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GE HealthcarethbBALLPpGEX—-6P-3752X%
ROSHESELAZPpGEX—B6P3—-P7SRI K (REAE #f, “Sn=x
NORRGCMEY VN IBERENI S —DERE . 2006, ZEREZ.

24, 1675—-—1680%&H]) IC. mLNX1PDZ2 (UniPro
t ID:070263N0LAFLATI/BEIOT7TI/BES381—
467) E1—RFLTWSDNAKAE (UniProthblryIhTw
2ENA |ID:AF03745. 10EEES1338-1598) %##
BEL oo S HICEMRRINE ED/SH, EEEMLNXTPDZ2BHEMD1 2
BEERICFOSDVEEEZBATZHOO3IBE (BH: TAT) 2R%E
L YMAAAEMLNXTPDZ20TIWVW9FF Y-S - 52715
—t (GST) MEYVNVEDORETSAIR (pGEX—-6P3—P
mLNX1PDZ2+VY1) &L, KIFEBL21 (DE3) ICMEE
L., SNEHLA-MOEE (1L:Na,HPO,- 12H,0 17. 91g
, KH,PO, 2. 99g. NaCl O. bg. thymidine

20mg. adenosine 20mg,. guanosine 2
Omg. cytidine 20mg. thiamine 20mg.

biotin 20mg,. 10mM FeCl; 330ul, 1M
MgSO, Tml, 50mM MnCl, Tml, 50mM CacCl,

2m |, 80% glyserol 1. 4ml, 50mg./m |
ampicillin 1Tml, glucose 4g, BNH,C 1 O

5g) AT, TmM IPTGICLZRREFER, 20CT—HRERELL
, &%, Beckman Coulter (J6—M1 Centrif
uge) TEDHL (4000rpm, 15min, 47C) ., f&ELK,

BERICHER Ny 77— (50mM Tris—HCI, 150mM N
aCl, pH7. O, EF1giC/LMIOmI) Zmx. HEL. Bi
oruptor THlBEREKERELE (on time 30sec /off
time 30sec,. total 10minX4[m) ., fHaE, Hi

tachi High—Speed Refrigerated Cent
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rifuges (himac CR22G) T&DL (18000 rpm,
20min, 47C). EE%Z@ONLE, EEZDEAEASL (GE
Heal thcare), GST—accepth>hL (nacalai
tesque) ICBL. GSTREGY VNNVEZRBEBICREIEL, A5 A
FICPreScission protease 200ul&mMA. 4°C
T—eA vFax—rL, GSTH /=ML, YIKTE. PreScis
sion cleavage/nNy77— (60 mM Tris—HCI,
150mM NaCl, pH7. 0) CEHSYVNVEZRELL, &

SN VRO EBRKIE. Microsep 1K Centrifuga

| Devices (PALL) ZAWE=D (ROTANTA 460R

) ICkYEHEL. AKTApriime plus (GE Heal thc
are) ZAVWTHILER (50mM Tris—HCI, 100mM
NaCl., pH7. 0) 217>/, BMNETV. RELZBICLYIRELL
#%. NMRNy 77— (20mM MOPS, 150mM NacC I,

50mM MgSO, pHG6. 8) ICEHL. SN—mLNX1PDZ2%Y
TIE LT,

[0029] [MLNX1PDZ20DIHRERE]

RIC, BC/SNZ#HLZmLNX1PDZ2% > (0. 9mM) %
FAWT, 'H/5N—HSQC, HNCACB, CBCA (CO) NH, HNC
A, HN (CO) CA, HN (CA) CO, HNCOZR%Z hMILERIZEL.
Sparky 3. 114ZAVWTEHRBBREICLYEHOREEZT o/, !
H—5N HSQCZRZKLLEtTpeak pick&fTofig WHET
E—2%HNCACB, CBCA (CO) NHRRZ MNLETHHEL, st
ripafEliLrz. fERL7est ri paliRkEZBI&EICLYIBEZT
=< HNCA “HN (CO) CA, HN (CA) CO/HNCORR%Z kL
LEMKICLTs t ri paEL. BREBEEZHBEI YL, £/, BBREY Y
YT 7MARS 1. 2ZAWVWT., BEOERZ1To7, NMRIAIER.,
BrukerfftAvancelll 600 MHz FY4%INMREEAH
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[0030]

