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1 DODAREMELRAHA FIZIE, I, <~ =b—b TRUHE, eRak s 7 at’ /it
Na—R fEER AR Ty RIE S AR RIRY | AR AT NIV~
T X DERAEND, MBIE, FIECIES T, RIEMEARZFIRAI LS O FINA,
BIZIE AT TVR~ T R LDIIRGRA 7 7 | R T Va— gl
NI LDEDIRABER; I —AD IR ZEAH; TN EFI R, TANNTHRD
IORERABANZEZB L TOTHE, SERIIAANL, HEITEY, v =, S
F eReds Fur) )b n—X ERads 7 at’ )L AF )L a— A7 FL— N
DFENR, T BEHE LB EDO T 4V L THIEL THEW,

T 05 D72 OIRPALRE ., IR P ASNOILIA] . B, R
Lay TR IR VVRIEEE B — BRIV D RIE MR ARA, B 20E
KRR, =F )=V EE T, ZOMBMI ISR ARG LM R b T R
FEARBOA  YRIEA RREAI D LOZRAHBIA ; HA; BBRA] ; FER BRI LS
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[0040]

[0041]

[0042]

[0043]

[0044]

HLTWTHIu,

FRE N5 DI DEHAFNLL Tk, MO IIFHEAPEOBH], TR
LA Z 05D, AKIEDOEHA, BEAILL T, Fl2E EHA AR AR T
AR EEND, FEAREHEOWHA., EAILL T, #l2E, Fuer s
Va—, RYVZ=F LT Va—v AV —T OIS, =& ) — VD X57eT v
a— VI R VR —180 (Rdh 4 ) i35, ZORRRMLIE, EOITERLA
+ BAREA, RIEA FAEA, 8, ZEMR (FIZT, F7h—R) | LT R
FRARBIAN D LS BINANZ 5 A TH LW, Zhbld, FIZIX, SNITITRET 45
—Z TR BEANORE . XITRFHC Lo TRELEND, ZhbiXEEHE O
B AR 2 BLE L | A8 F RN MR A UL B OV ESA B CER 352
LHTED,

SHITHZIEGY (D R OAFREB LAY (1) . T OREFRCFFASNOHIT.
VIR R 272 DIEFN LRI AL TH I, GFF FTREZREB I B 272 AL L T
i, RIRME GO SR AREVESIR IR IERX T u A RHISERENF T OB,

F i 5]

WIZ, EHEBNZ LA ZSOICHEMICHI 3203, ABEINIZ b0 HEHFIC
RESNDHDTIIR, LITF ARG (D) K OARERILEY (1) ORGEGZ B4R
BN T2, 2238, HIEHITHEMA T DML A DRIEF 25 E F1~22L LT
T2,

(ZEH11)

1—7aE—2—3—F_EBL2, 0gDV AN =H L 30mIFKIZAK15ml, 2, 6
—VAFNT == VRGP, 068, [RIETNIT L2, 258, TRIFA (N7 ==)1
RATAV) 3TV 5408mga M %, LEFMBGETRL 72, Bbhi OGN =R E
THEAB Y =F N —T NV EMATHIML . 8% AR~ R LTS
L7z, itk . IBKA IR L  BMIRIEL S VTN T L0~ T FT7 41— (~F
INTEDRERILC, 2 — 7 BT —2, 6 —VAF AL Tx=)01. 13g5 77,
(BEH12)

