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Tab 1. Physical and chemical properties and 'HNMR data of 4-hydroxy-3-(3-methyl-2-

Ry
butenyD)-2-quinolones .,@&\fdﬁ

MP* Recryst Elemental 'HNMR
Compd R Formula

°G solvent analysis® |  Solvent Signal (3, ppm)

1.62,1.68(6H, 2s, 2x CH,),
3.02(2H, 4, CH, J=8Hz);
5.14(1H, t, CH==);

1Va H 179~180| C,H,OH C..H;NO, C.H,N | DMSO-D, | 7.28~7.80(3H,m,6,7,8 Ar-H);
7.96(1H,d,5-ArH,J=8Hz);
12.88,13.48(2H,2br s,OH,NH,
D,0 exchangable)

C,H,0H 2.24(3H, s, ArCH,),
Ivb [ §-CH, 188 | "o | CeHNO | CHN | CDCL | 3o g {(3H, m, ArH)
Ve 6-Cl  [192~194) C,H,OH | C,H,CINO, | C.H.N | CDCl, | 7.0~7.4(3H, m, ArH)
Ivd | 6-OCH, 190 | cH0H | c,H.No, | c.u,N | cpop | 3-80GH. s OCHo,

7.0~7.4(3H, m,ArH)

C,H,0H | C,H,,CINO, CDCl, aud | 7.12(H, d, 7-ArH,J=8 Hz),

Ive | 6,8-Cl, 284 | Tho H,0 C.H.N | “cp,oD | 8.04(1H, d, 5-ArH)

a. Melting points uncorrected
b. Deviations from the theoratica! values are<<0.32%
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Tab 2. Physical and chemical properties and 'HNMR data of i{~-methvl-4-hydrovv-3-(3-

3
methyl-2-butenyl)-2-quinolones x@\‘:’;
l,
MP* | Recryst. Elemental 'H-NMR
Compd R Formula analysis®
C solvent or MS Solvent Signals (ppm)
1.56,1.58(6H, 23, 2xCHy);
CHOH 3.26(2Hb}(:d' CHh J=6 Hz), 3.54
o | (3H, s,NCHy);5.14(1H,t, CH=)
Vs H 163 | 2 Ho | CsHuNO: | C,H.N | DMSO-D, | ;'y0 7 ¢o(3H, m,6,7,8-ArH);

7.96(1H, d, 5-ArH, J=12Hz);
10.4(1H,s, OH,D,0 exchangeble)

2,44(3H, s, ArCH,),

Vb | 6-CH, [166~170l GH,OH | CuHuNO, | C.H.N | cpct | 7-38(H 4 B-Arnd =8Hz),

7.78(1H, s, 5-ArH)

3.68(3H, s, OCHy),
Ve 6~OCH, 171 | C,H,OH CH;(NO, C,H,N CDcCl, 6.7~7.0(4H, m, ArH, OH,decr~
case to 3 H when D,0 exchanged)

C,H.OH 7.16(1H, d, 8—AI’H, J=12Hz):
vd 6-C1 189 i_ﬁ o CH,,CINO, | C,H,N CDCl, 7.39(1H,dd,7~-ArH, J=2Hz,J =12
: Hz)37.80(1H, d, 5-ArH,J=2Hz)
C.H,OH 7.22(1H, br d, 8—A|‘H.J=8Hl)|
Ve 6-Br [194~195 i_ﬁzo CsH,,BrNO, { C,H.N CDCl, 7.62(1H, br d, 7-ArH,);

7.94(1H, br s, 5-ArH)

7.35(1H, s, 8-ArH)
v 6,7-Cl, (230~231f C;H,OH |C,;H,,CI,NO, | C,H.N CDCl;
7.92(1H, s, 5-ArH)

