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F; RAL Cbz 9T TS ERE .,

U7 R “YEkH” BIRMEHBGFFREMATALEERR
LERAE, FAEHEOCHELTEAREFLLGEARTREL G,
flde, “ATiktiht” BIATRMETUBERTAREGE, LiaHEaiEs
b, RAER 4,

R AR R CBRPRLR” ERLALSRMLFTERT H XX,
Tt F MR LR B E A B LA T 89— AN BRLAL SOAMBARM T R T A
M e B — AR RS AT AR, AL AL BERRER
PEAEMMEEHTHEEGERERT. s TFHEAFBEL, THX
3 Ak B IR £ A TR A RY R AR Y AR BB . BT
ABr, FAR. RATERAR, SXAR, FAIRARSF. ATHE
R AR XL AR SR YA FEAGRP AL, HRARTE. F
B 3, T BS.

“HEMATHUER]” R HEHIER” BHREMRGEZIA XY REFH
T ZEME, AR GEMAR, TR, THACN). TERH
(THF). N,N-= F % ¥ 8L (DMF). 4. =& FIR(DCM). =R LI (DCE)-
LB, LEATE. B, FACZAR. FE. LB, A8, 7R, KT
B, vy, re ., REEERARRABLE, TRUAKAYEL TR E
i) #) RV M

“TH A TIRTATHEBHELSY, RGBS MBETREE.
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&Y, BEAMFRLCTREAARFLHER, AT ERAFARHZ
AR THZY,

oy “THAL” BHRULAEXNGTEHANE, LAAAEY
RS B EN, XHGE a6

(1) 5RANERBI4oth B, SULBE. FBL. AHBL. BEBRETU AR 49 B AR
B REAMBA o LB, RKapdt, KT8, HBEHR. SRR, LA™,
TLE. RAEK. HHBR. S4AKR. AATLR. AARTER. 2-£4
TEEBL. FLBR. DB, ¥EREB. A, AMBEL. THM. HEK. 2-
Brsh, R, KpiR. WM, BER. SFTERER. ZFHETLR, =
RLBREH R B AR, X

(2) LEHRNEYTHENBRBER THREEETHIBERET. &
T4 BB FTREETFHERERA HEAMNILNBEALH B R, THEX
BN EIE - LB, TR, N-FAASRBLAE. ZCHBKE, RT=Z8
%, THZHAIBOIEREE. A4S, SR, EKRAFEER
147,

Kkt TH A LAY LR, Z A T8, $HBE. B, THBE. LkE.
BB, BLRB. TR, 4. 4. 5. BB RNE.

BB, B AT 8 A R BRI Qs BT R X4 B A B 8
A Ae R T X (GEF) W) R m AT X(Z SRR ).

“CEFNEYT BIESA LTI F G RIFLF T FHHIER IR e T
XK. —8SHEFELERERRETRHEEZERGER S TAARY
BRIEF) At Y, o REF K, R ERSHAHRKEY, HiEH
REER, MNHARWENSMAHBEEY., BdR—0TRESTFARE—ST
MR ETHRKAY, FFREFLSTRE H,0, FrEeEamH s
—Fr R E T KA,

“HTHH” R TREW BIRASMYHEFESHREX, LZLRT
8 JE J 56 A 3t AR A ) Jo Ak ) RAR REB R AR A B B B FE
WX, AFEREHHEZAER. X IS HNITHBLSX 1Y
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THEN TR ST RABATEHREE, IS TUERARER
B EFRMEY. HCELT X INEH T oA, RE. 3L,
BEASKEETERNREMASAFLRENEL. 4. L. B4
REERAGETRALESG X TAY ., WHNHTF ais TR TFEB BT
A, SHARALEME. TEE. SRR, AELESAE T EBEATAY).
ARAETRANRATREW I NN-ZFAER). BATHANEWF T

EA R R LBRER) . N-BEAATA Y (Fl3e N-ZBEA). N-ZRA 8. & X5
R E L H 69 BB (enaminone). F5. HEEE. HE. X [1LA4h ¥ 44 A,
BEE AL H] 6 M ERER

AT A EBORZ AT, B . BB R E iR, &

THREZNEDORBEIEL A ETE, ELFHALCERFRE. LL
RAFH ERAT ORI R R, WA HH X TURA KGR FZLE
BFIRE . EFE ) AT R b TR ) 401 1T 3 KB DA TR R 6 4%
A ETARR TR BB R RI., BRREBES doxt THEKNERA . R
KR EOFRRBEE ., Bt )25 ARBNA Y AT E,
R UEMRBCEEWANET X, WHETH ok FA#HA:
The Organic Chemistry of Drug Design and Drug Action, Richard B.
Silverman % 3%, Academic Press, San Diego, 1992, % 8 &, “#T & A2 Hpit
ERY” |, 352-401 W; Design of Prodrugs, H. Bundgaard %%%, Elsevier
Science, Amsterdam, 1985; Design of Biopharmaceutical Properties through
Prodrugs and Analogs, E.B. Roche % %, American Pharmaceutical
Association, Washington, 1977 VA& Drug Delivery Systems, R.L. Juliano %
3% Oxford Univ. Press, Oxford, 1980,