[0031]

[0032]

[0033]

Wi, BIC, "NEH L/ TmLNX1PDZ20HFEHICNTI /R
EMADE. TOTI/BBREONMRY TFILAERT IIBRICEDI LA
VIN=RASRNVEEAWTRROER 21T &2 5, BRELABRIIIFE
FHETH D &R TE L,

[MLNX1PDZ2&tEMONMRIEERER]
<ZEhefl 1>

PNRZ#EL/ZmLNX1PDZ2 (0. 1TmM) i, & (13) Dib&Ew
(BREO. 2mM, DMSO#IRES5%) Z&ML. '"H="N HSQCZXR
RYPMVEREL, Sparky 3. 1T4ZAVWTELNEZARY K
WEBN LR, YT FILV0EY 7 MEENMS, mLNXTPDZ2&1
EYMOEE =R Lz, Ad, WEICIE. BrukerftAvancelll
600 MHz FY4ILNMREBEZRAW,
<tk 1 >

N (13) DIeewERIMUAD > AL, ERESF 1 &EKICTH—"N
HSQCRRY MLERIE LT,

Bl4 i, E/EGI1 ROLEF 1O H-—N HSQCARY MNILOFERE TR
3, X (13) OEEMERMUAD >EBEFTOMLNXTPDZ20
SUFIE. RMULERG1 O TFILTIE. =8OV TFILHY T ML
TWiz, 7LDy 7 ME & (13) OeaWHAmLNXT1PDZ2E
BETDIETRAM Y DOBNBENEIL LIc/ed T, UMEORRELY.
X (13) KRTEEWE. MLNXT1PDZ2EBALTWSEZ EWHESE
TEFf,

RIC mLNXTPDZ2ICH1F25R (13) IKRTIEEDOBEESEUL%E
ROFIRICKYIRE L, BI5 1. EREFIT RTLERHI1 MoEoNnR5E
BEDVTFNECDREIERTISTT, 757062 TFIL00. 01
SppmUEZLLAEREEZRE L, RIS, 2O XRRERENTICE YR
ELEmLNX1PDZ2DHEREBEEZD EICHERLEVRYETIVIC, &
TJHIUHB0. 015 ppmUEELLAEREICODVWTY I FILOEEDKE
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T >TEMIFLE, 6, BIFLAEMLNXTPDZ20DY) R
VETFTIESRT, £ mLNX1PDZ2(Cwd230—FT14YONMR
EEERICLY FOERLAEMLNXTPDZ20Y Hy REREERGLE, £
RO TFIUDEE LEREDONEBIRIFIER U TH 7. UEDERLY.
X (13) ICKRTEEWE. MmLNXT1PDZ20DY HY REBHIBAICHES
LTWBZ ENRERTE,

[0034] <ZEHEHI2>
& (13) otawicitz., & (14) OLAY (EEE1. OmM, D
MS O#IRBE 5 %) ZRMULLUAIE. EREFIT EEBRICARYT MILAEMT L
720

[0035] 7%, EHEFI2RULEH 1 D'H-N HSQCARY MLOERER
3, X (14) OEEMERNMUAD>EBFTOMLNXTPDZ20
STFIE, RIMUEERBI2DY TFIVTIE. —BOL TR T ML
THY., X (14) ICRTEEME. mLNXTPDZ2&EFEALTWSEZ
EHNFERTE

