JP 2015-525637 A 2015.9.7

(19) BFEMSFF (P) 2 R T L HA) () S EELEES
153%2015-525637
(P2015-525637A)
@) AEE TMEIATH (2015.9.7)
(51) Int.Cl. F1l FT—=7a2—F (%)
A61B 6703 (2006.01) AG61B 6/03 360D 4C093
A61B 505 (2006.01) AG61B 5/05 380 4C096

A61B 5/05 382

FEHMRR RAR FREZRR KRR (£ 26 R)

CHHEES $5EE2015-521821 (P2015-521821) |(71) HEEA 501346962
(86) (22) HEEE FERR2FETAIIA (2013.7.11) o=V Fa4— FF Vel A
(85) BIFASCHRINBE  FERR27THE3IA3HE (2015.3.3) FAHN ByE—
(86) ERF L &S PCT/US2013/050139 TAVAERE IPIvEM 3921
B7) ERFAHES W02014/011925 6-4505, Y¥rvV, 2500 /
@7 B HE SERE265E1H16H (2014. 1. 16) -4 ATA b APY—}
(B ESEEEERES 61/670,499 (74) LA 100065248
(32) el ER24FETALIA 2012.7.11) £+ B FARER
(33) BB EE HEH (US) T4 {E A 100159385
#EL HIZE -
(74 HE A 100163407
#EL &£F HE
FHE A 100166936
#E+ WME B
BEEIIHRS

G4) [EHOEN] ERERT— 20 SIRMEEMERV AT —VRET S HE

G7)0000
0000000000000000000000000
0000000000000000000000000
0000000000000000000000000
0000000000000000000000000
0o

0000000

Figure 1



ooooooao
gooobooao
gooooooaod
guooooaoad
gooooobooao
gooobooao
ugogooogd
ooooooao
goooogao
goooooad
ooooooao
gooooobooao
goooooao
gogoooaod
gooooobooao
gooooooao
goooaoaad
ooooooao
goooogao
gooooooaod
oooooao
gooooobooao
gooooooao
gogoooaod
ooao
gooobooo
gooooooaod
ooooooao
gooooogoaod
gooooooaod
ugooobooaad
ooooobooao
gooooooao
gogoooogad
oooooao
goooogao
gooooooaod
ooooao

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 Oooo
O 0Oooo
O Oooo
O 0Ooo
O Oooo
O 0Oooo
O Oooo
O Oooo
O Oooo
O Oooo
O 0Oooo
O Oooo
O 0ooo
O Oooo
O 0ooo
O Oooo
O 0O 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

goao

ogaddg
udd

udad
(CNHO
oogdad

|

0
O

g
a

O

O
O
O
O
(]
O

O

O

goao

g
a

g
g

g
a

g
t

(2)

ggadg
ugdad

alalinl
(MR)DO
000

O

O

O

gagdg

O
|

g
a

|

O

0
O

O
O
O
O
O
O
O
O
O

O

O

O

aggao

U
u

JP 2015-525637 A 2015.9

O
O

g
a

O

O

O

O

gooooooao
/000000
gooooaaogdo

goooogao
/000000
goooogao

goooooao
oooooDoao

goooogao

goooooooooad

goocoobobooooooooobobbooooooooobobobobooooooao

\/0000000CD0OO0O0OOO0ODOO0OODOODODODODO0OODOODODODODODODODODODOODOO
oooooDboooao

g
u
O
g
g
O
g
g
g
O

oo ooooogogooo
OO0 ooooogogogoao
oo ooooogooo
OO0 ooooogogooao
Ooooooooogoooao
Oo0oooogodogooao

O
O
O
O
O
O
O
O
O
O
O

O
O
O
OJ
O
O
O
O
O
O
O

O oOooo

O o0Oooo

O oOooo

O Oooo

O 0Oooo

O 0Oooo

O o0Ooo

O oOooo

O o0Oooo

O oOooo

O o0Oooo

ooocooboboooooooocobobbooood
/0 00000D0DOO0OO0O00O00O0DODODDDOOOO0
gobooooooboooooboboooad

goooooooboboboogogoobboooobboo
gooobooooobbooooboboooooboobooad
ocooooooboooo/00b0O0O0O0O0O0ODOO

goocoobbooooooooobobooood

.7

10

20

30

40

50



DoooooQ

ooooooooo
ooooooooo
(CO0O0O000)O
00

O
O 0Oooo
O 0Oooo

O O
O O
O O
O Od

Ooooooooo0 oo oooo0 oo oo o0 oD oD oDoo o0 oo oo oo oo oooOogoooao

OO0Oo0oooo O
O

OO0Oo0oooo O

OO oO0ooo O

O 0Ooo0ooo

O 0OoOooo

O 0Ooo0ooo

O 0Ooooo

O 0Ooo0ooao

O Ooooo

e s e e e e ) e e A e e s A [ |
O0Oo0oo0oo0oao

e sy e e ) R e [ [y
O

e e ) [ e Iy |

s s e e s e e ) e e e s e s e [ |
Iy e R I B [ |
e e e ) e e s s [ [ |

[oi] 0000 20120

O o0Oooo

O

O
O

3)

JP 2015-525637 A 2015.9.7

ooooobooooooooobboooooo(dae)baoboao
(Gwe)OOODOOQOOODODOODODOOODODDODOARFHDOODOO
gooocooooooOoooobooooDoo@WRE DODOODO
goooboobOboboooooooobobboooooao

O
O

110

O
O
(]
O
O
O
O
O
O
O
O
O

O 0ooo
O Oooo
O 0ooo
O Oooo
O 0O oo
O Oooo
O 0O oo
O Oooo
O 0Oooo
O 0Oooo

gbooooooobooogdo
ooocoobooogod
goao

O
O

10

ooocoobOooooooao
goocooObooooooao

20

30

gooooao

40
ugogoooooobod
ooocoobooogod
goooooooboo
gooooooobooad

O Oooo
O 0Oooo

6176704990 0 0 OO O0ODO 50



ooooObObOO0oo0oooooooobobobooooooooooboao

gooobooao

oooobooao

gogooano

[p2jocoocoooo0ooOo0ooboOooboo0ooooobOooboooODO0ooDbDooooobOOooDOo

ocoooOooooooDOooOoooDUoooDUoooooDUoooDoooDooDUoooDooooo/

ugogoboboboooooboboooooboobooooobboooobboooooboooooboboogao

ooooObOOO0OOooooooboboboooooooooboao

gooobooao

[p3]jc 0o oOoooOoooOoooooooobDOoooooODO0oooDOooOoDooboDooDoDOoo

ooooOobobooooooooooboboboooooooobbbOoooooooobobooooo

ooooObobooooooooobbooooooooobbooboooooobbooood

ggobooooobbooooboboooooboooobobooooobooooobon

ugooobooaad

[p4]0 0000000 DOO0ODODOOOO0O0ODODO0ODODOOODODODODODODODODODOODOD

ooobooDb¢@G.1uoog)H)yoooooooooobooboooooooooboDbobo1n1oooooao

ooobObDObOOooog2s,000000000000O0OODDODDODOO0DODOOOODODDDOOOOO

ocoooooooooDooboo@EHevY o ooooooooo@¢gevwoooooooobpooao

gooooogooobooooobobooooobobooobbooobobobooooboboogao

oc@oooooooooooo)oooooopoDoobogooooDbDoooooo

oooooao

[op5]0 0000000000 O0OO0ooO0oooOo0oobO0oboOo0o0ooODO0OoDbDOooOooobODO0ooDbDOon

ocoooOoooOoooDOooOoooDUOoooDOooUoopDUooOoDOooOooDUOooDoDOooo/0OO

ugogobobobodooobooooobobooooobboooobbooooboooooboboogao

ooooObOoOO0oooooocoobboboooooooobboOoooooooobboooodd

oooobooooooooobbboooooooooDbDbboDo0DoDoUoo@oOoooOooO

coooOoooOoo)H)booooooooooooooDooooooooDoooooDOoo

ooocooOobOO0oO0oooooan

gooooao

[0 D00 0000000 D0DOO0CO0O0DD0OO0DOHCVOCOODODOODOODODODOODC

NAFLD)O O OooOoooooooogooooooobogoooooooooobooobuooao

ooobODbDOO0O0oOooxrcvOOoooooobobooais,oooo00onobobOO0n0OoorevOogd

goooboooooboboooobboz200bb0o0oobboooobooooboogao

OrRCcvD ooooboilooz20000oooobobbob0ooooooobboboooooonnb

ooooObObOO0o0oooxscvOOoooooobobboooooooooanb

gooobooao

[o7]0 0000000000300 O0ONAFLDO D OO ONAFLDD OO DO OOODODOODOODO

ODO0O0D0DO0O0O0DO0OD0D0DOO0OWMASHOONASHO O ODOODODODDODODODODODOO

UO0O0OD0DDO0OO0OOOONAFLDO ONASHO OO D OO OO OOOONASHOD O OGO GOGO:GO
OO0OO0ODDOONAFLDD DO 4000 7500000000000 O0ODDOOOOOOO

0
00
[08]0
000
000
000

oo oooogogo
OoOoo0oooogd

O

O Ooogoo

O 0Oo0oo0ooao

O
g
g
u
O
g

gogoao
ugagogao
oooao
gooao

4) JP 2015-525637 A 2015.9.