BEH|1LRRICL TR LR T LA EST,
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[0045] (Z%EH13)
2—TOE—4 — ARFLE T ==V 945mg DT NIRRT T 25mIEHEIZ, TV
TVEAK T —78CThn— T FNIF T AT YRS, 30mIZ %, 2045
BLE, ZHIZV PV 4—FF eV — 11— INVRF LT —h879mgDT b
ERE7 70 10mEEE I 2 1R IR CRE R UT, B RIGKE
fFNHA LT N KIS DT | BT L CRIEL . A & K AREe R
DTHRLUT, S8R KA IR BB E YIS N AT D0 T F7 4
— (~NFVY —FHR =T ) ICEDRERL T, XU 4—ERaFdy —4— (4" —Ab
FIET 22 —2— AW ERYDY — 1 —INERF LT —h941megh 57z,
[0046] (ZEHi4~14)
BEFISLRRICLTEL, IR LA MRS,
[0047] (Z%H115)
<7 % L871mgDY =F )L m—T )L 1 5mlE KIS L T T A0 T
K TRFEL. 38mlZiE T L. KA T 300 MR, Fi  CEIR TR 1R ERL
7= (RS Q) o =BT NERFE T T FAVF T LAFH IR 12, 5mUIHRL T
78 CH3—T7uE—2— 7=V FFT7 x4, 28gDVETF NN —T LIEHKA0mI
T TLZ0B, USKR(DET T L2, # FT#& TH=IRTIRHSRL, Goh
FOSSRE R AR T VA FAR T EMLIZ (BOSHK(2)) . Ebiltert— 7 F /v 4-4F
IERYD U -1-HNRF T TF—R5. 35gDVTF )N T—F LR KA00mUZ KL T—
T8 CH INKQZEME T L. i TR T #-78°C T1RERIE#, SOIC=IR T2R; K
BUT, ¥ T#. BN RIS R L N 7 AKIRE N2, BT LC
LU, e A TAAREE T N Y ACHRLU T, JR% . IRIKERBMEL ., IBARRE
EIVHTNIT LI TFT 4 (T HHR T L) TREIL T, tert— 75
NV 4-eRuaXxy —4— (22— 7=V —3—F o))V BRIV — 1 — INVRF LT —
’6. 8bgZtert— 7 F )V 4-FF/ENRUV-1-HNVRF T T~ DEAHEL T
B,
[0048] (&% 116)
ZEHBEFERRICL TR T AW BT,
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[0049]

[0050]

[0051]

[0052]

[0053]

(ZHEHILT)

RPNV 4—eFaFy —4— (4 —AAFIET ==V —2— ) ERYT —1
— ANV ARFTT—h250mg DMV SmIEEHK I p- MV = 2V IR R 1K) 22m
gZMA, TRFHIINBGETRL 72, ROV BOGHR 2 ff RIE 7K 38 7~ N 0 LK B
(2T FER=F VTR L A & AR R ER/K 8 T N 7 LK SR, fafutiiifb
TR LRSI CIER BEE L . KRR N D A CRER LT, DRI | DRIRA TRA
LTRUUNLV 4— (4 —ARFLE T 2=l —2—A)V) —3, 6 —YeRa’)r —1(
2H) — INVRF T —h230megE T,

(% H118~22)

BEZH1TERRICL TR, IR TILEMEST-,
(F2ht51)

ANUVN 4— (4 —AFVE Tz —2—A)V) —3, 6—VERuE YV —1(2
H) —VARF 5 —h220mgD AKX ) — /)L 3mIREBIEIZ 7 VT FE R T 10%/%
FVU LG RFEE0me R M A oK R FIAK T =R TRARELZ, 6127
N BRI T AKBRL NFPT 550meg &R, K93, AREDKEFHAR TERT
2 H MR LIz, BoN - SOSKAIE @ | JERETRML . RMRIEL I TN
FLIav T TGT p— (FaaRVv b — AR ) — )V — T E=T R ICKORERIL T, ¥
B r B ) — VBRI ST 5% | AMBERR/FRR—F VESHKO. 14mlz iz, JHE
LR, BoniiEid =g ) — )\ — B F LIV FAERL T 4— (4" —
ARFIE T 2= —2— AV ERYDY 1R 93me & 157,

(FHEf2~8)

EhEF 1 LRFICLTHRA, 5ITRTILAHERT,
(2 1t519)

tert—7F N —4— (4’ —TINAFuLT =)V —2—A)V) —4—eRaF YUY
¥ —1—AINARFTT—hE Otert— 7 F )V 4-FF IRV —1—HNVHRFT T
—rDEAHS500mglZ, N =F )L F2ml, N7 VA aEiigdmlz iz, =iRT
1B LT, DN SUSHZ TR L . IR MR RN IR /K R T N D Sk Es
WEMA, 7aad)V ACTHIN U, AIEE KRR T R Y L THARL IO HIEIR
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[0054]

[0055]

[0056]

