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ATISEIIEZE &| C3a-desArg | S100A12 |ATISEIERE&E| C3a-desArg | S100A12 CEAZ % | C3a-desArg | S100A12
N=77 (ng/ml) (ng/ml) N=77 (ng/ml) (ng/ml) N=39 (ng/ml) (ng/ml)
A1 464 25 A40 1228 78 CA1 646 50
A2 1221 45 Ad1 1152 34 C2 1089 196
A3 292 11 A42 899 41 Cc3 1482 113
A4 427 16 A43 717 139 C4 2250 129
A5 397 24 Ad4 500 47 C5 1045 177
AB 893 31 A45 225 12 C6 826 82
A7 586 44 A46 739 100 c7 958 50
A8 855 73 A47 927 36 c8 1368 62
A9 1267 37 A48 522 139 C9 2069 133
A10 760 78 A49 680 54 Cc10 1386 33
A1 638 34 A50 846 83 Cc11 1367 89
A12 1019 41 A51 672 223 C12 553 18
A13 338 139 A52 471 117 C13 855 73
A14 756 47 A53 596 141 C14 1084 51
A15 158 12 Ab54 630 45 C15 671 84
A16 683 100 A55 303 77 C16 985 106
A17 1717 36 Ab56 332 34 c17 2254 118
A18 1579 139 A57 1289 115 C18 2406 89
A19 968 54 A58 1245 17 C19 1629 84
A20 781 83 A59 427 117 C20 1443 136
A21 1651 223 AGO 732 28 c21 945 69
A22 358 117 A61 172 35 C22 2739 178
A23 1175 141 A62 542 147 C23 575 65
A24 829 45 AB3 393 125 C24 1702 46
A25 605 71 A64 311 156 C25 3278 250
A26 536 37 A65 500 52 C26 1250 59
A27 428 131 AG6 418 104 c27 752 73
A28 278 26 AG7 591 220 C28 778 48
A29 674 150 AG8 282 70 Cc29 117 26
A30 458 43 A69 397 86 C30 3567 140
A31 571 84 A70 562 96 C31 1377 46
A32 471 43 A71 332 112 C32 848 85
A33 230 39 A72 558 333 C33 1938 665
A34 576 16 AT3 496 116 C34 620 44
A35 964 24 AT74 517 118 C35 1295 160
A36 551 31 A75 645 99 C36 3167 430
A37 351 44 A76 1637 52 Cc37 1161 71
A38 1471 73 A77 225 22 c38 1375 440
A39 237 37 C39 1599 166
gooooao
goobobobobobobobUobUobUobUobUobUobboboboooO
gooboboobobobobobobobobobobobobooooon
goooooooboooobooooboooobbooooboooono
gobobobobobobobobUobU0obUobUobUobUobobooboooO
gooboobobobobobobobobobobobobobooooO
gooooooobooboooooboooobobooobbDooUgobDoooono
goobobobobobobobU0obUobUobUobUobUobobooooooO
goobobobobobobobobUobUobUobuoboboboboooO
goobooboobobobobobobobobobobobobooooon
gooooooobooboooooboooobooooobbooooboooonob
goobobobobobobobUobUobUobUobuobobobooboooO
gooobobobobobobobobobobobobobobooooon
goooooooboooobooooboooobbooooboooono
goobobobobobobobU0obU0obUobUobUobUoboboboooooO
goobobobobobobobobobuoboboboboboboooO
gooooooobooboooooboooobobooobbDooUgobDoooono
gooooooobooboooooboooobooooobbooooboooonob
goobobobobobobobobUobUobUobuoboboboboooO
gooboboobobobobobobobobobobobobooooon

Ooooooo0ooooooooooQgdg
OO0 o0oooo4doooogoggogooooogdg
Ooooocoo0ooooooooooQgdg
OOo0oDooo4o0oooogoggogoooogg
Ooooocoo0ooooooooooQgdg