NAFLDO 0 O OO ONASHO O OO ONASHO O 1002000 000 0O0oCooODOOOO0On
goobDi1c000000C0cO0oOO0b0O00D000oo0oooD0ODDbOb0OO0O0O000O0aOaDOaDONAFLD
gooooogao
/400 (@O0OO

OONAFLDO ODONASHO D DO OO ODDOO0OO0O0ODODOO0OO0ooODD
775,0000 OO OD)ONASHO OO OO OODOODODODOOODODOGO

gooooboooooboboooobboooooooboooobooooao
Ooo0ODODbOO00O0O0O0oo0O0OO0OHCVOOOONAFLDD O DD DOOOOO
ooobObOO0o0ooooooobbobooooooobooobboOoooo
(oboopoDoooooDUoooDOg)dooooDoooooooDOoo

7

10

20

30

40

50



)

JP 2015-525637 A 2015.9.7

ooooOobobooooooooooboboboooooooobbbOoooooooobobooooo
OOHCVOOOOODONAFLDD DD DO OOQOQOQODDDbDOOOoooo
ooooDao
[opojocoCcooooooOoooOooooooobO0ooOoobOO0oopDOoooobOooDOoo
HCvO OO OoooooobObOO0obooooooobbbob0oDO0oooooOMETAVIRD O DO DO O

OCOOMETAVIRO OO OOOODODOODODOODODODODOODODOODODDODODOODOOODOODOOO
OooooooO(@OO )OO0 OoDDO0o0DO0ODO0OoO0Do0oDoDOoDDOooDOoDooDoDoDoODoDaO
OCO0OO0O00DO0D0(OOF4)ONAFLDODO DO OO0 ODDODUO0DO0DDODODO0OO0DODDU0DDODDODOODODODOO
Oo0o0oo0ooU0oooDooooo@UooDooo)y ooUoooDUooOoDoooooDoOoao
Ooo0oo0ooDoooDo0oooooDooDo0Do0oDoDooDooDoDo0oDoDooDoOD@oOOooOoDO0Oan
Ooo0o0ooo)Y OOooOoooDUoooDoooooDUoooDooo@ooDooo)oDoDoDOoOo
ocooooooU0oooDOoooooOoooDUOooDoODO0ooOoO0ooDUoDDUOooDoDooDUooDUODoDaOo
0000000000 oo0o0o0Do0ooDo0oDo0Do0ooDo0Do0ooDo0ooDooDoDo0ooDoDooDoOoaO
0000000000000 0oDU0o0Do0DO0o00Do0DoDo0DOoDDoDO0Oo0OO0DOOoaOChild-Pugh)
000000000 D0OO0OOdd (Model for End Stage Liver Diseasell MELD)O O O O 0O O O
00000000000 oo0o0oDo0ooDU0oo0DO0oo0o0ooDUooOoDooDoDOooDoDoOooDoOoaOo
Oo0o0o00oDoDo0ooo0DOooo0DooDooDoDooDoooDoao

Oooooo

[010] DOODO0DO0DODODODOoDOoODOoDOoDOoDO(CNHDODODOoODOoDoDODODO0DMRDOODODODOOODOOO
00000000000 oo0o0o0Do0ooDO0oDo0DO0o00Do0ooDU0oDDOooDOoDO0oo0DoDoOoDoOOoOaO
0Ooo0oo0oo0ooDooo0ooDo0ooDooDoDO0ooO0DooDooDoDOoooDooDoooDooaOo
ocooooooU0oooDOoooooOoooDUOooDoODO0ooOoO0ooDUoDDUOooDoDooDUooDUODoDaOo
00000000000 oo0o0oDo0ooDU0oo0DO0oo0o0ooDUooOoDooDoDOooDoDoOooDoOoaOo
0oo0oo0ooU0ooDooO0o0ooDO0DooDUOooDoDO0ooO0DOoDU0ooDDOooDoDooDoDoDoOooOaO
oooo@uUuoH)Y ooooooooooDUooDoODooOoooDUooODUooDoDooODOooDUoOoOaOo
00000000 oo0ooo0ooDoDUooDo0DooDUoooDooDoDooDooOoOOan

Oooooo

[011] ODOOQODODDODODODUOODODODDODODODDUODODODODODODODDODODOODOODOD (@
I o A R I - (@4
00000000000 oo0o0o0Do0ooDO0oDo0DO0o00Do0ooDU0oDDOooDOoDO0oo0DoDoOoDoOOoOaO
OCOo0O0o00ooD@UOO0OOoDUO0ODODROCID DD DODODOODDOO.5900.86)0 0000
Oo0O0000DoD0oD0DO0oo0o0o0oD0o0DDoDO0oOoOoDOoo0oDO0O0ODOROCOODOOODOO.6500.91)
OCOOOONAFLDD OO DO O0OO0DO0DO0ODO0DO0OD0DODO0OO0DOO0ODO0DO0ODUODODODOoOOoOOoDOoOoOOo
Oooooo

[012] ODOOQOODODODODODUOOODODODODODDUODODDODOODODODUODODDOODODODOOO
00000000000 oo0o0ooo0ooDUooo0DO0oo0DooDUooDUOooOoDoOoDoDoOooDoOoao
Ooo0oo0ooo0ooDooo0ooDoooDoooDoooooDoo@Be)oooooooooan
oooooo(@@wWe)JooooooooooDoooDooD 00D ARFDOODODODO@DODOO
oH)yooooooopooooooooUoooDoooooWRB) OCODODODODODODODODDODOO
00000000 ooDooo0o0oDo0ooDo0ooDo0Do0oDo0o0ooDooDoDooDoDo0oo0DoDooDoOoaO
0oo0oo0ooU0ooDooO0o0ooDO0DooDUOooDoDO0ooO0DOoDU0ooDDOooDoDooDoDoDoOooOaO
ooooo0ooU0ooDooo0oooDU0oooDUOooDoODO0oO0o0ooDUooODDUooDoDooDOooDUoOoOaO
ooo0o0o0ooDo0ooo0Do0ooo0oooDUooDo0Do0ooD@UOoDoooDooDUoooDooDoooDoOan
Oooo)Y OoooooOoooDoooDODoooDooUoooODooOoDooDoDooDooOoDooDOoao
ooooo0ooU0ooDOooo0ooDUoooDUOooDoODO0ooOO0Do0ooDU0ooDDOooDOoDooODUooOoDUOoDoOaO
00000000000 oo0o0ooo0ooDUooo0DO0oo0DooDUooDUOooOoDoOoDoDoOooDoOoao
00000 ooD@UOO00D0DU0o0DO0O0OO0DO0O00DOoO))YO0OO0OO0DO0DO0DDO0DODOODOOOMRE
0Ooooo0oo0oooDoooooDoooDUOoooDOooo0ooDUoooDooDoDooODoDoDOooaOo
ocooooooU0oooDOoooooOoooDUOooDoODO0ooOoO0ooDUoDDUOooDoDooDUooDUODoDaOo
0000000000000 oDUoDo0DOMIDOODDODODOODODODODOODOOODODOO

10

20

30

40

50



000
000
000
000
00O
[013]
O
O
O
O

O

OO0 oooooQogoooodg
OooooogodQgogooao
Ooooooogdg
O Oo0ooooaog

O
[014]
000
000
000
000
[015]
000
000
000
000
[016]
000

(450 )0

(6) JP 2015-525637 A 2015.9.7

0000000000000 000000C0OC0OO0O0O000000O0OMREDDOOOO
0000000 (@OOD0ONDDDDOOOOOOOO0O0O0O0O0ONoNonooo)DOoO
O00DC0OCOOO0OOOMREDDODDODOOOOOCOOOOOODODO0ODDODOOOOOO
O

00O

000000000000 00000000000000000000oooaO
0000000000000 00000000O0000000000000000
0000000000000 00000000OO0O0D0O0(@e70)I0O0O0O00O0OO
O0OOMIOOODOODODOODODODDOOOOOOOOOO0O0OOO0DODODODOOOOO
Doo(@OO0O0O0O000000CK 33)000000000000000000
0 ooCcTooOoOoO
(ROC 0.92)0 0 O
00 (k 0.75)0
oooo
oooo
O

O O

0.
O
O
O
O
O
O

O 0Ooo0oooo
O O0Oo0ooO0oo0oao
O 0Ooo0oooo
O 0Oo0oooao
O 0Ooo0oooo
O O0Oo0oooao
O 0Ooo0oooao
O Oo0goooao
O 0Ooo0oo0ooao
O Ooo0oooo
O 0Oo0oo0ooao
O 0Ooo0oooo
O 0Ooo0oooo
O 0Ooo0ooo

