKEQYAFLYKEKLVSVKRSYHYHDYQDGDADVEFSREPFV
VWEQSPHTAVKDEVIIPLHTTPETSVEKEIDELVEVYTDVKHRWKAENF IFMGDENAGC
SYVPRRAWENIRLRTDPRFVWLIGDQEDTTVEKSTNCAYDRIVLRGOEIVSSVVPEKSN

SVEDFQEKAYKLTEEEALDVSDHYPVEVMLRKGGGGSGGGGSGGGESDAHKSEVAHRERKD
LGEENFRALVLIAFAQYLOQCPFEDHVELVNEVTEFARTCVADESAENCDKSLHTLEG
DELCTVATLRETYGEMADCCAKQEPERNECFLOHKDDNPNLPRLVRPEVDVMCTAFHD
NEETFLKKYLYEIARRHPYFYAPELLFFAKRYKAAFTECCQAADKAACLLPKLDELRD

EGEKASSAKQRLECASLOKFGERAFKAWAVARLS QRFPRKAEFAEVSKLVTDLTKVHTEC
CHGDLLECADDRADLAKYICENQDSISSKLKECCEKPLLEKSHCTAEVENDEMPADL P
SLAADFVESKDVCKNYAEAKDVELGMELYEYARRHPDY SVVLLLRLAKTYETTLERCC

AAADPHECYARVEFDEFKPLVEEPONLIKQNCELFEQLGEYKFPONALLVRYTEKEVPOVS

TPTLVEVSRNLGKVGSKCCKHPEAKRMPCAEDY LSVVLNQLCVLHEKT PVSDRVTKCC

TESLVNRRPCEFSALEVDETYVPEEFNAETFTFHADICTLSEKERQIKKOTALVELVEKH

KPRATKEQLKAVMDDFAAFVERCCKADDRKETCFAEEGKRKLVAASQAALGL
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(45) JP 2022-504400 A 2022.1.13

7»7“)5 V-DNASEI1L3-grexrs%8, (7273, DNASE
1L 3 :
DAHKSEVAHRFEDLGEENFEKALVLIAFAQYLOQCPFEDHVKLVNEVTEFAKTCVADES

AENCDRSLHTLEFGDELCTVATLRETYGEMADCCAKQEPERNECFLOHKDDNPNLPRLV

RPEVDVMCTAFHDNEET FLEKKYLYEIARRHPYFYAPELLEFFAKRYKAAFPTECCQAADK

AACLLPELDELRDEGERASSAKQRLEKCASLOKFGERAFEAWAVARLSQREFPKAEFAEVS

KLVTDLTEVHTECCHGDLLECADDRADLAKY ICENQDS ISSKLKECCEKPLLEKSHCT

AEVENDEMPADLPSLAADFVESKDVCEKNYAEAKDVELGMELY EYARRHPDY SVVLLLR

LARTYETTLEKCCAAADPHECYARVEDEFKPLVEEPONLIKQNCELFEQLGEYKEFQNA

LLVRYTKRVPOVSTPTLVEVSENLGKVGSEKCCRHPEARKRMPCARDY LESVVLNQLCVLH

ERTEPVSDRVIKCCTESLVNRRPCEFSALEVDETYVPREFNAETFTFHADICTLSERERQ

IKKQTALVELVEHEPKATKEQLEAVMDDFAAFVERCCRKADDRETCFAEREGKKLVAASQ

AALGLGGGGIGEGEEEGEEGSMRICSFNVRSFGESKQEDKNAMDVIVKVIKRCDIILVM
EIKDSHNNRICPILMEKLNRNSRRGITYNYVISSRLGRNTYRKEQYAFLYKEKLVSVEKRS
YHYHDYQDGDADVEFSREPFVVWFQSPHTAVKDFVIIPLHTTPETSVKEIDELVEVYTD
VEKHRWKAENF IFMGDFNAGCSYVPRKEKAWKNIRLRTDPREFVWLIGDQEDTTVEKKSTNCA
YDRIVLRGQEIVSSVVPKSNSVFDFQRAYKLTEEEALDVSDHFPVEFKLOSSRAFTNS
KKSVTLREKTKSKRS