10

20

30

40

50



Iy e e e e ey e e e [ e s s [y
ey s e e e e e e e = e e e s Y [

Iy e e s s [y

ey e e e s ey e e e e e e s s [y
Iy e [ [y
ey e = e e ey e e e ey e [ s s [y

Ooo0ooooooooooooooDooooooooo
OO0 ooooo4o0ooooo0 oo oDooo4gogoooog
Oooo0ooo0ooo0TTo0oo0 oD oo o oo ooogoaog
I e e e

O 0OoOoooB

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

Oooooooooooooooooogogooao

Ooooooo0oooooooooDooogoggooao

Oo0ooooooooooooooooogogooao

Oo0ooDoooo0oooooo0ooDooogQgooao

|

OO0 O0Dooo0o40dooDooUogUgooDoogg®=E oo

Oooooooooooooogooogao

Oo0ooDoooo0oooooo0ooDoo<*®0g0oooao

Oo0ooooooo0ooDoooooDooo*®oooog

OO0 OoDooo4dooooUog4ggooDooggooao

OO0 ooogog4UogooDooUoUoUoDoDoo4goooog
Ooo0ooooooo0 oo ooo o oDoooooooon-o
OO0 oooooUo0oooDooUogUoooDoDoo4goooog
Ooo0ooooooo0 oo ooo o0 oo oo4ooooono
OOo0oooooo0oooDooogUoooDooogogooooog
Oo0ooooooo0ooooo o oDooooooooo
OOo0oooooo0oooDoooo oo oDooogogoooog
Ooo0ooooooooooooooooooooooo
Oo0ooooooooooo0 oo oooogooooog
Ooo0ooooooooooooooooooooooo
Oo0ooooooo0 oo ooo0o oo oDooo4gogoooog
OO0 ooog0gUggoDoDooUUUoDoDoo4gooooog

Oo0oooooo0ooooooooooogogQgooao

OOo0oDooo4o0oooooo4ggooDooggooao

Ooooooo0ooooooooooogogooao

Oo0ooooo4o0oooooo4ogooooggooao

Ooooooooo=oo0o0o0oooooogogoodg
Oo0ooooo4o0oooo*®4o0gooooggooao

€))

ooao

Oo0oooooooooooooooogogooao

Oo0oooooo0ooooooooDoooggooao

Oo0oooooooooooooooogogooao

O
O
O
O

Oo0oooooo0ooooooo0ooDooogQgooao

|

OooooooooooDoooooooogogooogoadg

Ooooooo0oooooo0ooooogoQgooao

Ooo0ooooooo0 oo ooo oo ooo4ooooog
OO0 ooogoUoDooDooUgUoooDoDoo4goooog
Oo0oooooooooooooDoooogog= ooono

OO0 oDooo40dooooog4ggooDooggooao

JP W02015/178237

ooao

O

Ooooooo0oooooooooooogoggooao

O

Oo0DoDooo40o0ooooo4ogooDoooggooao

OO0 ooooo4o0oDoDooUog oo oDoogoooog
Ooooooooo0o+-To0oo0 o0 oDooogooooono
OOo0oooooo0ooDoDoooo oo ooogogoooog
OoooooooooooooooDooooooooo
OO0 oooooo0oooDooo0 oo oDoDoo4gogooooog
Oo0ooooooooooooooooooooooo
Oo0oT ODoooo0ooDoooooDoooogogogogooao

O

Ooooooo0ooooooooooogogooao

goooao

O

Oo0ooDooo4o0ooooo4ogooooggooao

O

Oooooooooooooooooogogooao

O

Oo0ooooo4o0ooooo4ooooDooggooao

O

Oo0ooooooooooooooooogogooao

O

Oo0ooDoooo0oooooo0ooDooogQgooao

Al 2015.11.26

oooOao

O

OoOOo0ooooooooooooooooogoooogoaog

OO0 oDoo40o0DU0oooDoDooUdUogooDoodgogooao
OoooooooooooooDooogogogooao
OOo0oOoooo0o4UogoDoDooUgUogoDoDoogogooao
OoooooooDooooooDoo<*®= doogoooao