[0036] RIC. mMLNX1PDZ2iIHF3xK (14) ILRTIEEWMOREEIR%
. ROFIRICLYRE L, H8IK. RFEH 2 RULLERLI 1 HALEBLNE
BEDY TFHFNEILDREIEZRT TSI T. I3 T7FIH0. O
4ppmlUEELEBEZRELA, RIC, EEMT ERARKRIC, T
0. O4ppmUEEELAEREILODWTY I FILOBIELOAREIICLE
Bo>TmMLNX1T1PDZ2D)RYEFIMIEBMNITLE, B9IE. BFL
7mLNX1PDZ20Y)RYEFIERT, /. mLNX1PDZ2®
) A REREBEMMLE., LDV T FIUAEI LEREDONMEBEIXIFIER U TH
o2fce UEDHERLY., X (14) ILRTEEMWE. mLNXTPDZ20
AV REBHBBAICHEE L TWE I &R TE -,

[0037] <Lt&fHI2~13>
X (13) KXRTEDIHZ. X (4) ~ (12) RUK (15) ~ (
17) IKRTEEMERWLUNE. ERFI 1 ERRICARY MVENT UL
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[0038]

BEITDARY MLEXNEE L, LBALADL, AhDEEME ARSI ML
DO TFHINEIERbNhAh -,

DED#HERLY., X (13) BT (14) ICHBEITHBEETHDTV NS
ZIERA. mMLNX1PDZ2LDBEIKERTHDI MR L, T
 AEAELSIE, LENCPD Z FAA YV EEDFILEMEDOHEEFEREZNM
REERRICIYMIIL THEY., BEROPDZ FAA VICH LEHRFENICH
B92LEMELT. DIF (diclofenac), FLF (fluf
enamic acid), FUA (fusidic acid) #Z@EL
W3 (Tenno, T. , et. al., “Accidental I
nteraction between PDZ Domains and

Diclofenac Revealed by NMR—-Assist
ed Virtual Screening”,. 2013, Molecul
es. 18, 9567—-9581%K) . chodtaWITE, HoEE
ELTRBERIIE 7 T ZIVEFBREMAZEND, IHIC. TNETICP
DZRXAVDOBREFREZEETZEIFEEMWE LTV OMREINT
WBH ENHDEEMDIFEAEICRETBEERIESENTWVWS (BIAE

. Fujii, N. , et. al., “Rational desig
n of a nonpeptide general chemical

scaffold for reversible inhibitio
n of PDZ domain interactions”, 2013

. Bioorg. Me d. Chem, Lett. 17. 549 —
552, £8R) , LEOBEREHNDS., PDZRAAVEDRESICIILEER
BRHIPEETHY. ISICLNXT1PDZ2E:DEAICETY NSZILEE
BOABEETHD I ENTEINE, B8, tE&WIE. LNX1PDZ20DII
FEENSHT. DFENTO00UTTHEZENEFELW, &Fz. PD
ZRAAVEDRBERIET 27280, (LEYIEKBETH S Z ENIFFELL
. CLogP3. BUTTHDIENEELL,

[0039] [{tE¥OMEET v 1]
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[0040]

<ZEhehl 3>

BRI NMRTmLNX1T1PDZ2ICHEAT R ENERINAER (13
) TREINDEEMIOVWT, 1 XBREMEE LEMIEEAVTYI Dy
VO AVBRICEABDRHEIIODWTI Ty M 5Tk, PytAiE. MD
CK—-II{ifg8 (Mad in—Darby Canine Kidny St
rainl | ; AR TIEBEAZREREZRRRMBEYZO S HERX
BEHNOLAF ULEMEEZRAWEDS., DST 77— X AT 4 DB
NOLBATRETH D, ) 2V, Tid [(RERE] ICEHINTWSFIE
THIo7e F/o. MDCK-IIfARICREL T, WAEMLNX 1 ARIELTW
ZONEMIDWVWTHHERET o, REMLNX 1 ORIROERIZ. T
[Western blotting] ICEBEBINTWEFIE, RUOTFE L
REZE] ICBVWT, LEYERMET. LEWRMED 4 8 hifE%S LA
Mo LAE [RERE] ERKROFIERTIT> .