gooooano

7,/1/7“)i‘/*DNASE1LB*EE’%?‘//\C?%’O (Znv73v, DNASE
1 L3 :
DAHKSEVAHRFKDLGEENFRALVLIAFAQYLOOCPFEDHVKLVNEVTEFAKTCVADES

AENCDKSLHT LEGDELCTVATLRET YGEMADCCAKQEPERNECFLOHKDDNPNLPRLV
RPEVDVMCTAFHDNEET FLEKYLYETARRHPYFYAPELLFFAKRYKAAFTECCQAADK

AACLLFPKLDELRDEGKASSAKQRLECAS LOKFGERAFKAWAVARLSQRFPKAEFAEVS

KLVTDLTEKVHTECCHGDLLECADDRADLAKYICENQDSISSKLKECCEKPLLEKSHCT

AEVENDEMPADLPS LAADFVESKDVCENYAEARDVELGMEFLYEYARRHPDYSVVLLLR
LAKTYETTLEKCCAAADPHECYARVEDEFKPLVEEPQNLIKONCELFEQLGEYKFQNA
LLVRYTEREVPOVSTPTLVEVSRNLGEVGSKCCKHPEAKEMPCAEDY LEVVLNQLCVLH

EKTPVSDRVIKCCTESLVNRRPCFSALEVDETYVPKEFNAET FTFHADTICTLSEKERQ

TREQTALVELVKHKPRKATKEQLKAVMDDFAAFVERKCCRADDKETCFAEEGEKLVAASQ
AALGLAPAPAPAPAPAPAPMRICSFNVRSFGESKQEDKNAMDVIVKVIKRCDIILVME

IKDSNNRICPILMEKLNRNSRRGITYNYVISSRLGRNTYKEQYAFLYKEKLVSVERSY
HYHDYQDGDADVFSREPFVVWEQSPHTAVKDEVIIPLHTTPETSVKEIDELVEVYTDV
KHRWKAENFIFMGDFNAGCSYVPEKRKAWENIRLRTDPRFVWLIGDQEDTTVKKSTNCAY
DRIVLRGQEIVSSVVPKSNSVFDFQRAYKLTEEEALDVSDHFPVEFKLQSSRAFTNSK
KSVTLREKTKSKRS
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(46) JP 2022-504400 A 2022.1.13

7/v7‘jzy—DNASE1Lg-ﬁﬂé\&‘//\“ﬁgo (znr73v, DNASE
1L 3 :

DAHKSEVAHRFKDLGEENFEALVLIAFAQYLOQCPFEDHVKLVNEVTEFAKTCVADES
AENCDRSLHTLEFGDRLCTVATLRETYGEMADCCARQEPERNECFLOQHKDDNPNLPRLYV
RPEVDVMCTAFHDNEET FLEEYLYETARRHPYFYAPELLFFARRYRKAAFTECCOAADK

AACLLPEKLDELRDEGEASSAKQRLKCASLOKFGERAFKAWAVARLSQRFPKAEFAEVS

KLVTDLTKVHTECCHGDLLECADDRADLARKYTICENQDS ISSKLRECCEKPLLEKSHCT

AEVENDEMPADLPSLAADEVESKDVCERNYAEAKDVELGMELYEYARRHPDYSVVLLLR
LAKTYETTLERKCCAAADPHECYARKVFDEFEPLVEEPONLIKONCELFEQLGEYKFQNA
LLVRYTKEVPQVSTPTLVEVSRNLGKVGSKCCKHPEAKRMPCAEDY LSVVLNQLCVLH
EKTPVSDRVIKCCTESLVNRRPCFSALEVDETYVPRKEFNAETFTFHADICTLSEKERQ