R R BIFAILSYAERLDY. FAIHEIHILEL T
TR, LEERRTA. FARKLDYH LR EF L RERR
£, RgHholes. 5. BF. LERE. RE4LER. i, 0%
EEXFYH R PEFERAEAGERESNE. EHLHH 4
FaFETRTEF., KF “BANR RATHEHFH MR,
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“HFAKE” B8 YUER TR FAEFT R AR R % st
BARRERATEFANRESHE., “SHRAKE FRBLEY. FTETH
ERRE. TETARNGPEN., AASTROFHRH AEERL. A
Mg AfHX,. LEEIFREESLEGFBTFE XA TL,

“RIFKRE BREMTEAR. AE. ERIEHE.

EEANREFR, AN TEESELAUATAN:

Alk A

Boc N-# T &
m-CPBA B R K TR
DCM S

DTB ZEEER AR T B
DMF N,N-—= 7 & % 8t
DMFDMA NN-Z—F X P B — F 4 B
DMSO = F LR

L B AR
Oxone™ 1T ARBR 247

p A

TFA ZRTE

THF 9 S

AERA YR L AR T 20T T

3
BN RS
O _*_
6 2//
w7 N N ~ N—Re
3 qJ
R%), 7

R
I

BE, LA LET AUTONOM™ 4.0 &, E2AT -4
IUPAC % %% % ¢ Beilstein Institute it EALE 4%, 122, &‘J*T‘f"‘#ﬁﬁ?x‘i
BENASFH S —ANBRREAKE L MR RERE, BsuilRE
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m 9 I\
NS N N—Fe

R1 O 1/

6
&, R
R

RIARE&AZEIWAHE. KA. FA. B g%, AE. 25, RE.
mEA. BA. FEREA. RAL. FRA. ALEA BARK. SEAKE
RERLEE, R R'FAREARIBAL. NEIREL;, EHEHE
A E;

RFREfgEIAEA. BF. i BA. FEIFRE REARF
R'& A 2ibh B3

nA0E 3 HKiknAHoEIL,;

REAEHBAEAMBEIADE. BEA. RELARDE; KERAEKIFE;
RARERINAHEIRE;, B

R A&, BAXFRL, KL R AHAEIEL;

KA LB —FHK. FHRAIE RIS REY. W, AA
LT R AR,
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n la

£+ n. R R R RY RS R'. R R’ 4esb &b A7 3L,
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3
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@E\g—é’o N  N-R
\S
R N\ \ 0] A \—{—J_/
R (R, R I
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2 C)‘\S N/—F\N-—Rg
RE \<’ \\O \ W

1 N R (Re)n R
R \R4

#£% n. R R.L R RY RE R RMAe ROdmsb &b AT L.,
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H—F &, REARKT LS E2) —FX [ LEWAR—FTREFT
HRAARAR., HER., BHRRBEAGSHHELsY.

AERH D —F BRET AR R T IETT FARATEEL(CNS) AR
RERFEN T, BFHEOESTELGAEANZRAETARENE
Y —FX 1LY, TRYERRET LEHAR. B0 EE. RIEW
ARIE . APLFERF. GICRER. EZEHEFREER. ek R. WESEHEME
A, B REERAFIRTFERERFA.

AEPH A —FEORETERAT T ET EHEARENS T &, BF
E QTR RAEREHARENX 11D,

AEAH A —FBRBETRELTHEYESRTRSEXN 110548

ALK R AT B LA T AT T R AT Y 5854 M A A BB AR ) P AT
HE G F A,

%) & 3K S A0 A4 BT R B A4S RAHFo X A B F T KB A B Bl o
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Aldrich Chemical Co. LKA KA TAR4E S F Lk H|d= Fieser and Fieser’s
Reagents for Organic Synthesis; Wiley & Sons: #1%9,1991, 1-15 %4; Rodd’s
Chemistry of Carbon Compounds, Elsevier Science Publishers, 1989, 1-5 %
Fad F); F= Organic Reactions, Wiley & Sons: 42%9,1991, 1-40 % F P74 i
B BRAEF RABRBARA R ot 7 4 8. s B R 6973 RA2 38 RAT &
W) AT A T B & A A #l %= Sundberg, RJ.JE The Chemistry of Indoles,
Academic Press, 2249, 1970 F A6 F B RS &, A TFHAERELE K
2B AR — T A TERRL RS 7 ik B FI 38, TiAshiX
BB REBRITERBK, ASERYFHCSHATARE, A
ARIBRAEAN N 7T IR Fo 31X 2452089 B 7.

W REE, TAFTABRKZES AL ALE T 64 RHFP HA
AT B Aosiil, XERROFERRTILR, 48, 44, &%,
X YR T AR LEY R B B IR A A 8T AL R ORRE.

