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BE RFECRBOFRRBAIKRAEDREORAENRBOER, EESERART
125 MEZ B LA, DHTBRIRITERIES, 122 MeAWERORBIER, #2101 4Me
AWERARE 00~100%, B FMTERAEE RIS, & 2L AHH BTE 5~10mg/
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1964 42, WPTAEMLHRZ CENT B R MK A RIS, YREBE wGpxt BAm
R HIrERBRRIEAE - EnMGiER. BMATEBEARERANECERH 1Y, LA
AA Mm% BB RN #TPEREBIBITHER, RARCBRHAEREHRREN,
BEEbLEE . #Phillips ¢V HE AIBRADXEIADHHEE K TELR RECH
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AMTHAAY 30)MEANM LAY R BEBER), BEFRBRE ok BER.
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% 1 FCH,CONRR,
feat NR.R, BAREA | meawn B F R (R BEE
1 *NH, 108~9 7% C,H,FNO FN | 47.5
2 NHCH,’ 62~4 - C,H,FNO FN | 30
3 NHC,H, 70/4 mm - C,H,FNO FN | o4
4 *NHC,H,-n 37 BB C,H,,FNO FN | 90.2
5 NHC,H,-i 36 HE-B CsH,,FNO FN | 93.6
6 *NHC,H,-n §4/2 mm —_ C,H,,FNO FN | 100
7 NHCH,-i 35 BE-Z C,H,,FNO FN | 64.5
8 NHC,H,,-n 86/5 mm - C,H, ,FNO FN | 60.9
9 NHC,H,,-i 96/8 mm - C.H,,FNO FN | 63.1
10 NHCH,-n 97~8/1 mm — CH,,FNO FN | 92.8
T E NH—O 93~4 wLE C,H,,FNO FN | 86.6
12 NHC,H,-n 50 Z B C,H,,FNO FN | 24.4
13 *NHCH,OH 96~8 LB 7S C,H,FNO, FN | 87.1
14 NHCH,0CH, 36~-9/18 mm — C.H,FNO, FN | 76.2
15 NHCH,OC,H, 76/15 mm - CsH,,FNO, FN | 61.2
16 NHCH,00CC,H, 96~8 Z B C,,H,,FNO, FN | 88.3
17 NHCH,C,H, 73~4 . ® C,H,,FNO FN | 89.2
18 *NH — CHZ—-";;_/" 115~8/3 mm - C,H;FNO, FN | 29.7
19 NHC,H,0R 150~52/8 mm - C H,FNO, FN | 84.6
20 . | NHC,H,00CH,CI 164~7/15 mm —_ C,H,CIFNO, FN' | 62.8
21 wc;n,00ccn=cn-llJwo, 152~5 z B Cy,H, FN,0, FN | 74.2
22 NHC,H,CI 60~63 g W C,H,CIFNO FN | 76.5
23 N(C,H,Cl), 141~5/4 mm — C,H,,CI,FNO " FNI | 71.2
24 *NHCHOHCCI, 112~5 -7k C,H,;CI,FNO, FN | 47.8
25 *NHCH(OOCCH,)CCl, | 130~32/3 mm — C,H,C1,FNO, FN | 68.9
26 *NHCH(OOCC;,H,)CCl, 70 Z B C;:H,,CI,FNO, FN | 91
27 *NHCHCICCI, 78~80 Pl C,H,C1,FNO FN 70.7
28 *NHCHOHCBr, 128~30 REE-k C,H,Br,FNO FN | 86.2
29 NHCH,CHOHCH, 126~8/5 mm — C.H,,FNO, FN | 46.7
30 NHC,H,N(C,H,)-HCl 125~7 FARTBE C,H,;CIFNO FN | #%
31 NHC, H, 1'1:6 88~9 FAZE | CH.FN,0, FN | 54.6
32 NHCH,COOH 175~8- i C,H,FNO, FN | 98.8
33 NHCH,COOC,H, 136~40/20 mm - C.H,,FNO, FN | 58.8
34 NHCONH, 208~211 ¥ C;H,FN,0, FN | 90.4
35 NHCONHCH,CH,CI 142~5 O C.H,CIFN,0, FN | 70.4
36 NHCONHCH, 156~8 - * C.H,FN,0, FN { 36.2
