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A (n=31) B1,B2,C (n=91) p f&

i 61.5(39-85) 62(40-93) 0.96

PRI B 19 57 0.894
Leq i 12 . 34

fEHEY A X (cm) 5(1.8-9) 4.5(1.1-17) 0.364

Gy L EE* well, mod 31 81 0.064
por, muc 0 10

RIEREE* ~mp 3 25 0.049
S§~ 28 66

U R EhERR (33 12 55 0.036
e 19 36

= R (3 27 82 0.737
(168 4 9

e ER TS = 31 85 0.336
BBt 0 6

MmATHERR (3K 14 69 0.0016
[BtE 17 22

AT — 1,2 12 52 0.076
3,4 19 39

* well, mod: L3S & UNE AL, por, muc: 5 (LIRIE % 7o 1RGO,
wtmp; muscularis propria (/8) . ss: subserosa (EBET/E) .
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SATFRMYT | LR (27— LIV, n=122)

P&
HR] (B xF &) 0.748
(2627 Xt <62 5%) 0.537
JEEY A X (>4.5cm X <4.5 cm) 0.0035
SMEE (wellmod Xt por,muc) 0.384
BEEEE (~mp X ss~) 0.173
U Gt (Bt xt B2fh) <0.001
mATHEER 5t X =) 0.242
ERER (B o B2 <0.001
REREERRs (BB o R2i) <0.001
C44A 7 L R EDHEBUA # BB LT C) <0.001
FRHBEE =10 Xt <9) 0.0015
googooao
0oodogno
AR ZEEMFHST (AT —Y 11V, n=122)
URJH {EHEX PiE
C44A # U RV BOREBE (A 3t BB LUC) 5.085 1.567-16.498 0.006
FRIAAEE (=10 %t <9) 1.015 0.313-3.289 0.98
FEEY A X (>4.5 cm¥ Xt <4.5 cm) 5.491 1.585-19.019 0.007
VYo e (B xRt 11.236 2.941-43.478 <0.001
ERERE (B & fatk) 3.413 1.309-8.850 0.012
JERRERTS (BBt xF fath) 34.483 7.519-166.667 <0.001
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P e
R (B xF i) 0.777
Fin (627 X <62 %) 0.906
fEE YA X (>4.5cm Xt <4.5cm) 0.103
SALEE (well,mod %f por,muc) 0.508
BEEE (~mp Xt ss~) 0.907
EBEONE (B <t EiB) 0.251
U o s (BBYE <t B2iE) 0.017
MATHERRE (B X F2E) 0.616
C44A Z U X7 EHDOEB(A X BBXUO) <0.001
FEHHEE >10 *F <9) 0.004
Ooo0o0o0ooao
Oo0o0o0oaod
IR AETFSRAEN - ZEEMNT (AT — Y ILI, n=82)
U R 7L {EHEXH PfE
C44A % VRV BDORB (A 3t BBXUC) 4.021 1.369-11.809 0.011
FRHEEE (>10 xt <9) 1.136 0.366-3.527 0.825
U o] EiEnts (B & RatE) 2.639 0.950-7.353 0.062
goooooao
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FRRE B~ DEEFE (+) (=) &
(+) A (34) B1 (12) 46
(-) B2 (15) c 83
49 83 132
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C4. AAF U RIBORBE NS — 2 LEERFBREN2 T A —F —DFEE
(Stage I-1V, n=132)

A (n=31) B1,B2,C (n=91) p &

FEHS 61.5(39-85) 62(40-93) NS

) BiE 22 59. 0.894
T 12 39

FEFEY A X (cm) 5(1.8-9) 4.5(1.1-17) NS

L EE* well, mod 34 88 N.S
por, muc 0 10

R REE ** ~mp 3 26 0.033
Ss~ 31 72

U v EhERR EqL 14 55 N.S
kP 20 43

MmATHERR Exis 16 73 0.003
k1 18 25

B fetE 27 82 N.S
Bt 7 16

ITligesfs [(E3 27 85 N.S
[k 7 13

ik Ty Pt 32 94 NS
kit 2 4

MEREER 2 34 90 NS
R 0 8

AT — 1,2 12 52 N.S
3,4 22 46

NS, BE=Z"L

* well, mod: B4 {b3 L O\ 43 (LRREE. por, muc: 1S LAREE 72 1 3 KEURIE .