MRAEE AR R LT, T RISLAE TR R Bk T RAE D T EE-78
CZ#5 150C. £Hik% 0CEL 125C. EMLE L FBEHELHTREIR
NRE). Bty 20°C 6 RSB T #4T.

X lIa (AW T A AEE A FHF4#4%, £+ X. n. R RL R
R, R’ R\ R*#= R4t &L AT 2 X,

3 3
2 R X\S'-o 2 R }‘h-}
et T s L w3
N X >~ No N
R (R%), R S X Ro
f g ¢ ©O b
&
] 3 (R9),
— e
> No
R O,,s N N—R®
(Rs)n R‘]
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AR A
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ERER AT, AR RMESH EEFHHEG—ARE A REERK
A4 4 HREBRBED g ARBEFTREY R 1-(4-B0 KFAHBLL)-1H-"3|
%k c. RETAME 1-4-BRERBEE)-1H-3%k ¢ 5EFH)9k% b AR
JRFER TR, F2AE X Ia # 1-(4-9F-1-3-FHBLE)-1H-3) k.

A Ib AP TABRALR B PAAFHFEHE, £+ X, n RL
R:. R’ R* R’ R’. R¥#fe RO 4wk b B & 3L,

2 R3 F:S"O RZ R ﬁ H
o L — O
N X N N
@k (R9), R R : ®Y, L,
h q d b
R® 8
R} 0 RI
' ij[\&g N N-R’
If
i N‘R‘ 0 R, -/
b
FAEE B

AERAZE B ¥, &9 R1LAY h BREERF XL T IBBAL KM
FRTFHEETATRARBETRE, BT E 2-ALBUR F 4 RAR R #75]%
EFREE). ¥ RIALKR, TUAAZERNTREQRY AR LEY
h #4975 RRRF. RETAK 4-AKFRRBLA g A0 E 73Rt h #
METF, 33 2-4-DREBRBE)-1H-3% d. RETE 2-4-HAX
FRBER)-1H-3% d 5L F8% % b R, FE|A8 04X Ib 49 2-(4-7R%-1-
A- KB h)-1H-" %k,

KN Ic /Lo TARBASLE C PHAFHFH44E&, £+ X. n. RL
R*>. R’. R'. R% R’. R®# R’iF R 4w b &L AT X,
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(R

e
e

@[\3—9 —E} ﬁ@:\g‘*‘( LFLJ

FRAEH C

EREB CP, #E5RLeM i - RRREA—HLAY | THREEE
R ENVEBEETETROBMMEERTENFTRE, FELEY K
3-(4- B ARFEARL)-1H-%%., EALEB CHF%T, &Y i TH Rk
A B RE T AL A k B T B R A U6 BALH B, 17 E1LE4 e 3-4-
B AR FARBLA)-1H-"3 %%, 1% 3-@-BRFRBLE)-1H- /Mo e 5L F
#9kE b B, 133K Ic 49 3-(4-%RF-1-2- Bt A)-1H-3%. SAH 22X
Ic 891 AA Hiied RYeT, TVAERAILEY k RS 3T 9%R3IR 1-
{84 3| ok SR T #ATEC AL

A LA AR B S BARHRTHY, ERS L RAABRAA
RUABT, AMBEBARARETE R - X IS YFAEIMT S,
B, ALBAQIEX 1AW TR TR TARFMRF LT MK, T
ILEIEINH RS Y, MAEOEAZERRMIEK, SHEEFE—TrR
W XX TS HE, LTRELHSRAT DA BT d FHERLEL
A4S R BRATAT F G F RARAR S AT TRA F A RTE], T AT
SEHRATRCE T R R FRARL T, F RIS RIH TS, &
JA) 4=, E.L. Eliel #§ Stereochemistry of Carbon Compounds (McGraw Hill,
1962)#= S.H. Wilen #) Tables of Resolving Agents.

AL ehAdh EA K S-HT6 A Ffk, BB ETH T4

9
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FFEE CNS mEMERR. TERAENHK. BRE. WARE. BRIZWR
. WAPR. B, BRAE., BRA. FRRERMACALITILHRZ). B
R, #REAR SRS ARkt FRAHE. 2EHBEFHE
(ADHD). 2 & /4453 (ADD). MAHHTFH. 2B, BT THX
FoRF LT AR BLB MG SR AR MY S B A BB A4 4 Ao/ 3K
HIBGA R FELFERAARLCEL 5-HT6 TARKLE 5-HT L4
FHREZAMLNER. RESRF. TUHATRASMET A T L
Gl (§ )% 52 4o 3h 48 1 10 7% B 5 L & 454~ 4E(IBS).