37 NHNHCONHCH,CH,CI 136~8 - Pg &Mk CsH,CIFN;0, FN 40.8
38 *NHNHCONHCH, 174~6 mEkY | CH,FN;0, FN 86.4
39 NHNHCSNH, 186 (4> ) 50% B¢ C;HFN,08 FN | 71.3
NH(CH,), cH(cB ) -N . )
40 X 112~4 Z & C1Hy,FNOy FN 7.7
"CH, & R
N /—\ H
449 [N O 110/2 mm _— . CeHFN,0, FN | 44.8
N
42 N  N—CH,-HCl 170~2 EkzZ® | CH,CIFN;0 FN | 100
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42 N\ N—C,H,-HCl 111~4 k7B C;,H,,CIFN,0 FN 66.4
44 I:I\ N-CH,— __ >~ 220~22 z C;H,,CIFN,0 FN | 58.1
HCl
_ 7N
A 45 N\ NOCCH,F 152~4 Z B C,H,,F,N,0, FN 59.9
a L]
46 N 160~63 Z. B C,H,FN,0S FN | 69.3
NH—]ﬁI J NO
47 Ng” 240( D Z B C,H,FN,;0;8 FN | 50.8
N )
" HN—I\N )-HCJ 21T~9 (5 ) z ® C,H,CIFN,0 FN | a1.2
N
aN—]
49 NN 99~101 z & C,H,FN;0 FN | 99
1o 300 DMF C,H,FN;O FN 57.6
‘ uN{tb-O" > gllg $Vs
.80 NH,
Ne—g
51 N=% 220~23 . B C,.H,CIFN,0 FN | 58.3
C.H;
[t N I
N NI - ~ H,FN,0,S FN
52 \"/ \s/ NO, 190~93 Z C.H,FN,O, 81.2
(]
'/\/N\
53 | | 170~73 Z B C. H,,FNOS EN | 99
#2 Fm,comq-@\xn'
B A ' - W R
'ﬂ:%% Xn ("G) f} ?‘ it 75%5}#1" (%)
54 H T4~6 C,H,FNO FN 58.9
*55 4-CH, 128~30 C,H,,FNO FN 22
' 56 4-OH" 144~7 C,H,FNO, FN 98.3
57 *4-Cl 127~9 C,H,CIFNO FN 82.5
. 58 *4-Br® 132~3 C3H,BrFNO "FN 46.2
59 2,4-(CHy)® 78~80 C, H,FNO FN 71.9
60 . 3,4-(CHy), 64~6 C,H,,FNO FN 33.9
61 3-OH, 4-COOH 226 (5 f%) C,H,FNO, FN 82.2
62 2,4-Cl, 96~8 C,H,Ci,FNO FN 21.4
63 2,5-Cl, 105~7 C,H,CI,FNO FN 56.7
64 3,4-Cl, 94~6 4 C,H,CLFNO FN 98.8
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-85 2,6-Cl, 114~6 C,H,CL,FNO FN 87.5
66 2-Cl, ¢-NO, 126~9 C,H,CIFN,0, FN 58
67 2;4,6—(CH3)3 157~9 CnHuFNO FN 25.7
68 2,4,5-Cl, 125~7 C H,CI,FNO FN 80
69 2,4,6-Br, 193~5 C;H;Br,FNO FN 42.4
70 2-NQ,, 3,4-(CHjy), 131~3 C,oH,,FN, 04 FN 64.9
71 2-NO,, 3,4-Cl, 116~8 C;H;C1,FN,0, FN 46.2
72 '2,4,6-(CHy),, 3-F 135~7 C,,H,;F,NO FN 64.6
73 2,4,6-(CHy);, 3-Cl 152~5 C,;H,;CIFNO FN 17.3
74 2,4,6-(CHy)g, 3-Br 167~9 C,;H,;BrFNO FN 78.2
75 2;4,6"(CH3)3, 3‘Noz 144~6 CnH;sFNgos FN 87.1
76 4-CH=NNHCONH,* 232053 ) C,,H,/FN,0, FN 50.8
77 4-CH=NNHCSNH,* 224~% C,,H,,FN,0S FN 44.4
78 4-S — >—NO,* 139~41 C,.H,;FN,0,8 FN 59
) 4-50, —< >—NO, 233~5 C, H,,FN,0,S EN 23.2
80 4—SozNHz 213~6 CsHmFNzoas FN 63. 1
NH
~ |
81 4-SO, NH—C—NH, 233~5 C,H,,FN,O,S FN 89.9
le
82 4-50, NH——"\ 238~41 C.iH,FN,O8, FN 49.7
S
A ¢ '
N 14
83 4-50, NH— L\ J 248 (i) C,,H,,FN,0,$ FN 7.3
N
N_—_—l