[fRREa]

AN—HSZEANEZE wel | dishiCHEEEEL, CO,M v
FaAR—IT—BBEEL L, BMETFTIAEL—4—TKEILE%Z. DMEM
(+10%FBS, T%Pen /St r) HEthiml EFELAR (13)
TRINZEEMTIm | ZHWA MRE100uM, DMSO#IREO. 1
%) . COMUFarR—4HT48hiZE LK, BER BHET7REL—%
—TIR5IL. EMFDMEMEB#Z T m I Mx. PAEL—4—TR3ILL
(X2[@) . BAY/—L%&ETmIMA, —20CT200%#EBLK, FL
W6 well dishiCPBS&2mImMA. ZOHRICAN—HSR%
ANTH%ELZ, PBSEP—-1000ERY hT Y TIRWH L. FHICP
BSZ1mImMATHRAELAE (X2[8) , PBSZRWHELAR., 7OvF
VBB (BBRAFLINYEAEKR Z#1mIMAT,. BRTIhgrFanx
— bl AFLINIBRTHERLEZT1 00w | O—RIABEBRD LIC,
BEELHEENATICRZLDICHNN—HS A=, 4 CT—KA v+
aR—hkL7%, BH. 6 well dishiCPBSZImImMi, 20
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[0041]

FRICAN—HASREANTERS L, PBSZP—-1000ERY kT VT
RWH L. #FAICPBSZ T m I MATHSELE (X2E) , AFALIILY
BBRTHRLIZT 00 u | OZRFMFFERO LIC, BE LAMEELTICR
BEDICAN—HZ RSt BRETThArvFaR—kLk, 6 we

'l dishiZPBSZImIMA. ZOFRICHAN—HS A& ANTHEE
L7z, PBSAZP—-1000ERY hIYTRWHL, FHEICPBS%EZ 1 m
I NZTHEFRLE (X2E)  HAFITOu | 2RS4 RASADLICHET
L. ZOLICHN—HSZI A=t EHXL. EHOLYMPUSHDIR
iR | X7 1 2RVWTHREE L., 26, BABEREELR®ELL (17
5sec),

e, —RIMAEICIE. Rabbit anti—Claudin—2 a
ntibody (561—6100, invitrogen) Z2X2%xAL3I)LY
BART250fFICHERLAED, RPRabbit anti—LNXI1
antibody (AV473367, Sigma—Aldrich) #
AEFELINIBRTTIOOBICHFERLELDZA W,

Flh. ZRAEICIE. Anti—Rabbit 1gG (whole m
olecule), F(ab’” )2 fragment—Cy3 ant.i
body (C2306, Sigma—Aldrich) Z#2XFALIINIEK
THEOOREBIZERLEZED, XU'Ant i—Rabbit 1gG (who
le molecule), F (ab’” )2 fragment—FIT
C antibody (F1262, Sigma—Aldrich) #2X
FLINIBRBRT200BICHERLEBDER W,

Western blottingl

WiEE6we l | platelliBE@L. CO M VFarR—4YTEELL
o EhETFAEL—4—THKEIL. PBS 1mlT#HELAL (X20@) ,
SDS—Sample buffer&zEENMi. BIRIL—/IN—THh=E
Eof, BioruptorT2mi nBBEZ R LE%. 95CT3mi
ninEL., > 7iLE L,
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YUTWIESDS-PAGETHREL. ZDHNLEBK (t ris (hy