IKRQTALVELVEKHKPEKATRKEQLEAVMDDEFAAFVERCCRKADDEETCPAEEGKKLVAASQ
AALGLAEAAAREAAARAMRICSEFNVRSFGESRKQEDENAMDVIVREVIKRCDITLVMETK

DSNNRICPILMEKLNRNSRRGITYNYVISSRLGRNTYKEQYAFLYKEKLVSVKRSYHY
HDYQDGDADVESREPEVVWFQSPHTAVEDEFVIIPLHTTPETSVKEIDELVEVYTDVEKH
RWKAENFIFMGDFNAGCSYVPRKEAWKNIRLRTDPRFVWLIGDQEDTTVKRSTNCAYDR

IVLRGQEIVSSVVPKSNSVEDFQKAYKLTEEEALDVSDHFPVEFKLOS SRAF TNSKKS
VITLRKKTKSKRS

goodaoan

FATIV-DNASE1I1L3IRUT U M-BAEX L RRIE, (FATIv, DNA
SE1L3XXYUTvh)

DAHESEVAHRFEDLGEENFEALVLIAFAQYLQOCPFEDHVKLVNEVTEFAKTCVADES
AENCDKSLHTLFGDKLCTVATLRET YGEMADCCAKQEPERNECFLOHKDDNPNL PRIV

RPEVDVMCTAFHDNEET FLEKY LYETIARRHPYFYAPELLFFARRYKAATTECCQAADK
AACLLPKLDELRDEGKASSAKQRLKCASLOKFGERAFKAWAVARLSQRFPKAEFAEVS
KLVTDLTEVHTECCHGDLLECADDRADLARYICENQDSISSKLRKECCERPLLEKSHCT

AEVENDEMPADLPSLAADEVESKDVCENYAEAKDVELGMELYEYARRHPDYSVVLLLR

LAKTYETTLERCCAAADPHECYARVEFDEFKPLVEEPQNLIKQNCELFEQLGEYKFONA

LIVERYTRKEVPQVSTPTLVEVSRNLGRKVGSKCCKHPEAKRMPCAEDY LSVVLNQLCVLH

ERTPVSDRVIKCCTESLVNRRPCPSALEVDETYVPKEFNAETFTFHADICTLSEKERQ

IKKQTALVELVKHKPRATKEQLRKAVMDDEFAAFVERKCCKADDEETCFAEEGKKLVAASQ
AALGLSGGSGESMRICSFNVRSFGESKQEDENAMDVIVEVIKRCDITILVME IKDSNNR

ICPILMEKLNRNSRRGITYNYVISSRLGRNTYKEQYAFLYKEKLVSVERSYHYHDYQD
GDADVFSREPFVVWEFQSPHTAVKDFVIIPLHTTPETSVKEIDELVEVYTDVEKHRWKAE
NFIFMGDFNAGCSYVPKKAWKNIRLRTDPREVWLIGDQEDTTVKKSTNCAYDRIVLRG
QEIVSSVVPKSNSVFDFOQRKAYKLTEEEALDVSDHEFPVEFKLO
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47) JP 2022-504400 A 2022.1.13

TNT7 IVY-DNASELIL3ANUT Vv M-@HEEryr"I2H, (ZFZAT7Iv, DNASEI1L1L
3IRNRYTFTUE)

