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SAAAPNA, 5-HT2C F8Alel AdehA] A, B 5-HT2C F&A, & =9 75 oM 23}, )
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1.29 Aw=ste Wy 5 499 el oA, fFawo], 7] AAlel 1dA ARd vkt 22 SAAARA,
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nM "RE, wepelekR e AlE 75 oM wRE, R1o) ulERE Al 50 nMe] PRk K 2 Aggstrlel FE8ka; (iv)a
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njeke] K= Agretal; (i) T3 =9kl D, 84 2/%= SERTOl dgebA] 7y, Ee= =9W D, 584
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FRsla, =9l D, =84 D/mE SERTO| Z2sHA] A,
5l

50 oM Z3, wlFAEAE 75 ol 23, ®Bok abEA A=
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A0l W I-A EE II1-A;
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3.33 ¥R I-A X I1-A0] oA, X BAE Uy 3.1-3.22 F Y99 Ae2Ry AYdy, o8 &
d, OFE'—DPT‘J% AR, grgEd, ‘ﬂi”}xﬂ%’, ZEat, SEUAE, SEIHAACE, tolAlR,
gAE, EFEAE, 2HAE, VTSR, UESAY, SAAE, "HebAg, EdfolEd, JAYEER, XU
Oﬂiz:ule_, ZHEE, E94, }“L*}E, H| 7} E=” | Eob7FRl | EVT 201(Evotec Pharmaceuticls),

o, AGA, gxdgsE,  dERkAd, B8 dAA(Sanofi-Aventis,  France), ie‘iHﬂL, MDL
100907 (Sanoffi-Aventis, France), HY 10275(Eli Lilly), APD125(Arena Pharmaceuticals, San Diego, CA),
AVE8483(Sanofi-Aventis, France), #¥|%wgF, Az, QEtd]E, F23 &, MN-305(MediciNova, San Diego,
A,  #gtEd,  H2E2(ROZEREM(55/3%), Takeda  Pharmaceuticals,  Japan),  VEC-162(Vanda
Pharmaceuticals, Rockville, MD), PD-6735(Phase II Discovery), otz @&tdl, R EZI, 7}H]—_L, iﬂﬂﬂ
vkel | o #Al 1, 3-1fololH g-lo}, SB-334867-a(GlaxoSmithKline, UK), GW649868(GlaxoSmithKline), Zoln]
= f=A, Org  50081(0Organon, Netherlands), el = Yz = HNEE, E E‘m_ =,
Casopitant(GlaxoSmithKline), oMEHEH, olFAld, FERIe ANG=Exg JFEw|zyl, gx]zaql,

= g
Ly
i

A, gﬁ*ﬂ AAERALE, FFSAE, SFEAR, ou| Ll o] aTfERAMXE, wpzrdd, mE
A, vlgkxE, LEE%%‘%, FEAE, Hexl doelE, ZrEEd, H]EE%%J, Ei}é/\]ii‘ﬂ, Egtzx
=

ft

=, Egn= E}u Wolga, FREzzvy dRdedE, cR2ydE, U, 54, rzegd By
=, v, FRAel=, xzIdzavay Zepxl, Eleevtxl, ESEA, EPEOAEW 229,
ol vetE, ZexW, FojElold, YaHPE, AZPAE 4 ZYHYELRE o] R FOoRREH AHEy
= A W I-A e DA

3.24 W I-A =& T1-A0 oA, XEA7F 13 2HE2kel W 1-A =& 11-4;
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wul
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ddd

ey

[1-A &=+ 3.1-3.23 5

e, 29yE, dgdd

[-A,

=
=

ZEA

3}, F-FFAE=I(co-careldopa), ~E=ul, AWEA WZEZF  ulo]H g

ohilet okEEel 2 ol A

W [-A = [[-AC] Qo] A,

e [-A = [1-AY] dolA, 3§

WP [-A IR [T-AG] Qlo]A],

B T-A Em T-A0] SlejA, A BAE 7R

W [-A = [1-A] QlolA], X EA

W T-A BB 11-AG] lolA], A=A} o

W [-A = [1-A] QoA X EA

R [-A IR [T-AG] QlojA],

W I-A B I1-A9 deiA, X =A7F CRE A

R [-A IR [T-AG] QlojA],

W I-A EE DA QojA], X E7F 2o}

W [-A B I1-A9 deiA, X =EA7F H3 4
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.3
.3
.3
A = T1-A;
o

