(19000000 @JP)

a0 00000 (A)

JP 2023-536815 A 2023.8.30

(11000000

O 0 2023-536815

(P2023-536815A)

(43)0 0 O O O 050 80 300 (2023.8.30)

GHooooao oo oooooooooo
O oooo 38/08 (2019.01) ogoooao 38/08 O0do0 ooo oooood
O oooo 29/00 (2006.01) ogoooao 29/00 O0do0 ooo oooood
O oooo 38/10 (2006.01) ogoooao 38/10 O0do0 ooo oooood
O oooo 17/00 (2006.01) ogoooao 17/00 O0do0 ooo oooood
O oooo 17/06 (2006.01) ogoooao 17/06 O0do0 ooo oooood
gododdddddoooooooooooossbooooooaoao
(21) 00000 0 0 2023-505850(P2023-505850)  [(71)0 000 509167914
(86)(22)0 000 0 0 30 60 240 (2021.6.24) 000000 0000000000 O
(850000000 005030230 (2023.3.23) 00O00O0o0ooo
(86)0 000000 PCT/US2021/038999 000000000000000000
(870000000 WO02022/026092 000000000000000000
(87000000 00402030 (20222.3) 000 0000
(31)0000000063/057,741 (740000 100118902
(320000 0 0 20 70 280 (2020.7.28) 000000 O
(3300000000000000 (740000 100106208
00 (US) 000000 O
(8)000D0DO0 APBWGHGMKELRLSMWMZNA (740000 100196508
LRW,SD,SL,ST,SZ,TZ,UG,ZM,ZW),EA( 000000 OO
AMAZBY KGKZRUTITM)EP(ALA  |(740000 100188374
T,BE,BG,CH,CY,CZ,DE,DK EE,ES FI,FR 000000 OO
,GB,GR,HR,HU,IE,IS,IT,LT,LU,LV,MC, (720000 00000000000

gooooo

gooooo

G4)000000000000000000000O0000

(570000

oobooooOoooOOoooboOoooboOoobooooboooon
obooooboooooobOoooOooobooboooonDn

gbobooobooboboboooobobooboooo
ugboboobodboboboooobaoboobooaao
iobooobooooooboobOooboooboboOonDon
gboboobooboboboobooboboobooaoo

ooooooooooooao
ooboooboog

TIGHT SURFACE BARRIER

10

20



e s e e e e e e e s sy [ [ |
e s v e e e e s sy [ [ |

I e ey s e e e R ey e [ I Ay

ODoooDoDoDooooooDoooooooiboooooooo0ooooobao
ODooDoDoDoDooooooDoooooooiboooooooooocooobao

O 0OooOoooQd
[ [ |
O 0Ooo0ooOood
O 0Ooo0oogoo

DU oooogoo

DU oooogogoo
ODoooood
O0oooo

(2) JP 2023-536815 A 2023.8.30

0000000000000 DOOOODOOO
0000000000000 D0000O00D0DO0DO0DO00DO00OO0Oaon
0o

0000000000000 O0pg00Qg00pgD0O0pg0DO0pgO00QgO00nQ
0000000000000 000pgO00Qg00gD0O0pg0OO0Qg0O0oQg
0000000000000 D0DO0DO0DO0DOOoDODOODOoOod

O0dogooao

O

booooooououooouooooooooooooobopgbOOpO00np
Ob0pO0O0OpgpObO0OO0OD0O0OpgOO0OODOO0OO0ODDOOO0ODOO0ODbDOOoObODOODnDnD

gooboboobooobooooooobooooboooboooboobooobooaaodan
ooooooooooooooobooobobooboDbooODoOoOoOOoOOoOoO0an
gooogao

O
|

oooootouoooooooooooooooooooao

ooooooooooooao
ooooooooooooag

O O
O O
O
O
O
O
O
O
O
O
O
O
O
O
OJ
O
O
O
O
O
O

gobogoobooooboboobooboooooobooonb

OO0 oo oOoDooDooooobf O
O
OJ
(]
O
O
O
O
O

n00pg00pg00g0O0p0O0pg0D0O0D0O0pgO0O0C0CO00OO0OOOOOOOOO
0000000000000 D00000000000D00NDO00NOONOoOooOnao
0000000000000 O00O0O0O

0

OO oo
O O0Ooo
O Oooo
O Oooo
O Oooo
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O

O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O

Oooooooooooooogodg
OJ
O
O
O
O
O
O
O
O
O
O
O
O
OJ
O
O
O
O
O
O
O
O
O
O
O
O
OJ
O
O
O
O
O
O

Ooo0ooooooooo

O 0oo0oo0oo
OJ
O
O
O
O
O
O

10

20

30

40

50



e e e e e e e e s e sy [ [ |

e v e e e e e e s e sy [ [ |

e I I e s s e e I o I o e e I i |

DooDoDooDoDoooDooooooootoooodo

Ooooooooooogoogoogog
OooooooooooooQgogodg

O
O

O
O
O
O

O
O
O
O
O

O oboooag
Ot ooaog
Oo0ooo
Oo0ooo

O U o

D oooDooDooooooooocooob oo

Ooooooooooooogodg
Ooo0ooooooooooogod

Ooooooooooa.o
Ooooooooooa-o

O
O

O
O

O

O

O
O
O
O

O

oond

O

O

O
O

O
O

00
goooooao

3

O
O

O
O

o

0
O
O

O

O
a

O
O
O

O
O

JP 2023-536815 A 2023.8.30

gbooboooobooobogogobooaodao
ooooooooao

ooooooobooao
o0 pgU0O0OpgUO0O0OpgO00OQgOd0Oqg

op00g00pgO0O0pgO0O0Qg0O0qQ
0000 oDooDoooDoooooao

goooobooobooobouobouobooboobbDpgbO0OpgO00an
pOdpgdiOpbOO0OO0O0bOpgbOOO0ob0OOO0oOO0bOooboooboboadn
toooooooooooooooooooooobobboDbODbODbODoOOoOOoOOoODnan

o0 0pgUO0OpgUOO0OpgUO0O0OpgO0O0OQpd
ooooboooDboboooooad
oooobooooano

O

O OO

O
O

O

O
O
O
O
O
O
O
O
O
O

O
O
O
O
O
O
O

O

O
O
O
O
O
O
O
O
O
O
O
O

10

20

30

40

50



e e e R e [ Iy

U0 oooooogooo
U oooooogooo
ODO0ooDoooOooooao
ODCO0ooDooOooOooooao

O

O

O

[ I B o Y |

OooDoDoooooDoo0ooooobo
Do ooDooOooOoO0Dooooooooob oo

O

P s s s s e e e s [
Do oooooooooooooooo oooo Oooooooooao

O
g
O
g
g
u
g
O
a
O
a
g
u
g
g
a
a
a
u
000
u

O

ooogad

O

U O0oo

oo U o

oo

O d
O d
O d

O
O
O

oooooooooooogoogblo
O

O O ogog
O Ooogodg
O Ooogog

ugdgoand

O

O
O
O
O
O
O
O
O

O

u
g

O

O

u
g

O

O O

O

4 JP 2023-536815 A 2023.8.30

gooboooboobobbooobogobogooboboao

gogbooobooooboooboobooooaoadao
gooogao

gobobooobooobobooobooganb

ooooooooouooooooao

Oo0od0ddpgU0UdpgU0dpgU0dpgUOdpgOdnp
0o0oo0oDooobOooDoobooDooooan

0000000 O0OoO0O
0000000000000 Qp00pg0O0pgO00pg00pg00Qg00nQ
DOooO0o0O0OoO0O0O0n
00000000000

oooooooooooooboboboobobboODbDDoDO0O0OpO0dpgOD0AQ
pOODpO0O0O0O0OdOpgOODODDDDDDODDOOOODODODODOD
ooooooooooooobobobobooboooooooOoOoOon

gogbooobooooboooboobooooaoadao

oooooooooooooooooooooao
oooooooooooooooooooooao

gogbooobooooboooboobooooaoadao
gooboooboooboboobogobooobobooao

i1j00oooooooooboooobobobbbboooocboboboboboboooooao
ugobouobouooboooobooobobooobooooboooboobooboboooboboao

goooooboobooboboobooobodd
[oooOo2]0O0D0O0O0CDODOODODDOOODOODODODODODODODOODOODODOODO
goooooboobogoobogooboogoobooboboboooboobooboobobooboDbao
uboboouobouobouobouoobooobooooboboobooboobooboooboboao
gooooboobogobobooboooboobooonb

googad
oooad

O

gf[ooo3]j00ooOOoOoOOO0OO0DDODOODODDDODODODDODODODDODOODODODODOO
oooooooooooooooooooooooboooboobobDbDbDbDDbDDbODboOOoOOoODOoDbOO

O

goodaoan
ugoodaoano
o[ooo4]j0000O0DO0O0OO0DDODDOODODDODODODDODODODDDODODODDODODODOODODOO

ugboooooboooobooobooooooooobooobobobooobooboobooobooaoan

O

oad

10

20

30

40

50



(5) JP 2023-536815 A 2023.8.30

goooaoano

gf[ooos5]0000O0OO0O0DDODOODODDODODODODDODDODODODDDODODODDODODODDODODODOO

gooooobooobogobogooboogooooboboobobooboobooboobobonn
uboboouobouobouobouoobooobooooboboobooboobooboooboboao
goooooboooboobogoobogobooboboooboobbooboobobooboboo
unbooooboobooboooboooobooobobboooboobooboooboooboboao
oooooouoooooooooooooobooboboboobobobobooODbOoOOoboOOoOOonn
uooooobooobooboooboooboboobobbooobooboobooboboooboDboao
oooooouooooooooooooooooboboboboboboboboODboODbODoOOoOboOOoOOono
goooobooboobogoobooobobobobobbooobooboobooboboobDbao
uybobooubouobouobouobouobobobooobooobouoboobooboooboboao
gooooobooboobogobooobooboboboooboobboobooboboobDbDao
ubooboouobouoboobouoobooobooboobobboooboobooboooboooboboao
ooooooooooooooooooooooao
gooooad
[ooo6]lOODODODOODODOODODDODOODOODDODOODDODODDODDODDOODDODOODO
oooooouoooooooooooooooooboooboboODbODbODODbODoODOoODboOOoOOnOo
goooooboobogoobogooboogoobooboboboooboobooboobobooboDbao
uboboouobouobouobouoobooobooooboboobooboobooboooboboao
goooobooobooobogogbooboboobobooboobboobooboboobDbDao
uoboooobooboooboouobibtdeb0obbo0oob00ba0obpgbOOOobOOOnO
ooooooooouoooooooooooooboobooboboboboDboODbOoOoOboOOoOOon0n
uooooobooobooboooboooobobobooboboooboobooboobooboboao
Oo00DDO0DO0O0O0ooooDoooofDoDoDooO0O0O0OOoO0D0DO0O0O0O0OoOooOooOoOaQ
ooooobooboobogooooobobobobboooboobooboobobooboDbao
oooootouooouooooooooooobooboboobobobooboODoODbODOoOOoOOoOOoOOonnO
gooooobooboobogoobogobooboboboobooboboobooboboobDbDao
ugbobobouobouoboobouoobooooboboboooboboooboobooboooboooboboao
ooooooooooooooooooooooboooobobDboDbODbODbODbOOoODbOOoOODno
goooaoaad

[0007]0000C0O0C0CO0CO0CO0OCO0OCOCOCOCOOOOOOOOOOOOOOOOO
0000000000000 D0000000D00D0OO0DOO0DOODOODODOODOOoOndGO
0000000000000 O0C0O0C0O00O00O00OD0OO0OO0O0OOO0DOODOOOOGOaOn
DoooQoao

00000000000 O0O0O0

Doooo
[0008]0000C0O0C0O0CO0CO0COODCOONCOODCOONOODOODOOOOOOOOOOO
0000000000000 D0000000D00D0OO0DOO0DOODOODODOODOOoOndGO
0000000000000 0000000DO0D0DO0D0DO0DOQgO0O0gO0O0gD0OQg0OO
O0p00OpD00p000D00000D0O0DO0ODODODOODOODOOQgO0OQgO0DO0QgOO0gQ
p00pg00Opg00D000QgO00OO00OO0O0OO0O0OO0OOD0OOOODOODOOODOODOOOO
0000000000000 O00O0000000D00DO0O0DO0ODO0DODOOooOondag
p00pg00Opg00pg0DO0pg00p00O0D0O0Qg00000O00O00O0DO0ODOOOO
DOoooo

0DO0oO00O00oO0oOooaOo

Dooao
009]00000000000000O0O00OONONOONONOONONOOONOOONOOOD
0000000000000 O0C0O0C0O00O00O00O00O00O00O0DO0OO0DOOOOoGOaOn
DO0o0O00O00O00O00O0O0aOo

0
0
0
0
O
0
0
0
[0
O

e [ e e [ e e [ I A



(6) JP 2023-536815 A 2023.8.30

Do0o0o0Q0aOo

D[oo10]0 00000000 DO0DODODODODOODOOOOOCOOCOCOCOOOO
0000000000000 000D0O0D0ODODODO0DO0DO0DO0ODODODOOoOnn
0000000000000 O0D0OO0DO0ODODODOODO0DODODODODOoDOOoOnn
00000000