L. IBIRERNE LT, IR E VDTN AT LI~ T TT7 40— (Faaik)Lb— A
B )= N—=T =T AKNCIOERLC. 4— (4 —Itduae 7= —2—A))
—1, 2, 3, 6 =7 FIENuE YUY 179meg 2B, Fbhizd— (4’ —T7AFue 7=
=A—2—AN)—1, 2, 3, 6—FFFLREL YL 179mgDTH ) — L 5mIIKHRIZ .
IMERABEIK 1ml, 10%/370 7 5 —15MER R 20mga M2, KRR T =R
T2 B LT, BON 2 RONRAIRR® | IR R, Bohiofiit =%/
— ) — B F LI EES LT, 4— (4’ — I F a7 =L —2— A ) Y
Vv 1R 92megE 7z,
(FEHEF110~11)

EhaFOLFRIZL TR T E AR,
(FhEh112)

tert—7F /N 4—beRuFxl —4— (2  —AFNAET 2= —2— ANV R —
1—HINVRFL TR R Otert— 7 F )V 4-FF RV -1-HNVRF T TF— DR
A#640mgD=F /— NV 10mIEIKICT MFeRa 75 2ml, Kb/ 37745100
mgZ Mz, ¥3. AREDKFFAK FEIR T3 H MBI LI, HoN - ONKE
IR, IR ERNEL . BEREEZ VTN DT LIa~ NI TT 40— (~F P —
HER=F L) IZXORERIL, tert— 7 F b 4— (2 —AFAET 2= —2— AN E
NRYY —1—=INAFTT—M150mgE T, i Ttert— 7 F L 4— (2" —AF
NET 2= —2—AN)VERY VY —1— VAR F LT —h203mgD =¥ /—/ L 2ml
BB I CAMER R/ BRI = F VIS S mIZ N %, IR C2WERRR L 72, Bbh =X
ISR E ML FE b LR L2 =% ) — )V — B =T V& AW THEEREITV, 4
— (2" —AFNET 2= —2— AUV 1B 157mea 577,
(F24t5113)

tert—7F )NV —4—bRueFy — (65— 7z )V —2—F =)V ERYV —1—F
NARFT T =R Dtert — 7 F )V 4-FF e _Y DU -1-IVRF L T— b DORA Y
1. 3glc, NVx=F /L35 3ml, N 7/VA e mlz iz . KIS TR~
o BONTSUSHRZIRAEL . IR I AR IR KSR T NI Y ARSI AN X, 71
oV A THIEL, AHE 2 KRR T N Y A CHRELIZOBIRRL . WK E R
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[0057]

[0058]

[0059]

[0060]

LTz, BMRIRIE RS VI TN BT LT a~h T T7 4— (Jaaii)v b — AR ) —)v—T >
F=T NIRRT, M E =8 ) — VIR RS -1 . AMEERE /Bl
JVIRIR2. OmlZE Nz, WML TR E Rz, Bbhioftdhd g/ — ) —Fiig=T
NEVERERL T 4— (56— Tz —2—F =)L) ENUYV 1HEEE 320me%
Bz,

(FHEaFI14~17)

LHaF 1 3L FRRICL TROITR T LA B ER T,

BEH R O E | CRLNIALAE DO FREE RSB F IR E R 1~61C
AT, Fe, RI~ITFEHENTOBILAWIT, AR ORELE, 256, ko
BIEE WONGERE DY EF > TAMDBEE R ENLDOEEEEFWT
B BHTENTED,

MO FIIU T ORKERT,

Rf. :BEZHIF S Ex. : EHHIF S, Me: AF/VEE, Salt : i, MS: B EATML(
Rt U2 W BYFABXUIESD m,/z, NMR : BZRER LR AT ML (RERe L2V ERD
400MHz 'H—NMR, DMSO—d , TMSPNH#5EEYE) § (ppm)

[#1]



WO 2006/025517

17 PCT/JP2005/016085
Rf. STRUCTURE DATA |Rf. STRUCTURE DATA
Me O OMe
Me MeO
1 O Br MS: 261 | 2 O Br MS: 294
DMe
<Pu J A2
3 N0 MS: 418 | 4 MS: 388
sCghe oL
F
OMe (o}
O N0 O A
6 MS: 418 | 7 N i""e MS: 372
O O ) O N
F
P e L
8 JMe  IMs:372 | 9 Me | MS:372
O On Me” "Me O OH Me” "Me
o) 0
Oy o
NJLOMe Me NJLO
10 X MS: 368 | 11 MS: 416
O Oy Me” "Me O oh K@
)
»-OMe
N )LMe
Me-Me Me
13 7\ ~-Me |MS:359 |14 MS: 360
s N_© s oH
X N
0