3
3
3
3
3
3
3
3
3
3
3
3
E‘Lli

[0153]
[0154]
[0155]
[0156]
[0157]
[0158]
[0159]
[0160]
[0161]
[0162]
[0163]
[0164]
[0165]
[0166]
[0167]

B

PRl Al H]

A= B

3

L
o

A

3

°©

JQ =

1}

i

SeE e
@, Follola, eadE, A

L
o

[1-A

wul
=

[-A

=3
H
2

i

2R, o],

H

=
=

[0168]
[0169]

W

)

Pty
o

obrl =
e, =

el Al

CES

e

[1-A+=

[-A 2

=3
H

H}

Al FERON A,

Al
=

)

o}

3

[0170]

RERES

hvA

Ry s
&

a}

AR, EFAE, d2=Ag=z
299, WA doizE, m=2EdYd a2

=

=5

A

o

ey

, omZ bl o] ATFE EALA]

ol

;OD
23]

ofp
NS

)

Pty
o

4

[0171]

e}

2

Z A o]

=
=

™,

3
bl shab 1e] )

o]

1

£

AR, B, Eeoks

FEu, FEUA

hyiN

“,

hyis
=30
s}k o}

Y E e

7hekAbE, vIZHEE-, Elo}rll, EVT 201(Evotec Pharmaceuticals), el

HZulA]

=7

= =,

BE
, "tk

ol

j =¥

¥

=
=

=
-,

=

B

A
=4

FEpAlE, 2k

=

=
3 =
ZIZE,

[0172]

23]

iy
o

o

_19_



[0173]

[0174]

[0175]

[0176]

[0177]
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W BRE e BAAA, SANS 2Pl S5 19 HGES frel Fo B FRHHOE HEbeH 9
o Folst: A T HANY §FL AG /1% Lokl FARelA FAH] Qi gole] Wz o
¥ 5 Ak shel dolA, AR 10 mg SIS Bt 19 BB Qo] YW 2] oY 4
e,
ErhE AAFEAA, P 1A 2 A TS RS 982 S B0, 4P 4F8A, oF 59
mrd, olEdtud Ei olmdudi 2R % A4S PRoA EFD)F 4 19 HFES
Folsts e TPV 1% oFEa S84 1o GBS EQshs A4S, A8 59 FFY $23F, 44
A% g AX, W S0ey D 4w 2o geeAel ud B& U Hze) ArdA, no #2449
SR FA53, 2o okre nEwel Ak AAY Ex 29y ge A8 e At
WA R 1-A9) Seha [9) ShahE R/EE A2 ARAY §3e FUY 5 A, EE I ok dishe]
599 4%, A4 wE A AW 8% £E vdeyens okmd vse] A4E gaud o we 4 )
SR @ AAFE A, 1A e A9 B 19] HEE W/EE A2 AEAY §HE T el
AgE wad s e, 54 AAgEA, S5 19 BFEe §3E 19 13] 100 ng VT, v
2z i B

SHAIE 50 mg WIRE, Bo}h vlEASAIE 40 mg WEE, EA o wlE s
20 mg VN, A o wlgAE A= 10 mg MR, 24 o vl e A= 5 mg vk, 7P vl EAlE 2.5 ng 7
ulo|t}, EA el A, B [-A = [1-A9 A2 MBAE Ao, AT LS °F 0.001 mg W
A 49 mgolvt. whEA A=, =AMl FE oF 0.0001 mg WX 20 mg, °F o 001 mg W= 10

A= °F 0.01 mg WA 9 mg, BR ] vtdASAE F 0.01 mg WA 6 mgolt}.