Dooooao

0D[0011]0 0000000000000 0pg00Qg00pg00pg0O0pg00QgO00O00

O

s v e e s [ e e e ey e O Y I

O O0Ooooo

—

OoOoo0oooooao

O
O
O
O
O

O

O 0Ooo0oooo

O

ooooooooooooooooooooooooobobbobODbODbODDbODbODbODOOan
ooooooogoogooooooooooooboooobobbDbDDbDDoDDbODDODODODOO
ooooooouoooooooooooooobobooboobobooOoDbODoOOoOOoODOOnnO
ooooooooogoo

ogoad

ool2j00OOoOO0O0OOOO0OOOOOOOODODODODODDOODODOODODOOO

ooooooouooooooooooooooooobobobobOODbODOOODOOnO
uoooboooboobooooooooooboooobooobooboobooobooboaodan
ooooooooooooooooooooooboooobObOODbODOODODODOnOo
oooboboobooobogooboogooboooooboooboobooboobooobooboan
unobobouobouoboooooobooooboooobooobooboobooobooboado
gooooboobogooogoooooobooobooboobooboobboon
oo

ooano

[oo13]000O0O0OCDODOODODDODOODOODODOOODODODODOODODDODOODO
uooooobooobooboooboooboboobobbooobooboobooboboooboDboao
oooooouoooooooooooooooooooao

goodd
[0O014]0000O0O0DODODODDODDODODDODDDDODDDOOOOODOODODODDODDODUOUODODUOOO
ugboboboobooobooooboooooboooooobooooboodo

gooaad
[ool15]000O0O0CDODOODODDODOODOODODOOODODODODOODODDODODODO

O
[
O
[

O
O
O
u
O

O
g
u
g
O
0
O
O
g
u
g
a
a

a
O
g
u
g
O
0
O

g
O
g
O
g
a

O

g
O
g
u
O

0000000000000 00000000000D00D0OODOONOODOODOOnaGO
0000000000000 O00O00O0000000000O00O00O0O0OoQoaO
0000000000000 000000000000000000000000
0000000000000 O00O000C000000000O00O00O0OOQOaO
0000000000000 0000000000000O00O0

00
6]0 0000000000000 0000OO0OOODODOODODOODOODODOD
0000000000000 O0000000DO0D0DO0O0DO0ODO0D0DO0D0OpgOOQgOO
p00pg00pg00pg0DO0pg00000D00D00D00D0O0D0O0D0O0DO0O0OQg0O0Q
D00pO0O0pO0D0pg00Op0O0D0O00OQg00OO00OO00OO0O0OODOOOOOOODOOOD
0000000000000 D00D00000D0O0D0O0D0OO0NDOODOODOODOODOnaO
D0pO0O0pgpO0D0pg00OpgD0O0pg0O0pg000D0O0gO0O00O00OO0OOODOOOOO
0000000000000 D0000000D00D00ND0ONO0ODNDOONOOoOOoOoOnao
DO0o0oO00O00O00O0O0aO

ooano

O
g
u
g
O
1

ool17]j0OODOoOOOOODOOOODpgOOpOOpOO0OpgO0OpOOpDODOpgOODOO

goobogoobogoooooobooooboooobooboobooboobobooboboao
ooooooouooooooooooooooobooboobObOODbODODOOOOnOO
goooobogoobogooboogoobooooobooobooboobooboboobboon
unobobouobouoboooooobooooboooobooobooboobooobooboaoado
booooooooooooooooao

10

20

30

40

50



(7 JP 2023-536815 A 2023.8.30

oooooao
gf[oo18]j00ooOoOooOOOO0ODOOODODODODODDODODODDODOODDODODODOO

0000000000000 000D0O0D0ODODODO0DO0DO0DO0ODODODOOoOnn
0000000000000 O00O00OO0O0O0DOODOO0DOODOODOODOODODOoOoOoOndO
0000000000000 D0D0D000D00D00N0O0N0O0NODNOONOODOOoOoOooOnao
0000000000000 O00O00000D00DOO0DOODOODOODOODOOOoOoOoOndGO
0000000000000 O0O0O00
Doooo
[0019]0 000000000000 O0OCOOCOODOCOODOOOOOOOOOOOO
0000000000000 00O0000000DO00DO0O0DO0ODO0DOgO0OgO0O0QgOd
p00pg00Op00p0O0p00000O0O0OO0OO0O0OO0DOODOODODOODOOQgOOQgOO
D00pO0O0pO00pg00OpgD00D000QgO00OO00OO0O0OODO0ODOOOODOODOODODOn
0000000000000 O00O000000O0DO0O0O0O0DO0O0DOoODOooDOoooOooOodd
D0O0pgO0O0pgO00pg00Opg00g0O0gO00000g0O00O00O00O00O00D00O00O
0000000000000 O00O00O00O0D0O0DOO0OODOODOODOoODOoOoOoOooOodO
0DO00DO00O00O00
Doooo

[oo20]000O0O0CDODOODODODOODOODODOODODODODODUOODDODOODO
goooobogoboo

ooooad
[oOo21]0000O0CDODOODODOOODOODODODOOODOODODOODDODOODO
oooooououoooooooooooooooboooboboDbooOoDbODODbODOODbOOoOOno
a

goooad
[oo22]000O0O0CDODOODODDODOODOODODODOODODODODDODOODODDOODO
gooooobooboobogobooobooboboboooboobboobooboboobDbDao
uoano

gooaad
[oo23]000O0O0CDODOODODDODOODOODODOOODODODODOODODODODO
goooobooobooboooboooobooboobobboooboobooboobobooboboao
ooooooooooooooooooobooao

oooooan

ud
[oo024]0000O0CDOOODODUO0OODODOODDODDODODODDODDODODODDODODODOO
booooooooooooooooobooooboobobbobOooDbODoOOoOOoOOnbn
uooobooobooooooboooboooboboboooboooboobooboboooboboao
ooooooooooooooooooooooboboobobobODbODbODbOOoOOOnnO
gooboboobogooogoobooobooboboboooboobooboobobooboDbao
uyuobouobouobouooboouobooobuobooboouobouoppbobOo
[oo25]000O0O0CDODO0OO0OOCDOO0ODO0OODODOODODDODOODDODDODODODDDODODODOO
ogooand g
a
O

O Ooogogooao
OOoooooao
O OooQgooao
O 0OooQgooo
O 0Ooo0oooo
O 0Ooo0oooo
O 0Ooo0oooo
O 0Ooo0goooo
O 0Ooo0goooo
O 0Ooo0ooOooo
O 0Oo0oo0ooo
O O0OoQgogoao
O O0OoQgogoao
O Ooogogooao
O Ooogooao
O Ooogooao
O oOooQgoooao
O 0OooQoooo
O 0OooQgoooo
O 0Ooo0goooo
O 0Ooo0goooo
O 0Ooo0ooOooo
O 0Ooo0ooOooo
O 0Oo0oo0ooo
O O0OoQgogoao
O Ooogogooao
O Ooogogooao
O OooQgooao
O oT oOooo
O 0Oooooo
O

U
0 )OO0 O0O0DOO0DOODOOODODOODODODOODODOODODDODODODO
O uooooooooooooooobooobobobobDbooooooOoon0an
gooboooboooboooooooboooobooooboooboobooobooboaodan

O
000
00O
000
000
000
000
[002

O

I B e e [ [ e [ e s s O |

Oo0oooooooooooooooooao
Oo0oooooooooooooooooao
Oo0oooooooooooooooooao

Oooooooood
OoooT O0oogao



e e e [ e e s e e s sy [y [ |
e e e [ e e s e sy [y [ |
e e e [ e s e sy [y [ |

I s [ e e Iy Iy

O O

(8) JP 2023-536815 A 2023.8.30

gooboooboooboooboooobooboooobooobooobooboobbo+x0O0bOO
O
goDj[oo26]00000O0O0O0DOOODOOODOODODDOOODOOCODOO
goooobogooboogogobooobooboboobooobooboobobooboboobDbao
uobobooboooboooobooooboboooboboooboooboobooboooboboao
tooooooouoooooooooooooobobobobboDbODbODbODoOOoO+000
a
ooj[oo27]0000000D0DOUOCODODODODODUODDOODODDODODODOO
ooooooooooooooooooooopedO DOOODODDODOOOOOOO
gooboobogooboogogobogooboobooooboooboobooboobobooboDbao
uyobouobouoobouooboooboooboooboooboobooboooboboao
toooooooouoooooooooooooobobobboDbODbODbODbOOoODOODnO
uobobooboooboooobooooboboooboboooboooboobooboooboboao
boooooooooooooooooooooboboobObODbODbODbODbOODOODnO
Doooof0O00O00000000O0O0O0O0D0D0DD0D0O0OO0O0O0o0ooooaO
oooooooooooooooooooooobobooDbODbODbODbOppOOOOOO
gooboboobogooboogoobooooboobooobooobooboppbObOOobDbOOobDbDO
uobouobouobouoooooboooboboobopboboobO0obOod
ooj[oo27]0000O00OCDOOODODOODODODODDODOODDOOCODOO
toooooooooooooooooooopewd0 DODDODODODDOOOOOOO
uobobooboooboooobooooboboooboboooboooboobooboooboboao
boooooooooooooooooooooboboobObODbODbODbODbOODOODnO
uooobooobooooooboooboooboboboooboooboobooboboooboboao
booooooooooooooooooooobobobobobODbODbODbODbOOoODOOnO
gooboboobogooogoobooobooboboboooboobooboobobooboDbao
Doooof0000000D000O0O0O0O0D0DD0DDO0ODD0DO0O0O0OO0OO0O0OO0oDOoOaO
goooobogooboogogobooobooboooboooboobooboppbObOOobDbDO
uoboboobooobooooboooooobobooobooobopbO0OO0obOOobODnOO
tooooooooooooooooooooopwtooooobobbbOonn
[oo28]0000O0CDOOODOODOODODODODDODDOOODDODDODOODOODODOO

gooooobooobogoobooooboobooooboooobooobooboobobooobooboao
booooooooooooooooooooobobobobobODbODbODbODbOOoODOOnO
goboboobogoobogogobooobooboobooboooboobooboobobooboDbo
uogbobouoboooooobooobooobpwd OOobOO0OODOOOOOODOO
gooogao
[oo29]00D0O0O0CDOOODOODOODODODDODDODODDODDODODODODDOODODGWPO
uooobooobooooooboooboooboboboooboooboobooboboooboboao
oooooooooooooooooao
[oo30]00D0O0O0CDOOODOODOODODODODDODDODODODDODDODODODDDODODODYWP O
gooboobogogoboogogobooooboobooooboooboobooboobobooboDbao
uyobouobouoobouooboooboooboooboooboobooboooboboao
gooobogobogobooao
[oo031]00D000CDODOOODOODOODODOODDODDODODODDODDODOODOODODOO
uooobooobooooooboooboooboboboooboooboobooboboooboboao
boooooooooooooooooooooboboobObODbODbODbODbOODOODnO
oooogoobogooooobooboobooboobooboboobobooboo o
oooooo 0oooooooooooooo bobobpOOOOOoOoooo
gooogobogooboooobooboobooobooboobobooob Obodpd
uood booboobdo booboobooobobooobooboobod
tooooooooooooooooooooooooooooooboobooao

10

20

30

40

50



e s e e e e ey I e s sy [ |

T oOoooooooogogogoQgoog

—'DDDDDDDDDDDDDDDDDDDO

o

Oooooooooooooooao

e o Y e e o Y s sy [ |
D00 o0DO0O0DO0o0Do0o0Do0O0o0O0o0Oo0YoooooooooooDooDooDooooYooooooooooooaod

(]
Ry e I s s [y [

Oo0ooooooooooooooao
OOo0ooooooooooooooao
OO0 o0oooDoooggogoooooao
OO0 oooDoooggogoooooao
OOo0oooDooogoggogogo oooaog

O
O
O
O
O
O
O
O

O
O
O
O
O

9) JP 2023-536815 A 2023.8.30

[oo32]00DO000CDO0OOODOOODOODDODUOODODDOODDODOOO
oooooouooouooooooooooooooooooooooooao
g

[0032]0 00000000000 O0ODODODODODODDODDODDODODDDDODODODOGDODRO
gooboboobooobooooooobooooboooboooboobooobooaaodan
O
[oo33]00D0O0O0O0CDOOODODOODOODODDODODODODODODODDODODO
goobogooboooboboobogobogao