[0061] [F&2]
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Rf. STRUCTURE DATA Rf. STRUCTURE DATA
0
>—oMe 0>L0Me
N Y‘Me N Y‘Me
15 Me MS: 360 16 Me MS: 360
7\ OH 7y OH
S S
OMe
0
<SPt J A
17 N O MS: 400 18 MS: 370
<adh e <h
O OMe JOL O Me ,?L
N0 , Me N0 ,
20 A SR MS: 400 | 21 A S MS: 398
0
O OMe JL
22 Meo ? MS: 430

[0062] [Z3]

Rf.

STRUCTURE

DATA

=
e

m)

NMR(CDCL,): 1.72-1.87 (2H, m), 1.95-2.14 (2H, m),
3.05-3.26 (2H, m), 3.75-4.16 (SH, m), 5.12 (2H, s), 6.
83-6.94 (2H, m), 7.06-7.12 (1H, m), 7.22-7.47 (10H,

12

MeOJoLO
SCERS

NMR(CD Cl,): 1.70-2.00 (4H, m), 3.00-3.33 (2H, m),
3.64-3.93 (8H, m), 5.10 (2H, s), 6.56-7.68 (12H, m)

< e

NMR(CD Cl,): 1.45-2.10 (2H, m), 3.37 (2H, br), 3.75
-4.12 (5H, m), 5.14 (2H, br), 5.60-5.80 (1H, m), 6.83-
7.85 (13H, m)

[0063] [F4]
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Ex.

STRUCTURE  (Salt)

DATA

OMe

NMR: 1.70-1.83 (2H, m), 1.85-2.02 (2H, m),
2.70-2.84 (2H, m), 2.85-2.96 (1H, m), 3.22-3.
36 (2H, m), 3.81 (3H, s), 6.97-7.05 (2H, m), 7.
.12-7.42 (61, m), 8.81 (1H, br)

MS: 268

NMR: 1.72-1.85 (2H, m), 1.89-2.06 (2H, m),
2.65-2.80 (2H, m), 2.82-2.93 (1H, m), 3.20-3.
40 (2H, m), 7.17 (1H, d), 7.24-7.53 (8H, m) ,
8.95 (1H, br)

MS: 238

NMR: 1.84-2.04 (4H, m), 2.86-3.06 (3H, m),
3.23-3.42 (2H, m), 7.24 (1H, d), 7.34-7.55 (6
H, m), 7.60-7.67 (2H, m), 8.80 (1H, br)

MS: 238

NMR: 1.80-2.01 (4H, m), 2.83-3.08 (3H, m),
3.20-3.45 (2H, m), 7.27-7.39 (3H, m), 7.40-7.
50 (2H, m) , 7.58-7.68 (4H, m), 8.85 (1H, br)

MS: 238

MS: 268

[0064] [F5]
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Ex. STRUCTURE _(Salt) DATA
O OMe
NH
6 0 MS: 268
HO Z OH
O Y
o
NH
7 Me MS: 266
(T e
NMR: 1.54-1.70 (2H, m), 1.82-2.00 (2H, m),
O OMe 2.36-2.48 (1H, m), 2.59-2.73 (2H, m), 3.19-3.
. MeO NH 28 (2H, m), 3.64 (6H, s), 6.75 (2H, d), 6.93-7.
O 01 (1H, m), 7.15-7.23 (1H, m), 7.25-7.38 (3H,
m), 9.01 (1H, br)
HCI MS: 298
F
NMR: 1.70-1.82 (2H, m), 1.98-2.05 (2H, m),
O 2.70-2.89 (3H, m), 3.21-3.36 (2H, m), 7.14-7.
9 NH 20 (1H, m), 7.23-7.45 (7H, m), 8.83-9.00 (1H,
m)
<8
NH
10 MS: 256
T e
9%
NH
1 MS: 256
T e