droxymethyl) aminomethane 0. 30g. me
thanol &5ml,. Mil |l iQ, total 100ml) (23
L7, PVDFfE (AE—6668, ATTO) I3100%methano
1 IC#M20seci@Li% BRHAIC3Om i nMEBEIEL, EH (C
B—OG6A, ATTO) IZA®R (tris (hydroxymethyl)
aminomethane 1. 82g. methanol 2. 5ml
. MilliQ, total 50ml) 2 BIC1#. C#& (
6—aminocaproic acid 0. 26g. tris (hy
droxymethyl) aminomethane 0. 15g. me
thanol 2. 5ml, Mil |l iQ, total 50ml) (Z
IMELE, Ao 70y MAE—-7500 (ATTO) DOGIBIRICTE
. PVDFIR, SIN%zENRLE EBlzty L. BETEHIEICLYS
VIR)BAPVDFEICHBITItEE, PVDFEAblocking ag
ent (%AFLINY, 0. 1T%Tween20 in PBS) I
ZL. BRTT higEH>IEA, PVDFfEEb locking agen
t THERULA—RRFEBRRIEL. 4CT—HA Y Far—t LA, PDV
FiEAwash buffer (1XTBS, 0. 1%Tween20) i
BL. 5miniREDIET (X4E) HFELEE blocking a
gent THEMUALEIRABBRIEL, ERETThArFarR—FLE,
PDVFfEawash bufferilj2L, 5minigR&EIIHT (X4
E) %%L7/7~, PDVFELICChemi—Lumi One Super
(nacalai tesque) ZMNF., 1 Fax—kL, LAS-3
O0O0mini THHELE,

BB, —RAMEICIE, Rabbit anti—LNX1 antibo
dy (AV473367, Sigma—Aldrich) #ZHW bloc
king agentTI1O000MIIHERMLELEDZRWE,

Fro. TREFAMICIE. Ant i —Rabbit 1gG HRP (W40
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[0042]

[0043]

[0044]

[0045]

[0046]

[0047]

1B, Promega) #FHAW, blocking agentT1000
OfZICHERLAEEDER W,
[MDCK—-II#iRICES T 2REML N X 1 OFRIRHEER]

BI10 (1) I, £i2 Western blottingl Ic&YBED
NEBETHD, /2. M10 (2) & L5 (REEE) ITEVWT. &
MaERIMES, HINEO4 8 hiBELZ LAN >UNIEROFIETRESR
BLEEETHD,

B10 (1) I3 &£DIC. Western blottingTid, 7
5 k DafhiEic/Ny RAREERHEREADT, LNX1ORBEIHERTE L, &
o B10 (2) IZRTEDIC, RERETIE., MERICERNSEELTL
5ZENHBLNXTORBEASAMRETEL, LEOHERN S, MDCK—II#f
BRICBWT, LNX1THAREMICKRELTWS ZEEMER L,

[R (13) TRINZEEWOT v 1]

B11 (1) &, EEFI3THONLAEREBODEETH D,
<ZEREHI4 ~T >

A (13) TRINDIEEWICTHRZ, ERF4IELTR (14)  EREH
5&LTH (30), Emfple s LTR (33—-3) , EEHI7&LTHK (
34—-9) TRINDLEMERWLUNMIERES I EBAHROFIETRESR
BEITol, M1 1 (2) FEmkEM4,. B1 1 (3) EEFEHFS. 11 (
4) 13EmEM6. K11 (5) IFERHT7 THRONEELBEDERETHD
<tb®mBi1 4>

RN (13) TRINDEEDERML D > UAHNEERES 3 & BERROF
IBECRELBET >/, 11 (6) (& LLEHI1 4 THLNRERED
BEETH D,

B11 (6) OL&HI14DEEELLLEAR, ERFHIS~70O11 (1) ~
(5) OEEE., MECHEOBOREIINPELMIRSE>THEY., 7
O—FT1AYDYA N v arvADBEEIEEINL, COBR. RV
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[0048]

[0049]