DAHKSEVAHRFEKDLGEENFRALVLIAFAQYLOQCPFEDHVELVNEVTEFAKTCVADES

AENCDKSLHTLEFGDRKLCTVATLRETYGEMADCCAKQEPERNECFLOQHKDDNPNLPRLV

RPEVDVMCTAFHDNEETFLEREYLYEIARRHPYFYAPELLFFAKRYKAAFTECCQAADK
AACLLPKLDELRDEGKASS AKQRLECASLOKFGERAFKAWAVARLSQRFPKAEFAEVS
KLVITDLTKVHTECCHGDLLECADDRADLAKY ICENQDS IS SKLRKECCEKPLLERSHCT
AEVENDEMPADLPSLAADFVESKDVCENYAEAKDVEFLGMFLYEYARRHPDY3VVLLLR
LARTYETTLERCCAAADPHECYAKVEDEFKPLVEEPOQNLIKONCELFEQLGEYKFQNA
LLVRYTKRVPOVSTPTLVEVSRNLGEKVGSKCCRHPEAKRMPCAEDYLSVVLNQLCVLH
ERTPVSDRVTKCCTRESLVNRRPCEFSALEVDETYVPKEEFNAETFTFHADLCTLSERKERQ
TKKQTALVELVEHKPKATKEQLKAVMDDFAAFVEKCCKADDKETCFAEEGKELVAASQ

AALGLSGGSGGEGGSGGSGSSMRICSFNVRSFGESKQEDKNAMDVIVRKVIKRCDITILV
MEIKDSNNRICPILMEKLNRNSRRGITYNYVISSRLGRNTYKEQYAFLYKEKLVSVKR
SYHYHDYQDGDADVESREPEVVWEQSPHTAVEDFVIIPLHTTPETSVKEIDELVEVYT
DVKHRWEKAENFIFMGDFNAGCSYVPKKAWKNIRLRTDPRFVWLIGDQEDTTVEKSTNC
AYDRIVLRGQEIVSSVVPKSNSVFDFQRAYKLTEEEALDVSDHFPVEFKLQ

oooogad

FATIV-DNASELILSANRUT U -@EX NI E, (FALTIv, DNA
SE1L3X"YT )

DAHKSEVAHRFKDLGEENFRALVLIAFAQYLOQCPFEDHVELVNEVTE FAKTCVADES
AENCDEKSLHTLEGDKLCTVATLRETYGEMADCCAKQEPERNECFLOQHKDDNPNL PRIV

RPEVDVMCTAFHDNEETFLKKYLYEIARRHPYFYAPELLFFAKRYKAAFTECCQAADK

AACLLPELDELRDEGEASSAKQRLKCASLOKFGERAFKAWAVARLSQRFPRKAEFAEVS
KIVTDLTEVHTECCHCGDLLECADDRADLARKY ICENQDS ISSKLEECCERPLLEKSHCT
AEVENDEMPADLPSLAADFVESKDVCENYAFAKDVFLGMEFLYEYARRHPDYSVVLLLE

LARKTYETTLERCCAAADPHECYARKVEDEFKPLVEEPONLIKONCELFEQLGEYKEFQONA

LILVRYTKEKVPOQVSTPTLVEVSRNLGEKVGSKCCKHPEAKRMPCAEDY LSVVLNQLCVLH

EKTPVSDRVIKCCTESLVNRRPCFSALEVDET YVPKEFNAET FTFHADICTLSEKERQ
IKKQTALVELVKHKPKATKEQLKAVMDDFAAFVEKCCKADDKETCFAEEGKKLVAASQ
AALGLSGGSGGSGGSGGSGGSEGSGGESGGSGGSGSSMRICSFNVRSFGESKQEDKNAM
DVIVKVIKRCDIILVMEIKDSNNRICPILMEKLNRNSRRGITYNYVISSRLGRNTYKE
QYAFLYKEKLVSVKRSYHYHDYQDGDADVFSRE PFVVWFQSPHTAVKDFVIIPLHTTP
ETSVKEIDELVEVYTDVKHRWKAENF IFMGDFNAGCSYVPKKAWKNIRLRTD PRFVWL
IGDQEDTTVKKSTNCAYDRIVLRGQEIVSSVVPKSNSVFDFQKAYKLTEEEALDVSDH
FPVEFKLQ
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(48) JP 2022-504400 A 2022.1.13