2. 68(3H.S.—?—CH3) 37.32(1H,

6-CCH,

_ C,H,0H o
Vg (]:I, 187~188 —'};10 C;H,,)NO,; C,H,N CDCl, d,8-ArH,]=8Hz),8.12(H, br d,
7-ArH,J=8Hz);8.52(1H, br s,
5-ArH)
i) 7.2~7.32(4H, m, ArH,OH,
Vh 6-F 167~169] C,;H,OH | C,;H,,;FNO, 218,206 ’ CDClI, decrease to 3H after methylation
150’149’ of 4-OH with diazomethane)
CH,OH 7.10(1H, d, 6-ArH,J=10Hz),
Vi 7-Cl  [198~-198 —};,0 CsH,,CINO; { C,H,N CDCl, 7.22(1H, s, 8-ArH);7.77(1H, d,

§-ArH, J=10Hz)

a, b cf tablel

EFERACBE A MEBRARIAR Z PRITPEARE, BRIMEARTE,

RINA 1,1,3,3 -MLEBRERRE N-FEERHAHBLAH VI, FELEHE L
At IV BB, RPN RIS S ie, VB BB IV £ KRR E
WHIH, &—Iﬂi -REEER(VIDS PEREABE, FABRMLAWFITHS,

H:%%VII‘IH%I -PEN_M_IHMEHENHTERAHAC, REBERHRELHER
ﬁ'&%?%ﬁﬂﬂ!ﬂ‘, BRKS 2--FH-2-THRE)- WM _CHE KSR &
& B, l%ﬁﬁJIE#F“% IV & V MR VIS, ZRAAEEAH VIIGER ),

PALIEAGR/NARERE. HEEMPRNHSRAGRREOUIEREN, IV, V
PRMCAWHRE—ZEmiEtE, V RIEAWHBEE IV 2008, 4 3 MHTRMME
AREERE(VID, BEMRRRE, mIEERLPRERMCAH(VD HigeRkiiFlE, &
ALfEHEHEST S,
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Tab 3. Physical and chemical properties and HNMR data of
related compounds of quinolones
Xy ‘BN ' o Ve
R A R
gu, E“: i
VI viI
MPpP* Elemental analysis® 'HNMR(ppm)
Compd R G Recryst. solvent Formula or MS 3unps
C.H.N 3.61(6H, s, 2x NCH,)
—H 0 1 i
Via H <300 2 C,;H;3N; O, m/z:362(M*),175 3.84(2H, s, ArCH,Ar)
N (base) 7.04~7.84(8H, m,ArH)
K
—— . +
Vib | 6,6'-Cl, | >300 MO0 | ¢ H,0uN,0, | T/Z43IMD),208
\N
4 . 3.64(6H, 5, 2x NCH,)
Vie | 6,6/-F, | >300 —HO |, FN0, | T/ESSBAADN93 g gaiom, 5, ArCHLAD
N 7.30~8.28(6H, m, ArH)
2.0(3H,s, ArCHy)
vil 6,7-Cl, 295 CH,COOH C,H,C1,NO, C,H,N 7.39,7.88(2H, 2s, 5,
8-ArH)

a,b ¢f table!l



4 H 2 e 2% ] 281

B 8 2

Wk SRR EESCREIE, HRkitiRiEA JEOL-PS-100 N{LME, AR b
TMSg HMDS, £L5h)Ei# A SP-100 B{(URE . JRikA MAT-711 MURE.

N- BT I B

¥ T-HRA 0.1 mol N-FIREH: UK e (th 3 SRR 85 % PRI ARBESL #148) IR T 150-
ml PR EMh, B THME 100 ml A 4 g SILEEHMIRMIRRD, Bk
BERIFOERWEIN, ke, EENE 3/, BH)E, B 10 ml 20%HEALRKERR
1B, BERIE, JWMBERZIY SR SR EAKME, Y® 123~4 °C/35 mmHg @ H %, B
=49 13 g,