AE BRAH & 25 B B AL A MR, EARA M BAR
SEAF AT F A T RIEAR XA HAT 5-HT6 ARG FFab b4k
RAEFZHF S PHRA,

AEPOFEHPELY, LOSE )V —FHEALAGNLAYRLLE—F
MR, MR INE R IEINHRBREMATHANERER G2
—FP 5] 2 Bl 69 BARABAR LB I € 06 7T A/ R T R4

BE, RERGSYBITR T RELUA 60 R IETF KR
FRAEFAARETHAR., ETHHNETTERLEWAEHEX 1-500 mg, Kk
% 1-100 mg, ZALFEXR 1-30 mg, XBRETFEFMEE, Hlofiib75
P EMN., AR FHRATERRIL, ARSI S . &R
M2 FeT X 65 PT4Tst 6938 B2 A BAR X B FPLF R F 28,
PR RRARIR L BRAARAT LS TBRREMI AR EFH
DNFRBERBER TLEARORLANSNAGETARKE.

BE, RERAESHASHERTEXER, FTEh4 6 H] @16
B FOREEDIERET). B8, £. B, . BERXFHMNEE
LA BHBRA . $H . KT AR 8 B9 $H E TRARKAR
ARG BEHE N, R EAFXEFH R, BRASEHORNEFR,
AR AR SR A AT AT R

THKERAG—FREFNADE RS ETREHN . BRIHH
Fl—RETFTHDEADFLEHNEBXNT. HHESDHFLENEYXT
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AT FTIRS, 28 RREAH FIMGE RIS R RS, $42
FEBAXTUASH SHER TR B HNETEERRGETETHH KT
ERRS . BB ERATXTARE RS dehH SR LREN . F
B4R, BR. B85 M BRARS EARF . REAEH . LA . BF R ORE
R ER; IZATEMRAERRHERFNEX; RLATFF wm+
RAGAE ZHAERY X, Bk, R FEA Y Img FHASRERT#,
SA £ 0.01 245 100mg F AL 5 F ZE TR EAMG LN TH X,
REAAAYTARFREF ORAERAGH EH X, HHhBSHF
é’:v‘V ATURELSRL A —F RS A REWRILTH A LA ERA
o TR S BART R BARSURAR, B X e #1 7] 38R . A A,
x% BER . mEA . BHFToREGFRA . BERBARTIUR —F K
ZAMR, FAETAREFREN . ForFl. HEH. BER. BEFH. &
R, BEA. ARBABA e L. AR T, BREEAFENE
K, REF@NTRRSTBRRESY. ERAF T, FRASATELAL
T AR ) B BARAIE T 6 Ih IR A R FRFTE 9 Rk, R
Fa b FIRIESH 4 1% Z4 70%HE A Y . ETHBAREIE(LRRT
ERER4E. FERGBR4E. B iy, 4B, 4B, R, ¥E. Y. ik, &%
FI. FAALE. BTFAGELH. KREES. TTESF. KiE 45
B SR G RMHEA BRARBIRK 4 E ALY 7], EFTE
P F TR R A BAR R ‘5&%\%&:&%%@@ K,
FaFREHNFEN. AA. BA. REFN. AF. aEAFLHNHYLE
T O IR 6 B4R X
EEE T aRARGT X QIR X QG HF (LA B R a5,
TR E R KR AR B AL B 2145 3 A B AKH X4 3] 69 B 4K
X &8I . LA T A IR A S0 A BRI T 4] &3 7T A2 LA A
Bl 4o SRBERS . BLAKL AL Hoh ER EE R FT AR A AR, ARMIEARF TR L E R
B ERRERT FANETHEHEN . Forf, BEFH B LFE.
RMREF TETA MDA o R RREAERAR, A, FRAEE.
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BPRAEENIRL T Nt B H BB by E RS S BAEKT K4
&, EAH XA F iERA . REMNFILA, BT FEARSINLELT
AAHEERH . Hrordl, BERH. K. AZGFXRGHRM. K
Fl. EARF] . HIEHF.

AE BRI T BCH R T § s R (Bl 4o, B ITIEA dofRig Riz
HEGHEAA), FETAARLEHEHXALET LK. TAERYEH
B, R EHRFRELETITHRENGENZTES Y. AEWTRA
H T XA Flde e SO F F 6 RER . BRAXILA, #lorR
BRI P . SRR EAR . AR B IR R 4y

Bl F QR _B. RT 8. A 3B i) f iz 4 F A HUBE (5 ok
BRLE), FETAHEMI A=A, AR, FAH: REFHRN ., BBE

FA/BoHEH ., B, FHASTUAIRREX, EEFFEZRLEE
AT AE R R B TR R AT ARAER A EET R A oL
B ARG RBTHE,

AR TRELH A T oARE R . LFH KA XA EL
REFH X B HEA TFEEL. KERMFILF R TG 3o A HAe T EE 4%
F) Fn [ R A 4G K Sl b A R HEATER B SRR T A A KM B h M AR
Frt) 3 BLiBF LA —Fr R S I . A, oA . BFH. KA

FREEH. EFEDTHIARNNGHF OEOSLTHALR. AFH
BB EARIAEEEFRPHELERSART, G4 THBREAR Y
B Fat i S EAR A PTG IR F 6 E MRS R, RACSL TETRIK
BARF 6 WA H B P A,

AL I A YT B A TR XER . T8 LKL L840
F§ B B H i BS A4 ST T R AR AL, R RS Hl R B 4 5K
KGR IE RN H O RADEINSGERDHEE T, RIS IHHFELL,

AEBAAAYTHES R THREER . RERRSINEESH KUK
e BA RiEA, AR, LFAH. REF. A BN (foam) R
FHAETH,
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AE PGS THRES A TELEER. THERFRENALT
ME%k. HleAEE. REXRNEFSLBEATRE., 4IHTUAREHE
KEFNEHX. TTHEIBENENEEX, BTURARHEFAALE
TH). MEARBGERFNRAREMNRER. T RFZ, XTUH| @il
T EFMNRFRAER.