84 4-SO, NH——”\ /"—No2 260(43 0> €, FN,OS, EN 53.4
S
FC;CONI,
%3
X
e FCH,CONH X R 2 F R TR a| WALH
C) (%)
. 85 1 *H 129~31 C,,H,,FNO FN 94
86 2 *H 88~90 C,;H,,FNO FN | 68
87 1 cl 136~7 C,,H,CIFNO FN | 50.7
88 1 4-NH, 169~71 C,H,,FN,O FN 61.2
89 1 4-NO, 175~7 C,,H,FN,0, FN | 91.7
90 1 4—NH—"\ /“‘—Noz 250 (4 ) CisH, FNJO,S FN | 54.9
S
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91 H 208~10 C,H,,F,N,0, FN 45
92 2-Cl 188~90 Cy,H,,CIF,N,0, FN 94.2
93 3-NO, 218~20 Cy H (F,N;0, FN 59
94 4-NO, 229~30 C, H,F,N;0, FN 43.7
95 4-Br 227~9 C;H,,BtF,N,0, FN 77.8
96 2,4-(NO,), 184~6 CH,,F,N,0, FN 57.9
# 5 FCH,CONH-X-NHCOCH.F
A b 2 ¢ = WO o
f‘t;u% Q) 4 F ﬁ x%ﬁﬁ %)
97 —S— 178 C,H,F,N,0,8 FN 73.9
08 —(CH,),~ 184~7 C;H,,F;N,C, FN 89.5
99 —(CHz)s* 128~30 c-,leFzNzoz FN 53.1
100 —(cHz)s“ 127~9 Cg“lanNzoz FN -
101 —(CHp)g— 128~31 C,,H,;5F.N,0, FN 84.6
102 -—O— 256~6 CioHy FoN,0, FN 25.2
N_
103 I_ 153~6" CH;,F,N,0, FN 54.2
104 ~<_/\- s —O— 220~22 CyH, FoN,0,8 FN 80.9
105 550, >~ 264~7 C,,H,F,0,8 EN 96
106 '@“’1@% >300 CuaHoFiN;0,,S FN 58
107 ©—s— @ 118~20 CioH1F,N, 0,8, FN 82.9
108 —C}—o— (CH,), —o-@—— 179~82 C,,Hy,F, N0, FN 32.3
0 |~ S—o—ccty—0— S 105~8 CuiHy FyN,O, FN 29.4
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% ¢ FCH,CONHN=X
% " — o L4
featy N=X o a. F R | wsan | B
110 NH, 117~20 C,H,FN,0 FN 74.7
111 NH—O 96~8 C;H,FN,0 FN -
112 N=CH—<_> 129~30 C,HFN;0 FN 50.6
c
|
113 N=CH—<_> 166~8 C,H,CIFN;O FN 40.6
NO,
' ]
114 N=CH—< /\ 164~6 C,H,FN,04 FN 37.2
s S
115 N=CH—© 187~9 C,H,FN,0, FN 34.8
116 N=CH_<\=/‘N°’ 199~200 C,H,FN;0, FN 75.1
117 N=c—ct=cH—{__J-No) 201~ CLH,FN,0, FN 24.6
_ o . .
cH,
N
118 @C}" 241~3 CoH,FN,0, FN 50.2
u
N=CH~—CHO~.
: |
(HOCH,),
I
0=C
119 N — 132~4 C,H,,FN,0, FN 50.2
)
120 N/ >300 C,H,,;FNO,SNa FN 23.3
H .SO,N,
% 7 FCH,CSNHR
A oA R WA . - i
121 *H? 43~6 C,H,FNS FN 55.6
122 C.H, 55~7/2 mm C,H,FNS FN 95.1
123 C,H,-i 66~9/7 mm C,H,(FNS FN 50.6
124 C.H,-n 98~101/9 mm CgH,;FNS FN 57.4
125 l 121~4 C1.H,,FNS FN 76
H RRFREARKE
WAE* HhBaitstly
R FNITEMTEEGBIBHEIREEL0.5% FEBRN
F2~T WMEREN: a Ky b HEL; o HEE; 4 s ¢ W@k, £ DMF; g DMF+5ks h 3%, 3 b 398
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‘1. BL0.03M MyfRRGRR, BRI KIEN P, HokASH, fE8HET, & 0.05 M
CEERE QAL s ml ToKERIH) . ke, AZREEH 2 /DE, 218, BEERX BRE, #iT
BEABIHBRMNMES R, PE>Y.