[0065] [3%6]
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Ex. STRUCTURE  (Salt) DATA
o
NH
12 MS: 252
T Y
HCI
I\
13 s \y | MS:244
14 R HCI MS: 244
S NH
HCI H
N
NMR: 1.77-2.07 (4H, m), 2.85-3.00 (2H, m),
5 3.24-3.38 (3H, m), 7.05 (1H, d), 7.30-7.53 (6
> H, m), 8.87 (1H, br)
N MS: 244
H
N NMR: 1.72-1.90 (2H, m), 1.91-2.12 (2H, m),
2.78-3.12 (3H, m), 3.17-3.39 (2H, m), 7.08 (1
16 HCI H, d), 7.32-7.52 (5H, m), 7.57 (1H, d), 9.08 (1
[\ H, br)
S MS: 244
H
N
17 MS: 244
HCI :
%
S

[0066] [FT7]
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T <P <
O O Me O NH
Me Me

H
0 “ /
Me 7\
N i/ \
N (3
¢ s i
F
NH
N
I\ [\ /\
s S S
F F F
H H
| Y N
s
S \ S \
)\ N
X Me N
Me Me
Me Me Mgl ° Me Me
H
H
s
\
73 Y
NC /S\ s” CN Me L

[0069] [KPHEEX]

(FFIT F v VB ELE I RBR)
BREGT (D R OAREIUEAY (D) DI HREKREEH DT RIT LF v RV B

E TSy ORRRREE V[ C1 7 7= YA BRI LR LT, [MC

177 = H5A A 328 13 Bonischi> 0 51 (British Journal of Pharmacology 108,
436-442, 1993) ZKEL TT o7 TRV ADI —H—THB['CI/T=Vr %
FAV, FRT AT FUEHALHI ChH TNV IC I > THEREN B[ 'Cl7 T =
DU DT MR BB AR AR~ DB IA BT kT BB AR E L,
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[0070]

[0071]

[0072]

[0073]

[0074]

a. 7y RIS EHIA AR R 2 R O R

WEERT > N (Wistar, #, 7E4%19 H #s) 2= —7 /VEREEL . SENIREIBTIZ L0 i 58
ST, WHIRT Y VIBRIREZRINL . WEA=Z ) — LV THEL=O D KIMEE &
HL7e, RIMBCE A3 THIBL ., BB IR BN —L—Yvra—T 07
L7296 =)L AT L —MNZ2. 5X 10°HIM, 7=V DR fE CHEREL | CO A Fa
~—5—(37°C, 5%CO ) T2 H HIF#E LI,
b. RBALEWDOFL

K2V T veA73y77—(135mM Choline Cl, 5mM KCl, ImM MgSO,
, 5. 5mM Glucose, 1mg,/mL BSA, 10mM Hepes—Tris, pH7. 4) T1[EILEH
L2tk 7oAy 7 7—% Mz 25CTLO3 A FaX—Tal&{Tot, TDH
SR (RBLAY, ['Cl7 7=V RUNM00 p MRFNDV) ICE#L, 25°C
TL1553 A Fa—Tal &fTole, FOGDE ILIImEEE Ny 77— (135mM Na
ClL, 5mM KCl, 1ImM MgSO,, 10mM Hepes~Tris, pH7. 4) T3[E¥EHT 5
LIz 0FT ol HU=MT17 p L0, IN NaOHZMZ B, 100 u LT
FL—F—EMZEDITBERL, IR FL—Yar b7 2 — Tl EZEIEL
7o B FEBRIZBITDTNULF ¥ RVRRBRIARZ &L, £EVIAHZDYH1mM
AR VLTIV EFE S L LT, RBRALEM DT NI LF v RA~DIEH
i, BRI IR FITK T 550 %R ER (IC_E) TR,

R0, A (D R OAREDILEY (1) 13#93~30 u MOIC_fE%
AU, AR TVLF 2 (K170 p M) IZEL TRYER ) Tho T,

[#£10]
Ex. IC,, (uM) |Ex. ICs, (uM)
1 6. 0 8 23
2 6. 7 9 3. 4
3 8. 4 16 4. 1
4 16
(AT R M RIS R AR IR BT T M1 280w /EA)