o vl AA el A, W 1-A B 11-A9] 3ey 19 3EE 2 A2 XNEAY fHS dde
A 7 kEel st AMgd &R o Yt a8 BR, B4 AAGEHNA, d8 YW, ¥y [-A E
A (D) 332 19 FFES 19 13] 100 mg 7Nk, wtEA8H A= 50 mg PR, BT} vpeA 84l = 20 mg MWk,
24 o vk AlE 10 mg vvh, AN 9 vpFAsAE 5 mg vIRE, 7S A AE 2.5 mg W vk &80
2, 83 (2) 5A9E 50 mg vvE, ®Bo) wgkEE A= 20 mg W, € O wgkE A= 10 mg vgE, 7
v s A= 6 mg WYY &Fow, fE FuH Ee g oR H&rled o FHE Foie A&
xEgtk. 54 AASHA, WY [-A e 1A 288 d S JEJ 2 3k g A (1) 32 19] 31§
=& 5 mg HRE, Hu}h ntEASHAlE 2.5 mg HRke] 2o Tl (2) SAEE 10 mg MW, wFHAEAIE 6
el FH e Ao 587se ¢ FHE Fose Ag xgheltt
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=
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[0179]

[0180]

[0181]

[0182]

[0183]

[0184]

[0185]

[0186]

[0187]

[0188]
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FEAE, 2EAE, vgEY, YESAE, SAHE, HexE, EfolEd, JAUEE, XIFE, daxIF
2, ZYZE, 294, 7PEALE, H7RPER- ) Elob/dl ) EVI(Evotec Pharmaceuticals) H+ d2EEH F 3}

b oolde EFHAT, ol FAHE A ohnh,

U [-A 5 11-A9] 371 5-HT2a A&k AgAd, gades, olZukAd, Ea A H(Sanofi-Aventis,
France), XFwWkAl"”l, MDL 100907(Sanofi-Aventis, France), HY 10275(Eli Lilly), APD125(Arena
Pharmaceuticals, San Diego, CA) T AVE8488(Sanofi-Aventis, France) = sh} o]AS E&3sX|uE, o]o] =+

FEe Aol ofu.

g
fon ]
H
—
o
L
offt
[e]
o,
o
2
Ll
et

W Py ee, AlgxE, QEgE, BA3E e MN-305(MediciNova, San Diego,

W [-A e 11-A9] dWEted Fsoke dgted, 2 e (ROZEREM(5S3%), Takeda Pharmaceuticals,
Japan), VEC-162(Vanda Pharmaceuticals, Rockville, MD), PD-6735(Phase II Discovery) W= olxudlzlel
sty oS AEFSA|NE, old FetEE A2 ofyt).

[1-A9] o] Ad EFA+= SEEZ, 7MY e Ty rpad 5 sy o8 EshsiAw

A€ o,

o
=2 rE

Hl
o =

rr

o
o
flr i

o
i

[-A = I1-A9) Q@A S84 Zdgreke o5 &W 1,3-ulo]olA 7o}, SB-334867-a(GlaxoSmithKline,
UK), GW649868 (GlaxoSmithKline) ¥ wl=olm|= Hm4 3 sl o|AS EFeA|wt, o]o] H3EE= AL o}

.

W I-A B 1A AlmEd-2 AEef/Al &5 JAA(SARD)E Org 50081(0rganon-Netherlands), 2J&HAIR,
vgtzwh, AEtE B EfRE F oty o] s EFSA| N, ol Rty = A2 oftt.

U [-A 5 I1-AY] 727]W-1 252 Casopitant (GlaxoSmithKline)S X8}k, oo =3t &= AL of
.