[0034]0 0000000 OOOODODDODDDODDODDODOOODODDODODODDODOODODOO
uuobobouobooboooooouobooboobooboobooobooooan
gooboobogoboooboogobooobobooboobooboobao
ooooooood

g
O
g
g
g
O

gobooooboooboboboooboobooooooboooboao

oo oo oooooooooooooodg
Oo0ooooooooooooooood
OO0 0o oooogogggUooooooogodg
OO0 Do ooooogogUooooooogdg
OO0 Do ooDooogog4gogooooooogdg
OO0 oo ooooooooooooogdg
O oo oooooooooooooogdg
OO0 ooooooooooooooogdg
OO0 o0ooooooooooooooogdg
OO0 ooooooooooooooogodg
Ooooooooooooooooogodg
oo ooooooooooooooogdg
Ooooooooooooooooogodg
Ooooooooooooooooogodg
OOo0ooooooooooooooogod
OO0 oDoDoooogggooooooogd
OO0 ooDooooggooooooogd
OO0 oDoDoooogogoooooogd
OOooooooo4ogoooooogd
Oooooooo4ogooooooogdg
Ooooooooooooooogdg
Ooooooooooooooogdg
Ooooooooooooooogd
Ooooooooooooooogdg
Oooooooooooooooogdg
OOoooooooooooooogdg
OOooooooooooooooogod
OOo0ooooooooooooooogod
OO0 oDooooogooooooogd
OO0 ooDooooggoooooogd
OO0 ooDoooo4ogoooooogd
OOooooooooooooooogdg
OOooooooooooooooogdg
Oooooooooooooooogdg
Oooooooooooooooogdg

gboogobooboobouoboooboooooad
gooooao ggogao

O
O
O
O
O
O

ooDoobodooaog

Oooooo0oooo0oooO0oono P
OoooooooooooO0oono P
OoooooooooooO0ooo P
OoooooooooooO0ooo P
OoOoOOoooOooood
Doooooooootodooao
ODooooooooododooao
ODoooooooooodooao
ODoooooooooodooao
ODooooooooo0odooao
Doeooooooof0od0ooao
DooDooooooo00o0oao
ODooDoooooo0o00o0oao
ODoooooooo0o0tdodoao
Doooooooootof0doao
ODooooooooobtofdoao
Doooooooootodoao
Doooooooootodooao
Dooooooooododooao
D ooooboooobobooao
ODooooUUoooo@ofooo
ODCooooU0ooooPoBfooo
ooooobDoooobBbobooao
ooooobboooobtbobtoao

o oooobboooobtbobt oo

o ooooboooobtbobt oo

o ooooboooobtbobti oo

O Ooo0ooOoo

10

20

30

40

50



(10) JP 2023-536815 A 2023.8.30

ooooooDooooDO0ooooDUd0kODOO0DO0DO0ODODO0DO0ODODODO0ODoOO0DDODOBpOOODO
oooooooooooooooooooooobobobooooboDboODbODODODODOoOOoOOoOOnOn
gooooobooobogobogooboogooooboboobobooboobooboobobonn
ugbooboooboooboooboooboooooobobbooobboobooboobooobooaoaao
gooooboogobogao

oooogad
gf[oo3vy]j00oOO0O0O0DOOUOO0DODODODODODODODODDODODODDODODODODODODOO
ooooooooooooooooooooooboobooboboboboODbODoODoOoOoOOoOoOOonOn
gooooobooboobogooboogoooobooboobobbooboobooboooboobooan
oooooooooooopwewd ODODODOODDODDODOOOOOOpO OOOOOOOOW
g oooboooobooboobooboboobbobobooboobboobboboboo
ugboooobdooobooooboooboooooobobboooobooobooboobooobooaado
uoooooooogoooooooooooooboboooboboboDboODbODbODoODOboOOoODOOoDnn
goooobooooboooobooobooooooobooooobooobooboobooobooaodan
oooooooooooooooooooooboobooboboboDbODbODODbODOOoOOoOOOoDnn
gooooobooooboobogooooobooboboboooboooboobooboooboooan
oooooooooooooooooooooobobobooooboDboODbODODODODOoOOoOOoOOnOn
gooooboobogobobooboobod

gooooao
gf[oo38]j0oooOoOoooOoOoooOOoO0OoODO0DO0OoDODO0DOoDODDODOOCODDODOoODOO
uoooooooogoooooooooooooboboooboboboDboODbODbODoODOboOOoODOOoDnn
gooad

goooaoan
gf[oo39]j00ooOoOooOOO0OO0ODOODODODDODODODDODODODDODODODDODODODOO
gooooobooboobogooboogoooobooboobobbooboobooboooboobooan
ugbooboooboooboooboooboooooobobbooobboobooboobooobooaoaao
goooooboogoobogobogooboogoobooobooboobobooboobbooboobobooon
ugooooboooobooobooooooooobooobobobooobooboobooobooboaodan
uoooooooogoooooooooooooboboooboboboDboODbODbODoODOboOOoODOOoDnn
ugoooooboooobooboooboooobobooobooboooboobooobooboobooobooaoan
oooooooooooooooooooooboobooboboboDbODbODODbODOOoOOoOOOoDnn
gooooobooboobogooboogoooobooboobobbooboobooboooboobooan
oooooooooooooooooooooobobobooooboDboODbODODODODOoOOoOOoOOnOn
goooooboogoobogobogooboogoobooobooboobobooboobbooboobobooon
ugboboouobouoboooboooboooboobooooooboboooan

gooaoan
o[oo40]000O0O0DOO0ODO0DDODOODODDOODODDDODODODDODODODDODODODOODODOO

ugoooooboooobooboooboooobobooobooboooboobooobooboobooobooaoan
oooooooooooooooooooooobobobooboboboboOboOoODoODboOOoOOoOOoOOon0n
gooooaon

gooooao
gf[oo41j000O0O0DOO0O0DDODDODODODODODODODDODODODODDODODODDODODODDODODODOO
uoooooooogoooooooooooooboboooboboboDboODbODbODoODOboOOoODOOoDnn
goooobooooboooobooobooooooobooooobooobooboobooobooaodan
oooooooooooooooao

ooooogad

g[oo42]00 000000 D0ODUODODDODUODDODODUODDODUODDODODODDODODODOO
oooooooooooooooooooooobobobooboobobOoOoOoOboOoOOoOoOOonn
goooooboogoobogobogooboogoobooobooboobobooboobbooboobobooon
ugboooobdooobooooboooboooooobobboooobooobooboobooobooaado

10

20

30

40

50



ey e e e e et e A A o B |

O
g
u
g

(11) JP 2023-536815 A 2023.8.30

oooooboobooobogooboooobooboooboooboobooboobbooboDboao
oooooouoooooooooooooooooboooboboODbODbODODbODoODOoODboOOoOOnOo
gooooboobooboboobooboo

goooad
[oo43]000O0O0CDODOODODDODOODOODODODOODODOODODOODDODOODO
oooooouooouooooooooooooobooboobobboboDbODbOoOOoboOOooOn0n
uooooobooobooboooboooboboobobbooobooboobooboboooboDboao
oooooooooooooooooooooobobobooboboboboODoODoODoOOoODboOOoOOno
a

goooad
[0O044]0000O0CDODODODODDODOODOODODODOODODODODOODDODOODO
googad

Ooooooooood
OoooooooooOodg
Ooo0oooooooood
OO0 oooDoooogoogdg
OO0 oooDoooogogdg
OO0 ooooooogogdg
Oo0ooooooogogdg
Ooooooooogogdg
Ooooooooogogogodg
Oo0ooooooogooQgodg
Oo0ooooooogogoQgodg
Oo0ooooooogoogodg
Ooooooooooodg
Oooooooooood
Ooooooooood
Oo0ooooooooOod
OO0 oooDoooogogd
OO0 oooooooggdg
OoDooooooogogdg
Oo0ooooooogogdg
Ooooooooogogdg
OoooooooogoQgdg
OoooooooogogoQgdg
Ooo0ooooooogooQgodg
Oooooooooogogodg
Ooooooooooodg
Ooooooooooodg
Oooooooooood
Ooo0ooooooooOod
OO0 oooDoooogogd
OO0 ooooooogogdg
Oo0ooooooogogdg
Oo0ooooooogogdg
OoooooooogogoQgdg
Oo0ooooooogogogdg

OooooooogoQgodg

a
O
a
O
a
u
O
a
O
a
a

Oooooooooogdg

a
[0o45]000O0O0CDODO0ODODDODOODOODODODODOODODODODOODODDOODO
goooobooboobogoobooobobobobobbooobooboobooboboobDbao
uboboouobouobouobouoobooobooooboboobooboobooboooboboao
gooooobooboobogobooobooboboboooboobboobooboboobDbDao
uobooboooboooboooonboad

a
O
a
O
a
u
g
a
O
a
a
0

oooogad

[0O46]0 000000 DO0DDDDDODDODDODDDDODDDODODOOOODODOOOODODODODOOO
JdddddoooououoooooooooooooDoDoDoDoDoDoDoDoODoODoDOoDOoODOoODOOaoD
I o o o A o R o A A A A A A A A A W W
Joddddd0d0ouoooooooooooU0U00D0U0pg0000000U0UUoUOoOoOogd
0000000 oooooooooooooDoDoDoDoDoDoDDoDoODoODDoDoODOoODOoODOoODOODOaD
0000do0DO0O0DO0OO0ODODOO0DOODDODODDOODDODODDOODODODDODOODOGO
000000 ouoooooooooooooDoDoDoDo0DoDDoDoODDoDoODOoODOoODOoODOoODOoOOOaD
0000000000000 00000D0D0D0o0Do0DO0o0o0DoooDoooDooooboo
00000000 0ODalternate activationDOOODOOoDooDooooYopgoooOnO
goooooDooooolopgO0O0O0O00O0O0DOO0ODOO0OO0ODOO0O0ODOODDOOOO
Jdddddo0ooouoooooooooooooooDoDo0Do0DoDoDoDoDoDoDo0Do0DOoOoOao
00000000 UdUgbDoDoODDoDO0DO0O0O0O0O0O00U0O00U0DU0DUUDUOUUOUoOo o
0000000000 ooooooooooooooo0Do0Do0DDoDoDo0DoDoDo0Do0Do0DO0oOO0OOao
0000000 ouoooooooooooooDoDoDoDoDoDDoDoODDODoODOoODOoODOoODODOOOD
o A o o o A 0 R A W A W A A R A
0d

oooogad

[0O0O47]00D0O0O0CDODOODODDODOODOODODODODOODOODODOODODOODO

goooooboobogoobogooboogoobooboboboooboobooboobobooboDbao
uboboouobouobouobouoobooobooooboboobooboobooboooboboao
goooobooobooobogogbooboboobobooboobboobooboboobDbDao

10

20

30

40

50



e e [ e e e s e Iy

(12) JP 2023-536815 A 2023.8.30

oooooboobooobogooboooobooboooboooboobooboobbooboDboao
oooooouoooooooooooooooooboooboboODbODbODODbODoODOoODboOOoOOnOo
goooooboobogobogooboogoobooboobobbooboobooboobobobDbao
ubobooobouobooobooaoooaoad

gooaoaad
[0o48]00D00O0OCDODODODDODDODODODODODDODDODODODODODODODODODODDOODO
oo a gboooboboooboobooboobobboooboobooboooan
U 000o0oo0oooooooooooobODbODDbODbODODODDODDODDODODODOODOO
gobooobobooboobooboobobbooboobooboboobnnb
ooooooooooooooobobooobooboboobooooooOn0Oan
gobooobobooboobogoboobbooboobogoboboobonn
gbooboboooboobogogoboooobooobooobooobooodan
uooooooooooooooobooobobobobDbooooooOoon0an
'oogoobooboobboocobooboobbok bO0oobo0oobOoobobOoobnn

Ooo0Ooo0ooooao
OoOoo0Ooooao
OO0Oo0ooooog

Ooooooooooooooooogogogoao

Y o s Y e Y e Y e Y e O
ODooooooooooo
ODoooooOooooOooo
ODooooooooooao
ODoooooOoooooao
Oooooooooooao
OoooooooOoooao
OoooooooOoooao
OoooooooOoooao
OoooooooOX~0Oooao
OOoooooOooOoooaoQg
Y e s Y e Y e Y e e Y e O A
o s Y e Y e Y e e Y e O O
Y o Y e Y e Y e Y e O O
ODooooooooooo
OoooooOoo0Ooooo
ODoooooooOoooao
OOooOoooOooOoooooao
OooooOoooooooao
OoooooooOoooao
OoooooooOoooao
OoooooooOoooao
OOoooooooOoooao
OoooooooOoooaog
e s Y e e Y e Y e e Y e O A
o Y e e Y e Y e Y e O B
Ooobooooooogood
oo ooooooooo
oo ooooooooo
oo bDooooooogoo
oo bDooooooogoo
oo bDooooooogoo
oo bDooooooogoo
oo bDooooooogoo

T oOoOo0oooo0oo0ooDoooo oo oDooooogodg
Ooooooooogogooao

o
— O
O

gjoooooooOoOoOOoOOoOOoOOoOOOOOO00oo0oo0ooooooooooooooao

oooooouooouooooooooooooooooooooooooao
goboboobooobooooooobooooboooboooboobooobooboaoan
oooooouooouooooooooooooooooooooooooao
gooboobogoobooooooboobooboobooboooboobooann

uugboooboobobbooobogogbod

— Ooo0oogooQgoo
O0oo0oogooOoano

o
— O 0O 0o0gooo

o

uooooooooooooooooooobobbboboDboDboODbOOoODoOO0an

Oo0o0o0ooo0oodod0o00bbbobob00DDODoODoocoo0ooooooooogdg
O 0Oooo

CDoooPooooooo™
Do oob0Dopoooooooo
oo ooibDopoooooooo
ooooibDopoooooooo
ooooibboooooooao
ooooiboooooooao
oDoooiboooooooaoo
o oooibboooooooao
Oooooibboooooooao
O oooibboooooooad
D oooibboooooood
D oooibboooooood
DoooWooooooo™
CDCoooPooooooo™
oo ooibDopoooooooo
oo ooibDopoooooooo
oo ooibopooooooaoo
ooooibboooooooaoo
o oooiboooooooao
o oooiboooooooaoo
oooobboooooooao
Oooooibboooooooao
O oooibboooooooad
ODoooibboooooood
DCoooUNUooooooo™
CDoooPooooooo™
CDCoooPooooooo™
ooooibDopoooooooo
ooooibDopoooooooo
ooooibDoooooooaoo
OooooO0oooSOoooo X
OoooO0oooO0oooo U
OoooO0oooO0oooo U

oo ooU0pooooooooYYoooooo Poooooooo0o0o0 000000 OO0 OOOO
oOooooUooao

OooooooooQgoooao
CooooUooooooogao
DoooobDoooooooao

[y I |

10

20

30

40

50



e v e e e e s s [y s [ |
I:II:I'_'I:II:IIZII:II:II:II:II:I'_‘I:II:II:II:II:II:I'_'I:II:IIZII:II:II:II:II:II:II:II:II:II:IDDDDDDD'—DDDDDDDDDH