O 0Ooo0oooo
O 0Oo0oooo
O 0Ooo0oooao
O O0Oo0oooao
O 0Ooo0oooao
O Ooo0oooao
O 0Ooo0oo0ooao
O Ooo0oooao
O 0Ooo0oo0oo0oao
O 0Ooo0oooo

ud
oo
od

OooOoo0oood
O Oo0ooooaog
OoooooOoogao
[ O |
[ I |

g
CTOUMRIDDODDDOOOOOOD
oooooooboboboooooan
goocooobooooooooan
ooDoooo(@obooooo)o
uoao

ooocoobobooOoooooooobboboooooooobobboooooooooao
goooao
goooooooooad
ooon
g

goooboooooboboooobboooooboboboooobboooooboooooban
gbobobobooooobbooogoobooooboboooobboooooboooooboDbooOoao

250
o0
oo
00

ooobDboooood
ogooao
ooobODbOoo0oood

O 0Oooo
O Oooo
O 0Oooo
O Oooo
O 0ooo
O Oooo
O 0O oo
O Oooo
O 0o oo
O Oooo
O Oooo
]
O
O
O
O
O

\/0000000CD0OO0O0COO0ODOO0OODOODODODODO0DDODOOODODODODODODODODOODOD

0Doo
0oo
0oo
00O
[017]
00O
00O
[018]
00O
0oo

gooooooobobooogoobbooooboboboooobobooooboooobbDboo

oopoooooov/000O0OC0CO0DO0OOO0OO0ODOOODODODOODUODODODODODOODO

ooocoobbooooooooobooboboooao

goao
gooobooooobobooooboboooooboobooooboboooooboooooDban

ooooobobooooooooobobobooooooobobboooooobooooboao

goocoobobooooooooobbboooooooooboao

ooDoooOooO0ooDoDO0ooOoO0obOO0OoDOooOOoOO0OMetric) D000 O0OO0ODODODOO
ooboooooooobOOoobOOobO0oobDOoobobooboooDbDOoDDbOE@enoooooao

oMwmr)DobooooooooobobobooooooooobboooooooonoD

000
[019]
000
[020]
0oo
0oo
000

ugoao
ooocooboobooooooooooboboboooooooobbboooooooooao
gooooooobbooooboooboboooobbogoooboboooonb
goooboooooboboooobboooooboboboooobboooooboooooban
gogboboboooobbooouoobooouooobooouobbooooobooboooooboobooOoo
goocoobobooooooooobbboooooooobobbobooooooao
goao

10

20

30

40

50



[021]
000
000
[022]
00O
000
000
000
[023]
000
000
00O
[024]
000

000
[025]
0oo
000
000
0oo
0oo
[026]

OooooogoQgQg
O Oo0oooao
OooooogoQgoQg
OOooooggQg
Ooo0oooogoQgQ
OoooooggQg

0

(7) JP 2015-525637 A 2015.9.7

ooocooboobooOooooooooobooboboooooooobbboooooooboooao
gooooooobobobooogogoobooboogoboboooobbooobobooobboo
gbooooooboooobooooogao

uygoboooooboboooobboooooboooobbooo4ooboboogoooDn
gooooboboooooooobbbooooooooobobboooooooobooboao
oopo/0000000DO0OO0CO0DOO0OO0ODODOODODODODODODDUODODDODODODODO

o
oon

gooooooobooooboboooobbooobboogoobooooDbno
gooooooobooooooooooboboooobbooooooooooboooao
oobooov/s000O00CDOODODOODO0OODOOODODODOODDOODODOODODODO
goocooboooaod

gogooboooooboooobboooboboooobbooooobooooDban
gbobobobooooobbooogoobooooboboooobboooooboooooboDbooOoao

goao

ugogoboooooboboooobbooooobooboooobbooooobooooDban

oooooboboooooooooboboboooooooobboooooobooooboao
goobooooboboboogogoooboboooboboooobboooobobooobbDoo
oopoooooooooov/so 00000 DOOO0DO0ODO0OO0DDODODODODODODO
ooocooboboooooooooao

goao

goooboooooboboogoobboooobbooobboooobooooDbaob

OOoo0ooood
O 0Oooooo
O 0Oo0oo0ooao
OOoo0ooood

O

O

0000000000000 0000000000/000000
0000000000000 000000000000000000
0000000000000 0000000000000000n
0000000000000 0000@@SNDHOODODO0O0O0OOO0DO
(ALMOODODOy 00D0D00000000000CGNHOODDO0O
DOO00OO0OO0OQNR)OODODODODODODO0DONDODDODOOOOO PTDODOD
0000000000000 0000000000000aa -00

(AFP) 000 O0QC0O0O0OO0O0O0ODO0ODODODOOCOOoOLWbKOODODOOOODODOO

HbLO O 0O OoooooobObbob0ooooooobbbaoa -O0-000O0D0ODD0OO0OO0O0OO0OO0ORO
goooboooobboogoobboAbDDDOO0OODDDOOoOO0OoODbODOoOOoOobDbDDO
gbooobooooboooooboooooboboooobboooooboooooboobooaa
gooocooObOooooooano

0Doo
0oo
0oo
00O
[027]
O

O oOoooo

O
oo
agd
ud
o0
ogd
a

O

oad

goao

ooocoobooooooooooboobooooooooobbboooooooooao
ooooobobooooooooobobobooooooobobboooooobooooboao
gooooboboooooooobbbooooooooobobboooooooobooboao
/000000000 oD0ooodoo0ooUoooDoooooDoooDooooDoDOoo
oooooobobooooooooobooboboboooooooobobbobooooobooooboao
(e) oo o00obO0ooDbOooboOoobOoCEGwWwB)DoooooooooobooooDooo

oon

(ARFHO O O0Ooo(@uooooo)ooooooooboooooooobobobooooo
(MRE) OO DODOOODODODOODOOODOODOODOODODODODOODODODODODOO

[028] ODOODOOOOODOODODODODODODOODODOODDOOODOOODODODDOOOO
gogoobooooooboboooooboobooooobboooobbooooboobooooobobooogoano
uyugboboouoobobooouooboboooouobobooouobboooooboobooooLoboOooOoda

ogoao

goao

[029] DOOOODDODODODUOODODOOODODDUODODDODODODODDUODODDOOV/OODDOO

10

20

30

40

50



OoooooQogogoo
OOooooogod
OoooooQogogoao

[030]
000
000
000
000
[031]

Oo0ooooQgoooao
OO0 oooodQgoooao
Oo0ooooQgoooao
Oo0oooodQgoooao
Oo0ooooQgoooaoo
OoooooQgoooao

[032]
000
0oo
000
[033]

O

Oo0oooooooooDooo oo oooodg
OO0 oDooogo4gogooDoogooooogodg
Oo0ooooooo0ooDooo oo oooogdg
Oo0oooooo0oooDooogog oo oooodg

(8) JP 2015-525637 A 2015.9.7

oooocoooboobooooooocobbobooooooao
gooboooobbooooboboooobooogooboo
gboboboooobboooobbooooooooooobooao
gboboboooobboooobooooobooooobobooao
os000000D0O0OCDODOOOODODODOOOODO

gooboooobboooobobooooobooooboboo

O 0Ooo0oooao
O Ooo0oooao
O 0Ooo0ooo0oao
O Ooo0oooao
O 0Ooo0ooO0oo0oao
O Ooo0oooo
O 0Oo0oooao
O Ooo0oooao
O O0Oo0oooao
O 0Ooo0oooao

Ooooogogaog

oo
gooooooobooooboboooobbooobboogoobooooDbno
oopoooooOoooDooooooooDocCctoMmrIDoooo)oooooood
ooooobobooooooooobobobooooooobobboooooobooooboao
goocooboboooooooobbooooooooao
goao
ugogoboooooboboooobboooooboooobbooo4oobooooDbn

OoOooooooQgoo
Oo0ooooogQgoo
OoOooooooQgoo
OooooooogQgoo
OO0 oooogQgogao
OooooooogQgoo
OO0 oooooggogao
OooooooogogQgoo
OOo0ooooogQgoao
OooooooogoQgoo
OOo0ooooogQgoo
OoooooooQgooo
Oo0ooooogQgoao
OoOooooooQgoo
Ooo0ooooogoQgoo
OoOoo0ooooQgooOoao
OooooooogQgoo
OO0 ooooggogao
OooooooogQgoo
OO0 ooooggogao
OooooooogoQgoo
OOo0oooogQgoao
OooooooogoQgoo
OoooooogQgoao
OoOooooooQgoo
OoooooogQgoo
OoOooooooQgoo
OooooooogQgoo
OO0 oooogQgogao
OooooooogQgoo
OO0 oooooggogao
OooooooQgogoo
Oooooogogog
OooooooQgoo

ooooobooooooooobbboOoooooobobobboboooooo@oo
oopoooO0 O oopoooOoH)oooo@ooooooo)H)ooooooooo
ooocooooooao

goao
goooboooooboboooobboooooboboboooobboooooboooooban
\s0000000CDODOOCDODOOO0OO0ODOODODODOODODOODOODODODOOO
goocooObboboooooooobbboooooooobbbobooooooao
gooooooobooooooboooobobobooobobbooooboobooooban
croMrIODODODOODOOOOOODDODOOODODOOOOODDDODOOOOOOO
oad goooooboobooooooooobbbooooooooooboao
goboboooobobooooobooooobobooooboboogao
gboboboooobooooobooooooobooooobooooao
oad