BREGT (D B OAREIUEA Y (1) DI HARERZ2 LA OFREER MR O #iHl
BRIIAN T M (STZ) FREFE R EE <V BT 28R B O
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[0075]

[0076]

[0077]

[0078]

[0079]

FTARZ L HERB L T2, 3Tilfii I Kameit>D 71k (Pharmacology Biochemistry & Behavior
39, 541-544, 1991) & —BHZEL TTo7,

HEMEABIBICR <7 R2200mg kg EDSTZ A IEREN & 5-U, B Rm AR
BEEET NVEAERL T2, SRR O3k X tail pinch testZ R LTz, T72bb,
SRIEMIZRE TV ATEA THLEM B IRY M E UG E LD E TORRFDITE R IR
() L TR LTz, STZ# 5414 H BICRBIL AW SaTRBREITV. RBR(L
BB BRI RERIE Uz, RS WIR RIS 3 LT O##H 0
HEFH (STZE5#%15H B) ORBILAWETHGRBRICHE L 72, R LA Wil
RBRICBW IR L AW IR 5% OSBRI E LTz, BB A%IZ30me, ke
ZSUGTERREDAB BN O 5. L, RBLAYOSRIERIT. B
Wi 514 SUGERE) — GREB LA G- RIS ORI L > TR OIER
g (B LL TR,

KIUTRTIOT, HRHSG (D) ROARILAEY (D 13K92~6 B O IRFDIER
g () & R" L. RIFRETEIEREZ/L Qs

[#11]
Ex. [JERIE ®) |Ex. |ERE )
1 2. 4 8 2. 8
2 5. 2 9 3. 6
3 2. 0 15 5. 9
4 1. 8

L EDISNT AFEHOH RIS (D R OAFRRILEH (D)1, TR LF v
FNVBREEREZR L, AN TR M BRI R MEARRBE S 7 /LB T, 5
WEUETER AR LT,

(BIEF L O TRBEDFTAH)

PR R AR IR ICBE AV D CO B 3RAIT, S B RBUR RERIER %
BUHBEOTRBED/ NS | BIVEMAR B D 5 < AR B2 RN H D, A%
LB DO HLREWZRIEWD, SR IEMREB LB BEIZHL TRV DOE M
BEERELUTHRERZEELUE WWEEAZG 52403, RIS L O LAY
EELTBEASNZuZuN R B TR LTz, i Christensen? 5 1% (Pain 93, 1
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[0080]

47-153, 2001) Z—H#WEL TT o7z, BEVESDT» My BRIz, £FEITIZEW
Tid, 550124 rpmA>H40 rpmET—EDFIE TINE T o uF N iEE (B4 3%
B, % T DL TORRE (BREFRR ) 2 RE L7, BB H IR &8s o
WTHRERE B L UBEIOIEYE ERIORITEAT o7z, DIEDFITH, HETI
OFP LA EDOPRFFIEH A2 R LT B & 3 R AT A L U CGRAI LT, @RI L =B
% BB 5 H O OREFIREE O EIE D Z A B FEM TRDNER DI
LTz, Fids ml/ kgD IR N5 LTz, 354 Lo/ L6 BrheRi s
FyNZBIT T e T =7 2 R ERBR LRI FATE 2B E L7, Fl2iX
T T =T RE B 554300 ORICRIE L8581, naFRBRICR
WTHIEME 54305 ORHRICIEY e 5% ORITE FiEL Tz, KB ORY S
B ORFFREEELC, 2B DOFRAITOFEZER A LT, BREOIRFFRFHIL PR + 45
HERR TR LT, W G R LY B 5 H OB OF B Z#EIXDunnett’ s test?d
FEEAWTEEL, p<O0.05%2AF B EZHYLHIELE,

AFEIULABOTITIL, Lo/ LOFFEMRRRE R T MBI T a7 +=T7 20 20
ERBRICBIT2A AR RO AREZEE L CHLRIERZ B LS
WHEEZR T aWhbol,

(L5,/ L6 BRI T Y MCR I AT 0T 4 =T 3 5)