00
O
a
u
g
a
O
a
O
O
00
u
O
a
O
a
O
g
u
g
a
O
a
O
a
O
g
u
O
a
a
00
a
u
g
a
O
O
00
O
a
u
u
a
O
a
O
00
u
u

OoOo0ooOooooood
OoOooooood
OO0 ooooogd
OOoooooogd
Ooooooogd
Ooooooogd
Ooooooogd

O
O
O
O

Ooo0ooooooooooooooogoogoao-g
Oo0oooooooooooooooOgoogoao
OO0 0o oDooodgdgoogoooooggogodg
OO0 oDooDooodggoooDoooggogog
Oo0oooDooo4ogoooDooooggogaog
Oo0ooooooooooooooggogog
OooooDoooooooooooggogoQg
DO oDooooDooooOoZ>2o00oOooooo

o0

O 0Ooo0oo0ooao

51
O
g
u
g
g
O
a
O
O

52
u
O
a
O
a
O
g
u
g
g
O
a
O
a
O
g
u
O
a
a

53
a
u
g
g
O
O

54
O
a
u
u
a
O
a goooag
O

5

ugoooobogao
uoano

Ooooooogod

O
O

DoooOooDoOoDO000o0QgSoooooogd
Oo0o0o0oR OO0 oodeoocoooodg

Ooooooogd

Oooooooogod

Oooooooogod

Ooooooooooo0o0soooogogQgogooQg
o O e e e Y e e e O e O e Y e Y e e e O e O O s s O o

Oooooooogod

=}

O 0Oo0oo0oooao OoOoooooogod

Oooooooooogoodg

OoOooooood

OoooooooooogoeooooOooOoQ

Ooo0oooooooood
OO0 oooDoooogogdg
OO0 ooooooogogdg
OO0 ooooooogogdg
Ooooooooogogdg
Oooooooooogogdg
OoooooooogoQgodg

OO0Ooo0ooooao

(13)

OoOooooood

O 0Oo0oo0oo0ooao
O 0O0OoOogooao
O 0O0goOoooao
O O0O0Qgoooao
O OooQooooao
O OooQgoooao
OO0 oooao
O 0Ooo0ooooao
O 0Oo0ooooao
O 0Ooo0ooooao
O 0Ooo0oo0oo0ooao
O 0Oo0oo0oo0ooao
O 0Oo0oo0oo0ooao
O 0Oo0oo0ooOooao
O 0O0OoOoooao
O O0O0goooao
O O0OoQgoooao
O 0OoQgooooao
O OooQgoooao

O

Oooo0oogoood

gobogoan

Ooooooogd

O

Ooooooogd

O

OoOoooooogd

O

Ooooooogd

O

OO0Ooo0ooooao
OOoo0ooooao
OO0Ooo0ooooao
OOoo0oo0oooao
OO0Ooo0oo0oooao
OO0Oo0oo0oooao
OO0Oo0oo0oo0oo0oao
OO0Oo0oo0oo0ooao
O O0O0Oo0ooogoao
O O0Oo0Ooooogoao
O Oo0oooogoao
OOoo0ooooao
OO0Ooo0ooooao

O

JP 2023-536815 A 2023.8.30

joooocooooooooooooooooooooDooooDooooDooao

OOoo0ooooao
OOoOo0ooooao

gobogogoooobooobao

O 0Oo0ooooao
O 0Ooo0ooooao

gboboouobouoboooboboooboooboad

gooooboobogooboDbao
oboboooboobooonboad
EidelDOODODDODOODODDOODO
oboboooobooobooonbao
ooooooooooood
g ooooboooboobao
ooooooooooood
gooooobogobogogonn
ugobooobogogoodagoan
ooooooooooood
ooano

oooooooooooooooooooooobobbooooboboDoODbODODO0OaO
gooboobogoobooooooboobooboobooboooboobooann
gooboouoboooboooooobooobooobooboobooobooboaoaao
goobooobogoobogoooooobooobooboobooboobobooanon
gooboboobooobooooooobooooboooboooboobooobooaaodan

gboooobooobooobooobooooboooobogooboooboboooobooao
tooooouoooooooooooooooooboboboDbODbODbODbOOoOOOnnO
oooboboobogooboogogobooooboboobooboobooboobobooobonnb
ugoooogobooado

5]0co0ooooooboooooooO0oO0bo0O00o0oogoUoUoUogogogoooooooao

10

20

30

40

50



g
O
g

e e e I = e e s s [ I |

(14) JP 2023-536815 A 2023.8.30

0o

[oOo56]00DO0OOCDODODDODOODUODODODDODODDODDODODDODDUOODDODODOODOO
000 O0OOo000ooooDO0ooo0oDOD0OoOo0DoOD0DOoOoOoODU0oO0OOoDOoODO0OO0OO0OD0 OooDOoooao
00o0o0o0oD0oo0o0Do0ooo0D0Doo0DO0DU0o0DoDo0DU0oooDOoDOoOooODOoDOooOoDOoOn
0000000 OO0oOO0DO0o0oDODO0DO0Oo0DODO0DO0OO0D0 ODoOoODOoOooDOoODOoOooO0O0Oao
Ooo0Do0oDoDoDoooDoDoooDoooDO0Do0ooDoDooDoDoDoooDoDoooDoDoOooan
ooooooDooooDOooooDOooooDODO0DOoooDOoDoooDoDoooDoDooDoDOoDoOooao
0Oo0oO0o0ooDo0DoooDo0oo0ooDo0o0oDoD0DO0oo0DD0Do0ooDoDoDooDoDoDoOooODoDOoDoOoaO
bio-occlusive dressingD 00000000000 DODO0OOYD0D0000000
000000000000 ooDooooD0Do0ooDoDo0DoooDoDoooDoDooOoDoDoOoano
ooooooDooooDooooDooooDO0Do0ooDoDoDooDoDoDoooDOoDooDoDoDOoDoOooaO
0000 00000000000 OoODOoDOOoOoDOpw0O ODOODOOODODOOOOO0
0OooooDoDoDoooDooooDoooDo0Do0ooDDoDooDoDoDoooDoDoooDOoDoOooOaOo

O
O
O

OoTT OoooooQgdg

gooooad
[oOoS57]0C0D0O0O0OCDODOODODDOOODOODODOOODOOpDODOOODODOO O
O ooooooooooooooooooooooboooobObOODbODOODODODOnOo
oo ooboooboooboobboooboobooboobooboboonnb
uuobobouobooboooooouobooboobooboobooobooooan
goooobogoobogogoboooobooboooboobooboobooboboobonb
gbooboobooboooboooboooboooobobooooboaoda

g

oo
gboooooboooboobogobogOobDbOobbooboobbooboo
ooooooooooooooooooobooobobbbooOboODbODbODbOOO0OO0anO
gooboobooobogoobooooboobooobooobooboobooboobnob
U booboobooboooboboobooobooboobbooobobooodan
tooooooooooooooooooooooobboDbODbODbODbOOoOOO0ODnn
uooboboobooobooooooboooboooboooboobooboooonan
tooooooooooooooooooooooboboboDbODbODbODbOOoOOODnnO
uoooboooboooboooooooboobobooobooobooboobooooan
oooooooooooooooooooooooboboboDbODbODbODbODDOOOnnO
oooboboobooobogooboooobooboobooboobooboobobooobonnb
uuoboouobooboooooouobooboobooboobooobooooan
gobooboooboboao

O

gobooooboooooad

oooooooooooooooooooooobooboboobooboODoODODn0OaO
gboooboboooboobooboobobboooboobooboooan
oooooooooooooobooooooboonbo bODoOoOoOooOoOoOoao
gobooobobooboobooboobobbooboobooboboobnnb
gbooobooobooob ooboboobdo booboobodg oO0d
gobooobobooboobogoboobbooboobogoboboobonn
gbooobooobooboooboooboooboooboooobobooonan
tooooooooooooooooooooooobboDbODbODbODbOOoOOO0ODnn
gooo bObooboobodo ocooboooboobOoobobOoobooboOooboao
oooooooooooooooooobob0 bObobobbODoODbO OoOooooooao
gooboooobogooooooooboooboobooboobbobbooDbao
ooooooooo ooooooooooooobODbODbODbODODDDODODOOOO
gobobooobogooogooboooobooboobooboobboobboobao

O 0Ooo0ooOooOoao

DDDDDDD'—DDDDDDDDDDDI:ID'_‘I:II:II:II:II:IIZI
O 0Oo0oo0ooao
s O

I:II:IDIZIDEII:IDDDDDoDDDDDDDDDDDDDoI:II:II:II:II:II:II:I

O
0
O
O
O
O

8]
O
O
0
O
O
O
O
O
O
0
O
O
O
910
O
O
O
0
O
O
O

DDDDDDDDDDDU‘DDDDHDDDDDDDDU‘DDT:DDD

10

20

30

40

50



gbooooboobooboboooboooboo
gooooao

ubobooobooboooooaoan
g[ooe0]0 0 000oooooooooooooooobobDbDbODbODODDDDDDP OO
gogoan

O

O 0o

OO0 ooooood

O

O

" OoOoooooooooog

ey e s e e e ) s s s [y |
o

Ooooooooogodg

a
O
g
O
g
u
O

O

0Oo0O000O0D0O0O0O0O0O00
D000 0000000
0000000000000
0Do0O00DO0OO0O0O0 0000
0000000000000
Do0O00DO0O00O0O0O0OoO0n
0000000000000
0000000000000
DOOpwDOO0OO0D0O0OpOO0OO0
0000000000000
OOpwD0O0O000
0000000000000
0

Do0oo

00000

O

OOo0oooooo0dd0dobboooooodQoooaoo
OO0 o0DO0o0DOo0o0Do0o090oo0o0o00o00ononag

OoooooooOod

O

O

OOo0ooooooood

Ooo0ooooooooodg

OooooooooOod

OOooooogood

OoDooDoooogoggdg

Oo0oooooogogg

Oooooooogogdg

Oooooooogogg

OooooooogoQgog

OooooooogoQgog

OooooooogoQgodg

OooooooogoQodg

(15)

O

oooooan
OooooQoO

oooooan
oooogao
ugoooagano

oooooan
oooooan

OoooooooogooOodg

Oooooooooodg

OooooooooOodg

OooooooooOod

T Y Y Y O s [ s A
OO oooooOoOg-g
oo U0 oooooo
oo U0oooogooo
ooU0oooogooo
OooU0Uoooooo
oOooUbUoooogooo

O

g
O
g
O
g
U
O

O

O

Ooooogbod
Ooooogbobod
Oooooboo

O

O

O

O

O

O

oooooao
oooooooooao
oooo

O

a
O
u
0
0
a

O

O

oo

JP 2023-536815 A 2023.8.30

goooooaod

ood
oooooooooooood

ooooobogao

oooooooooooodd
Ooooooooooogyu O

ooooooooooood
goooooboobogonn
gobooobogogooaoan

ooooooooooood
ooooooooooooo
'0000’'ooooooooooooobbODbObODbODbODbOD0OD0OO0OO0an

Do UUoooooogoog

O

oobooooood
oobooooood
OobDoooooogod
oOobDoooooogd
oOobDoooooogd
obDooooooo
o bDoooooadg

oooooooouoouooooooooooooooooooano
3000000000000 000O0D000DD000O0O0O0O0o0o0oooDOan
gobouobogogoodado
gooobooobogobooao
ugoboobogoooado
oooooooooood
gooboboobooooaoao
ooooooooogdo
goooboooboooooao
oooooooooooo
gooboobogoogao

O

OOoooooood
OoOooOooooood
OO0 4ooooood
OO0 ogooooogod
O oo ooooogod
O oo oooood
oo oooTE oodg
oo oooooodg
OO0 oooooodg
oo oooooodg
OO0 oooooodg
Ooooooood
Ooooooood
Oo0oooooood
OOoOooooood
O 0o oooood
O oo ooooogod
O oo ooooogod
O oo ooooogod
Oo0ooooooodg
oo oooooodg
OooT=T ooood
oo oooooodg

O

oo ooogooo

O

oo ooooo

O

oOoUdoooooo

UpgpbOUO0pgOobOO0OO0obObooboobooboonn

[oo6l1]0O0DOO0OCDODOODODODOODOODODODOODODOODODUOODDODOODO
oooooooooooooooooooooooobobobobboDbODbODbODoOOoODbODOODno
00000000000 ooooofooo0oo000Do0DO0DO0O0O0O0o0o0oDoDoDoDooOao
ooooooooooooooooooooooboooobobooODODODbODOODbOOoOODno
JooooooDoDooooofooOoooooooDoooOao
goooad
[oo62]000O0O0OCDOODOO0DODOOODODODODODDODDODODODDODDODODDOODODDOO