O o0Ooo0ooao
O oOoooo
OO oo
O 0Oooo

oo
oad
oad
gad

0oooo0Do0o0oDU0ooDoDOooDU0DoDoDooDoDOooDoDoOoDOo
(honcontrast) D 0D 000 D0DDODOOODODDODOOODODOOOOO

(]
O
O
O
O
O

gbobobooooboboooooooooobobooooboooaao
oooocooOoboboooooan
goboboooobobooooobooooobobooooboboogao
oo

ud gsbOooOooOoooODOooOoOobO0OlHVOCDODOOOO/ODOO
@d=96)0000o0ooo0oob0Dn
OO0O0000ODO0OO0OD0OHCVODODUODODDODO(@=)000OMELDD O DO ODOODO

O 0Oooo
O Oooo
O 0Oo0ooOoao
O Ooooo
OO oOooo

Ooooocoo0oooooQgoooaoo
O Ooooo

OoooooooooogoQgogao
O
O
O
O
OJ
O

10

20

30

40

50



OooooooQgogoo
OoOoo0oooogdg
OooooooQgoo
Oooooogoao
OooooooQgoo
Oooooogogoao

[042]
000
000
000
[043]
000
000
[044]
00O
000
000
000
[045]
000
000
[046]
000
000
000
000
000
[047]
000
000
000
[048]
000

9) JP 2015-525637 A 2015.9.7

ooocoooobooooooooao

ooooobooood

oono

goooao
oooobobooooooooobobbboooooooobbbooooooooDbao

ooooDDbOoOoooooao
ooocooboboooooooooobboboooooooobbboooooooboooao

os\,000000CDOOODOODODODODODOODODODOODODODDOODOOODO

ooobbOoO0oDOooooboobDbObOooooooooboboboooOooooOoo

oooobDboOoo0oooooooooboboboooooooobobobooooooon

oooobObOOoO0ODOoooooooobobboooooooobOboboboboooooano

ooooObOo0oO0ooooooobbooooooooobbbooooooao

O Ooo0oooao
O 0Ooo0oo0oo0oao
O Ooo0oooao

ugogoboooooboboooobboooooboooobbooo4oobooooDbn
gobooooobooooooDb)o

OooOooooOoogoao
Ooo0oooQgogoao
OooOooooOooOoao
Oo0oooQgoao
OoOoooo-gogao
Ooo0oooQgogoao
OOo0o0ooogoQgogaog
Ooo0oooQgogoao
Ooo0ooogoQgogao
Ooo0oooQgoao
OoOoooogogQgogao
Ooo0oooOoogoao
OoooooQgogoao
OooOoo0ooOooOoao
Ooo0oooQgogoao
OooOooooOoogoao
Oo0oooQgoao
OOo0o0oooogdg
Oo0o0o0oooogodg
OoOoo0ooogdg
Ooo0oo0oooodg
OoOoo0oooogdg
Ooo0o0o0ooodg
OoOoo0oooogdg
OooOoo0ooood
OooOoo0oooogdg
OooOoo0ooood
OooOoo0ooooQgdg
OoOoo0oooogdg
OoOoo0oooogodg
OoOoo0oooogdg
OooOoo0oooodg
Ooo0ooogoQgogao
Ooo0oood

O
O
O
(]
O
O
O
O
O
O
O
O
O
O
(]
O
O
O
O
O
O
O
O
O
O
O

all 0 O an O O O theO
0ooooooooooaog

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

gooboooooboboboogogoooboogobobooooboboooobboooobboo
gooooooobbooogoobooooboboooobbooooao
ugogoboooooboboooobboooooboooobbooo4oobooooDbn
goocoobobooooooooobbboboooooooobobboooooooobooboao
gooooooobobooogoobbooooboboboooobobooooboooobbDboo
uoao
oon
gooooooobooooboboooobbooobboogoobooooDbno
os/s0000CO0O0DO0OODOOODODODOODOOODODODOODDOODODODOOODO
ooooobobooooooooobobobooooooobobboooooobooooboao
oooobobooooooooobobbboooooooobbbooooooooDbao
gooooooobobooogoooboooooboboooobbooooboooobooboDboao
gbobobobooooobbooogoobooooboboooobboooooboooooboDbooOoao
goooobboooooooooboboboooooooobobboooooooooboao
goooooooboboogooooboooooboboooobobboooobooboooobnn
ugoao
ooocooboobooooooooooboboboooooooobbboooooooooao
goobooooboboboogogoooboboooboboooobboooobobooobbDoo
gooooooobobooogoooboooooboboooobboooooboooooboobooboao
gooodoogoan
oooobobooooooooobobbboooooooobbbooooooooDbao
gooooooobobooogoobbooooboboboooobobooooboooobbDboo

10

20

30

40

50



000
[049]
000
000
00O
[050]
000
000
[051]
000
000

(10) JP 2015-525637 A 2015.9.7

ooooooobooboooooooooao
goooooooboooobobooooobbooobboogoboboogoobno
(edged) D0 O0O0ODOOODODODDODODOD@UODODDODOODODODUODODDODODDODODOD
oopoooooooooooo)ooooao

goao
goooboooooboboogoobboooobbooobboooobooooDbaob
gboobooooobooogoooboooooboooobboooooooooboobooOoao
oooooobOoboooooooooobboooooooooboao
oooobDoOooooooooobDDboboooE@EnDooooobooo@RDHDODOOOO
gooooooobooooooooooboboooobbooooooooooboooao
ooooobobooooooooobobobooooooobobboooooobooooboao

(prospectively gathered medical Images)D 0 0 0 00O O0O0ODODDODOOODDOOOOO

000
[052]
000
000
000
[053]
000
000
000

gooano
ooocooobooocrtoMoOOOOOOoOoooooobDDbOOoDoooooooao
oobooooooooOOoooOooboo@H)YoooooooobooooooooooE@)
gooooooobboooooboooonb
ugoao
ooocooboboooooooooboboboooooooobbboooooooooao
goobooooboboboogogoooboboooboboooobboooobobooobbDoo
gooooooobobooogoooboooooboboooobboooooboooooboobooboao
oobooooooooOoooooboooobDoobOoooooODooD@oboooooDoDOo

coo)H)oooooooboooooobOoooooOooobDoobobOooobODOooDbDoboooDOoo

O

[054] D OO0OODOODODODUOOODODOODODDE@DOOOoODODOoDOoDoO200000000
oooo@)ouooooooooooooooDoooo@oUoH)ooooooDooao
00000000 ooDoooooo0ooDUooo0DO0oDo0DOooDUooODUOooDoDoOoDoDoOooDoOoOaOo
Oo0o0oo0oo0o0ooDooo0o0oDo0ooDo0ooDoDo0oo0DooDUooDoDooDoDooDoDooDoOoaOo
0oo0oo0ooU0ooDooo0ooDo0oooDUooDoDO0o0Do0ooDU0ooDDoDoOooDoDooDooDoOoaO
Ooo0o0o0ooDOoooDooooDoDOoooooooao

Oooooo

[O55] O OOOO0ODDODOOOO0ODODDODOOODODOOOOO (user-directed region-of-interest
yrRonHhooooooUoooDOooOoDoOooDODoDDUOOoDODOODODODODOoODODOODODOoODOODDOO
oOo0o0o0o0ooDo0oo0Do0ooo0oooDUooDo0Do0@oDUooDOoooDUoUoDU0ooOoDOooOoDOoDoOoDOan
Ooo0ooooDoooooO)Y OoooDoooDooDoooDoooDooDoooDooDoDooDOoOaOo
ooooo0ooU0ooDooo0oooDU0oooDUOooDoODO0oO0o0ooDUooODDUooDoDooDOooDUoOoOaO
00000000000 oo0o0ooo0ooDUooo0DO0oo0DooDUooDUOooOoDoOoDoDoOooDoOoao
Ooo0oooooooDoooooDoooaog

[056] D OOODODODODODDUOODODODODODODDUODODODOODODODDUODODDOODODODOOO
ocooooooU0oooDOoooooOoooDUOooDoODO0ooOoO0ooDUoDDUOooDoDooDUooDUODoDaOo
00000000 ooDooo0o0oDo0ooDo0ooDo0Do0oDo0o0ooDooDoDooDoDo0oo0DoDooDoOoaO
0oo0oo0ooU0ooDooO0o0ooDO0DooDUOooDoDO0ooO0DOoDU0ooDDOooDoDooDoDoDoOooOaO
ooooo0ooU0ooDooo0oooDU0oooDUOooDoODO0oO0o0ooDUooODDUooDoDooDOooDUoOoOaO
00000000000 oo0o0ooDo0ooDU0ooo0Do0ooDo0ooDUoooDooDoDooDoooDoOoao
Oo0o0oo0oo0o0ooDooo0o0oDo0ooDo0ooDoDo0oo0DooDUooDoDooDoDooDoDooDoOoaOo
oooooooao

Oooooao

[057] ODOODO0DO0DODUODODODODODODODODODODODODODOODDODODODODODOUODoDOoODoD@OoOOoOO
Ooo0oOoo)YooDoooooDoooODoooDooDUoooDooDoDooDooDoDooDoDoDOoOO
ocooooooU0oooDOoooooOoooDUOooDoODO0ooOoO0ooDUoDDUOooDoDooDUooDUODoDaOo

oggao

gooooooobobooogoobbooooboboboooobobooooboooobbDboo

10

20

30

40

50



OoooooooooogogQgdg
OO0 oooodgogooao
OooooooooooQgdg

O
[060]