KRE BRI YTREH R TAEFFH R, 3248 TR+ H
CREAKA. HAWEFEA DA, Fl S BARE P RZTARNE
B, P eqds BT AR Fo b 5 ik )o@ i IEAT . E MR
S VASH E T Y S H S RABRCFOF R A TR, ZRATRK
ZRAERA KRS BRI A CE T ARG E CRRE., AFHET
A EWAH R B EWR AR, BYHETEITEMES. AH, F
MR T VAL T IR AT X, FllefZTHRARI4E. 8. 07
Ao EH A T RS L ERE THERERE(PVP)F 69104 68 K Rs
P X, BPABERRERETHREK. BRESHTAALEHF
R Bldm A Gl el IR EF XA RAE QR XEFE, THAIBRARSG
b NS

20T, FFTARE TR F RS RO REITH
&. Blae, KEPHRSHTRESNRERXIAE THHEAEE, 4450
BARMASY T R B LR T RORAMEX T RN, XBFEEAAL
AAE, ERBERATPHNEWETHELEKRIELBREAR L, AT
FIE QAWML TIAE S ERBAN . Hl ARKERA-TREARETRE
2-FA) AR, THREF RN EHKEBEZARATHEAILTE. L
THASKAY O ELEBRTERE, FlltBRXAEDTRREGRES
MBI RILER T .

BB FRE A LLEHERX. EEHXF, SHEErASFER
FEMEASHELEHNE. BLEHNIHXTUARAELENHM, CRXF4
HERETHHH, FliRECEHAN. BREMNFENT HBRIEZHR
f. Fok, BANFHXTARKEA. AH. ARKIEALRS, 34
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ETUARKECEHS X FETHKFNILEH X T QBT

AR R HEABKRFCN K H F A Remington: The Science and
Practice of Pharmacy 1995, E.W. Martin % #%, Mack Publishing Company,
% 19 A%, Easton, Pennsylvania T & #&i&. 48 KL A i KRR
WHIFIEER 4 FHAHLE,

5% 4]
B THEFT EAEEG B GRRIABRBEAAR RS EZFER
WEBAFHERLA, CMNREBIRA R RLATE GRS, RAULE
HA | A R S 4

FZ 4] 1
5-fi-1-(4-% %-1-38 - K B R)-1H-" %

F
o
N
I:

0=8=0

D

)

N

1
1-(4-R- KA BLA)-5- B-1H-7 %
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¥ 5-#.75|%(1.0g, 7.4mmol). 4-FFEABLE(1.6g, 7.6mmol). WIETHK
FBR £42(0.05g). 4N S A AL4A(5mL, 20mmol)Fe F X(6mL)H RAMEE
B FHEE 15 . FRAWA 10mL KB HF A 25mL LB TBSER, A
AR A 10mL 7K. 10mL 48 Rt hid, RETRAKAKRE). HEr
BUERSG., ZRAEWALRLE/CHRELS R, 73 1-d-R-FTHBEL)-5-A
-1H-"3%&(1.74g). m.p. 108-109C.

B2
5- f-1-(4-%%-1- K - KA R K- 1H-"3 %

O$\S$O O=S: =0
Cl (\N\>
N

EEHE T, ¥ 1-4-FEKABA)-5- F-1H-"31%%(0.210g, 0.7mmol)F= £
KokE(0.3g, 3.4mmol)E = F LA (0.3mL)F ¢§E &AL 100C FAndk 16
B, HRERAMA 15mL KBS A 20mL TR ERER, AVAAMA =
£ 10mL 7K. 10mL 48fe B4 sk, TIR(ARBAE)FTRERS . AR A
LBLUB/CHEEE S, F% 5-f-1-d-%B-1- A -Xawik)-1H-%%
(0.123g). m.p.77-78C.

£, HBA LTRSS 1 FHENFE, 22ALCEEHE%RE
RTB P S5-R5R4& T A THRES:
4-38-1-(4-%-1- K- KA B K )-1H-"3 %k,

5-F EE-1-(4-%F-1- R - KB L)-1H-" Rk,

1-(4-7% % -1- A - KA BEK)-1H-"3] R
5-f-1-[4-(4- F A -%%-1-2)- KA BLA - 1H-7|%;
3-5-5-F R4 2-F HE-1-(4-%F-1-E-F A B )-1H-" %,
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£, B EEAS) 1 PR ET K, 22 A N-FRREEKY
B2V HREHET 5-R-1-[4-(4-F ARE-1-K)-Kast A - 1H-3%.