20

30

40

50



(16) JP 2023-536815 A 2023.8.30

oooooao
o[oo6e4]000000O0O00Op0O OODODOODOOODOOODOOODOOODO

0000000000000 0D0O00DO0D0O0OO0DO0O0OOpO0 00000000 OO0
0000000000000 0000000D0000000000000000000n0
0000000000000 0D0000000D000D0O00DO0DO0O0OO0O0O0OoOO0uO
0000000000000 0000000D00000000000000000000
0000000000 DDO0OOpO0 0000000000000 0D0O0D0OO0O0O0000
0000000000000 00000D00D0O00000000000000O0000an
00000000
oooooao
0D[0065]0 0000000000000 D00O0O0OOODODMOD0O0O0DOOODODOD
0000000000000 0000000D0000000P%000000000000
000000000000 00000000D00000000000000000000
0000000000000 0000000D0000000000000000000n0
00000000000 D0O0O0O0O0O0p0D00D00000000O0D00O0O000000O
0000000000000 00000D00D0O0O0O000000D0DODO0O0O0O00o0oan
0000000000000 0000000D000000000000000000000
0000000000000 O00O0O0DDDODOO0O0O0O0ODODONDODODOoOoOoOoOooan
00000+ 00000000
oooooao
ooaoao
1. FIRBEBEOREOHMBIREEN T A —F

REDOEX wmoiz
b=t Bi3E _

(um) aZ7—4S R
FIRE 149+15 4 -
F&E 33.6+39 033+033 0
SDS/LPS 347+46 0.50+022 0.83+ 040
SDS/LPS + svL4
B 17.5+093 0 1.50=0.65
(P
SDS/LPS + svL4

B 2:47 1.25+0.75 2.00+0.71
(FZTF)
SDS/LPS + sv6D

407+64 0 2.00=0.58
(FZF)
SDS/LPS + svHIC
. 354+92 0.75+ 048 1.50+0.29
(AT
SDS/LPS + svHIC

319+7.1 0 1.50+0.29
(KT}
oooooao

Oo[oo66]000O00DO0O0O0DOODODODODDOOODODODODODDODODODODDODOODDODODODOO

goooooogoogooooooooooooobobooboboppDbDbDbODbDDODDODOODODOOGO
ooooooooooooooopoobobobobobobobppbODbODbODDODDODDODDODDODODOODOORO
uoooooooogouoooooooooooooooooboboboboDbODbODoOboOOooOOoDbn



e e e [ e e [ e s ey Iy i

e e Y e Y e e e s s e Y Y o e e e e e Y Y o Y Y e e e e e e o e e e e e e Y Y o Y e e e e e e Y Y Y o A o

o
D ooolbbooooo0o0o0DO0OO0O0dOoooOoOooaoO

0

o

OOoo0o>®oooooooooooooOooooao
DOoDOo0o0Do0o0Do0Do0o0Oo0o0Oo0oDOo0oo0o®ooooad
OoOoo0oooooooo oo oDoooo-—=0onoooano

OOo0oooooooooooooooao

a7) JP 2023-536815 A 2023.8.30

7]l000000Y0000000000000000000O0O0O00000O0OO0
booooooooooooooooooooooboobODbODbODbODbODbOODOODnO
gobooooboooooobooooboooobooobooboobbooboboooboao
O00DD0D0DO00000OO0DDO0DO0DO0OO0OOooooooofooDoDOoOoOoooooan
goobooobogogoboogogobooooboobooooboooboobooboobobooboDbao
gogbocoobobooobobooobouobooooooboaoad
000000000000 o0Ooooooooooood
goobooobooooooobooobooobooooboaadao
ooooooooooooao

ooad

ooano

ooooooooooooooooooano
goegj00OCOCCCOOOOOOODODUOUUUODUODUODUODUODODOOOODODOOOOOOO
uoano gooboouoboooboooooobooobooobooboobooobooboaoaao
tooooouoooooooooooooooooooooooooooao
gooboboobooobooooooobooooboooboooboobooobooaaodan
oooooouooouooooooooooooooooooooooooao

gobobooobooooboooboghnb

goboogobobooooad
gobogooobooooao
gobooobooooad

oooooboobooooooboooobobooooboooboobooboooboobooan
Oupld OO0O0OO0O+x0pO0000O0O0O0O0OO0OOODODODDODOODODDODOOOODODAO
goooobogoobogooogooboooooboooobooboobooboboobobonon
unobobouobouoboooooobooooboooobooobooboobooobooboado
goooobobogoobogooboogooboobooboooboooboobooboobobonon
ugoobooobooboooooobooooboooobooobooboobooooboaoadan
ooooooooooooooooooooooboobobobobooODbODoOOoOOoOOODnO
uoooboooboobooooooooooboooobooobooboobooobooboaodan
ooooooouoooooooooooooooboobobobobOoODbODDoOOoOOoOOOnO
oooboboobooobogooboogooboooooboooboobooboobooobooboan
ugobobouobouoobouoooooooouoboouoobooobooboobooobooboado
goooboboobogogoboooao

ogoad

6

O

O

O

g

u

g

g

u
O
g
O
g
g

gjoooooooOoOOOOCOOOOOOO0OU0O0O0oUoUooooooooooooao

OOo0ooooooooooooooao
OO0 OoDoooooggogooooooao
OO0 oooooogogogoooooao
Oo0oooooogogogogoooooao
Oooooooogoooooooao
Oooooooooooooooao
Oooooooooooooooao
Oooooooooooooooao
Oooooooooooooooao
Oooooooooooooooao
Oooooooooooooooao
Oooooooooooooooaoo
OOooooooooooooooao
Oooooooooooooooao
OO0 oooooo4gooooooao
OO0 oooooogogooooooao
OOo0oooooogogogoooooao
Oooooooogoogogoooooao
Oooooooogoooooooao
Oooooooooooooooao
Oooooooooooooooao
Oooooooooooooooao
Oooooooooooooooaoo
Oooooooooooooooao
Oooooooooooooooao
OOooooooooooooooao
Oo0ooooooooooooooao
OO0 oDooooogggooooooao
OO0 oooooogogogoooooao
OO0 oo oooogoggogooooao
OO0 oooooogoggogooooao
Oo0ooooooogogogooooao
OO0 ooooooogooooooo
OO0 ooooooogooooooo

10

20

30

40

50



e e ) s e e e sy e e e e s s [y s [ |

Oo0oo0oQgooo
Oo0oogoooo
I s [y |
I [ |

(18) JP 2023-536815 A 2023.8.30

[oOo70]0O0DOOOCODODODODDODODODODODODUOODDODDODDODDODDUOODDODDOODDO
Oo00DD0DO0DO0O0O0oooofO0oO0oO0ooO0oDODO0DO0O0OO0OO0OO0OODDODOOO0OO0OOODOOaO
gooooobooobogobogogobogoobobooboboooboobooboobbobDbao
uboboouobouoboobouooboobobooboboooboobooboooboooboboao
goooooboooboobogoobooboboobboooboobboobooboboobDbDao
uoboooobooboooboooboooobooobobooobooboobooobooobobao
oooooouooooooooooooooooboobooboboboboODbODbOoOoOOoOOoOOon0o
uooooobooobooboooboooobobobooboboooboobooboobooboboao
oooooouooooooooooooooooboboboboboboboboOoODbODOoOOoOboOOoOOoOno
goooad

gooad

oooooad

[oO71]0C00O0O0CDOOODODOODODO OODOOOODODOOODDODOODODOODOGDO
oooooououoooooooooooooooboooboboDbooOoDbODODbODOODbOOoOOno
goooobooobooboooboooobobbooboobooobop0obO0o0obOoobboobDboao
oooooouoooooooooooooooooboooboboODbODbODODbODoODOoODboOOoOOnOo
goooooboobogoobogooboogoobooboboboooboobooboobobooboDbao
uboboouobouobouobouoobooobooooboboobooboobooboooboboao
goooobooobooobogogbooboboobobooboobboobooboboobDbDao
unbooooboobooboooboooobooobobboooboobooboooboooboboao
oooooouooouooooooooooooobooboobobboboDbODbOoOOoboOOooOn0n
uooooobooobooboooboooboboobobbooobooboobooboboooboDboao
oooooooooooooooooobboanb

ooooad

[0O72]0 00 00O0O0O0ODODDODODODDODDDDODDODDOOOOOOODODODDODDODUOUODODUOOO

uoboouobouobouobouobooobooobobobpoobb0oobOoobOoOobboao
oooooooooooooooooooooooobobobobboDbODbODbODoOOoODbODOODno
unbooooboobooboooboooobooobobboooboobooboooboooboboao
oooooooooooooooooooboboobobobobooboOoOooOoOoOobon

gooooad
[oO073]0C00O0O0OC0DODO0DODODDODODODOODOD OUDODODODUODODODODOODDODOODOD

O

" oOoOoooogoogooo

O

O 0Ooooo
O 0Ooooo
O 0Ooo0ooo

a
u

O

a
u

O

g
u

O0Ooo0ooo0oao

O0Oo0oo0oo0oao
OO0Oo0Ooogoao
O 0Oo0Oooao
O0Ooo0oooao
OOoo0oooao
O0Ooo0oooo
OooOo= oOooo
OOoo0oooo
OoOoo0oooao
O0Ooo0oooao
O0Ooo0oooao
O0Ooo0ooo0oao
O0Ooo0ooo0oao
O 0Oo0oo0oo0oao
OO0OoO0Oooo
O0Oo0oooao
O0Ooo0oooo
O0Ooo0oooao
OoOoo0oooo
O0Ooo0oooo
O0Ooo0oooao
O0Ooo0oooo
O0Ooo0oooao
O0Ooo0ooo0oao
O0Ooo0oooao
O0Oo0ooo0oao
O 0Oo0oo0oo0oao
OO0Oo0ooogoao
O0Ooo0oooao
O0Ooo0oooo
OoOoo0oooao
O0Ooo0oooo
OoOoo0oooo
O0Ooo0oooo

goobooobogoobooobboo

O

O

Oo0o0oo0oooo

oo74]j0000COO0OO0ODODOOO0DDODOOOODODODODDODODODODDOODODDOODODOOO

tooooouoooooooooooooooooooooooooooao
0 ODoooooooooooooooooobobobbboDoDbDDbDDboDDOoODOOan
oooooouooouooooooooooooooooooooooooao
oooooouoooooooooooooooooooooooooooao
oooooouooouooooooooooooooooooooooooao
ooooogooogogoooooooooooooooobbDbnoD

10

20

30

40

50



(19)

JP 2023-536815 A 2023.8.30

gf[oo75]0 000 O0O0O0OooOO0OoooDOoO0ooDOoDUO0oDoODOoDOooODDOoDOoooDOoOooDOd
oooooooooooooooooooano

ooooooooogooao
gooooboobogoobooobobao
gooooao

oooooan

g[oo76]000OC0O0O0OO0O0DOODOODODODOODODDODODODDODODODODDODOODDODODODOO

0000000000000 0D00000000000000000000000000
godooooo0oooboo0ooooooboooooDb0ob0oooDoooDooooooboonano
0000000000000 0D00000D00000000000000000000a0
go0ooooooO0ooooo0oooooobootoooboob0ooooooooooooboonano
0000000000000 0D0000000

ooooogad

oooao

#2. A FLAEHET TORIIC PBS(pH 7.)ICEM L= _7FF FOREM

svlL4

A b VAR BRE —E b

Bz LR 60°C/EEOMEIEE, 14 B #9760

& pH: 40°C., 0.1NNaOH/pH11, 5 HfH 0

{f pH: 40°C. 0.INHCUpH3. 5 HIfH 100

ft{k: 40°C, 0.5%H,0., 2 HFH 100

svH1C

A bzt R S—E |

B kLA 60°C/ R OMHEE, 14 A 0

& pH: 40°C, 0.1N NaOH/pH11, 5 HFH 0

{f pH: 40°C. 0.INHCUpH3. 5 HIfH 100

A2{k: 40°C, 0.5%H,0., 2 HH 50

gooaoan
oooogad

ooooooooooooooooooobobbobbDbDbDboDbOOoOoboOoODb0DboDbDnD
o[oovyv]jOO0O0OOODODODDOODODDODOODODODODODOODODOODOODGO

goooaod

Ooooooooogoooao
OoooooooQgoooao
OoooooooQgoooao
Ooooooooogoooao
Ooooooooogoooao
Oooooooooooooaoo
Oooooooooooooao
OO0 OoDoDooogog4goooooao
OO0 oDoDooogoggogogooooao
OO0 ooDooogogogogogogooooaog
OoDooDoooggogoooooao
Ooooooogooooooao
OoDoooooooooooao
OooDooooooooooao
Oooooooooooooaoo
Oooooooooooooaoo
Oooooooooooooaoo
Oo0ooooooooooooao
Oo0ooooooooooooaoo
Oo0ooooooooooooabo
OO0 OoDoDooo4gogogoooooao
OO0 oDoDooogoggogoooooao
OO0 oDoDooogogogogogooooao

Oooooooogogoooo o
OooooooogoQgoooao
Ooooooooogoooao
OoooooooQogoooao
OoooooooQgoooao
Ooooooooogogoooao
Ooooooooogoooao
Oooooooogoooao
OoooooooogoooOoao
OoooooooOgoooOoao
OO0 OoDoDoooggoooao
OO0 oDoDoooggoooao
OoDooDoooogoggoooao
OoDooDoooogoggoooao
Oooooooogogogoooao