O

Oo0oooooo0oooooo0ooooogQgooao
Oo0TT 000 ooooog4gooDooggogo
Oooooooo0ooo*T= o0 ooooogogQgoo

O

oad

OOo0oooo4dodooooo4gogooDooggoao
Ooooooo0ooooooooooogogQgoo

Oo0To0oTT 0o ooogoguogoooogogooao
Oooooooooooooooooogogogooao

10

20

30

40

50



(10) JP W02015/178237 Al 2015.11.26

oooooao
gooo0oo0o0ooooooooooooouooooo oo oootoooooooooaooao
OO
gooooooocobooooocooototooooo oo oobootbooobooooooboaoao
0000000000000 000000000000000000000000000
gooooooooboooooooooooooofoooooobo0oooooooo0ooaoao
gooooooocobooooocooootooooooooooobootboooboooooooboaoao
0000000000000 000000000000000000000000000
gooo0oo0ooooooouoooooouooooo oo oootoooooooooooao
goooooooooooooooooooooooooooooooooaonodao
00000000000
oooooao
gooooooocobooooocoooooooooooooooboooooooooaoao
gooooooocoboooooooototooooo oo oobootboooboooooooaoao
0000000000000 00000000
oooaog

C3adesArg S100A12

o

% P
8 - '="'.—E

& P & &

A
0000

C3adesArg & Cmax S100A12 & Cmax

s wo
Lo S
P o -
. .._-...-.: -: g . s '.0':':l A
Hie Ny

2 & > &

.. S, S . AN .

Mann Whitney test; p<0,0001*** Mann Whitney test; p=0.0254°
goooao

C3adesArg BD C3adesArg BD & Cmax

C3adesArg BD (ngimi)
CladesArg BD (ng/mil)

&
& &
Mann Whitney test: p-value<0.0001 Sum of Lt & Rt IMT Cmax farwall (mm)
Mann Whitney test; p<0.0001***



(11) JP W02015/178237 Al 2015.11.26

OooOoo
2015178237000001 . app




(12)

gogooodoagdo

INTERNATIONAL SEARCH REPORT

JP W02015/178237 Al 2015.11.26

International application No.
PCT/JP2015/063511

A

GOIN33/68(2006.01)1,

CLASSIFICATION OF SUBJECT MATTER

GOIN33/53(2006.01)1

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

B. FIELDS SEARCHED

Minimum Jocumentation searched (classification sysiem followed by classification symbols)
G01N33/48-33/98

1922-199%6
1971-2015

Jitsuyo Shinan Koho
Kokal Jitsuye Shinan Koho

Documentation searched other than minimum decumentation to the extent that such documents are included in the fields searched
Jitsuye Shinan Toroki Koho
Toroku Jitsuyo Shinan Koho

1996-2015
1994-2015

J8TPlus/JMEDElus/JST7580 (JDreamIIT),

Elecironic data base consulted during the international search {name of data base and, where practicable, search terms used)

PukbMed

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category*

Citation of document, with indication, where appropriate, of the relevant passapes

Relevant to claim No.

x JP 2010-85242 R (BIOS,
15 April 2010 (15.04.2010),
claims; paragraphs [0004],
[0039], [0D045]; fig. 4 to 6
(Family: none)

Y Azhar Abbas, et al.,

2012.03.01, volume 43,
Materials and Methods,

Izsue

Inc.),

(60057,

High Levels of S100A1l2 Are
Assocliated With Recent Plague Symptomatolegy in
Patients With Carotid Atherosclerosis,

3,

Results,

1,2,4,5

[0022] to

Stroke,
p.1347-1353,
Figure 1.