(11) JP 2015-525637 A 2015.9.7

ooocooooooao
goooooooboooobobooooobbooobboogoboboogoobno
gooooooobobooogoooboooooboboooobboooooboooooboobooboao
gboboboboooobbooouooboouoooboooouobboooooboooooboobooOoao
gooooboboooooooobbbooooooooobobboooooooobooboao
gooooooobobooogoobbooooboboboooobobooooboooobbDboo
U
oon
gooooooobooooboboooobbooobboogoobooooDbno
coooooooooo@ooooooo)Y oooooooooooo@ao
cooH)oooooooooooooooobooooooooobooooobOooao
ocooooooO(@oobobooooo)yODbobooooOoobDobbooboOooDbDOo
ooobDDbOoOO0ooooooooORrROIDOODODDDODOODODODOODOODDOOOO
ROIODOOODOODOOODODDODOODODOOOOODDODDODOODOOOooOOoOoODDOOOnO
ooobObOO0oO0o0oooooooobobbOooOooooooDbORrROIDODODODDODOOOO
gogooobooooobbooobboooobooobobbooobobooooban
ocooo0oooOooOoOooO0ooDOooboDOoooooDUoooDOooOEBCODOODOOO
cooooooooooboOoo)yoDoobooboooobooobobooobOoono
ABCODOOOODODOOOooObOOoOoooboboooobRrROIDODODOOODDODOOODODOO
gooooooobobooogoooboooooboboooobboooooboooooboobooboao
ooooobbooooooooobobboooooooobbooooooooao
goao

gooobooooobobbooobboooobooobbDbooo

Ooooogogoao

OH)>oooooooooooooo
oH)>oooooooooooooooooooovzshODOoODO
gH)yoooooovsooooobDDboooooooooeMoov/ZvZoooobobboooodod

gooooooaod
ooooOobobooooooooooboboboooooooobbbOoooooooobobooooo
gooooogooobooooobobooooobbooobbooobbobooobboogao
oooboobooooobbooooboooobobooad

[061] ODOOOOODOODODOOODOOODODUODODOD@OUODOODODODO O ODODOO
oH)yoooo(@ooooooo)yooooboobooooooboobooooooooao
gooobooao

[062] ODOOOOODOODODOCOODOOOODUOODODOOODODOODOV/Z/ODOODOO
cooooooov/s0b0DOO0OO0OO0OO/ODODODDOODODODODODDOODODODODODODODOO
gooboboogoob22000bbooooobbooooboboosbobooooobobooogao
gooobooooooboooooobooboooooobboooobboooooooooboobooooao
(cooooooboO0ooDbDOoobOU0oboO0ooDODU0ODbDDbDO0obObODOoDO0OODObOO>)YOoDODODO
ooooObobooooooooobbooooooooobbooboooooobbooood
ocooooooooopDgooo/Z0000o0oQoDOooOoDOooOoooDUOooDoOo/0000OoDODODO
ugogobobobodooobooooobobooooobboooobbooooboooooboboogao
ooooobOoOOooooooooooboooeMiDOO0OO0OO0OOO0OOOODODDODDODOODOOOGORO
gooobooooooboboooobobooooobobooobboooobobooooboboogoao
gooboooooooboooooboobooooobboooobbooooobooooobobooogaao
oooobobooooooocooboboboooooooobbbOooboooooobobooood
gooooogooobooooobobooooobobooobbooobobobooooboboogao
oggao

guooooaad

[063] O OOODODODODODODODODODODODODODODODDODOODODODODDODDOODDOODODOD

oggao

gooooooobobooogoobbooooboboboooobobooooboooobbDboo

20

30

40

50



Ooo0ooooogQgoo
OO0 oooogogog

O
OooooooogogQgoo

=
0 3
N
—

Ooooooogogogoo
OOooooogogg

[
Oooooooogogogoao

[065]

O O
O O
O O

[066]

O

oo oooooogogogoo
Ooooogogoao
oo oooooogogooo

0
[067]
0oo
0oo
[068]
0oo
0oo
000
000
0oo
[069]
000

(12) JP 2015-525637 A 2015.9.7

ooooobobooooooooobobobooooooobobboooooobooooboao
gooooooobobobooogogoobooboogoboboooobbooobobooobboo
oopoo(erooooocoMmRDo0oooooDooooooooDooooopoooo
oopoe)booooooooboooooooeswB)yboooooooopoooo
ODARFODOODOODOD(@OOOOOD)  OOOOoOOODODODODDOODODDODODODODO
(MRE) UODDODOOODODDODODOOODODODUODODDOOODODODUODDOODODODOO
gboobooooobooogoooboooooboooobboooooooooboobooOoao
goooobboooooooooboboboooooooobobboooooooooboao
goooooonon

oo
ooocooboobooOooooooooobooboboooooooobbboooooooboooao
ooobObOO0o0ooooooobbobooooooobooobboOoooo
gooooboooooboogoobboooooboboooobobooogao
uogobobooooobbodooouobboooooobooooboogadao
ooobObOO0o0ooooooobObobooooooobooobboooo
ooooboooooov/00oooboboobobooo/0bbbb0O0OO
\/0 00000000000 DUOOCDODOOO0ODOODODODOOO
ooobODbOO0OO0DO0ooooooobboooooooooan

Oooooogoggogao
Oooo0oooQgoo
OoOoo0oooogd
OooOoo0ooood
OoOoo0oooogd
OooOoo0ooood
OoOooooogod

oooobobooooooooobobbboooooooobbbooooooooDbao
oooooobooooooooao
oon

ocoooooo0oooDOoobooooOooDboOoo(eToMRICDODDODdDDIODODODODDO
gooboooooboogogoooboogoboboooobbooobobooobbDoo
ocos0o0o0o0ooOOoOobOOCO0O0OOUO0OO0ODOOODOoOO/O00D0DODODOODODO
ooooobobooooooooobobobooooooobobboooooobooooboao
gooboooooboboboogogoooboogobobooooboboooobboooobboo
gooooooobobooogoooboooooboboooobboooooboooooboobooboao
ocoooov/s000O0O0CDODOCOCODOOOODOODODODODOOD/OODODOODODGO
goocoobobooooooooobbboboooooooobobboooooooobooboao
gooooooobobooogoobbooooboboboooobobooooboooobbDboo
gbooobooooboooooboooooboboooobboooooboooooboobooaa
goao

ooocoooboooooooooooboooooobIcoMDoooooooooonog
ooboooooOoooOOoobO@ooOooH)yyYbOoooooDbDooboboboooDbooao
gooooboboooooooobbbooooooooobobboooooooobooboao

gogooboooooboooobboooooboboooobbooobobooooDban
oocoobooboctbooooooobobboboooooz2sgoooocooooonon
goooobbooooooctocoooooosoooooboboOoOooooooOoaoncTo
gopioocoogogoooboooobbbgoooboboooobbooooobooogao
gboooooobbooooobooooooban
oon

gooooooobooooboboooobbooobboogoobooooDbno
oooooboboooooooobboboogoctoooobobbO0oOooooobaO-=-1900

0 00oooooooo@uyooooooooooooooooDoooooooDO

ogoao
ooo

gooooboboooooooobbbooooooooobobboooooooobooboao
oooooocrtoMOOoOooobooDbDboOoOooooooao

10

20

30

40

50



ooo

ooon

(13) JP 2015-525637 A 2015.9.7

[070] DDODOOOOOODOODOOOO CirculanROICOOODDODOOOOOCTOODOC

oopooo)H)YooooopoDooooooo(@opUouooH)ooooobooooooono
rROIOCOOOOODOOOODDODOOODOOOOOODODDODOODODOOOoOoOooDDOOOn

oocobobooooooooobbboooooooobobooooooao
oooobobooooooooobbboooooooobDbbooooooao
ooocoobobooooooooRrROIDODODOODDODOODOOOoOOoODODOO

goocobOobooooooooobboboooooooobobbOooooooao

ROIDODDODOODOODDODDODOOODODOOOoOODODOOoOoDbODDODOoOOoOooOoDboOooooDbnOD

ooRrROIDOOoOoOOoOODDODOODODOoOoOoOOoOOoOODDbOOODOoooOooooDOaO
OOmmOOO0OO0OO0O0OO0OO0OO0OOOODODDODOOOOOOOOOOROICDOORO
ooboooooOoooooooobOD(@UuooboooH)yoboobooboOooDbDOoo
CrROIODCOOODODOOOODODODDODOO@OODODODDODODODOODDOO
ocooocooo0oooOoooooOU0oooooooo)H)Y bOoobooobOoono

ocooocooo0oooOoooooOUoooooooo)H)Y bOoooooboono
goocoboOO0OO0OROIDDODOO120000000000000000O0O0O
ROIDODODODODODODODDODOO0OO0OODODOOO0ODDOOoOoLObODOoOOooOooDaOD
ooOooo0ooU0oooDOooOoooDo@oHhooooooooOoo200
ooocobobooooooooobobboooooooobobbooooooao
O

uogbobooooobobbooobboooobooobobood

gooooobOobooboooooooobbobooooooano
gooboooobobooooobooooobobooooboboo
gboboboooobbooooboooooooooobooad

