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LAY L BIRDLCERRE, HARBRNOT.

1,3,3-=H-5-FEEBINH (1) &4 fx kAWt REER, fRERT AR
Fhl g, 434 Friedel-Crafts B L Rge (L & B, Fi A = S fo s B o T RDEER & 11T
MV, MBREESIAFGTHRG 6 AL, XE5XHIRE 1-CReH-5- FEEBIRHET
F IR B BL o R O R A — B P, A T {E Friedel-Crafts Sefl 2 b7 g is il 7E S BUARBY B
WAL 85% WERHMBILT], FRBARAFEITRE, BATMER.

VII £ Mannich Jpz, FIREE BB 6-BARRTESY VI,

LaY L~L L~y HIEEHECAR. RN 1, 3, 3-ZRXE-5-BH-6-BL K|
RS —FEE PR EET K B HEATERILR B, A RE PR, BEHRE, LAl Ry
PR L fl; AT ST GIE ., PDRFSFRET HARLA Y5 EHERE B 1 m
WEA, Hbp I 0L HMERESEETHRE, HEANRBRLHBEEL,

X B B 4
BEWRBRSKIE, L5MEIER %Y Beckmann IR-4260 B ; BREILIRG INM 4 H-100 &4
1,3,3-=RX-5-BX-6-ZBEB[%H (IID)
11(3.6g, 0.016 mol){xT Hifbk 30 ml, ZEAH TFTMAZLES(6.68, 0.084mol),
BaRmMATK=ZEMLE(T.28), SR 2 /M, HBREN, BRBDEARKSD, &
LEE, U ENERIAR, CBEI., TRE, EBAR, FiEEERPREMCE
HEd, A 81°C, B 3.58,7% 95% ,IR(KBr)1620 cm™'(C=0);'HNKR (CDCL) 4,,. 1.29 (s,
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CH
(CH,),NOCO 3
Tab {. Anticholinesterase activity and physical . NS _cH,
constants of 5~(1,3,3-trimethyl-6-substituted) AN ‘R'X  (I)
indolinyl N, N-dimethylcarbamates R 1;‘
CH,
. ’ MP°C® Yield R
Compd R R'X (free base, BP °C/mm) 9 Formula' pls,
I, COCH. HCI 196~198 65 CsH,,N,04- HCI 4.5
1. COCH, CH,I 183~184 58 C H;IN, 0, 6.2
I COCH,CH, HCI 201 80 C,,H,,N,0;-HC! —
(140/0.0D)
I, COCH,CH, CH,I 181 54 CisHIN, O, . 5.5
i CH(OH)CH, HC! 182~183 42 C,6H,N,0;-HCI 4.0
(152~156/0.06)
1, CH(OH)CH,CH, HC) 179~180 40 C,,H,,N,0,+-HCI 5.1
(155~160/0.05)
1, CH,CH, HCl 199~201 38 CsH,,N,0,-HCl 5.5
(129~130/0.06)
I, CH,CH;, CH,I 191~193 55 C,,H,,IN,O, 7.2
I, CH,CH,CH, HCi 180182 38 C;H;N,0,-HCI 5.1
(147~150/0.03)
1, CH(CH,), HCI 214~216 56 C,H,N,0,-HCI 5.6
(135/0.4)
1 CH(CHy), CH,I 199~200 68 C3sHy,IN,O, 6.5
I, CH;N(C;H;), 2HCI 228~230 36 C,,H3;N;0,-2HCI 7.1
Iy cH N 2HCH 245~246 36 C1oHy,N;0,- 2 HC 6.8
 —— (138~-140/0.01)
I, CH N/:> 2HCI 247~248 34 C,H;; N;0,-2 HCI 7.2
RN (147~149/0.05)
CUI XING NING 6.8
*All compounds exhibited IR and 'HNMR spectra consistent with the assigned structures. *From

EtOH-Et,0. *Analyses for C, H, and N are within+0.49% of calcd values

6H, C,—2CHj;), 2.55(S, 3H, COCH,), 2.72(S, 3H, N—CH,), 3.00¢(S, 2H, CH,), 6.55(S, 1H, Ar,—H),
6.65(8, 1H, Ar,—H); FTFRHT CisHiNO, CH, N iR 27 0.4% AT,