Further documents are listed in the continuation of Box C.

I:I See patent Tamily annex.

*
[

wgn

g e

o
up

Special categories of cited documents:

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

carlicr application or patent but published on or after the international filing
date

do¢ument which may throw doubts on priority ¢laim(s) or which ig
cited to establish the publication date of anather citation or other
special reason (as specified)

document referring to an oral disclosure, use, exhibition or other means
document published prior to the international filing date but later than the
priority date claimed

o

e

later document published after the international filing date or priority
date and not in conflict with the application but cited to understand
the principle or theory undetlying the invention

document of particular relevance; the claimed invention cannot be
considered novel or cannot be considered to involve an inventive
step when the document is taken alone

document of particular relevance; the claimed invemtion cannot be
considered to imvolve an inventive step when the document is
combined with one o1 mare other such documents, such combination
being obvious to a person skilled in the art

document member of the same patent family

Date of the actmal completion of the international search

Date of mailing of the international search report

29 July 2015 (292.07.15) 11 August 2015 (11.08.15)
Name and mailing address of the ISA/ Authorized officer

Japan Patent Office

3-4-3, Kasumigaseki, Chiycda-ku,

Tokvo 100-8815, Japan Telephone No

Form PCT/ISA/210 (second sheet) (July 2009)




(13) JP W02015/178237 Al 2015.11.26

INTERNATIONAL SEARCH REPORT Intemnational application No.
BCT/JP2015/063511

C (Contimation), DOCUMENTS CONSIDERED TO BE RELEVANT

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

Y Marion A. Hofmann Bowman, et al., 3100812 in 1,3-5
Vascular Smooth Muscle Accelerates Vascular
Calcification in Apolipecprotein E-Null Mice by
Activating an Ostecgenic Gene Regulatory
Program, Arteriosclerosis, Thrombosis, and
Vascular Biolegy, 2010.10.21, wolume 31 / Issue
2, p.337-344, ARpoE-Null Mice That Express Human
S100A12 inVSMC Have Increased Vascular
Calcification, Tablel.

e Allen P. Burke, et al., Morphologic Findings of 1,3-5
Coronary Atherosclerotic Plagues in Diabetics,
Arteriosclerosis, Thrombosis, and Vascular
Bioleg, 2004.05.13, volume 24 / Issue 7,
p-1266-1271

Y Ling Yan, et al., Beneficial effects of 1,3-5
guineline-3-carboxamide (ABR-215757) on
athercosclerotic plague morphology in S100A12
transgenic BApoE null mice, Atherosclerosis,
2013.02.28, Volume 228, p.69-79

Form PCT/ISA/210 (continuation of second sheet) (July 2009)



(14) JP W02015/178237 Al 2015

.11.26

E L HEHEESS PCT/JP2015/063511

A, BROBTLHBOSE (HESFAIE (1PC))
IntCl. GOLN33/68(2006.01)1, GOIN33/53(2006.01)1

B. WEZT-oH

AL TR NRE R (HER 2R (1PC) )
It.Cl. GOIN33/48-33/98

BRERIAAOER TREZ T AT E TN bO
HAEREHEAR 1922—-19964%
AAE/ARERTELAH 1971—2015%
AAEZAHREEAE 1996—2015%F
AAERRERFELAH 1994—20154