FATIV-DNASE1IL3IANYUT Y N-FTATIv-@eéEx 08, (FAT 3
Y. DNASE1L3ASYUTFTvH)

DAHKSEVAHRFKDLGEENFEATLVLIAFAQYLOOCPFEDHVKLVNEVTEFAKTCVADES

AENCDKSLHTLFGDRLCTVATLRETYGEMADCCAKQEPERNECEFLOHEDDNPNLPRLYV

RPEVDVMCTAFHDNEETFLEKKYLYETARRHPYFYAPELLFFARKRYKAAFTECCOAADK

AACLLPELDELRDEGKASSAKQRLKCASLOKFGERAFKAWAVARLSQRFFRKAEFAEVS

KLVTDLTKVHTECCHGDLLECADDRADLARKYICENQDS ISSKLEKECCEKPLLERSHCT

AEVENDEMPADLPSLAADEFVESKDVCENYAEAKDVFLGMEFLYEYARRHPDYSVVLLLR

LARKTYETTLERKCCAAADPHECYARKVEDEFKPLVEEPONLIKQNCELFEQLGEYREFONA

LLVRYTREVPOVSTPTLVEVSENLGEVGSKCCKHPEARKRMPCAEDY LSVVLNQLCVLH

EKTPVSDRVTKCCTESLVNRRPCEFSALEVDETYVPKEFNAETFTFHADICTLSEKERY

LIRRKQTALVELVEKHKPKATKEQLKAVMDDEAAEVERKCCKADDRKETCPALRREGKKLVAASQ
AALGLSGGSGGEGGESGESGGEGGEGGSGGSGGEGSSMRICSFNVRSFGESKQEDKNAM

DVIVEVIKRCDIILVMEIKDSNNRICPILMEKLNRNSRRGITYNYVISSRLGRNTYKE
QYAFLYRKEKLVSVEKRSYHYHDYQDGDADVEFSREPEVVWEQSPHTAVEDFVIIPLHTTP
ETSVEKEIDELVEVYTDVKHRWKAENF IFMGDENAGCSYVPEKKAWKNIRLRTDPREVWL
IGDQEDTTVEKRSTNCAYDRIVLRGQEIVSSVVPKSNSVEDFQKAYKLTEEEALDVSDH
FPVEFKLOSSGGS5GGSGESGESGGESGEEGGSGESGESGEDAHKSEVAHRFKDLGEENE

KALVLIAFAQYLOQCPFEDHVKEKLVNEVTEFAKTCVADESAENCDKSLHTLFGDKLCTV

ATLRETYGEMADCCAKQEPERNECFLOHKDDNPNLPRLVRPEVDVMCTAFHDNEETFEL

KKYLYETARRHPYEYAPELLEFFAKRYKAAFTECCOQAADKAACLLPKLDELRDEGKASS

AKORLKCASLOKFGERAFKAWAVARLSQRFPKAFFAEVSKLIVTDLTEKVHTECCHGDLL

ECADDRADLARKYICENQDS ISSKLEECCEKPLLERKSHC IAEVENDEMPADLPSLAADE
VESKDVCENYAEAKDVELGMPLYEYARRHPDYSVVLLLRLARTYETTLEKCCAAADPH

ECYARVEFDEFKPLVEEPQNLIKONCELFEQLGEYRKEQNALLVRYTKEVPOQVSTPTLVE

VSRNLGKVGSKCCKHPEAKRMPCAEDYLSVVILNQLCVLHEKT PVSDRVTKCCTESLVN

REPCEFSALEVDETYVPKEENAETFTFHADICTLSEKERQIKKQTALVELVKHEKPKATK

EQLEAVMDDEAAFVERKCCKADDKET CFAEEGKKLVAAS QAALGL
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(49) JP 2022-504400 A 2022.1.13

\\&

NWTILV-DNASE1L3T7A Y7 r—Lb2-BEXy2E, (77
. DNASE1L37A4Y7%+—5h2)