go] "FegA" EE "tE FEAE o EGEY, ofEAlY, FEEIE AlgRxy, FEw|Zgy],
AlzepRl, =AE, E5AY, daAgzzenl, ZFSAY, ZFEAR, oju|Zainl | o] A7t EBAIAE | wliE
2Ed, HERA, digEE, =2ERHYY, 335AE, A3 AE, Z2gdd, AZETY, EffdA|E
29, Egtzxs, Eguzay], Ba3iE 8 ) e g oR F8bee ¢ FuE xFE 4 vk
2 o] HAAA ALEE &% BEE JdF 59 ARstaa s 7AEJ] AW 2 Wy, AREEe 2 Uy
of FAAQ F3HE, Fof B2, H dats ey wek Fe-En. ge SEsH dFEH A &= 3, (F
g 7] FHEAN FAEE o FHYRE FAHE) Fosty] A & 2o e ¢ Fy 971 FH=
At & 2 FdFES] FS guEiAY I FE VxR (S, 2 4o ARk 78 97 S xR
gioh), 2 e SgES AT, HAT e AE ¥R doo At AEE FI Fod ¢ AW, F
T FoEE Bo] niEAsit, dukbdow W [ e 1.1-1.37 5 999 Ao g, dF W A3E9] x
&, o A7) AREo] gl Hkel e Aol &%, BAHe 2, 4F EW (1) $EF5E 41 dE
3tato A o] AAH, odlE EW AXEEE, (2) AW, & E9 AMNEETE o1 v FAAAY &5,
(3) AAW, o8 E¥W AAEEFT v 3NSHIG Add 718 o, 2 (1) ZAH, g8 54 AEEs
T ST ARE U Folo] X oig s e 19 13 oF 1 omg WA 100 mg, WA SH
= 19 18] 2.5 mg-50 mg, & €W, 2.5 mg, 5 mg, 10 mg, 20 mg, 30 mg, 40 mg =& 50 mge] TAQ &0
2 AT FoA dojd F e AeE Yehdth. W I1-A B8 2.1-2.19 T 499 Zd gig, o4 9
W o] dir Az gid wExgE A, wAEAE AT FAE S8, 8 FY ke oA ow
3871 ss 4 FER S48t 34 19 SgES 1Y 18] 2.5 mg5 mg, dE €W, 2.5 mg, 3 mg, 4 mg E
= 5 mgd A4 &FoE A FAT Fold Aow yepdtt, Wy [-Ad] digh w528 daes, 19
13] 100 mg w9k, ®}FASA= 50 mg PR, dE E9 40 mg "%, 30 mg "9, 20 mg ®%F, 10 mg ®%F, 5

2)
mg W%, 2.5 mg VRbell A Qlojd o ueputh. W TT-Ae] thgh nkse)R A=, 5omg Rk, Wi

o "oty ow FHEUMEg
e 97 95 AxgoewH

L A I e A o B v B
Y, ofstx oz 8 do
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[0189]

[0190]

[0191]

[0192]

[0193]

[0194]

[0195]

[0196]

[0197]
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AR HEA d e 4F R ol EFHARE, old FE@EE AL ofth. & W, 13 $4A<
Hl=A o= 5715, o A4, BEsieast, gak, Ak QA A FoERE =" o, 2 F
712, dAd) ol EAE, 23|, &Agl, S| EAE, sHolEAN, ZEAL, WA, ElE2EIEAL, AEZAF, o}
2FEBA g, dEil, slEEA LY, ddoER,  SFEA, Wi, A, dapdid
(sulfanilic acid), 2-obAEAMIZAL, Frl2sl, EFALEN, webdEZ5t, ojg o) dEAF, A, ol AE2
AF(isethionic acid) S 25EH AZY o] FIHATH

2} < AT oSt Vs EokllAd A FFAS IMA ®
o weA, At AP (dosage form)= AAl, FHAA, NAl, HEA

wye N5 Ae FAY U
A 1: 5-HT2A, =391 D2, SERT, aAl, 5-HT2C 2 HI F&Ao thd 1A% ZH 7 A (binding assay)

= odEA g
EF 027 é) 4—
l_?

5-HT2A, %3491 D2, SERT, aAl, 5-HT2C 2 HI €A izt 43 A4+= g 7]
2 odtgo] FgtEe] A JgAS FAHs=d o2 4 k. dteky 19 gEE
((6bR, 10a$)-3-wl¥1-2,3,6b,9,10,10a- A3 =2~ 1H, 7H-9) 2| =[3' ,4',4,5] % 1,2, Ab-g-9])-1
-1-2(33E A2 A HrkE 9le] Ad-ET, o @W%~ A E FAFAgA L} vwste] 1 1 9 % 29
MAIE vpe} S 5-HT2A, D2, SERT, aAl, 5-HT2C 2 HI $=&A<] gt A3 34 Z=239S e},