O

O

O

gooogoban

O

O

O

O

DCooooooooooooob
Dooooooooooooob

10

20

30

40

50



e e e e [ e ) s ey Iy

oo oo ooooooo

O

O

SDDDDDDDDDD

— O0OoogooQgogoo

o

OoooooooQgoogoooao

OoooooogoQgdg
OooooooogQodg
OooooooogQodg
OooooooogoQodg
OooooooogoQodg
OO0 ooooogogdg
OO0 oooogogdg
Ooooooggg
OooooogoQgdg
OooooogoQgg
OooooogoQgdg
OooooogoQgdg
OooooogQgdg
OoooooogQgdg
OooooooogQgdg
OooooooogoQodg
OooooooogoQodg
OooooooogoOodg
OO0 ooooggg
Ooooooggdg
OooooogoQgdg
OooooogoQgg
OooooogoQgdg
OooooogoQgodg
OooooogoQgdg
OoooooogoQodg
OooooooogQgdg
OooooooogQodg
OooooooogoQodg
OooooooogoQodg
OoOoooooogoOod
OO0 oooogogdg
Oooooogogdg
OooooogoQgdg
OooooogQgg
OooooogoQgdg

O

O

O

O

ugoboodgoad

O

OOo0oooooo00f0oooibobo0o0o0000booooooQoooaoo
DoooDooDooDoooo0o0YooooooPooooo0oogoad
ey s [ e [y Iy

OoOooooooogooooao
Ooooooooogooooao
OO0 OoooDooogogQgogogoao
O 0o ooDooogodgogogooao

O

O

OoOo0ooooooooOod

O

O0oo0oogooOoo

OooooooooOod
OO0 oDoDooogogg
Oo0oDoDoooogogdg
Oo0oooooogogg
Oooooooogogdg
Oooooooogogg
OooooooogoQgog
OooooooogoQgog
Oooooooogogodg
OooooooogoOodg
Ooooooooogoodg
Oooooooooodg
OooooooooOodg
OooooooooOod
OO0 oDoDooogogdg
Oo0ooooooogogdg
Oo0oooooogogg
OooooooogoQgg
OooooooogoQgog
OooooooogoQgog
OooooooogoQgodg
OooooooogoQgog
Oooooooogogog
Oooooooooodg
OooooooooOodg
OooooooooOodg
OoooooooOod
OO0 oDoDooogogdg
Oo0ooooooogogdg
Oooooooogogg
Oooooooogogg

~
=)
N—r

JP 2023-536815 A 2023.8.30

OoooooogoQgdg
OooooogoQgdg

gbooooboooboobouooooobooobooobooogooado
ooooooooooooooooooboboanb
[oo78]0C0D0O0O0CDODOODODOOODOODODODOODODOODODOODODOODO
oooooououoooooooooooooooboooboboDbooOoDbODODbODOODbOOoOOno
gooooooand
goooad
[oOo79]0O00O0O0CDODOODODODOODOODODODODODODODODUOODDODOODO

oooooooadg
gooboogobooboao
oooooood
gooogoobooboao
gogoboogooboad

O
O
O

ODO0ooooooooooobU

DCO0ooooooooooobU

DCO0ooooooooooobU

OCO0ooooooooooobU

OC0oooooooooo o

Ooooooogogodg
Oooooooogodg
OoooooogoQgodg

gboooobooobooobooobooooboooobogooboooboboooobooao

oooootooooooooooooooooooooao
gooboooboobooobobooboooboobooonb
oooootouoooooooooooooooooooao
gooooboobogobobooboobogobooonb
ubobouobouoboooboooboobooobooad

ooooooooouoououoooooooooooooao
Doooooof0oo0O00000000O0O0Ooooooao
Oo00DDD0DO0O0000OoDOoDoDOoDOoOoOoOooooDooPo0
gooboooboobogooboobooboobooonb
ubobouobouobooouoboouobooboboooboooaodab
gooooboobogoboboobooboobooonb
uboboouobouoobooooboboooboooobooooboooaodanb
oooooouooouooooooooooooooooao
oobooobooboooboboooboooobooooboooodanb
oooootooooooooooooooooooooao
gooboooboobooobobooboobooboooanb
oooootouoooooooooooooooooooao
goobogobooobooobooboobooboobooonon
ubobouobouobooobooboooboooboooaodab

10

20

30

40

50



(21) JP 2023-536815 A 2023.8.30

gbooooboobooobooobooboooboobooobooban

gooooao
DoooooooDooooofUpooDoO0O0O0O0O0D0DO0DDOOOOO0O0OOO0ODOaO
g[oos2]joofippooOoO0O0O0O0O0O0DDO0OOOO0OOO0OO0OODODOOOOOOOn
U0ppopoooO0oO0O0O0O000D0000O0O0O0O0O0DDDO0DD0DO0O0O0O0O0O0oooDoOoOaOd

e e e B e e = e [ [ [y

O

0

0

oo oDoo0-DToO0ooooDo0Do0Do00o0ooo—-ooOooOoogtoao

0

—

O

OO0 000 oooDo0d0oo0ooob oo

O

O
0
O
O
O
O
O
O
0

ooooooooouoooooooooooobooobobobboDbODbDDoOOoOOoOOoOOoOn0n
DooooooooooofiooDooOoOoO0O0O0O0O0O0D0DO0DOoOoOOOOOao
OD00D0D0000000DDO0DO0O000O0O0DO0DDOoDO0DOoOooooooooOb
gooooboboobppdobO0oobboobbooboobppobbooboboonnb
D00DD0DO00O0O0O0DO0DDDOoDOoOooooooofdopoooooooooao
DooooooooDooooobfdpooOoOoO0oO0ooo0o0O0O0DOoOoOOoOoOOoOao
uyobouobouobouoooobobooboboooboooboobooobooboaa

g

Oooloao

O
310o0olflpogoooow00D000D000000DO0O0DO0O0OO0OO0OOO0an
0000000000000 0O0DO0DO0DDO0O0D0O0O0DO0DO0ODDODOoOOoOoOODaO
0000000000000 00D0D0D0D0DD000000DO0O0DDoDO0OOoOoOoOo0aO
0000000000000 0O0DD0DO0DD0DO0O0D0DO0O0DD0DO0ODDOoOOoOoOoOODaO
0000000000000 00DO0D0DD00O000O0DO0DO0DDODOODoOoOODaO
UpopoooOooOoOoDO0OoDO0oDOoODOoOO0DOoOOoDOooDooDooDooobfiooooon
0000000000000 O00DO0DO0DD0D0OO0D0O0O0DO0DO0ODDODOODoOODO
0000000000000 00D000000000000000000000a0
0000000000000 O0O0DD0DO0DD0DO0O0D0O0O0DO0DO0ODDODOoOOoOOoOoOODaO
0000000000000 00D000D0DD000000D0D00DD0DO0O0ooOoOo0an
UooooooDO0OO0DD0DO0O0O0OO0OO0DO0DO0ODDOODDOOOODODDODODDOOO
0000000000000 00D0D00D0DD000000DO0DO0DDO0OO0OooOoOo0aO

a
O
g
O
g
u
g
8

4]0 oooo0ooooooooboo0oooobooooooooboooooobooooo
toooooooouoooooooooooooobobobboDbODbODbODbOOoODOODnO
oooboooboooboooooooboooboooboobooboobooooan
oooooooooooooooooooooooboboboDbODbODbODoOOoOOoOO0Onn
oooboboobogooboogogobooooboboobooboobooboobobooobonnb
O
u

8
O
oo
oad
oo
oad ooon
o
ghlj0oooOOOOOOCOOOOOOODODO0OODUODO0DODUODODODODOOOOoOoOoOoooOoo

uooboooboobooobooobooobooooooooboaadao

goooaoaad
[oose]DODOOODODOODODDODOODOODODOOODODODODOODODDODOODO
goooobooboobogoobooobobobobobbooobooboobooboboobDbao
ooooooooooooooooooboboboboboboboboobOoooOoOoOobon
goodad

[oOo87]0 00 O0OOOODODDODODODODDDDODDDOOOODODOODODODDODDODUOUODODUOOO

O

O
O
O

O
O

O
O

O

O
O
O

oo gooboboobooobooooooobooooboooboooboobooobooaaodan

tooooouooouoouoouooooooooooooooooooooao
oooooouoooooooooooooooooooooooooooao

O
O
O
ooooooooooooooooooooooobobboDbODbODbODoOOoOOoOOnn

oad
Oood
oad

O O
O O
O

10

20

30

40

50



(22) JP 2023-536815 A 2023.8.30

goooaoano

Behne MJ, Meyer JW, Hanson KM, Barry NP, Murata S, Crumrine D, et al. NHE1 regulates the
stratum corneum permeability barrier homeostasis. Microenvironment acidification assessed with
Muorescence lifetime imagine. J Biol Chem 2002; 277:47399-406.

Behne MJ, Sanchez S, Barry NP, Kirschner N, Meyer W, Mauro TM, ¢t al. Major translocation
of calcium upon epidermal barrier insult: imaging and quantification via FLIM/Fourier vector
analysis. Arch Dermatol Res 2011; 303:103-15.

Bikle DD, Xie Z, Tu C-L. Calcium regulation of keratinocyte differentiation. Expert Rev
Endocrinol Metab 2012; 7:461-72.

Bitton A, Avlas S, Reichman [, Itan M, Karo-Atar D, Azouz NP, et al. A key role for 1L-13
signaling via the type 2 IL-4 receptor in experimental atopic dermatitis. Sci Immunol 2020,
5:eaaw2938.

Brown CC, Gudjonson H, Pritykin Y, Deep D, Lavallée V-P, Mendoza A, et al. Transcriptional
basis of mouse and human dendritic cell heterogeneity. Cell 2019; 179:846-63.

Celli A, Sanchez S, Behne M, Hazlett T, Gratton E, Mauro, The epidermal Ca®" gradient:
measurement using the phasor representation of fluorescent lifetime imaging, Biophys J 2010;
98:911-21.

Chiang C-C, Cheng W-J, Korinek M, Lin C-Y, Hwang T-L. Neutrophils in psoriasis. Front
Immunol 2019; 10:2376.

Dupasquier M, Stoitzner P, van Qudenaren A, Romani N, Leenen PJM. Macrophages and
dendritic cells constitute a major subpopulation of cells in the mouse dermis. J Invest Dermatol
2004; 123:876-9.

Eckert RL, Sturniolo MT, Broome A-M, Ruse M, Rorke EA. Transglutaminase function in
epidermis. J Invest Dermatol 2005; 124:481-92,

Eggink LL, Roby KF, Cote R, Hoober JK. An innovative immunotherapeutic strategy

for ovarian cancer: CLEC10A and glycomimetic peptides. ] ImmunoTher Cancer 2018; 6:28.
Eggink LL, Spyroulias GA, Jones NG, Hanson CV, Hoober JK. A peptide mimetic of
5-acetylneuraminic acid-galactose binds with high avidity to siglecs and NKG2D. PloS One 2015;
10:e0130532.

goodaoano

10

20

30

40

50



(23) JP 2023-536815 A 2023.8.30

gooogoao
Elias PM, Ahn SK, Brown BE, Crumrine D, Feingold KR. Origin of the epidermal calcium

gradient: regulation by barrier status and role of active vs passive mechanisms. J Invest Dermatol
2002; 119:1269-74.

Elsholz F, Harteneck C, Muller W, Friedland K. Calcium — a central regulator of keratinocyte
differentiation in health and disease. Eur J Dermatol 2014; 24:650-01.

Fukui M, Kuramoto K, Yamasaki R, Shimizu Y, Itoh M, Kawamoto T, Hitomi K. Identifiation of
a highly reactive substrate peptide for transglutaminase 6 and its use in detecting transglutaminase
activity in the skin epidermis FEBS J 2013, 280:1420-9.

Furue K, Ito T, Tsuji G, Ulzii D, Vu YH, Kido-Nakahara M, et al. The IL-13-OVOLI1-FLG axis
in atopic dermatitis. Immunology 2019; 158:281-6.

Greenlee-Wacker MC. Clearance of apopotic neutrophils and resolution of inflammation.
Immunol Rev 2016; 273:357-70.

Griffin M, Casadio R, Bergamini CM. Transglutaminases: natures biological glues. Biochem J
2002; 368:377-96.

Guttman-Yassky E, Nograles KE, Krueger JG. Contrasting pathogenesis of atopic dermatitis and
psoriasis—Part 1: Clinical and pathologic concepts. J Allergy Clin Immunol 2011; 127:1110-8.
Hamilton JD, Ungar B, Guttman-Yassky E. Drug evaluation review: dupilumab in atopic
dermatitis. Immunotherapy 2015; 7:1043-58.

Hanson KM, Behne MJ, Barry NP, Mauro TM, Gratton E, Clegg RM. Two-photon fluorescence
lifetime imaging of the skin stratum corneum pH gradient. Biophys J 2002; 83:1682-90,

Harb H, Chatila TA. Mechamisms of dupilumab. Clin Exp Allergy 2020; 50:5-14.

Heger L, Balk S, Lithr JJ, Heidkamp GF, Lehmann CHK, Hatscher L, et al. CLEC10A is a specific
marker for human CD1c" dendritic cells and enhances their toll-like receptor 7/8-induced cytokine
secretion. Front Immunol 2018; 9:744.