N-PEpHBEE, MPEE. 3@, HE, 3,4-Z8EXREHHBLEM%,
HPREXZE :

fE 3.5 e LB R EZR B A 50 ml ¥, 4 s KELHBEK, 4mlkRK 10%3 2 BEK:
BEXCBMEHHEEBEAN=ZZEFERLE, SRR 20 23EZ2AR, BA 2.5m]
BERR PP AY, 0008 B 0 R PR B IR R AE 20~30 °C, mke, SkEBEHE 45 s hh, S BREZEE
Lk, 2ZkE, TR, REEFS—kRkY, WA 5 mIEEMK 20 ml &, dmEFEEN
K. $HE, BIKERE, MRk, ARt RERORSELWN
IR ERMY:. WEEAE, ASEEDHE, T4R,% 2.98, mp 3% 102°C, ATLH—KEE
da, mp 24 102~104°C(SCERIE'?, mp 102°)
1-2%-6-PR-3-(3-FX-2-THE)-HEMHVD)

H1LUgHPRES 4.482-C-FE-2-THRE)- AWM _ZREET 80 mI=XBN, &
HRWT T 150~160 °Chndh 4 /hik, RFFHBREIN 4 P, HHGE, WA 300 ml T8, H
2N ZE KRB BER 5 k(5% 100 ml), BRiKAAKL MM, BEE 1.38, 2TE—K
Wit jsmph 188°C, -
4-ZX-1-FE-6-W-3-(3-FH-2-THE)EHKE(Vd)

#8.8g2-(3-FH-2-THE)-W M _CERET 100 ml ZXBA, ERIET iR
B, RWHIEA 5.7 gN-FEXFERN 100 m1 ZHBIER (AT 1.5 /08), s
% 2~3 /hit, BH)E, WRERZKEEN, REUNCHRRBEEM 1 NEAKELHAR
HAR, KCMBMIL/EIWIHEE, B, T, UZH—ABLEREHOGHRER, 1.8
g, mp 189°C, IRwEE: 3400~2700(br,s, OH), 1618(m, —CON<), péb, EirBBI=H
Vib,
3,3-MU-BE-1-FPEBERE) - PR (VIa)

(1) #1gN-PEEXKEM1.3¢1,1,3,3-ZEBEREET 0ml ZXKBR, HEAX
TImihE 200 °CRBL 2 /bR, RIG, k&R 8 /Mit. BEBRZEN, SHE, BENRE
th, LAWLme¥sml, B A68H 250 mg, HAKT 300°C,

(2) ¥ 300mg 1-PE-4-BE-3-(3-FE-2-THE)-EER(Va) iy T 20 ml %8Bk y
ik 8 /NBY, BHEHHER, WA 30ml —HPEE, T, HIBRBREER K, k%5
TR, wbreRtl, HVia 150 mg, TRYWEEESHIESE LEMANTHHA,

(3) 1.2g4-BF-1-FH-2-%i%M (VIII) GG EH%& )5 30 ml PEARKE
£, MRER 2 M, &3, ik, FAle—kELEREBmH 1.1, KEAMEREKES
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‘STUDIES ON POTENTIAL AGENTS ACTING ON NERVOUS
SYSTEM*

L. SYNTHESIS OF 4-HYDROXY-3-(-3-METHYL-2-BUTENYL)-2-QUI-
NOLONE ANALOGUES

Gu Kun-Jian, QIAN Li-Gang and JI Ru-Yun

(Shanghai Institute of Materia Medica, Academia Sinica

ABSTRACT In order to search for potential agents acting on nervous system,
fourteen analogues of 4-hydroxy-3-(3-methyl-2-butenyl)-2-quinolone (1V, V) were
synthesized by the cyclization of substituted arylamines and diethyl 3-methyl-2-
butenyl malonate. Five related compounds of VI and VII were prepared similarly. In
preliminary test in mice all these compounds, except VI, showed analgesic, anticon-
vulsant or central depressant activities ‘on the nervous system. Further pharmacolo-
gical studies on these compounds are in progress.

Key words Quinolone; Central depressant; Analgesic; Anticonvulsant
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