NMREERROBERMS, & (13) . (14). (30). (33-3
) RO (34 —-9) TRINDZEEMAMLNXTPDZ2ICHEEL., mL
NX1PDZ2&/O—-FT4VDREEMEETSIET, /7O0—T 1 VOH
REAANDERYAAZBEL. HERMWICYS NI v o arvzimibLize®E
Abhd,

Fe BEh ¥O9R, AXOLNXT1PDZ2RAA YD O—FT Y
MEERYT2EICNET 27 I /BEIICDOWTHREN L, AXNLT I /B
Fhg, ANHEUN i Prot "D AFLIEROEDLTH S,
<k b> ID:Q8TBB1DF7I/HES3I77—-463 (874
)
<¥DUZX> |ID:070263D7X/&ES381—-467 (875
)
<A X> ID:E2RBESOD7I/BES381—-467 (875
)

Eh, ¥9ZX, A XOLNXTPDZ2RXA VDT /B (LE8
78%) OEBEMEIE. EbEITRIZOIE%, ERESRIE94 %, VR
EARFI4%EIFBICEDN >z, T, 7O0—FT 1« VHHEEERT Z@EIC
MNEBEYTSH7I /B0 (LE8 78D 1 8FBHD/)v~23FHD
TILFZy, RUG66BEDTOY~TA4BEDTILIIV) & B b,
TIVA, AXTEERIC—BLTWE, LES>T, & (13) R (14)
TRINDEEME. ERNDYA NI v IS a VBROEEICERWSC
ENTES,

EEX E DRI AT

AFEBEDOX (13) . (14). (30). (33-3) R (34—-9
) TRINDIEEWZ. LNXTICHREMIIRBRTSIET, LNX1&S
O—T4 VEMEEERTEZIEZBEL. ZOHR. 70—7T 1 v O
RADERYAADEEIND I ETHYA N v oI a VERIREERIEY
5ZENTED, LEDNK>T, 94 8T v 202 aVERAAZILDED
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BETOHIEHTHLOMNELNTHD I EHNL, EER. LHLFEANDIGH
HABETH D,



WO 2016/013557 30 PCT/JP2015/070767

AR DEFH
[55KIA1] Tl (13) . (14), (30). (33—-3) RV (34—
9) TRINDZILEWEDVBLLEL—BELIMN N Iv I avF
Rl
[1e1]

N t ~ ‘ . HL\‘\f‘g §:{ AR g O
o S {(30) ettt Ay (38 -3)
g R 3R @ 8 B ; Pl
I Q
A I A, (34-9)
5 \ 'c\* \E\_,;r 5 \
(3% K1E2] fisfeays, R (13) X (14) TRINBLAYTHZHE
KIB1ICEREDY A b v v TS 3 U EAGHIEEL,

[#&5k183] R AMA I O—F 4~ ORBEA~OIYABER S ETHA

v oI arvOEREHET 2FKRET XL 2ICREHDOIA ~Y
v V9 a U EREIEE,

[E53RIR4] BRET ~3DENAD—BICEEHDY A b v T2 a VAHE
# & 2O EZRMER.
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INTERNATIONAL SEARCH REPORT International application No.
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A. CLASSIFICATION OF SUBJECT MATTER

A61K31/196(2006.01)i, A61K31/192(2006.01)i, A61P43/00(2006.01)1

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

B. FIELDS SEARCHED

Minimum documentation searched (classification system followed by classification symbols)
A61K31/196, A61K31/192, RA61P43/00

Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched
Jitsuyo Shinan Koho 1922-1996 Jitsuyo Shinan Toroku Koho 1996-2015
Kokai Jitsuyo Shinan Koho 1971-2015 Toroku Jitsuyo Shinan Koho 1994-2015

Electronic data base consulted during the international search (name of data base and, where practicable, search terms used)
CAplus/REGISTRY/MEDLINE/EMBASE/BIOSIS (STN)

C. DOCUMENTS CONSIDERED TO BE RELEVANT

& US 2013/0210915 Al

& EP 2580190 Al

Category* Citation of document, with indication, where appropriate, of the relevant passages Relevant to claim No.
X UsS 2009/0105218 Al (7TM PHARMA A/S), 1-4
23 April 2009 (23.04.2009),
claims; tables 1, 3
& JP 2008-500991 A & WO 2005/115374 Al
& EP 1758571 Al & CN 1980664 A
& KR 10-2007-0045153 A
X WO 2011/155898 Al (WADELL, Goran et al.), 1-4
15 December 2011 (15.12.2011),
claims; table 3

I:l Further documents are listed in the continuation of Box C.