EFHA) 2
2-(4-%%-1- A - K AR A)-1H-%5%

CCO-O
\ i \_/

FI 1

2-(4- - R BA )7 -1- F BR 4% T B8
o — T
o] (o]
0 0
RS .y

EREEY T, # 1-95% F B4R T 8 (1.88g, 8.65mmol) /£ 100mL £K
THF F 6458 ETok/RERE T A3 E-78°C. H447 81 64 % 1 3K 1F(Aldrich)
¢ 1.7M t-BuLi £ /&5 ¥ 495 (10.2mL, 17.3mmol, 2.0 % ¥)B iz 584
B EHHFETHRESST. MAHE, BERGERA-LETAHAFTR-BEL
(burgundy)&. WA ZE, ¥R RSME-TSCTHE 45047, REW

B RAF ZIRAN 4-RFRBA, Bl SR A B E<65C,
MFEZE, R RANRELTISCEISCTIA 20 04, REHLBH
2R, FRFEAZTET 2. BRERSHMEA 500mL 465 NH,CI
R, B 500mL EtOAc HBH A5 RA. 2B B MR BREAHIE,
R B R REF R RRKARBET R, RSN, FEIRFREDRY, ¥
ABRETEESE, A 10%EOA/TE. ZE A CHCL# B ®pl,

%] 1.40g, 3.73mmol, 43.1% = F &4 2-(4- F- KB A7 %-1-F B4R T 88,

AEbE bR, BRAEENAEEBERK, L 5EHEAR 88-93C.

0]
|

F

O=wn
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B 2
2-(4-%%-1-K - KRB E)-1H-% %

i \
Pl aWs @?‘E A
3 i

BT E EIR T £ 3ml 4669 TFA ¥ #4783 K2 0.530g, 1.41mmol FH&
1 PR3 ¢ 2-(4- F-F AR BLE)-"3 R-1-F B T 85 L9 Boc- 3P 4. EHEH
AR BRAHEAXRBLE, BTN 25mL FRFEAH L HHREIEF
/TFA M4 TFA. € 551342, AB A SmL DMSO bk Rt 45 3|
—AFHEF. mAEKRKRE0.61g,7.06mmol, 5 HF), HEFFH, KR
FLRAME 100 CCRRE) Tl 16 N i, R BRESPAHNETER, A
400mL ZBR TESHAE, RERAAF NaHCO; ZR. K. HRKkHE, A
FREABRAE TR, REAEF, FEFAEHERY, BEAAKOBRLE,
GZER T MATH(25mL), FEK Y FERMNERPATE. ERRSEPH
RAMEHEOC, REAZTRERGERIKR., TIRE, 17 0.150g,

0.44mmol, 31.1% /= ¢ 2-(4-%H-1- K- FAABL)-1H-5%, AR EEEZ
246-248.5C, M+H &£ 342.

LA 3
5-if-3-(4-%%-1-F - KA Bt R)-1H-%| %

'Y
Br. O\\S\Q\
N —

&1
5-38 -3-(4- F-FAIK)-1H-% %
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S
N N

B BT 49 £4840(100%, 0.156g, 6.5mmol) & F & N,N-= F 4 F Bth:
(12mL)F &3R4 F A\ 5-3£ 759 (0.98g, Smmol), 5 947 & M 4-FL KL
Z B (1.4g, 5.5mmol). HRAYE TR THIF 48 D i, A S0mL K
BRA4 A 25mL TEER, FA AR 1.5M HKE4A(SmL, 7.5mmol).
SmL Kk, FRAARSE)FBRERYE, 1732 5-18-3-4-R-FaE)-1H-7|
%(1.34g).

&2
5-3£-3-(4-F- KA B A)-1H-%3 %%

0
O\\ &
Br S\'@\ Br S‘Q
T Y — s Lo
N N

FHB 1 FIFR) 4 5-38-3-(4- - F AR )-1H-"3 % (1.34g, 4.16mmol) &
FAEFEQEOML)F. @ E e 30%it £ 5.(0.94g, 8.3mmol), H B %
SMEFTRTHHE LD, A S0mL KRFE L RS F A 100mL TR TE
FE, BAMARA 1.5M BB 40(20mL, 30mmol) ik, TIR(FLESE)FBUE
Rég., RAYRA LR/ITHEEL M, 73] 5-18-3-4-R-FABA)-1H-7%
(1.4g, 4.0mmol), m.p. 163-164C.