0000000000000 00000O00000O0O00
0O0O00O000O0O0O0000000

0000000000 0RIDOOOOOOOCOOOOO
(0O0O000)0

O
g
a
O
g
a
u

Oo0oooQgogao
OooOooooOoogao
Ooo0oooQgogoao
OOo0ooogoQgogao
Oo0oooQgogao
OOo0o0oogoQgogo

ugogobobooooobobbooooobooooobboooobboooooboooad

gooooogooboboboooobobooobboboooobbooobboo

\s0000000DOO0O0DODO0OO0O0DOODODOOO0DODOODOODODODOOO

ocooo0oooOO0oooDOo@oooDb)o
goocobObOoOoooooooombOO00OnO
ooooobooooooooboooboDbao

oooobObOO0oooooocobobbOoOoooooooobobooooo

O
00
Doo0ooooao
Doo0DoooQ0
ODoooooao
Doo0ooooao
000
Doooooo
DoooooQ
Doo0ooooao
Doo0o0ooQo
Doooooo
00
0Dooooo
[071] (@ OO
Doo0ooooaQo
Doo0DoooQo
DoooooQo
DoooooQ
Doo0ooooao
0Dooooo
[072]
0D)0O0OO0O
Doo0DoooQ0
Doooooao
DoooooQ
0)OooooaOo
DoooooQo
0)0O0ooOoO
Doo0o0oooaQ
0Dooooo
0D)O0O0oOOoO
Doo0ooooao
0)OoOooOOoO
0) 00O
DoooooQ
D) 00000
0) 00000
oooooo
[073]
0)O0OOOO
Doooooao
DoooooQ
Doo0DoooQo
(0CO00O00)0
0D)0O0ooOOoO
Doo0ooooao
Doo0DoooQ0

gooboooooboboooooboRrROIDOO0DO0O0oODbODDODOoOO0OOoODbDDODOOOO
ocooocooo0oooDOoooooUoooDooooooooDoE@ooooOo)
ocooooooOoooOoooooOUoobOOobOo@oooo)YhOooDOoo
gooooogooboboboooobobooobboboooobbooobboo
gooooooobobboooobooooobboooobobooooobooad
ugogobooooobboooobooooboooobbooooboobooOoad
oocobobooooooooobbboooooooobobooooooao
gooobooooobobboooobooobzoomboobooooboODOOO

10

20

30

40

50



(14) JP 2015-525637 A 2015.9.7
ooooboboooooooooobobboooooooobobobbooooooobooooboao

Oo0oao
OoooDoooDooooooood
OooooooDooooooood
Oo0o0@@;00=00...00)000
(Mean Method)O O SDO (SD Method)O
oooooDoooooDOoooooood
ooo

goobooooooboodogdo
goocoobO0O0O0oRrolon

goiooooooboogao
gbooooooobooogdo

Y T R i A |
O Oooo
O 0Ooo
O Oooo
O 0O oo
O Oooo
O Oooo
O 0Oooo

Oooooooodg
O Ooooo
O 0Oo0ooao

FIGEICE TR =10><E=£Zd,.
n g

SDEIZETCRIF = lOJ%i(di - 47)2
n_

i=1

120 Oo0oooDoooDOoooooDoao
OO0O000o0oDOooOOoooOsDh
Oo0o0o0oO0oooDOooDooooao
0 (O O sbO (Max SD Method))

(00000 (Max Mean Method))O O O

u
O
g
u

Oooo0oooQgg

OOooooogogdg
O 0Ooooo
O 0Oo0ooog
O 0Ooooo
O 0OooOooo
O 0Ooooo
O 0Ooooo
O 0Ooo0ooao
O Ooooo
O 0Oooo
O 0Oooo
O 0Ooo0ooao
O 0Ooooo
O 0Oo0oo0oao
O 0Oooo
O Oooo
O Oooo

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

ooocobDbOO0oO0oDooooRrOIOOOO
ooocooobooOoooooooooOobbobooooooobooboboooo

OooOoo0ooogogaQd
OooooogogoQg
I |

D

O

(ooooo)orROIDODOODODOODODODODOODOOODODODOODO
O goooobobooooooooobbbooooooooooboao
gooboosboooooooooboooooboooobboogoao
gbobobooooboboooooooooobobooooboooaao
ooooObOOoOO0oooooooboRrROIDOODOOOOOOO
grROIDODODOOO0OOOOOOODODDOOOOODODOOOODOD

OO0 oDoooogoooooogoggogogoao
wn

Ooooooogodg
O Oo0ooooaog
O O0Oo0oooao
O Ooo0oooo
O O0Oo0oooao
Y Y
O 0Ooogoo

g
a
O
g

Oooooooooooooooooao

ooooODbOO0OO0oOooooooobobobobOoooooooobDbOOoOoOoRrOIDOOOOGOO
ocooooooOO0ooobOOoobooooO0ooDbDOobODDbOO0ObODO0DOo(@DsSDODOooOOooOoDOOo
ybooooooooopooooooooDUoooDgoooooDoooDOoooooDooao
oooobbOoOooooooooobobboboooooboobbbbob0ob0ob0oobi1l0emto OO
goooooobooooooan

goooao

[074] ODOOOOOOODODOOODOOOODOODODOOODODOODOODODODOOO
coooooooooooboooociooboooooboo@)H)YyooobooooooooDbOooo
OO0O0OWETAVIROD OO OFROOOO(@)HYODDODODOOOODODDOHVOODDODDDOOOOO
(METAVIRO OO ORMIODOOODODOODDODDODOD=MAOOO@HYDDODODOODODODO

O oo OODoDoOooWIOoow OoOooOooowO»

Oo0oooooo0 oo ooo o0 oo oooooooo

OCoO0O0OO0OHCVODODODODOOODOODWETAVIRDCOOODRMODODDODODOODODODODOS=
F4aB) D ODODODDODOO0OO0DO0ODODODDODDOOOOO@DOSs000225)0000000000D000
gooobooboooobbooooboboooobRrOIDOOO0O0ODDOOOODODOOODDRO
cooooooOoooOo@oOOoooDOoooooUoooDOoooOo)H)yoDbooDoDooboOooE
cooooooOoo)bOoooooDbOoooooOUoooOooooDbODOoDoDDbOrROODOODODO
gooooogoooboboooooboooobobooobobooobobooobboogao
QOOUMAOODODDODDODDOOODODDODODDODODDODODODODODODODDOODODODODDO



(15)

JP 2015-525637 A 2015.9.7

Oooo0o0ooOO0ooO0OO0oO0O0O0oDO0oO0OO0ObOO0O0ODODbObOO0OO0OO0ODODODbODOO(E3-.8)0F4B
gooooogooobooooobobooooobobooobbooobobooobboogao
I A o ¢
2Qooooooogoooooooboooooosbb00b0b00DDob0b0OobDO0OODOO

O
oggao

goao

[ovy5] ODOOQOOODOOODOODOOOOO0oODO0OOoODODOoOoODOoODO0OoDOoDDODOooDOooOooOT
200MROOO0O0OO0O0O0(@HYDDOODDOODODODODDODODODOOO(ETAVIRO O O O FO)
(OHooooooooooHCVOOOoODDDOOOOO METAVIRD D DO RAO O OO

oo oooooogogooo
OO0 ooooogogoao
oo oooooogogooo
OO0 oooooogogog

=
o
O N
()]
e

oo oooooooooodg
OO0 oooogQgoooao
oo oooooooooodg

O
[077]
0oo
00O
[078]

goooooopopooogoooo)H)yoopooao
oooobDbO0O0oDooooooODb0O0000oeFrono
ooobObO0oO0oooooooObbOO0oooooao
ooobooooobobooogooboooobab
uoooboooooboooogooboooooban

O
O

OoOooo0OooOOoooDoooooOooEonDom
goooooctboooooooooboboooodd
OWETAVIRO OO OROOOOODDODODODODODO
oooooboooooooooooboobooood
oooooooboboboooooooooobooood
oobo@ooooooobOoobo)boooooDOo

go
g
oad
oo
sbO

O
O

a
u
O

OOoo0oooog

OCoo0oo00o0=MB)JO0O0O000O0DOODODOOO0DODODODDOODODODOOO
ooooOboOoOoDoooooobooboboboooooooobbooooooobooooboao
ooobODbOO0OO0OO0oO0oRrROIDOOO0OO0OOOODODDDODOODOOOOOODDODDOOOO