Higashi N, Fuyjioka K, Denda-Nagai K, Hashimoto S, Nagai S, Sato T, et al. The macraphage C-
type lectin specific for galactose/N-acetylgalactosamine is an endocytic receptor expressed on
monocyte-derived immature dendritic cells. J Biol Chem 2002; 277:20686-93.

Hopp TP, Woods KR. Prediction of protein antigenic determinants from amino acid sequences.
Proc Natl Acad Sci USA 1981; 78:3824-8.

Jin H, He R, Oyoshil M, Geha RS. Animal models of atopic dermatitis. J Invest Dermatol 2009,
129:31 40.

gooaoano

10

20

30

40

50



(24) JP 2023-536815 A 2023.8.30

goooaoano

Johannessen BR, Skov LK, Kastrup JS, Kristensen O, Bolwig C, Larsen JN, et al. Structure of the
house dust mite allergen Der f 2: implications for function and molecular basis of [gE cross-
reactivity. FEBS Lett 2005; 579:1208-12.

Kalinin A, Marekov LN, Steinert PM. Assembly of the epidermal cornified cell envelope. J Cell
Sci 2001; 114:3069-70.

Kanemaru K, Noguchi E, Tahara-Hanaoka S, Mizuno S, Tateno H, Denda-Nagai K, et al.
Clec10a regulates mite-induced dermatitis. Sci Immunol 2019; 4:eaax6908.

Karande P, Jain A, Mitragotri S. Discovery of transdermal penetration enhancers by high-
throughput screening. Nat Biotech 2004; 22:192-7.

Kawakami Y, Yumoto K, Kawakami T. An improved mouse model of atopic dermatitis and
suppression of skin lesions by an inhibitor of Tec family kinases. Allergol Internatl 2007; 56:403-
9.

Kim T-G, Kim SH, Park J, Choi W, Sohn M, Na HY, et al. Skin-specific CD301b™ dermal
dendritic cells drive IL-17-mediated psoriasis-like immune response in mice. J Invest Dermatol
2018; 138:844-53.

Kolumam G, Wu X, Lee WP, llackney JA, Zavala-Solorio J, Gandham V, et al. 1L-22R ligands
IL-20, TL-22, and IL-24 promote wound healing in diabetic db/@dh mice. PLOS One 2017;
12:e0170639.

Langan S, Irvine AD, Weidinger. Atopic dermatilis. Lancel 2020, 396:345-60.

Lee SE, Lee SH. Skin barrier and calcium. Ann Dermatol 2018; 30:265-75.

Lee A-Y. Molecular mechanism of epidermal barrier dysfunction as primary abnormalities. Int J
Mol Sci 2020; 21:1194.

Liedén A, Winge MCG, Saaf A, Kockum I, Ekelund E, Rodriguez E, et al. Genetic variation in
the epidermal transglutaminase genes is not associated with atopic dermatitis. PLOS ONE 2012;
7249694,

Liu T, Zhang L, Joo D, Sun S-C. NF-xB signaling in inflammation. Signal Trans Targ Therapy
2017; 2:e17023.

Lowes MA, Suarez-Farifias M, Krueger JG. Immunology of psoriasis. Annu Rev Immuncl 2014,
32:227-55.

Lu Y-C, Yeh W-C, Ohashi PS. LPS/TLR4 signal transduction pathway. Cytokine 2008; 42:145-
51.

gooaoano

10

20

30

40

50



(25) JP 2023-536815 A 2023.8.30

gooobod

Martel BC, Lovato P, Baumer W, Olivry T. Translational animal models of atopic dermatitis for
preclinical studies. Yale J Biol Med 2017; 90:389-402.

Mauro T, Bench G, Sidderas-Haddad E, Feingold K, Elias P, Cullander C. Acute barrier
perturbation abolishes the Ca®" and K gradients in murine epidermis: quantitative measurement
using PIXE. J Invest Dermatol 1998; 111:1198-201,

Menezes ME, Bhoopathi P, Pradhan AK, Emdad 1., Das SK, Guo C, et al. Roles of MDA-7/11.-
24 a multifunction protein in human diseases. Adv Cancer Res 2018; 138:143-82,

Mitamura Y, Nunomura S, Furue M, Izuhara K. 11.-24: a new player in the pathogenesis of pro-
inflammatory and allergic skin diseases. Allergol Internatl 2020; 69:405-11.

Mpyles 1A, Fontecilla NM, Valdez PA, Vithayathil PJ, Naik S, Belkaid Y, et al. Signaling via the
IL-20 receptor inhibits cutaneous production of IL-1B and IL-17A to promote infection with
methicillin-resistant Staphylococcus anrens. Nat Immunol 2013; 14:804-13.

Munera-Campos M, Carrascosa JM. Innovation in atopic dermatitis: from pathogenesis to
treatment. Actas Dermasifiliogr 2020; 111:205-21.

Nguyen AV, Soulika AM. The dynamics of the skin’s immune system. Int J Molec Sci 2019,
20:1811.

Osawa R, Akiyama M, Shimizu H. Filaggrin gene defects and the risk of developing

allergic disorders. Allergol Internatl 2011; 60:1-9.

Saini S, Pansare M. New insights and treatments in atopic dermatitis. Ped Clin North Am 2019,
66:1021-33.

Shook BA, Wasko RR, Rivera-Gonzalez GC, Salazar-Gatzimas E, Lopez-Giraldez F, Dash BC, et
al.  Myofibroblast proliferation and heterogeneity are supported by macrophages during skin
repair. Science 2018; 362:909.

Singh SK, Streng-Ouwehand 1, Litjens M, Weelij DR, Garcia-Vallejo, van Vliet SJ, et al.
Characterization of murine MGL1 and MGL2 C-type lectins: distinct glycan specificities and
tumor binding properties. Molec Immunol 2008; 46:1240-9.

Smith FID. Irvine AD, Terron-Kwiatkowski A, Sandilands A, Campbell LE, Zhao Y, et al. Los-
of-function mutations in the gene encoding filaggrin cause ichthyosis vulgaris. Nat Genet 2006;

38:337-341.

ooooogad

10

20

30

40

50



(26) JP 2023-536815 A 2023.8.30

goooaoano

SuH, Luo Y, SunJ, Liu X, Ling S, Xu B, et al. Transglutaminase 3 promotes skin inflammation
in atopic dermatitis by activating monocytc-derived dendritic cells via DC-SIGN.  J Invest
Dermatel 2020; 140 :170-9.

Sugimura Y, Hosono M, Kitamura M, Tsuda T, Yamanishi K, Maki M, Hitomi K. Identification
of preferred substrate sequences for transglutaminase 1—development of a novel peptide that an
efficiently detect cross-linking enzuyme activity in the skin. FEBS J 2008; 275:5667-77.

Tanabe Y, Yamane M, Kato M, Teshima H, Kuribayashi M, Tatsukawa H, et al. Studies on
differentiation-dependent expresion and activity of distinct transglutaminases by specific substrate
peptides using three-dimensional reconstructed epidermis. FEBS J 2019; 286:2536-48.

Teshima H, Kato M, Tatsukawa H, Hitomi K. Analysis of the expression of transglutaminases in
the reconstructed human epidermis using a three-dimensional cell culture. Anal Biochem 2020;
603:113606.

Torma H, Lindberg M, Berne B, Skin barrier disruption by sodium lauryl sulfateexposure

alters the expression of involucrin, transglutamnase 1, profilaggrin, and kallikreins

during the repair phase in human skin iz vivo. J Invest Dermatol 2008; 128:1212-19,

Urban, K, Chu S, Giesey RL, Mehrmal S, Uppal P, Nedley N, Delost GR. The global, regional,
and national burden of atopic dermatitis in 195 countries and territories: an ecological study from
the Global Burden of Disease Study 2017. JAAD Internat 2021; 2:12-18.

van Kooyk Y, llarregui JM, van Vliet SJ. Novel insights into the immunomodulatory role of the
dendritic cell and macrophage-expressed C-type lectin MGL. Immuncbiology 2015; 220:185-92
van Vliet 81, van Liempt E, Geijtenbeek TBH, van Kooyk Y. Differential regulation of C-type
lectin expression on tolerogenic dendritic cell subsets. Immunobiology 2006; 211:577-585.
Villani A-C, Saija R, Reynolds G, Sarkizova S, Shekhar K, Fletcher J, et al. Single-cell RNA-seq
reveals new types of human blood dendritic cells, monocytes, and progenitors. Science 2017;
356:eaah4573.

Wei ICI, Edwards GA, Martin DJ, Huang H, Crichton ML, Kendall MAF. Allometric scaling of
skin thickness, elasticity, viscoelasticity to mass for micro-medical device translation: from mice,
rats, rabbits, pigs to humans. Sci Rep 2017; 7:15885.

Yang B, Suwanpradid J, Sanchez-Lagunes R, Choi HW, Hoang P, Wang D, et al. IL-27 facilitates
skin wound healing through induction of epidermal proliferation and host defense. J Invest
Dermatol 2017; 137:1166-75.

10

20

30

40

50



Fi6. 1€

f6.18

FIG. 1A

oooooad

SDSILPSIZ & Y BB Sz RIEXRIZE T 5 BATHISLAD IR
45

(27)

40

35

30

25
20

REDESE (um)

B®RE SDS/LPS SDS/LPS
PBS +svl4

FIG. 3A

S

LT % X iy -

FI6.2B FI6.2D FIG. 2F

oooooad

JP 2023-536815 A 2023.8.30

180
160

&
=3

%
B

=3
S

PRI M 1= Y DIFhER
s

60
40
20
0
P RE SDS/LPS SDS/LPS
PBS +svl4
FIG. 3B

10

20

30

40

50



JP 2023-536815 A 2023.8.30

(28)

goooaoano

goooaoano

A

pIAE

o
—

5

il
b

20

ogooad

i 9

gooad

o o
o <
{} =3
-T [--] 1
0 [ s
] 8
{ W -
. : s
® o
&
h fol
0 Ll 8
g1 d
u 0l
0 n
A :
u\:, D D% o
g€ 8 & 8 2 =8 = -~
(wrl) B ch 2T
¢9H
ﬁ A
=]
g L0, S 0, l 3
00y
o
008 o
0021 3
0091 0zl
0001 091
0 — 0
. R \-
IRNE N
0L AN |0
-y
5l 0zl
ALY KNy e

Tw/bd

Tw/bd

50



FIG. 7B

<
g
L]
(Twyiowy) EIF Qb
gooogod

NHy-NPSHPLSGGGGS
NH

NHz-NPSHPLSGGGGS-

Hoo
NHg -NPSHPLSGGGGS
) N

NHg-NPSHPLS6GEGS -~ ~y—y~ N2
H g H g
SHIC
FI6.9A

NHy-NQHTPRGGGS
NH

i

i
uuz.uourpkcasam\

H
Nig-NQHTPRGGGS O

“NH

NHg-NQHTPRGGGS HH2

H H
swbD . 0

F16.98

48

24

(29)

Ooooao
T,;
[
\\\J
(wuogy) F ¥
B (UIUOQV)QEI?&M
oooooad

50

40

30

20

10

o

200

150

100

50

RTF K (um)

JP 2023-536815 A 2023.8.30

FIG. 8B

svL4 (ym)
Fi6. 8A

NHz-VQATQSNQHTPRGGGS

“WH

NHz-VOATQSNQHTPRGGGS-
H ¢
NH2-VOATQSNQHTPRGGGS 4 H

HHzavﬂlrﬂSHﬂHTrlﬁﬁﬁiué i
H
sild

NH
N
H

FIG. 9C

10

20

30

40

50



JP 2023-536815 A 2023.8.30

(30)

gooaoad

gooaoao

o o
— N
119
yns
|
o
LOVEEYER ¢ N, FAGNG EINE
. \\\ “hwr

s A A
S : Y
- s —
A

A

EUATENL
YN REOER

$INS €=

0L OId

gooaad

2023536815000001.a

30

40

50



(31)

gooooboag

INTERNATIONAL SEARCH REPORT

JP 2023-536815 A 2023.8.30

International application No.
PCTIUS21/38999

A, CLASSIFICATION OF SUBJECT MATTER

IPC - As1K 38/08; ABTK 39/395; AG1P 31112; AGTP 37/02 (2021.01)
AG1K 36/08; AG1K 39/385; AGB1P 3112; P 37 .

CPG - 3112, AGIF 37102

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

B.

FIELDS SEARCHED

Minimum documentation searched {classification system followed by classification symbols)
See Search History document

Pocumentation searched other than minimurn documentation to the extent that such docunsents are included i the fields searched
Ses Search History document

Electronic data base consulted during the intemmational search (name of data base and, where pructicable, 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 MNo.
X WO 2016/175878 A1 (SUSAVION BIOSCIENCES, INC.) 3 November 2016; abstract; paga 7, | 1, 3/1
- third paragraph; page 8, third paragraph; page 20, third paragraph —-
Y 19, 21119, 28, 30/28
A 2,32
Y WO 2007/024182 A1 (ASTRAZENECA AB) 1 March 2007; page 4, lines 22-25 19, 21/19
A Us 2019/0167789 A1 (SUSAVION BIOSCIENCES, INC.} 6 June 2019; paragraph [0041] 28, 30/28
Y - (KAPLAN, MJ) Role of neutrophils in systemic autolmmune ¢i Arthritis R h and 1. 31
Therapy. 2 October 2013, Val. 15, Mo, 219; pages 1-9; abstract; page 3. first column, fourth
paragraph; page 4, first column, fifth paragraph -- second column, first paragraph; DOI:
10.1186/ar4325 .
A WO 2019/138185 A1 (SUSAVION BIOSCIENCES, INC.) 11 July 2019; paragraph [0017] 3,32
A - | [AKIYAMA, T et al.) The Human Catheligidin LL-37 Host Defense Peplide Upregulates Tight | 2, 372
Junction-Related Proteins and Increases Human Epidarmal Keratinocyte Bamier Funclion.
Joumal of Innate Immunity, 2014, Vol, 6, Mo, 6; pages 739-753; abstract; DOL
10.1159/000362785
Y US 2011/0128546 A1 (UMBERT MILL, 1) 2 June 2011; paragraph [0225) 30/28

0

Further documents are listed in the continuation of Box C.