2. ¥ 0.04M W CEE CERAN 0.06 M BB REIR A, 76 50°C fmh 4 /N B, WRIE 7
WEHBRELE SR, PTHE~H.
=, BLBRSERRFRENER

B 0.015 M 35 T MRS, IBEBRMIEKEF D mMADSETKME =Tk,
ShRUKAKEH, fEBERET AN 0.016 MEZEESE . Inke, 4k&edidk 2 /bRy, BREZWHE, ™=
HRKkEE, BERBTH. ‘
=, BRSZBERENER

BHEHRCBR S SRMHAT LB SRR ECE .
m, SZBHEHER

B 0.5 M LB CEERN 25 ml 85 % KA BHES, HEHEBKE 48 /MR, BREXE WE™
Y.
A, ACERENER

¥ 0.02 M T EENE, WEBRZE NSRS . ERET, MA 0.02 M B
ROREBERIBFR), £ 50°Chnh 2 /hbE, #%&, BERE, BELEB Y.
N BLEBHERNER

B 0.05 My HEERR, WEEREKD, EHHET, B 0.1 MBELREI_KRNA, B
Bk 1~2 /hit, MEHEEK, RAELES, NE~H.
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SYNTHESIS AND SCHISTOSOMICIDAL ACTIVITY
OF FLUOROACETAMIDES——A NEW CLASS
OF ANTISCHISTOSOMAL AGENTS

ICHEN Shi-cong|, GAN Pin-zhen, QIAN Yi-fen, YAO Run-hua, HU Yu-
qin, SHAO Bao—rud, XIAO Shu-hua, ZHAN Chong-qing and XU Yile—qin

(Institute of Parasitic Diseases, .S@an_gkai, Chinese Academy of Medical Sciences)
ABSTRACT

Huang T Y and coworkers had observed the significant schistosomicidal effect of
sodium fluoroacetate in the study of carbohydrate metabolism of S. japonicum. This.
fact led us to synthesize the fluoroacetic acid derivatives of lower toxicity. One
hundred and twenty-five fluoroacetamides were prepared and submitted for animal scre-
ening tests and experimental thera'py.' Most of the fludroa_cetamides showed prominent
antischistosomal activity and much lower tdxicity than that of fluoroacetic acid.
However, they were still rather toxic for clinical trial.

Key words 8. japonicum; Sodium fluoroacetate; Fluoroacetamides