**mp: muscularis propria (F7/8) .

gogoooaad
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SATFRMN . — BRI (25— LIV, n=132)

PfE

PR (B X Zot) N.S
FEln (62 5% X <62 %) N.S
JEBEY A X (>4.5cm %t <4.5 cm) 0.004
LB (well,mod X por,muc) N.S
BHEEE (~mp X ss~) N.S
U s (B x [2h) <0.001
MATHEERRS (B o &) N.S
ERRE (B xt BBiE) <0.001
frigEsts (FBHE <t B2ik) 0.002
frigEnts (B Xt B2E) 0.048
JEIRERR (BBt Xt [21E) 0.007
C44A ¥ LS EDEBA Xt BB LU C) 0.001

NS, BAEZEZRL
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Oo00o0oao
SATFERNT | SERIAT (RT— T LIV, n=132)

URZ {5 HR X A P1E
CA44A Z U 7 EDHKB (A 5 BELUC) 3536 1.497-8.354 0.004
JEZEY A X (>4.5 cm¥ X <4.5 cm) 3.155 1.134-8.780 0.028
U osEEER (BBt <t RRiE) 6.218 1.998-19.352 0.002
ERERR (B X B2E) 1.771 0.739-4.247 N.S.
JEIRERTS (B *F F24E) 5.689 1.641-19.717 0.004

NS, HEZRL
000000
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ogoooao
BRAEFREN . —EEMIT (X7 — Y 1L, n=82)

P&
MR (BHE xF &th) N.S.
FlE (62 % X <62 %) N.S.
FEE YA X (>4.5cm X <4.5 cm) N.S.
SELE (well,mod %t por,muc) N.S.
BEEE (~mp X ss~) N.S.
JEEDOAME (B X EB) N.S.
Vo EhERR (BME X REME) 0.017
mERE GHE * B2 N.S.
C44A 2 X7 BDOHEB(A xf BBXUCQ) <0.001
NS, BEZERL
Ooo0oo00o0ooao
Oo0o0oao
R A EREENT - ZEEENT (X7 — Y ILIL n=82)
U7 {EHE XA P1E
C44A # R EDORB (A ¥ BEBLTVCO) 4261 1.664-10.907 0.003
U UoREERS BB 3t RRHE) 2.732 1.033-7.426 0.043

oooooao

ooooOobOoOo0oooooocoobOboboooooooobOboOoooooooobboooodd
ooooobooooooooobobbooooooooobboooooooobobobooooo
ooooobOoOOoooooooobDbboooooooAd Db OooODDODDbOObOOODOooOGOon
oooobObOO0OO0oDoooooobObbooooooooobObbobOOoOooobaoOo.oo3d

10

20

30

40

50



Ooooooo0oooooo0oooDoooo0oooDooooooooogodg
OOo0oooo4doooooUd oo ooUoDUoooDoooooooooogod
Oooooooooooooo0ooDoooo0oooDooooooooogodg
OO0oooo4oooooo4o0oooDooogoooDooooooooogogdg
Oooooooo0oooooo0oooDoooo0oooDooooooooogodg
Oo0ooooooooooo0ooDoooooooDooooooooogdg

O 0ooo
O oOooo
O 0ooo
O 0Oooo
O O0Ooo
O 0Oooo
O 0Ooo
O 0Oooo
O Oooo
O 0Oooo

OooOoo0ooood
OoOoo0oooaog
O0Ooo0oo0ooao
OoOoo0oooaog
OO0Oo0oooog
I B
O0Ooo0oooaog
OOoo0oooao
OOoo0oooog
I B
OOoo0oooog
OoOoo0oo0ooao
OoOoo0oooaog
O0Ooo0oo0ooao
OoOoo0oooaog
O0Ooo0Oo0ooa.o