0o@oOOoOO0Ooooooon)
0oO00O0DO0O0O0O0OoO0O0ao
000 (.1)0OF4BO 0000
000000000 (14.2)0
0000000000000

oooobDbOoOO0oooooboao
gooooOHcvOOooooOao

oH)>oooooooooooao

goooooooboogao
gooooooobooogdo
ooboooOooooo@aOo

yboooooooooooooboboboooooooobbbOooooooooboDo

ooooooooood
ooocoooboooooo

gooooooobobooad

oooobDoboOoOooooooobobooooooooooao
ooooOboOooooooocobbooooooooooao

oooboooobobboooobbooooboooooban

u

O
gooboooooboboboogogoooboogobobooooboboooobboooobboo

g

u

ROIDOOODOOO ;0O

=00 ...00)O000O0o0ODO0oOooDOoooOoo0i1o000

goocobobosbbooobooboboooooooooan

goao

ugogoboboooooboboooobboooooboooobbooogoobobooooobDan

goocoobooboboboooooooobobooood
ooooobDoooooooMROEDOD@OHYOOO

oad
ood

00000000 O0000000000000GO0 (@
0000000000 020060 0000020110 00 310 O
00 (0.602.00m)0 000 (.505.00mO000000000
0000 (OO0O0ONCCT-000NCCT-0 00 CECT-0 0 0O
00000000 O0O0CTODO0D0DDOODODOHNVOOOODODODO0O0O0D0O0O0(O=31)00
METAVIRO 0O OOOOOOOOOOODOODO0O0O00D0O0O0OOOOOOOOOOO00(@ =3

ooocoobOooooooao
ooocoobooooo
ooo)H)oooooooodod
ooDOoocoooOoocrtgoc
goocooObooooooao

CECT-0000)0O0O0)0O

ooogoorOOODODDODOOHNVODOODOOOOOODDOOODOOODODODDOOOO
OC\=35)0 00000000000 DOD0DO0DODO0OO0O0O0ODODODDODDOODODODODODODODOO
cooooooDOoooD@EEHLOUDODODODODODO0DODODODODODODO@s=se)TCTOODOODO
000D o0o0o0o0DbD0o00b0DDO0O0OOASTHALTO O DD OOOODOOOODDINRDODO
ooooooooboan

guooooaad

[079] DO CTOD O (NCCT-ODODONCCT-OD ODCECT-D O OOCECT-0D0)O0O0O0DOODODODO
ooooobooooooooobobbooooooooobboooooooobooooo

10

20

30

40

50



(16) JP 2015-525637 A 2015.9.7

ooooOobobooooooooooboboboooooooobbbOoooooooobobooooo
ooooboOoooooooobDDbbooooOo@oooooooboDDbobooooooo
ocooooooooo)oooOoRrROIDODODDODDODOOODODUODODDOODODODODODDODO
gogobobobodoooobobooouoobobooooobboooouobboooobooooobobooogaao
ROIDODODODDODOOODODODOROIDODOODOODOODDOOODODODODDODDODODO@ODO
ocoooOoo) oooooooUooooooooUoooDoooooDUoooDoooooDOoo
ooooOsbb0ooooobooobboooooooooboonoo

[080] D OOOODODOODOODODOCLVM)IODDOOODODO(SVWYOODODODODDOD
ooooODbOoOO0oO0oooooooDbDbObO00OgeLeesvo TLVO (bLsvOo TLvOH)o oo oo O
goooooad

[081] ROCOD OOOOAUCODODODODODODDODOODOOODODOODOODODODODOO

ooooObobooooooooobbooooooooobbooboooooobbooood
gogooooooobobooooobooboooooboboooobbooooboboooooboboogoao
Ooo0o0ODbODO0O00F20 FACO FOO F1O F30O F4CO FOO F20 O F4A0 F4CO FOO F3O O O O O O
cooooooOooooooooDOooboooboboooboDOooDbOoboooDoOO0OoDbDOCRVd Lesy
O LLSV:TLVO )OASTOALTO O OO OOODODDODOODOOOINRNDOOODODODDDOOOOO
goobobooooooboobooooMeELDO OO OO OO0oO0ooOoOOOoOoOoooOoooooobooogaao
ooooObbOO0oooooooobboboooooooobObboooooooooboobo0Ooao
gooobooao

[082] CECT-U O O0ODOOODODODOOOODODOODOOOOsSMDODODOOOODODOODDOD
ooooOobobOoooooocooboboboooooooobboOooooooooobobooood
ooooObobooooooooobbooooooooobbooboooooobbooood
goooboooooboboooobooboooobbooobboooobobooooboboogao
OCooooooO0oooDOooOoooOooDoOD@EoOR3))oDooDAAD OO ODDODODODODOO
OoOO000O0oD0OD0DuooooooDoooboobbopoo9820 000D OsbDOOOODOO.
o820 DD UOUOUCECT-0 b DOOoO0Oooboooobbsbbgooboooooobooboooobboo

0000000000000 FoD F2=1.59(0 =33)0 F3=1.78(0 =0 )0 F4A=4_71(0 =35)0 F
4B=7.58(0 =16)0 FAC=8.65(0 =0 )0 0 00000000 O0O0OCOODO0OOO0OO0OOO
000000000000 00DO0OD0O0DO0OO0O0O0O0OO0ONO0O0OOONONDOoONONoOoOoooao
0000000000000 O00O0O000O0O000O00

oooooo

[083] 0 ODO(=56)00000(=40)00000000SNMO000000000000O
0O0AUDOONCCT-0 O ONCCT-0 0 OCECT-0OODOCECT-00O0O0O0D0OCODO0D0COOONO0.97
60 0.97700.9820 0 0.9770 00 OO OOOOCECT-00O0O0O00O0O0DO0O0DOOSDOO DO

OCoOoo0o0o0DODO0OD0OD0ODO0OO0O0O0ODOMELDDO DO (DO DOOD0ODOO=0.4760 0 =0.0002)0 O
ooo0oDODOO0O0oOoooo@oooooobo=0.56300o0.000H0 00D OooboDoOoOoOd
goobobobooooboboooooboobooooobboooMELDD OO OODOOOOOOOOOan
oooobOobOo0oooooocooboboboooooooobObOooooMELDDODDDOOOOO
ooooObobooooooooobbooooooooobbooboooooobbooood
oooobOboboo0oooooooobobbobooooooooDbboooooooobocecToooOod
ugogobobobodooobooooobobooooobboooobbooooboooooboboogao
oooooao

[084] (OODODODDOOOOsSDOOODOHY)OUOOOODDOODODOOOODODDOOOO
ooooobOooOooHocvODOOOOoooooooODbbobOoooooooobbobooooooanb
ocoooooo0oooDOoooooooDboODOoooOooboCrevTLVOD)OOODOODOODODOO
goooboo0ooobboo0oobobooo0obobbO0o0ob0DbDbO0O0OdeER20 F4ACO FOO FAODO D O
OOFRIDFACOFOOD F2ZD O OO O UOFRADRMCORFOD FRBOOOODODODDOODOODOODORD
ocoooooooooooodpx@ooooogobbooboobobobooobbooDboDoo
ooooObODOO0OOoogNsOPLTOOLVOOODDODOODOOGOOODODDDODOODOOGOOODODL

Lsv:TLvo 0o oogoooooooobboogooboooobbooooboooboDbab

10

20

30

40

50



) JP 2015-525637 A 2015.9.7

ooooao
ooono

logit[p(NS, PLT, LV)]= , + B,NS + B,PLT+ ,LV

(000 logit(z)=In [z/(1-z2) DO 000000000 O0O0ODOOODOOOOOOOOOO
Doo0O0ooooooo

000D

Bo: By, B, BV B,
D00D0DD0D0DDD0DDDDDDDDDDO0000000000000000000000 10
000D

YzHZa7 = f, + B,NS+ B,PLT + B,LV.

Oooooao
[085] D OOOODDODODODOODDODDODODAICODODDOOODDDOOOODDODODOODDODOGO
00000000 @ODbDODO)DR2O0FCOFOOFID OO ODAUICODOOODDOOOO.9
gudoooosbododo.eell 00 0OO0ORIOFCOFOODRRZODODOD D OAUCOODODODOOGOAGO

0.9660 0 OO DODOSDOODOO.9740 O O O 0O F4AO0 FACO FOO F30 O O O O AUCO O O O
gooogo.97bDbbooosbbooo7bb0 b0 UoboDbUoUoUoboooOoOoan
go0oodooo0oooooooo0oooooDb oo ooob oo oooDoboooooan 20
oo b oo b oo ooooDobUoooooao
goooooooboooadoao

goooao

OoOoo0oood



(18) JP 2015-525637 A 2015.9.7

ooono
F1. FRE/NMEHR07 . FEERUVBERBEEELHCVEERREDRT—CLORE R

F2~F4C,FO~F1EDHFMADOOD AT vH EIIFE R FAUCTE

BKFE ASDi&
£33 OR 95% CI piE AUC OR 95% CI plE AUC
IMEERRT7 22.67 2.16-238.2 0.0093 0958 | 9.33 1.75-79.85  0.0090 0.961
/i 0.50 0.67-0.92  0.0258 0.49 0.26-0.92 0.0272
LLSV:TLVH 1.24 0.55-2.80  0.6090 1.21 0.53-2.78 0.6566

F3~FACLFO~F2LDAMADO O AT vHEIIF R AUCTE

BKXFEE ASDi&
rE OR 95% CI pflE  AUC OR 95% CI pfE AUC
IMEEIRT7 30.15  2.24-406.3 0.0103 0.966 | 15.62 1.69-144.6  0.0155 0.974
/v 0.48 0.24-0.92  0.0270 0.46 0.22-0.94 0.0324
LLSV:TLVH 1.62 0.65-4.04  0.3013 1.64 0.58-4.67 0.3535

FAA~F4CEFO~F3EDFANADOOD ATy EIIE R FAUCTE

ERATHE ASD%
rE OR 95% CI plE  AUC OR 95% CI pfE AUC
IMEEIRTT 868.0  2.20->1000 0.0265 0.997 | 74.0 1.54->1000  0.0295 0.997
/MR 0.08 0.01-091  0.0414 0.10 0.01-1.00 0.0497
LLSV:TLVH 21.8 1.12-425.7  0.0416 19.1 0.97-374.8  0.0522

B&Z5:OR, 4w Xtk Cl, XA AUC, ZEEH MR TER,

ORIZ. FFRE/MEFM A7 CIX0 N B DIEXIZDOLT, M/METCIXS0BEEDEXIZDOINT,
LLSV:-TLVHE TIX0. 05 BRI D KIZODWWTHOHRERT .