PR RN 2 331 2 R ERFEIR O — DI XAl o3 D B UG BIEAR T
(TaTF4=7) ThD, KEILAEHDIHREI LA OMRE MRS DT
a7 A= T RITLS, L REMRRAE T T v M3 2808 1B ORI KO HEREL
720 BFAtiZ, Kim and Chung® J7#:(Pain 50, 355-363, 1992)% —#iZEL CfTo7%,

NRUMINVEZ =) VR T IZRBW T, BEPES 61 ERSD T M EMIDLS K 'L
BIERMR A AR TR T FINE L 7o, SR EM OF A dvon Freyhair tes
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restricted to the invention first mentioned in the claims; it is covered by claims Nos.:

payment of a protest fee..
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I:] No protest accompanied the payment of additional search fees.
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- The subject matter of claim 1 is a sodium channel inhibitor which
containg a piperidine derivative represented by the general formula (I)
(hereinafter, the chemical structural formula 1is omitted) or a
pharmaceutically acceptable salt thereof (hereinafter, statements on
the salt are omitted) ;

the subject matter of claim 2 is a piperidine derivative itself
represented by the general formula (a) or (b);

the subject matter of c¢laim 3 is a piperidine derivative itsgelf
represented by the general formula (a);

the subject matter of claim 4 is a piperidine derivative itself
represented by the general formula (b);

- the subject matter of claim 5 is a medicine containing a piperidine
derivative represented by the general formula (a) or (b); and

- the subject matter of claimé is a sodium channel inhibitor containing
a piperidine derivative represented by the general formula (a) or (b).

The requirement of unity of invention for an international application
is provided for in Rule 13.2 of the Regulations under the PCT. Namely,
the requirement is satisfied only when there ig a technical relationship
among the subject matters of the claims which involvesg one or more,
identical or corresponding special technical features. (The "special
technical feature" is defined in the rule as a technical feature which
clearly shows a contribution made by the claimed subject matters as a
whole to the prior art.)

An investigation on this international application with respect to
unity of invention is made. A technical feature common among claims 1-6
isapiperidinederivative inwhich abenzene ring isbondedtoapiperidine
ring through any monocycle (nonfused ring). However, this derivative
is not novel because it is shown in the documents enumerated in "Payment
Order for Additional Fee to be Paid" (see, WO 03/063874 Al, Production
Example 30 and US 5668151 A, Example 33). Consequently, this common
technical feature cannot be regarded as a technical feature contributing
to the prior art and is hence not considered to be the special technical
feature defined in the rule. 1In addition, there is no special technical
feature defined in the rule among claimg 1-6.

In view of thig, claims 1-6 of thisg international application are
not considered to comply with the requirement of unity of invention.

Next, an investigation is made on claim 2. A technical feature of
this claim is a piperidine derivative represented by the general formula
(a) or (b). Atechnical feature common between the piperidine derivative
represented by the general formula (a) and the piperidine derivative
represented by the general formula (b) is a piperidine derivative in
which the piperidine ring is bonded to a benzene ring through an aromatic
monocycle (nonfused ring). However, for the reason described above, this
common technical feature is not considered to be the special technical
featuredefinedintherule. Inviewof this, claim2 of this international
application is not considered to comply with the requirement of unity
of invention.

(continued to next page)
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Consequently, this international application involves the following
three inventions:

(1) the subject matter of claim 1;

(2) that part of the subject matters of claims 2, 5, and 6 which relates
to a piperidine derivative represented by the general formula (a), and
the subject matter of claim 3; and

(3) that part of the subject matters of claims 2, 5, and 6 which relates
to a piperidine derivative represented by the general formula (b), and
the subject matter of claim 4.

The applicant contends to the effect that a search for a compound
represented by the general formula (I) and a search for compounds
represented by the general formulae (a) and (b) can be made simultaneously
and that the judgment of unity infraction is wrong. However, the basic
criterion for judgment on unity of invention is whether there is a single
general inventive concept or not, and the number of searches is not matter.

The applicant further contends that this application involves two
inventions, i.e., claims 1, 5, and 6, which relate to a medicinal use,
and claims 2-4, which relate to a chemical substance. However, as stated
above, claims 2-4, which relate to a chemical substance, do not comply
with the requirement of unity invention. The contention of the applicant
is hence groundless.

Form PCT/ISA/210 (extra sheet) (April 2005)
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