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

O
O
O
O
OJ
O
O
O
(]
O
O
O
O

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

OoOooooogodgQ

O 0Oooo

OooooogQgoQg

O Oooo

OoOoo0ooodgad

O 0Oooo

OooooogQgQg

O
O
O
O
O

O
OJ
O
OJ
O
O
O
O
O
O

Oooo0oo0oogoood

|

OooooogQg™g

Oooooggdg

OoooooogQgQg

O O0Oo0oooogod
OoOoo0ooood
O0Ooo0oooogod
OoOoo0oo0oood
OO0Ooo0ooood
O0Ooo0oo0oood
OOoo0ooood
O0Ooo0oo0oo0ood
OOoooood
O 0O0o0ooood
OOoo0ooood
OO0O0o0oooogod
OOoo0ooood
OO0Ooo0oooogod
OoOoo0oo0oood
OO0Ooo0ooood
OO0Ooo0oo0oood
OOoooood
O0Ooo0oo0oo0ood
OOoo0ooood
O 0O0o0Oooood
OoOoo0ooood
OO0Oo0oooogod
OoOoo0ooood
O O0Oo0oooogod
OOoo0ooood

O
O
O

(30)

O 0O O
[ i Ry |
O 0O O

O
O
O

O
O
O

O Ooooo
O OoOooo
O Ooooo
O OoOooo
O Ooooo
O Ooooo
O Ooo0ooo
O Ooooo
O Ooo0ooo
O Ooooo
O OooOooao
O Ooooo
O OoOgooo
O Ooooo
OO oOooo
O Ooooo
O OooOooo
O Ooo0ooo

O
O
O
O
O
O
O
O
O
O
O

O
O
O
O
O
O
O
O
O
O
O

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

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

|

O

JP W02011/158883

Al 2011.

O O

O

12.22

10

20

30



(31) JP W02011/158883 Al 2011.12.22

ooono gooao

NH, 'MDPARKAGAQ AMIWTAGWLL LLLLRGGAQA LECYSCVQKA A
DDGCSPNKMK TVKCAPGVDV 8'CTEAVGAVET IHGQFSLAVX G
(VCGSGLPGKN DRGLDL HGLL AFIQLQQCAQ DRCNAKLNLT
121SRALDPAGNE SAYPPNGVEC YSCVGLSREA CQGTSPPVVS
CYNASDHVYK GCFDGNVTLT "®IAANVTVSLPV RGCVQDEFCT
RDGVTGPGFT LSGSCCQGSR CNSDLRNKTY FSPRIPPLVR 241
LPPPEPTTVA STTSVTTSTS APVRPTSTTK PMPAPTSQTP

RQGVEHEASR DEEPRLTGGA " (i)AGHQDRS QYPAKG | :

fGPQQ PHNKGCVAPT AGLAALLLAV AAGVLL

(i) C4.4A-1

(i) C4.4A-2

] ePiron—asl
oooao

5 a

i - 50—
#C4.4A-1 %0-
$1C4.4A-2

N1 71 N2T2 N3 T3

BREY
911LOH

FIOF gy —— G G o]
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pul] R A % BI+B2+C HERIE L~ D% = A X BI+B2+C
>
. £
1 (%1
8 8 3#
53]
%,tﬁ x6 %6
W4 O mLmy 4 O 1LECHB2) A4 "IN
2 ® 5ymsBy O rparc 4 ® ny@an O Bl+B2C
o £-o014 0 P=0.0009 o P=0.011 . __P-00004
¢ 10 20 30 40 50 60 (8A) 0 10 20 30 40 SO 60 (#A) 0 10 20 30 40 50 60 (MA) 0 10 20 30 40 50 60 (A)
RERONLE REROAL
! 119
8
44 O #L(CHBY 2]
) ® 5 Y(A+B2) w4 O #L(C+B1)
o P=0.006 2 ® Y (A+B2)
0 10 20 30 40 50 60 (MA) 01 P=0.0016
0 10 20 30 40 50 60 (»R)
Oo0ood