EEFERE TR LB T —F =R (F—F~— AL, MECERALCRE

JSTPlus/ MEDP1us/JST7580 (JDreanTD)
PubMed

C. MET5Lilbbhdm

B| HICER D (G
HF Sy —% BIEXRA RU—EOENEEET S & &2, TOREETSERORT SR OB
X JP 2010-85242 A (BRaAUEH S AR EREHFSET) 20100415, [HF ([ 1,2,4,5
ek o%E], [o004], [0005], [0022] —[003
9] [0Do45], [K4] — W] (Z73V—7L)
Y Azhar Abbas, et al., High Levels of S100A12 Are Associated With| 1,3-5
Recent Plaque Symptomatology in Patients With Carotid
Atherosclerosis, Stroke, 2012.03.01, volume 43, Issue 5,
p. 1347-1353, Materials and Methods, Results, Figure 1,
¥ CHOBESE LXEIAZEIN TS, AT b2 R T BRI BE,
* BIEXBROLT T — & HOFIAF Sz
TA] BiCEEOH SR THAR, —BNERAEZ Y [T EREOEH XIEEABRICAREN IR TH-T
Lo HE s FET L0 TR, BHOFREXIHER
TE| ElHEraiohEE g chon, EEHER OHFATDICEHATL LD
PigichzEhi=bo X BicBEOHL L Th o T, YFELOHCHER
(L | Bt s A i 4 A SRS O SR O B 1T OFRAETAESER RN LEZ LB LD
BHE Lo A2HAZR T 2203 AT 1Y) FiclE0SH 2 LM Th T, YL tho 1L
LW (B LOXEE D, BEFITE - THATHLMASEIC
ro] R X507, ER. BRSICERT 50 o THEE RN EIER D HO
IP) EREHEERC, poBE#EOTROER I AWE & A—F7 773D —38
EHERALZETLEF EHEREREOREF
29. 07. 20158 ] 11. ¢8., 20135
EEHERAOR HR TS T FIFTHEEE (EROHLEA) 27| 5704
ARERTT (ISAS]TP) 2| R
HEHFSF100—-8915 -
HRATSARENE=TH4 %35 EHESES 03—-3581—-1101 R 3262

#APCT/ 1547210 (F2~—%) (ZD009ETH)



(15) JP W02015/178237 Al 2015.11.26

Bt deracy EgstifE®s PCT/JP2015-063511
C (&) . BEEdsLROENL M
RS EEA 5
HF AN —% FIAXEAE RO—SMo@EEd s L&, olds L Eirofs HREORT
Y Marion A. Hofmann Bowman, et al., S100A12 in Vascular Smooth | 1,3-5

Musele Accelerates Vascular Calcification in Apolipoprotein

E-Null Mice by Activating an Osteogenic Gene Regulatory Program,
Arteriosclerosis, Thrombosis, and Vascular Biology, 2010. 10. 21,
volume 31 / Issue 2, p.337-344, ApoE-Null Mice That Express Human
S100A12 inVSMC Have Increased Vascular Calcification, Tablel.

Y Allen P, Burke, et al., Morphologie Findings of Coronary 1,3-5
Atherosclerotic Plagues in Diabetics, Arteriosclerosis,
Thrombosis, and Vascular Biclog, 2004.05.13, Volume 24 / Issue
7, p.1266-1271

Y Ling Yan, et al., Beneficial effects of quinoline—3-carboxamide | 1,3-5
(ABR-215757) on atherosclerstic plague morphology in S100A12
transgenic ApoE null mice, Atherosclerosis, 2013. 02,28, Volume
228, p.69-79

BAPCT/ISA 210 (B2~ —Udix) (2000E7A)