1,3,3-=X-5-RX-6-Z EB[HEFAV)

I11(2 g,0.009 mol){%-F 182¢#h %% 50 ml rr, M AFERF (H%E 156 g Fn& ALK 1.3 gl k)
T 80°C K, FEpbidBr, B 1/hEN 18BN 12.5 ml, HEFHRFIEMAEE
(Z15 /hB) . BGElE, BERBERGEZRERN 1/2, HEKRL, CERIER, THE,
17378 18 %%%%ﬁ?ﬂi%%?ﬁ%&#]?ﬁ, =1V,
1,3,3-=RR-5-FHRE-6-FREB[HHA V)

FERKIBEHT, RN 85% MMk 15ml JnA Il (5g, 0.03mol) H, FHFEET75°C,
WMER Ly T ROFEEE, KBS /M, BRMEBEEARKS, #ib, CEBEERR, T8F,
ZRBRTAT , B H R 1R, W M A 78~81°C/1 mm 185y, H 4.3 g, BiBRERWORA SN 239~241°C
(EARCEEEL F) ., 'HNMR (CDCL)8,,. 1.18 (d, 6 H, C—(CHy),, 1.49 (s, 6H, Cy—2 CH,), 3.15(s,
3H, NCH,), 3.20 (m, 1H,—CH (Me),, 3.85 (s, 3H, OCHy), 6.65 (s, 1H, Ar,—H), 7.10 (s, 1 H, Ar,—
H); st#»#r Ci:H,3NO-HCLC, H,N f3iRE7£ 0.4% LLF.
1,3,3-=F&-5-BX-6-RAXEBGSH (V) AR

WHECRV RERBEE O-PRFIM, ™ 81%, A 227~229°C(FT/RLHE Bt
#). IR 3240 cm™ (OH); 'HNMR (CF;COOH) 4,,, 1.29 (d, 6 H, C-(CH;),), 1.50
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(d, 6 H, C;—2CH;), 3.35(s, 3H, NCH;), 3.40 (m, 1 H, CH(Me),), 4.25(br,2 H,
CH,),6.95 (s, 1H, Ar,—H), 7.47 (s, Ar;,—H); TE4# CH,NO-HBr, C,H, N
BREEOOAX T,
1,3,3-=FE-5-FK-6- 1 IR X F E G5 (VIID)

B VIIBEFEART, SROREE BRRES MRHE, =HEESom, RKiit—
B4k,
THEXPEER 5-(1,3,3-=FHK-6-Z B X) B HER

HEEHARETFEMEC, LB (1) K 196~198°C; MEiP TR I (I,) #
15 183~184°C,
—HEXPE 5-[(1,3,3-=FX-6-(1-BEZ &) | S HE

B0 (2g, 0.007mol) FTFHREAZE 20ml h, MMABIE LM (0.092), F &R
Bidk 4 /hBE, REHELLHE, B 1.2g, ¥HK 152~156°C/0.06 mm, gL (I;) $# A
182~183°C,

XA WU AGREREEM G0N, —PEETR 5-(1,3,3-= R E-6-BUREE) BINEES

BN ERERMTERSTHERLEE, B, 8KE, #HELK, BHE, £EFENLEALERENE,

2 F X MW
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SYNTHESIS OF 5-(1, 3, 3-TRIMETHYL-6-SUBSTITUTED)
INDOLINYL N, N-DIMETHYLCARBAMATES AS REVERSI-
BLE CHOLINESTERASE INHIBITORS

HU Shui-Gen, DONG Yong-Ming and ZHANG Qi-Kai
(Institute of Pharmacology and Tozxicology,Academy of Military Medical Sciences, P. L. A., Beijing)

ABSTRACT A series of 5-(1,3,3-trimethyl-6-substituted) indolinyl N, N-dime-
thylcarbamates, arorhatic ring substituted derivatives of CUI XING NING, was
prepared for evaluation of their pharmacological activity. Compounds Iz and I;j~
I, were found to have the same order of anticholinesterase activity as CUI XING
NING.

Key words Reversible cholinesterase inhibitor; 5-(1,3,3-Trimethyl-6-~substituted)
indolinyl N, N-dimethylcarbamates