C4.4A-2-3
i

NH, *mdparkagaq amiwtagwll lllirggaga lecyscvgka ddgespnkmk tvkcapgvdy
Sicteavgavet ihgafslavx (i)gegsalpakn drgldihgli afiglagcaq drenakin

(iii)Itsraldpagne sayppngvec yscvglsrea cqgtsppvvs cynasdhvyk gefdgnvtlt
Blaanvtvslpv rgevgdefct rdgvtgpgft Isgsccagsr ensdirnkty fspripplvr 24t

Ipppepttva sttsvtists apvrptsttk pmpapt(iv)sqtp rqgveheasr deepritgga >

(ii)aghgdrngg qypakg gpaq phnkgcvapt aglaalllav aagvll ]
|:| GPi - Anchor

od

Invasive front

Intermediate portion

C4.4A-2

C4.4A(119)

C4.4A(277)

Monoclonal



(33) JP W02011/158883 Al 2011.12.22

agoooano
Polyclonal Monoclonal
Ab + Ab+
Ab peptide Ab oeptide
50 e ‘ - T— K
7 = 8 - <4 C4.4A
- e - e Actin
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gogooodoagdo

INTERNATIONAL SEARCH REPORT International application No.
PCT/JPZ011/06374¢6

A. CLASSIFICATION OF SUBJECT MATTER
CO7K16/30{2006.01)1i, GOIN33/574(2006.01)1

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

B. FIELDS SEARCHED

Minimum documentation searched (classification system followed by classification symbols)
CO7K1l6/30, GO1N33/574

Documentation seatched othet than minimum documentation to the extent that such documents ate included in the fields searched

Electronic data base consulted during the intemational search (name of data base and, where practicable, search terms used)
WPIDS (STN), JSTPlus{JDreamlIl), JMEDPlus (JDreamIIl), JST7580{JDrcamlI),
BICSIS {DIALOG)

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category* Citation of document, with indication, whete approptiate, of the relevent passages Relevant to ¢laim No,
X PARET C. et al., C4.4A as a candidate marker 1-4,9-15
A in the diagnesis of colorectal cancer, Br. J. 5-8

Cancer, 2007, vo0l.97, p.1146-56

P, X KCNISHI K. et al., Expression of C4.43 at the 1-15
invasive front is a novel prognostic marker for
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With respect to the "method for determining the prognoesis of a cancer
patient” describedin claim 5, only amethod for determining the prognosis
of & "colorectal cancer" patient by examining the expression of human
C4.4A protein in a "colorectal cancer" tissue 1s disclosed in the
descripticn in the meaning within PCT Article 5. Therefore, claim 5 is
not supported in the meaning within PCT Article 6.

Such being the case, the search was carried out on "a method for
determining the prognosis of a colorectal cancer patient, which comprises
the steps of: (1) detecting the expression of human C4.4A protein in
a colorectal cancer tissue collected from the colorectal cancer patient
using an antibedy described in any one of claims 1 to 3; (2) comparing
the localization of human C4.4A protein in a cell membrane with that
in a cytoplasm in a cell located at a colorectal cancer invasion front
based on the detection results obtained in step (1), and alsc comparing
the level of expressicn of human C4.4A protein in a surface area cor an
intermediate arez between a colorectal cancer invasion front and a
colorectal cancer focus; and (3) determining the prognesis of the patient
as "being poor"™ when it is concluded based on the comparison in step
(2} that the human C4.4A protein is accumulated on the cell membrane
of the cell located at the colorectal cancer invasion front and the level
of expressicn of human C4.4A pretein is increased in the cell located
at the colorectal cancer invasion front compared with that in the surface
area or the intermediate area of the cclorectal cancer focus", which
is a method described specifically in the description.

Similar comments apply to claims 6-13.
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