-
\
~

DAHKSEVAHRFRDLGEENFEKALVLIAFAQYLOOCPEFEDHVRLVNEVTEFAKTCVADE S

AENCDEKSLHTLFGDKLCTVATLRETYGEMADCCAKQEPERNECFLOHKDDNPNLEPRLV

RPEVDVMCTAFHDNEET FLEEYLYEIARRHPYFYAPELLFFAKRYKAAFTECCOAADK

AACLLPKLDELRDEGEASSAKQRLKCASLOKFGERAFKAWAVARLSQRFPKAEFAEVS

KLVIDLTEVHTECCHGDLLECADDRADLARKY ICENQDSISSKLKECCEKPLLERSHCT

AEVENDEMPADLPSLAADEFVESKDVCENYAEAKDVFLGMELYEYARRHPDY SVVLLLR

LARTYETTLERCCAAADPHECYARKVEDEFKPLVEEPQNLIKQNCELFEQLGEYKFONA

LLVRYTKEVPQVSTPTLVEVSRNLGEVGSKCCEKHPEAKRMPCAEDYLSVVLNQLCVLH

EKTPVSDRVIKCCTESLVNRRPCEFSALEVDETYVPKEFNAETFTEHADICTLSERERQ

TKKOTALVELVKHKPEATKEQLEKAVMDDFAAFVEKCCKADDEETCFAEEGKKLVAASQ
AALGLSGGSGGE5GGSGGSGESGESGESGGSGGSGSSMRICSFNVRSFGESKQEDKNAM

DVIVKVIKRCDIILVMEIKDSNNRICPILMEKLNREQYAFLYKEKLVSVKRSYHYHDY
QDGDADVFSREPFVVWFQS PHTAVKDFVIIPLHTTPETSVKEIDELVEVYTDVEKHRWK
AENFIFMGDFNAGCSYVPRKKAWENIRLRTDPRFVWLIGDQEDTTVKRKSTNCAYDRIVL
RGQEIVSSVVPKSNSVFDFQRAYKLTEEEALDVSDHFPVEFKLOSSRAFTNSKKSVTL
REKTKSKRS

ooooogad

TNHW7IV-DNASE1L3ITAY 75 —h2 T b-f@tayr s
B, (77 3Iv, . DNASE1L37AY7%—A2)

DAHKSEVAHRFKDLGEENFKALVLIAFAQYLOOCPFEDHVELVNEVIEFAKTCVADES

AENCDKSLHT LFGDEKLCTVATLRETYGEMADCCAKQEPERNECFLOHKDDNPNLPRLYV

RPEVDVMCTAFHDNEETFLEKYLYEIARRHPY FYAPELLFFARRYKAAFPTECCOQAADK

AACLLPKLDELRDEGKASSAKQRLKCASLOKFGERAFKAWAVARLSQRFFKAEFAEVS

KLVIDLTEVHTECCHGDLLECADDRADLARKYICENQDSISSKLKECCEKPLLEKSHCT

AEVENDEMPADLPSLAADEVESKDVCKNYAEAKDVEFLGMEFLYEYARRHPDYSVVLLLE

LARTYETTLEKCCAAADPHECYAKVFDEFKPLVEEPOQNLIKONCELFEQLCGEYKFQNA

LLVRYTEKKVPOQVSTPTLVEVSRNLGEVGSKCCKHPEARKEMPCAEDYLSVVLNQLCVLH

EKTPVSDRVTKCCTESLVNRRPCFSALEVDETYVPKEFNAETFTFHADICTLSEKERG
IEEQTALVELVEHKPRKATKEQLKAVMDDEFAAFVERCCKADDKETCFAEEGKKLVAASQ
AALGLSGGSGGSGGSGESCGSGGSGGSGGSEESGSSMRICSFNVRSFGESKQEDKNAM
DVIVKVIKRCDIILVMEIKDSNNRICPILMEKLNREQYAFLYKEKLVSVKRSYHYHDY