[:] See patent family annex.

ugm

up®
wEr

g »

ey
wpn

Special categories of cited docoments:

document defining the gencral state of the art which is not considered
to be of particular relevance

d cited by the applicant in the international application

“T* Tlater document published after the international filing date or riority
date and pot in conflict with the application but eited te understand
the principle or theory underlying the invention

“X" document of particular relevance; the claimed invention cannot be

tei:;rher application or patent but published on or after the 1
ing da

document which may throw doubts on priority claim(s) or which
is cited to establish the publication date of another citation or other
special reason (as specified)

document referring to an oral disclosure, use, exhibition orother means
dogument published prior to the international filing date: but taler than
the priority date claimed

d novel or cannet b considered to involve an inventive step
when the document is taken alone

*Y" document of particular relevance; the claimed iovention cannot
be censidered fo involve an inventive step when the document is
combined with one or more other such d h
being obvious 1o a person skilled in the ast

“&” document member of the same patent family

Date of the actual completion of the international search

| 22 November 2021 (22.11.2021)

Date of mailing of the international search report

JAN 19 2022

Name and mailing address of the ISA/US

Mall Stop PCT, Attn: ISA/US, Commissioner for Patents
P.Q. Box 1450, Alexandnia, Virginla 22313-1450

Facsimile No. §71-273-8300

Authorized officer
Shang Thomasg

Telephone No. PCT Helpdesk: 571-272-4300

Form PCTASA/210 {second sheet) {July 2019}

10

20

30

40

50



(32) JP 2023-536815 A 2023.8.30

INTERNATTIONAL SEARCH REPORT International application No.
PCT/JS21/38999
Box No. 1 Nucleotide and/or amine acid sequence(s) (Continuation of item 1.c of the first sheet)

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

a. farming part of the international application as filed:
K{' in the form of an Annex C/ST.25 text file,

on paper or in the form of an image file,

b. furnished topether with the international application under PCT Rule 13fex 1(a) for the purposes of international search
only in the form of an Annex C/ST.25 texu file,

<. D furnished subsequent to the international filing date for the purposes of international search only:
E] in the form of an Annex C/ST.25 text file (Ruie 13zer 1(a)).
D on paper or in the form of an image fite (Rule 13/er.1{b) and Administrative Instructions, Section 713).

2. In addition, in the case that more than one vérsion or copy of a sequence listing has been filed or fumished, the required
staterments 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 apptication as filed, as appropriate, were furnished.

3. Additional comments:

Form PCT/AISA/210 (continuation of first sheet (1)) (July 2019)

10

20

30

40

50



(33) JP 2023-536815 A 2023.8.30

INTERNATIONAL SEARCH REPORT International application Ne.

PCTAS21/38999

Box No, 11 Observations where certain claims were found uasearchable (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 to be searched by this Authority, namely:

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

3. |Z Claims Nos.: 4-18, 24-27, 31
because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a).

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

This Intemational Searching Authority found multiple inventions in this intemational application, as follows:
-""*-Please See Supplemental Page-**"-

1. D As all required additional search foes 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
additional 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. ﬁ No required additional scarch fees were timely paid by the applicant. Consequently, this international search report is restricted
to the itvention first mentioned in the claims; it is covered by claims Nos.:
Group I+, Claims 1-3, 19-23, 28-30; NQHTPR, wherein X1, X2, X3, X4, X5, X8, X7, and X8 are indapendently sbsent
{therapeutic peptida)

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 ime limit specified in the invitation.

D Ne protest accompanied the payment of additional search fees.

Form PCT/ESA/21( (continuation of first sheet (2)) (July 2019)

10

20

30

40

50



(34) JP 2023-536815 A 2023.8.30

INTERNATIONAL SEARCH REPORT Tntomational applioation No.

PCT/US21/38999

-***-Continued From Box No, I11: Cbservations where unity of invention is lacking-**-

This application contains the following inventions or groups of inventions which are not so linked as to form a single general invantive
concept under PCT Rule 13.1. In erder for all Invantions to be examined, the apprapriate additional examination fees must be paid.

Group I+, Claims 1-3, 19-23, 28-30; NQHTPR, wharein X1, X2, X3, X4, X5, X6, X7, and X8 are independently absent (therapeutic
poptide} ara directed toward a method, kit and composition for treating patholagical inflammation in a patient comprising: administering
to the patient a multivalant structured polypeptide comprising multiple copies of the therapeutic peptide.

The mathod, kit, and composition will ba searched to the extent that they encompass a tharapsulic peptide gomprising NQHTPR (first
exemplary therapsutic peptide). Applicant is Invited to elect additional therapsutic peptide(s), with specifisd SEQ iD NO: for each, or with
specified substitution(s) at specified site(s) of a SEQ ID NO:, such that the sequence of each electad speties is fully spacified {.e. no
opticnal or varable residues or substituents), 1o be searched. Additional therapautic paptide(s) will be saarchad upon the payment of
additional fees. It is befieved that claims 1-3 (each in-part), 19 {in-part), 21 (in-part), 28 (in-part) and 30 (in-part) encompass this first
named invention and thus these claims will be searchad without fee to the axtant that they encompass NQHTPR (therapeutic peptide).
Applicants must specify the claims that encompass any additionally elected tharapeutic peptide{s). Applicants must further indicate, if
applicable, the claims which encompass the first named invention, if different than what was indicatad above for this group. Failure to
claarly identify how any paid additional invention fees are to be applied to the "+* group(s} will result in only tha first claimed invention to
ba searched/examined. An exemplary election would bs VQATQSNQHTPR (therapeutic peptida).

No technical features are shared between the therapeutic peptides of Groups I+ and, accordingly, these groups lack unity a pricri.

Additionally, even if Groups |+ were considered to share the technical faatures including: a method of treating a patient having a
noutrophil-driven infiammatory disease, the method comprising: administering to the patient & multivalent strectured polypeptide
comprising at least two copies of a therapeutlc peptide; wherein the sequence of tha tharapeutic peplide consists of the sequence
X1-X2-X3-X4-X5-X6-X7-XB-NQHTPR (SECQ ID NO: 10} with sach of X1, X2, X3, X4, X5, X6, X7, and X8 independantly being absent or
any amino acid residue, so long as the therapeutic peplide comprises at least 7 amino acld residuss and at laast one of X1, X2, X3, x4,
X3, X6, X7, and X8 is Q; a kit, comprising: a mullivalent structured polypeptide comprising at least twa copies of a therapautic peptide;
wherein the sequance of the therapeutic peptide consists of the sequence X1-X2-X3-X4-X5-X6-X7-X8-NQHTFR (SEQ 1D NO: 10) with
each of X1, X2, X3, X4, X5, X6, X7, and X8 independently being absent or any amino acid residue, so long as the therapeutic peptide
compriges at lsast 7 amino acid residues and at least one of X1, X2, X3, X4, X5, X6, X7, and X8 is Q; and instructions teaching
administration of the multivalent structured polypeptide to a patient having a neutrophil-driven Inflammatory disaase; a pharmaceutical
composition comprising: a multivalent structured polypeptide comprising at least two copies of a therapautic peptide; whareln the
sequence of the therapeutic peplide consists of the sequence X1-X2-X3-X4-X5-X6-X7-X8-NQHTPR (SEQ ID NO: 10} with each of X1,
X2, X3, X4, X8, X6, X7, and X8 independently being absent or any amino acid residue, 5o long as the therapeutic peptide comprises at
least 7 amino acid rasidues and at least ona of X1, X2, X3, X4, X5, X6, X7, and X8 is Q; and a second pharmaceutical intervention,
whereln the second pharmaceutical intervention is a corticosteroid and/or 8 monoclonal antibody: thess shared teshnical features ars
previously disclosed by US 2019/0167789 A1 (SUSAVION BIOSCIENCES, INC.} as evidenced by US 10,083,712 B2 to Eggink, ot al.
(herainafter ‘Eggink’).

Susavion discloses & method of treating a patient having a neutrophil-driven inflammatory disease {administering to a subjact a
tetravalent peptide comprising VQATQSNQHTPR (a mathed of freating a patient having a neutrophil-driven inflammatory diseasa);
abstract; paragraph [0014); as further indicated by the Eggink evidantiary reterence that a peptide comprising the sequenca
VQATQSNQHTPR treats psoriasis (a neutrophil-driven inflammatory disease; column 3, lines 48-53; column 19, lines 3, 32), the method
compriging: administering to the patient a multivalent structured polypeptide comprising at least two coples of a therapeutic peptide {the
method comprising: administering to the patient a multivalent structured polypeptide comprising at least two copies of a therapeutic
peptide; abstract; paragraphs [0011], [0014]}; wherein the saquance of the therapeutic peptide consists of the segquence
X1-X2-X3-X4-X5-X6-X7-XB-NQHTPR (SEQ ID NO: 10) with sach of X1, X2, X3, X4, X5, X6, X7, and X8 independently baing absant or
any amine acid residus, sa lang as the therapeutic peptide comprises at least 7 amino acid residues and at least one of X1, X2, X3, X4,
X5, X8, X7, and X8 is Q (wheraln the sequence of the therapeutic peptide is VOATOSNQHTPR {wherein the sequsence of the
therapeutic paptide consists of the sequence X1-X2-X3-X4-X5-X§-X7-X8-NQHTPR (SEQ ID NO: 10} with aach of X1, X2, X3, X4, X5,
X8, X7, and X8 independsntly being absent or any amino acid residue, so long &5 the therapeulic paptide comprises at least 7 amino
acid residues and at least one of X1, X2, X3, X4, X5, X6, X7, and. X8 is Q); abstract; paragraph [0011]); a kit (absiract), comprising: a
rmultivalent structured polypeptide comprising at least two copies of a therapeutic peptide (comprising: a tetravalent (multivalent)
structured palypeptide comprising at least two copies of a therapeutic peptide; absiract); wherain the sequence of the therapautic
peptide conslsts. of the sequence X1-X2-X3-X4-X5-X6-X7-X8-NQHTPR (SEQ ID NO: 10) with each of X1, X2, X3, X4, X5, X6, X7, and
X8 independently belng absent or any amino acid residue, so long as the therapeutic peptide comprises at least 7 amino acid rasiduas
and at least one of X1, X2, X3, X4, X5, X8, X7, and X8 is Q (wharein the sequence of the therapautic peptide is VQATQSNQHTPR
{wherain the saquence of the therapeutic peptide consisls of the sequence X1-X2-X3-X4-X5-X6-X7-X8-NQHTPR (SEQ ID NC: 10} with
each of X1, X2, X3, X4, X5, X8, X7, and XB indepandantly being absent or any amine acid residue, so long as the therapeutic peptide
comprises at least 7 amino acld residues and at least ona of X1, X2, X3, X4, X5, X6, X7, and X8 is Q); abstract; paragraph [0011]); and
instructions teaching administration of the multivalent structured polypeptide to a patient having a neutrophil-driven inflammatoery dissase
{the instructions are not being afforded patentable weight since instructions ara not functionally related to the kit); a pharmaceutical
campasition comprising: a multivalent structured polypeptide comprising at least two capies of a therapsutic peptida {a pharmaceutical
composition comprising: a multivalent structured polypeptide comprising at least two coples of a tharapeutic peptide; abstract; claim L3
wherein the sequenca of the therapeutic peptide consists of tha sequence X1-X2-X3-X4-X5-X6-X7-X8-NQHTPR (SEQ ID NC: 10) with
each of X1, X2, X3, X4, X5, X6, X7, and X8 Independently being absent or any amino acid residue, so long as tha therapeutic peptide
comprises at least 7 amino acid residues and at least ona of X1, X2, X3, X4, X5, X6, X7, and X8 i3 Q {wherain the saquenca of the
therapautic peptide is VOATQSNQHTPR (whersin the sequance of the therapeutic peplide consists of the sequance
X1-X2-X3-X4-X5-X6-X7-XB-NQHTPR (SEQ 1D NO: 10) with each of X1, X2, X3, X4, X5, X8, X7, and X8 independantly baing absent or
any amino acid residue, so long as the therapautic peptide comprises at least 7 amino acid residues and at least one of X1, X2, X3, X4,
X5, X8, X7, and XB is Q); abstract; paragraph [0011]); and a second pharmaceutical Intervention (and a second pharmacautical
intervention; claim 1), wherein the sacond pharmacautical intervention is a corticosterold andfor a monoclenal antibody (wherein the
second pharmaceutical intervention is a
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corticosterold andfor a monocional antibody; paragraph [0041]).

Since none of the spaclal technical featuras of the Groups I+ inventiens is found in more than ona of the inwantons, and since all of the
shared technical features are previously disclosed by the Susavion referance, unity of invantion is lacking.
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