TR 3
5-i8-3-(4-B-Raps ) 1-F A -1H-%5%

0s L N
s S\O
Br Br
s U — g
: N
N \

BT 49 5-38 -3-(4- - R AR BE A )-1H-"3] % (0.315g, 0.89mmol) /£ 79 £,
ok % (4mL) ¥ #9355 F Ar A 1M 4 T B49/THF(1.0mL, 1.0mmol). 10 £-4F
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BN T 5(0.16g, 1.1mmol). ¥R L RASHETETHHTR, REE
LEEEK B (230-400 B ), B 50% LB LB/ TR R, HRBLiRSRERE,
133 5.8 -3-(4-F-RARBE K )-1- F A -1H-"3[ %k,

FHA4

S-if-1-FH-3-(4-%F-1-A-KaBtA)-1H-%%

O
Og
Br \S\Q\
TR KI% G
N
\

¥ 5-38-3-(4- - KB A )-1-F A -1H-"51%&(0.30g, 0.85mmol)% %%
(0.34g, 4dmmol)Fr —F ERBmL)RA. ¥ RADEFHEFTF 120C Fin
# 3 vEt. A 10mL KH#EZRAY, BdiBKEM IR, AREE,
AEAFIRKESH, 33 5-8-1-F A -3-(4-%F-1- 2 - REBA)-1H-% %
(0.302g, 0.695mmol), M+H: 436.

i, HBBALFTHAS 3 FHRENT R, ERALCAENSRE
RE B 1 %4y 538731k T R T
1-F K -3-(4-%%-1-K-F s 5)-1H-75 %, F
6-R-1-F A-3-(4-705-1-F - KA B )-1H-7 %%

E, BBOALEHRG 3 FHARENGT R, ERAS TR I FELES
THRAGTEATR 1 FRALSFSEGER), $1&TUTHES:
5-38-3-(4-%B-1- - KA LA )-1H-"3 %,
3-(4-%%F-1- - KA BLAL)-1TH-7 R
6-F.-3-(4-%F-1- - KB ) 1H-"3 %

4- 8 -3-(4-%F-1- K- FEr B K )-1H-"3) %
5-F B -3-(4-%%-1- A -FARBEA)-1H-"3 %,
5-R-3-(4-% - 1- - F AR B )-1H-%3 %
7-R-3-(4-%-1- 2 - RAABE A )-1H-73] %R
7-32 -3-(4-%%-1- - KB L) 1H-"3 %
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4-38-3-(4-%F-1- - KA B )-1H-"3] %
5-38-3-(3-F-4-7 B -1- A - K BB AL )-1H-7 %,
5-82-3-(4-%F-1-A- KB E)-1H-75%%; F
6-3 -3-(4-% - 1- 3 - F BB A )-1H-" k.

R, BBALEAG I PHENFT %, PR TR 3 FHLEH
ATHR 4, A N-FREREHRRREBETR 1 FREAZAFEELER), 4]
BT ATILAE:

3-[4-(4- F A% %-1-3)-Kaxdt & |- 1H-7%;

7-3 -3-[4-(4- F AUk B -1-2)- KB B A - 1H-" %
638 -3-[4-(4- F K-k %-1-5)- KA B K - 1H-" %%
5-82-3-[4-(4-F A%k H-1- ) KABA-1H-R,; Ao
4-3£-3-[4-(4-F -2k B-1-)- K BL A - 1H-% 4.

Kk, HBALERG) 3 FAHEGT &, AR TR I FHLES
FHRE 4, AR 1 PRAZMSENTR, FASEY ZHRAHBRS
1P 4-ARE B Y, $1ETATRAEY:
5-F-3-(3-F-4-TkH-1- - KA BER)-1H-"| %k ;
5-R-3-(2-R-4-%H-1- 2 - KA A )-1H-7 %,
3-(2-F-4-9kH-1- - F AR BE XK )-1H-"3 %,
3-(3-R-4-%kF-1-25- KA BLK)-1H-3 %, #=
5-38-3-(2-R-4-Tk k- 1- 2L KB AL )-1H-" %k,

£k, #HBA LRG3 FHRG T %, AREBTHR3 FaEH

ITHR 4(A N-FE%REHR%E), FETR 1 P& EFEE3I%,
RAAZEHFE —RHHERTEL T 4-RFREA A, $16TUATR
o
5-i -3-[2-F-4-(4-F K -9kR-1-28)- R BE AR - 1H-3| &
5-R-3-(3-F-4-(4-F A -vkR-1-35)- KA BLA)-1H-"3| %k
5.8 -3-(3-F-4-(4-F A-skF-1-4)-KABLL)-1H- %,
3-(3-R-d-(4-F A7k B-1-24)- KB BLA)-1H- %
5-R-3-(2-F-4-(4- F Aok 1-2)- KRB )-1TH-% %
3-(2-F-4-(4-F Ak E-1-4)- KRB A)-1H-%%; Ao
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5-i8-3-2-R-4-(4- F A% -1-5)- K s L)-1H-%3 %,

£ 4] 4

A T RE @22 ZE G HYF R do TR FRHATES., RTATAH

CEREST K ERSH FHR-FEIHX eH,

BT e RERGLEESY
Ao %EF/IEF |
MRS 20.0%
i 79.5%
AR B 0.5%
KEREBRAFHEENEETF, ENEESH Y 100mg; —MREX
Y4B £,
JA T o REA LS
AR5 Y% EZ/IET
MR 20.0%
R R BR4E 0.5%
RBHERTFTRLAEETH 2.0%
A8 76.5%
PVP(3 T Hvr o547 B 1.0%