Ast ATE FY3r] 93 fxel WHe E&[Fitzgerald et al., J. Neurochem. 1999 May; 72(5): 2127-
4]0l A Ztol B 4= gla, o] AAIYEL Bl Ha A&H A},

Hy

1-(4-[1251] 8 2 %=-2 5-t W S A o d)-2-o}m] = 2 9H([125]  DOI; 2, 200 Ci/mmol), N-[3H] ™I & 23] 3 £ (50
Ci/mmol), [3H]Z&}x41(77 Ci/mmol), 2 A2 o dolr] = (N-HE-[3H]([3H]-LSD; 73 Ci/mmol)< New
England Nuclear(W"]=f wjA}S=A| = E*—Eh A ERE FYETr. [3H] 8—OIE%A]—DPAT(217 Ci/mmol) %
[3H]#1 A&7 (50 Ci/mmol)-& Pharmacia Amersham(¥|= H#]io]F AHE sho]= 2A)ZFE FH3AT. &

= Age, Ty EHEH Cﬂlﬂoi 9J A &+ 3, Research Biochemical International(W|=F wjA}S=A| =5
e 24, Sigma Chemical Co. (M= w|ZE]F AIQJIE Fo]2 AA)]) HEi= GibcoBRLEZH-E FUsk3lT).

Wyl #=gA: A2 2zF 5-HT2A FEAE A Tdst= AEF= 584 DNA((Fitzgerald et al.,
1999) & $fsle Sghavn o 9 ibdg wilE EdaI A o] S H

17t wjjo} 21 29-Epstein-Barr 3 U (HEK293E) A|3Eo|A 5-HT2A 2 5-HT2C F=&A)o] <rAs 2
O~

L
=
[‘_91_‘,
£

&

ro

(NS

A EZ 5 HEK293E A ZE QI7F-5-HT2A T+ 5-HT2C(WV B H ofo]AaE DNV E FHrste Fehan =2 3

FS Abgste] ERaEAE Ao za LAAZT. 1L et Egk FE&A HEE FEIE Al EA

Zrtolgia 7 7] TREEH, AAA 24h2AM I fAE ¢3% Epstein-Bar Hlo]2{ X oriP, ¥ | ==n}o]
B WAlS AAst= ol =Alg] 7)o} F¢](Escherichia coli)®=%E 2% hph %ﬂz}e 8H-515 o (Hor 1 1ck et

al, 1997; Rominger et al., 1998). Edflx#AE AHIH MiIs F449 10% Hof & S dFsles W=

& o] wiX](DMEM: Dulbecco's modified Eagle's Medium) oA 10¥ F<t 5= 27 (5% C0p) 3holl 37 Coﬂ’ﬂ
Attt 5-HI2A Axe 3 AYE 98 29y wjgde] HLa=s st =3 doll, Axe Aqik4a-
8 AdTE AH 0}3’—, Arshy, -80°CllA A3k .

e

BBl Az, SHAAL doll=, AA A2 ddd FE8A5 Tdee AxE 1 X 10712 staoles A)E
AL Ao A éﬁ%é}l, B3I ZFEE( Brinkmann Polytron)(PT-10; setting of 6 for 10s)& AF&3}
.0 Tris-HCL (pH 7.7) FolA #2353, 1 #23ES 10 ¥ F<F 48,000 g
H A5E 23] AFsta, 723 2 dAEE SAE H}EOP“EP HE A8
g s XEEAEA A& 83 SRS AEste] B =Y E=(1976)9 W

2 8

H n°"
_L
feu
o
o?L =

BT
24 w9 3ol AR

i



[0198]

[0199]

[0200]

[0201]

[0202]

[0203]

[0204]
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QI1ZF 5-HT2B & 5-HT1A F8AE Iddst= Edxdd Xeld HEK293 A (I 2HA) = 2 SgddAM diste] #

B¢ FFLE AT, YE D2-AE 9 Q7 D4 FEAE BHEE AEFE 584 NS THee= =

g = Zpoly = @ E WA (CHO) AEe] bk uiylE Edsddoe] o] wAAAZAT, HE A7 92
o) =]