(16) JP W02015/178237 Al 2015.11.26

gooooboooood

@enooooooo  Ap(BW,GH,GM,KE,LR,LS,MW,MZ ,NA,RW,SD, SL,ST,SZ,TZ,UG,ZM,ZW) ,EA(AM,AZ,BY ,KG,KZ,RU, T
J,T™),EP(AL,AT,BE,BG,CH,CY,CZ,DE, DK, EE,ES,FI,FR,GB,GR,HR,HU, IE, IS, IT,LT,LU,LV,MC,MK,MT,NL,NO,PL,PT,R
0,RS,SE,SI,SK,SM,TR) ,0A(BF,BJ,CF,CG,CI,CM,GA,GN,GQ,GW, KM, ML ,MR,NE, SN, TD, TG) ,AE,AG,AL ,AM,AO, AT, AU, AZ,
BA,BB,BG,BH,BN,BR,BW,BY,BZ,CA,CH,CL,CN,CO,CR,CU,CZ,DE,DK,DM,D0,DZ, EC,EE,EG,ES,FI,GB,GD,GE,GH,GM, GT ,H
N,HR,HU, ID, IL, IN, IR, IS,JP,KE,KG,KN,KP,KR,KZ,LA,LC,LK,LR,LS,LU,LY,MA,MD,ME , MG, MK, MN , MW, MX, MY ,MZ ,NA NG
,NI,NO,NZ,0M,PA,PE,PG,PH,PL,PT,QA,RO,RS,RU,RW,SA,SC,SD, SE, SG, SK, SL, M, ST, SV, SY, TH, TJ, TM, TN, TR, TT,TZ,

UA,UG,US

(72000

(72000

(72000

(72000

(72000

gooooo

ooobObO0ooooooooOobbOooooooooon

agoo
uooboboboodguoooboboooouuobbodooooooboododa
ooooo
ggoobobooooooobbooooooobboooooobobobooo
ggooon
ooooObOOO00o0oooooboooOobbO0oooooooobbbOooooaon
goooo
gooooboooooooobobooooooobboooooooboboooa

OO0OO0(@O) 4H045 AA11 AA30 BA10 CA40 DA75 DA76 EAS0

gooobbooooobboooooobboooooobobboooooobooboooooobbooboooooon
ocooooOoooooooooo0ooobooobooOoooOooOooooboooDooOOooOobogoDOo@oobo
ooooOooObO0O00o0ooooooObbO0o0oooooooooOobbo0o0oooaon



LR EH(F)

[ i (S RIR) A ()

RE(EFR)AGE)

FRI&RBHA

KRN

RIEBA(1B) FIREL —
L&A 2014102917 2014-05-17 JP
H 2 FF 32k JP6687245B2
INEREESE Espacenet
HE(E)
AEBEHENERE—BATRNDREREREN S E  ZHETA Ciadendrg & Cotex
FREDRBRLE 4R | BEN S RREEAT RRE, 8 .
ENRRRBNFBOFRBOETRUDBEAEREN S LA § .
BB Z HAMERL 2 C3a ( C3a-desArg ) M/ MEHF FHENTEAER  § .
S100AT2MEBAR. RREENUMHHHERERER. TUEAOHNE gl By
RMRBIX T E R FAET SRR B Ik X E A R E g ‘e 1yt
. - *u.u: -
E; l"‘fl‘v.
. ¢
Sumaf L1 & R W Core arwall {me)

KNz KR EREM 5 E

JPWO2015178237A1 NI (»&E)B

JP2016521042 RiEH

FREN EFERAZE
WS e e

FREA BEFERKE
Ly WS e e S e R

ARREB
YR
e
BXEE
RAXET
REFHF
AR IRER
RINBEE
1 F

EX RE

fRE AXF
KiE F&

GO01N33/53 C12N15/09 CO7K16/18
GO1N33/53 GO1N33/68

GO01N33/53.D C12N15/00.ZNA.A CO7K16/18

patsnap

2017-06-08

2015-05-11

4H045/AA11 4H045/AA30 4H045/BA10 4H045/CA40 4H045/DA75 4H045/DA76 4H045/EA50

S00eAI2NDATE
g = -]

™
=

BHIOAIZ 4 G
L]
;
" '
l. [ 3
oIt ' 0

M) Wy dout; ped 00

§ %

J ¥

Surs oF £t & Rt INE Sona farwal ()

Merm Wiy test; ped.0254


https://share-analytics.zhihuiya.com/view/9e1a8eac-7f3d-4d90-8f51-d195a49ffe44
https://worldwide.espacenet.com/patent/search/family/054553910/publication/JPWO2015178237A1?q=JPWO2015178237A1