Oooooao

[086] D DODODODODOUOODODODDODDODODODODODUODODODDDODODODODOOOODOGO

1. Schuppan D and Afdhal NH. Liver Cirrhosis. Lancet 2008;371:838-51.

2. National Center for Health Statistics. US Department of Health and Human Serv
ices, Centers for Disease Control and Prevention; Hyattsville, MD: 2005. Series
13.

3. Barsic N, Lerotic 1, Smircic-Duvnjak L, Tomasic V, Duvnjak M. Overview and de

velopments iIn noninvasive diagnosis of nonalcoholic fatty liver disease. Word J
Gastroenterol. 2012;18:3945-54.

4. Regev A, Berho M, Jeffers LJ, et al. Sampling error and intraobserver variati
on in liver biopsy in patients with chronic HCV infection. Am J Gastroenterol 20
02;97:2614718.

5. Abdi W, Millan JC, Mezey E. Sampling variability on percutaneous liver biopsy
- Arch Intern Med 1979;139:667769.

6. 7. Bedossa P, Dargere D, Paradis V. Sampling variability of liver fibrosis in
chronic hepatitis C. Hepatology 2003;38:1449?57.

7. Bedossa P and Poynard T. An algorithm for the grading of activity in chronic
hepatitis C. Hepatology. 1996;290:289-93.

8. Infante-Rivard C, Esnaola S, Villeneuve JP. Clinical and statistical validity
of conventional prognostic factors in predicting short-term survival among cirr
hotics. Hepatology 1987;7:660764.

10

20

30

40

50



(19) JP 2015-525637 A 2015.9.7

9. Wiesner R, Edwards E, Freeman R, et al. Model for end-stage liver disease (ME
LD) and allocation of donor livers. Gastroenterology 2003;124:91796.

10. Ito K, Mitchell DG, Hann HW, et al. Viral-induced cirrhosis: Grading of seve
rity using MR imaging. AJR Am J Roentgenol 1999;173:591796.

Oooooo

11. Frulio N, Trillaud H. Ultrasound elastography in liver. Diagn Interv Imaging
. 2013;94:515-34.

12. Choong CC, Venkatesh SK, Siew EP. Accuracy of routine clinical ultrasound fo
r staging of liver fTibrosis. J Clin Imaging Sci. 2012;2-58.

13. Ong TZ, Tan HJ. Ultrasonography is not reliable in diagnosing liver cirrhosi
s in clinical practice. Singapore Med J. 2003;44:293-5.

14_. Cobbold JFL, Patel D, Taylor-Robinson SD. Assessment of inflammation and fib
rosis in non-alcoholic fatty liver disease by imaging-based techniques. J Gastro
entol Hepatol. 2012;27:1281-92.

15. Rustogi R, Horowitz J, Harmath C, et al. Accuracy of MR elastography and ana
tomic MR imaging features in the diagnosis of severe hepatic fibrosis and cirrho
sis. J Magn Reson Imaging. 2012 Jun;35(6):1356-64.

16. Keedy A, Westphalen AC, Qayyum A, et al. Diagnosis of cirrhosis by spiral co
mputed tomography: a case-control study with feature analysis and assessment of
interobserver agreement. J Computed Assist Tomogr. 2008;32:198-203.

17. Castera L. Noninvasive methods to assess liver disease in patients with hepa
titis B or C. Gastroenterology. 2012;142:1293-302.

18. Chou R and Wasson N. Blood tests to diagnose fibrosis or cirrhosis in patien
ts with chronic hepatitis C virus infection. Ann Intern Med. 2013;158:807-20.
19. Ferral H, Male R, Cardiel M, et al. Cirrhosis: Diagnosis by liver surface a
nalysis with high-frequency ultrasound. Abdom Imaging. 1992;17:747?78.
gooooao

[086] OO ODODODODDUODODDODODODOUDODDUODODDODODODODDUODODDOODODODODOO
I T I e I T I I A I A 0 A B A B A B R B W N N A N N A N N N N R N
I I e T A I R A 6 O N O N O B A W A B R R MO
gogoooboooobbobouoobbooobbooob bbb Uobbooobao
Ooo0ooooDOoooooDoao

10

20

30



ooono

oooao

(20)

e

N

L \Q\:\\\\\\\\\§\\3\3§\

I

N

S

JP 2015-525637 A 2015.9.7



(21) JP 2015-525637 A 2015.9.7

oood
A.o

I
..\'! b
S8 *
P i : «
g ‘ d “
H oaw " e
g ﬂ\ *
—_ % =
“-\\J_ +H<- vﬁb .~\\\:\:::«v *
o G4 - P -
ﬁ o) ER') :r -
e . v,
*
g * *
. ’g M@@,\'\\\\ §
* -
15 -
FQ-2 £3 FaA S4B £4c
METAVIRAT—URERUF ¥R -Ea—nTIZkD
HR#EELRUFBEOEERE
Bl
e ® ’
%
FFT\ 18 = i %
X % :
& @. SR % %,
%E 8 e ’,Q 2
SK . = x :
¥ mlﬁ N 3’.': * i «
% 5
= $a & x:j% «
&
b8 ,: i ..:@-_4 W F*
X
a0
FO-Z 3 F4A PR #40

METAVIRAT—UREBERUFYMILF-Ea—53FIZLD
FE#IERUTREOEER



(22) JP 2015-525637 A 2015.9.7

0000
A.

:.\E} ...............

6.8 -

i N
n s
r< B A >
ﬁ @ 08 - 4 o
% g . ‘
E H- ", ! . OR *
oK 3 s - »
R v B B
ﬁ ~ Mg "f L
b e R R
83 e B ¥
” REFZY r=0.449, p = 0.0002
‘C“G “’E‘““‘“‘“‘“‘""“‘“""'"§""'"'"'"'"""""""""""" : : ‘

-
-

4 1 ig 23 28

MELDAO7

,,,,,,,,,,,,,,, .
. - :
-
& a8 k.
m ¥ p
K P * L
-
EE us : 2
= ﬁ_‘ :
- * =
4 . ¥ . & .
# ‘5 35 S 5 : : :
ﬁ w g F * @ "
=~ E .
0.2 ¢ :
i

AE7Z2 r=0.556, p < 30001

<

e & & & 13

FoAI)LR-Ea—RaF



(23) JP 2015-525637 A 2015.9.7

gogooodoagdo

Date of receipt: 29 May 2015 (29,05,2015) PCT/US2013/050139 ~ =

61500370011 PCT/US2013/050139 11.12.2013

UL PATENT COOPERATION TREATY
o o PCT

INTERNATIONAL SEARCH REPORT
(PCT Article 18 and Rules 43 and 44)

Applicant's or agent’s file reference FOR FURTHER, see Form PCTASA20

11637-120841 ’ ACTION as well as, where applicable, item 5 below.
Intemational epplication No. Intemnational filing date (day/montivyear) (Earliest) Priosity Date (dawmonth/year}
PCTAUS 13150129 1% July 2013 (11.07.2013) 11 July 2012 (11.07.2012)

Applicant )

University of Mississippi Medical Canter

This international search report has been prepared by this International Scarching Autherity and is transmitted to the applicant
according w0 Article 18. A copy is being transmitted to the International Bureau.

This international search repont consists of a total of 3 sheets.
' It is also accompanied by B copy of each prior art document cited in this report.

1. Basis of the report
a. With regard to the langusge, the international search was carried out on the basis of:
E the international applicatior in the laﬁguage in which it was filed.

D a translation of the international application into . which is the language of
a translation furnished for the purposes of international search {Rules 12.3(a) and 23.1(b)).

b. D This international search report has beert established taking into account the rectification of an pbvious mistake
authorized by or notified to this Authority under Rule 91 (Rule 43.6bis(a)).

<. E] With regard to any nucleotide and/or amino acid seq discloged in the international application, see Box No. 1.

2. Certain claims were found unsearchable (see Box No. 11).
3 D Unity of invention is Iacking (see Box No. 111).

4. With regard to the title,
the text is approved as submitted by the applicant
v
the text has been established by this Authority o read as follows:
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6. With regard to the drawings,
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