5-HT2A R 5-HT2C F&Aoll Z2esh= sk 2 ddef WAy dt=e] 54,

N-[HIHE~m 52 2 [3H] H&#7S 5-HT2A 2 5-HT2
ah3laL, wkddel [125]D01= & 8-l wigh 2hsoF A
12510015 ¢+d 2Hs<F

—r’o

(R
|
9

2EeF A s AR dATE SEiA, SAIAE d3e Y zEdd 96-9 EelolE(Costar
Corporation, W= WjAMFEMZ=F ABER] LA))dA] Fadsta, 224 Wy Fo WHHQd #2355 (10-30 n}o]
Aza/d)S [125]01(HF &%, 0.3-.0.5 oM, ZA UN=E FHstAY i34 F)E Fhste 54
ZAAF #1350 mM Tris-HCI, 0.5mM EDTA, 10mM =2, 10mM MgSO,, 2 0.05% of~x=B AL pH 7.5)° H7}
oz AABIATE. o] BkE EFES 37TCAA 45 & Tt F Aste] HH s, 0.3% ool
W oFoll ov] HX ¥ GFF 2 #WEgQl AolA T4 A (AE 37], Inotech Biosystems, H|= H]A| P—Zr
A Al & Ak, BEHE AdS-WzkE 50mM Tris-HC1 W (pH 7.5) =l A8k, ool 80% &
Anl A1 A BAEE ATl X3t AFE H8iA, HAdl FE 6 aM7FX9] 147] FE9] [1251]D01
& ARSIt 7 wRelA BolA ARS 10 who]ARE mbAIA] EA4] st S, A AAS 9
A, A" TR [1251]1D01(0.3-5 nM)& ©lF &% Z=(10 IAIZE WX 10 rfo]aZ &4 o2+ 12719
&)k AA.

K

w

G
=

N-[3H] o & 9] 55 Zol] tgt Eﬂ RS FPste] 5-HT2C 2
b A% e e e G, [BHlMEE R SAAAA AL
AP A ARG A sdekelar, © 10 ml Mgso4.°4 4% 10 mM CaCl, S

2 alch. N-[BHlME =52 SAHZAA AMEE S AL H{J] [1251]1D01 24 73 A}ol| 4]
AeE A UG, 20 mM NaCl= wiAlskdch. 5-HT2C Wu el FA2 (Y o whala 40 vjo] 821
MS 14719 FEo [SH]W<HA(HAE 5 20 n7hA) R 45 B 591 37TColA &2 A3t 5-HI2A =3

vl #ASE(D F 40 vlolaR ) S 147 F=e N-[SHIWExTsEoz 30 & &<t
37T 32 Agstgrr. FEE(10 mlo]AEE) ujokAE = Ak Ab&ske] zhzbe] 5-HT2C = 5-HT2A
=247 o)A HEo|d AL aAFAT. ZAAAE FEok WAL @7k ZA7AAl] uldte] AwE uhe)

O

wol wAsty FARGYOM, W WS A MY BFPoR YA thatel A,

23t Ao HE 4L HY g A& ) 2 2R B9 Hdl FBmax ), 28 AR Ao REH
Ao ZAu7] s8] A S whEy nAy HEA A H3 T2 (iterative nonlinear regression
curve-fitting program) (GraphPad Prism, "= g EYols Al tolar AA))ES o] &3] ALstTt.

1
Fg4  |sgE |¥= SEEEN ET N ol ae |
R HelE = 4w |2 gotzl | de)E
Ki( HM)
5-HT2A [0.54 100 9 9.6 2.5 202 0.5 0.28
D, 31.9 0.7 1.6 190 31 400 5.9 5
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SERT 33-72 | >1,000 [240-405 |>1,000 |>10,000 |>1,000 |>1,000 |112(Z=3=)
>1,000
(d23)

alA 73 11 26 19 60 20 2.3 6

5-HT2C  [173 3949 130 13 7.1 2000 63 10

HI >100  [780 28 1 2 10 14 15
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& A 1 Z?”W“ WA vl A ke olm 2kl (Ki= 2.7 n)& A&t glsksint
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F 4
[0236] o 10 mg 20 mg 30 mg
AzA D2 AFE%) ~12% ~20% ~32%
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