KEBma b, REMNFTERALE, REXHHNTFRAANSENE
F AR AR R (8-A 4 20mg EHEALE4).
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BT aR#ER 644
BA =
& RALA 1.0g
T L 0.5g
A4 2.0g
SEARXTRTE 0.15g
3T AREK TR A 0.05g
KRB 25.5g
L ELER (70%I5R) 12.85¢g
Veegum K(Vanderbilt Co.) 1.0g
HreR A 0.035ml
# & 0.5mg
A4 K £ 100ml
BB may b, HAAT aBERGRERN.
B Mot A
RA %EZ/EE
RS 0.25g
RA4A EFEFK
E AT K 100ml

HEERSERE—EHAKTY . REARFETARB TR
MRFERFR, AERGERAKAIILEREES, B 02 RBRBT

RAELBFHTOK.
A7) 41
R %EE/IEE
MRS 1.0%
R T =8% 1000 74.5%
R T =B% 4000 24.5%

%%&%E%ifh%* __.ﬂ}_g_,ftﬁu‘;%/a\, {hﬁ)\'ﬂ'ﬁé’-i‘?‘] 2.5g lé‘i-éﬁ*ﬁ'ﬂ\‘* °
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B3 A 4 A

BRA %
el XA ] 0.2-2

2] & 60 2

vk iZ 60 2

B4 i 5

K 10
sTERAXT BT 8 0.15
3t 2 A K F 8L & B8 0.05
BHA(T AL A KT AL 0.01

K EFZ 100

BRT RASI I FTH Mo RA, B TIAEL 60C., KB AL
BT IANRB Y 0CHARIE RS, BRmiEFKEY 100g.

#& T RERFA T X EH 49 0.025-0.5% 7% AL M 6 JUF KM R
BA . AR TV LA T RERG BRIl oML A8 E. BTEAFEEH.
HEBF. TARALREY pH. FERENTUAL R R FH TR
AT E, AR HE KRR FiHIEY 50-100 A A . AR TS EAS
4-12 B 2-4 KRR F.

LS
A ERARLE SR

AR ARAS Y GRS A F M T RIA.

it F AT HRE R R TLAAS-HT6 L8 8) HEK293 4008 64 41
JRRE F 9 PHILSD R #ATEARFftt M, W E — XA M AT

BT A7 W) & 3 £4H 50mM Tris-HCl. 10mM MgSO;. 0.5mM EDTA.
1mM 3R B, pH 7.4 89 5ATE i B F T 37°C F vk 250 87 49 BEL AR AR
7. ¥AAPHILSD (5nM). F 4Btk dm AR 6 MK 5 AR 4R+
F 37CTF®|EF 60 247, 14 Packard 96 Ltk £ BiL)® £ Packard
GF-B 4% (H 0.3%PEI Fikix8).L, A K4k S0mM Tris-HCI % 3 K.
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/A Packard TopCount VA& 5~4F 6934 7% W T 3 B 2 45 6-49 P H]LSD.
B RE - SRKB IS 4-FHATHF R HILSD A4S 5
LH FMATE F:
Bmax - XJ&
o =Kk +

1 + 10 HillCogie]-logiC50

FF Hill A Hill $-F, [BR]AHFEFERSTHEKGRE, [CoHT4EF
HAS MR R R R A MRS BRI R, BARLELTA
Bmax fo AR A Z 8] 65 £,

RAARAREAGFE, ST 1 ASHH#TT AR, AAELRAFTR
5-HT6 A, +=TF LKA F:
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e £y 245 PR | 341
1 9 9.0 1
o /| R -1 Rk
F
4 ’ 9.05 1
= -(')\ N | 1 okok - -
Br ° FBBEIR 1H- "5k
21 — 9.15 3
N-CH - -
N | AT A
SO R T e
m 0 2 Fib- i
. H CIH
126 ci — 9.32 3
O“s’@’N\JNH 3-2- R 4 %%k -1-
A - Rk -
o f*
N CiH
H
27 Cl — 9.36 3
NH 30- R AR -1
S Ot R - RHEE -
O \ © "l
N CIH
29 . cl N//\NH ' . 9.54 3
N | SR A4
e 4 f -1~ & - Bk
\C[\i ° B )-1H- ik
N CiH
H
35 a M | 5 g 20 £ 961 3
N Al Y
NN | ks ge
O \ o Bk -1 ik
N CiH
H

RE LEABLLRERF R ALARTT 8L, 2RAARBEAA
RE LT AXRFBRALAHAEAAFFERGHALT, TRASFK
ERFRHAK., A5, THTFZHRRARBTOESE. 4. HR4A
B FiE. FEFTRATBURSSRL AN ENMAFLE, A LS
B OB ELFMARAZERGEEZIA,
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