QDGDADVESREPEVVWEFQSPHTAVEDEVI IPLHTTPETSVKEIDELVEVYTDVKHRWK
AENFIFMGDFNAGCSYVPRRAWKNIRLRTDPRFVWLIGDQEDTTVERKSTNCAYDRIVL
RGQEIVSSVVPKSNSVFDFQKAYKL.TEEEALDVSDHFPVEFKLQ
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22211, 2212112,
23/22/1211, 2312212142,
24/22/21/1, 2412212112,
251211, 2512112,
20/25/21/2, 26i25/2112,
271261211, 27/25/2112,
28,29
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Box No, II Observations where certain claims were found unsearchable (Continuation of item 2 of first sheet)

This international search Teport has not been established in respect of certain claims under Article 17(2)(a) for the following reasons:

L D Claitns Nos.

because they relate to subject matter not required to be searched by this Authority, namely:

2. D Claims Nos.:

because they relate 1o parts of the international application that do not comply with the prescribed requirements to such an
extent that no meaningful intemational search can be carried out, specifically:

3 g Claims Nos.: 16-19, 36-42, 48-50, 55-59, 61-83, 86-101
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 this international application, as follows:

-***-Pleasa See Supplemantal Page-***-

t. D As all required additional search fees were timely paid by the applicant, this international search report covers all searchabie
claims,

2. D As all searchable claims ¢ould 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 ctaims Nos.:

4. K{ No required additional search fees were timely paid by the applicant. Consequently, this international search report is restricted
to the mvention first mentioned in the claims; it is covered by claims Nos.:

Group |: Claims 1-15, 20-29, 84-87

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 Na protest accompanied the payment of additional search fees.
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-***-Continued from Box No. lll; Unity of Invantion is Lacking:

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

Group |: Clalms 1-15, 20-29, and 84-87 (each in part) are directed toward a DNase1-like 3 (DIL3) varfant.

Group |I: Claims 30-35, 43, and B4-87 (each in part) are directed toward a DNase 1 (D1} variant.

Group lll: Claims 44-47, 51, and 84-87 {each in part} are directed toward 2 DNase1-llke 1 (D1L1) variant.

Group IV; Claims 52-54, 60, and 84-B7 {each in part) are directed toward a DNase1-like 2 (D1L2) variant.

The inventions listed as Groups |-V do not refate to a single general inventive concept under PCT Rule 1.1 because, under PCT Rule
13.2, they lack the same or corresponding special technical features for the following reasons: the spacial tachnical features of Group |
include a DNase1-like 3 (DIL3) variant, not present in any of Groups li, lil or IV; the special technical features of Group Il include a DNase
1 {D1) variant, not prasent in any of Groups |, Il or IV; the special technical features of Group |l include a DNase1-like 1 (D1L1) varant,
not present in any of Groups |, II, or IV; the special technical featuras of Group IV include a DNase1-lke 2 {D1L2) variant, not presant in
any of Groups |, 1I, or Ili.

Groups -1V share the tachnical faatures comprising: a DNasa variant comprising an amino acid sequence,

However, thesa shared technical features are previously disclosed by WO 2011/053982 A2 (UNIVERSITY OF WASHINGTON}
(hereinafter "Washington').

Washington discloses a DNase varignt comprising an amino acid sequence {claims 1-2, 26).

Groups |-V share the technical features comprising: 2 DNase variant with one or more substituted or delsted cysteine residuss.
Thesa shared technical features are previously disclosed by Washington, as above.

Washington discloses a DMNase variant (claims 1-2, 26) with one or more substituted or deleted cysteine residues (paragraph [0071]).

Since none of the special technical featuras of the Groups |-V inventions are found in mare than ane of the inventions, and since all of
the shared technical features are praviously disclosed by tha Washington refarance, unity of invantion is lacking.
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