I:l See patent family annex.

* Special categories of cited documents:

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

“E” earlier application or patent but published on or after the international
filing date

“L”  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 or other means

“P”  document published prior to the international filing date but later than
the priority date claimed

“T” 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 invention cannot be
considered to involve an inventive step when the document is
combined with one or more other such documents, such combination
being obvious to a person skilled in the art

document member of the same patent family

Date of the actual completion of the international search
26 August 2015 (26.08.15)

Date of mailing of the international search report
08 September 2015 (08.09.15)

Name and mailing address of the [SA/
Japan Patent Office
3-4-3,Kasumigaseki,Chiyoda-ku,
Tokyo 100-89815, Japan

Authorized officer
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Box No. 11 Observations where certain claims were found unsearchable (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:

L I:l Claims Nos.:
because they relate to subject matter not required to be searched by this Authority, namely:

2. |:| Claims Nos.:

because 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. |:| Claims Nos.:
because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a).

Box No. 111 Observations where unity of invention is lacking (Continuation of item 3 of first sheet)

This International Searching Authority found multiple inventions in this international application, as follows:
See extra sheet.

L |:| As all required additional search fees were timely paid by the applicant, this international search report covers all searchable
claims.

2. As all searchable claims could be searched without effort justifying additional fees, this Authority did not invite payment of
additional fees.

3. |:| As only some of the required additional search fees were timely paid by the applicant, this intemational search report covers
only those claims for which fees were paid, specifically claims Nos.:

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

Remark on Protest |:| The additional search fees were accompanied by the applicant’s protest and, where applicable, the
payment of a protest fee.

I:I The additional search fees were accompanied by the applicant’s protest but the applicable protest
fee was not paid within the time limit specified in the invitation.

|:| No protest accompanied the payment of additional search fees.

Form PCT/ISA/210 (continuation of first sheet (2)) (July 2009)
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Continuation of Box No.III of continuation of first sheet (2)

Supplementation of Box No. IITI:

Document 1 discloses a therapeutic agent for inflammatory bowel
disease, which comprises a compound represented by formula (13).
Therefore, parts of claims 1-4 which relate to a compound represented
by formula (13) are not novel over document 1 and therefore have no special
technical feature.

Consequently, claims are respectively classified into the following
two inventions.

(Inventionl) Partsof claims 1-4whichrelate to compounds respectively
represented by formula (13), formula (33-3) and formula (34-9).

Parts of claims 1-4 which relate to a compound represented by formula
(13) are classified into Invention 1.

Parts of claims 1-4 which relate to compounds respectively represented
by formula (33-3) and formula (34-9) are classified into Invention 1,
because the parts share a common partial structure produced by the binding
of anthranilic acid to m-carboxyaniline through a peptide bond and
therefore it is efficient to carry out the search on the parts together
with parts of claims 1-4 which relate to a compound represented by formula
(13) comprehensively.

(Invention?2) Partsof claims 1-4whichrelate to compounds respectively
represented by formula (14) and formula (30).

The parts share a common structure produced by the condensation of
anthranilic acid with m—-aniline sulfonic acid. Therefore, both of the
part of claims 1-4 which relates to a compound represented by formula
(14) and the part of claims 1-4 which relates to a compound represented
by formula (30) are classified into Invention 2.

Further, there is no same or corresponding special technical feature
between Invention 1 and Invention 2.

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