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fER BB ARATIEE R KA FAR
5-ZRIBBHIERHITEMRIAN

AEE K B F X

(PETB R £ P EBe & HSh R RC BT, L 200025)

ME REESZHCREER THEMEMEN N- SR CREEAEEQ), b BRR
~(ZHIBE )RR (LATe)  FHEFAM . £ S- ZHLHEMNEE, BH=RTEM
RE11). LAW1,3~SLART~ 10, 398 Lo BIHE. P tas 11 RKR . BER
RALUASGERE TERBR, /DR A E LS E 2 . B EBHRMER G
RABA B R KA,

XA ERAASUASRGEAR KR, “HCBMTE, MERIBEEAESE, N-CER
LB aEE.

REME SHUSIAMBEREAERERN S- M EAELAEAEB(DOMRERER A
(Plasmodium cynomolgi ) A AVARTHBIIE R LLBE K 4 15, /MRS EFEEA/D 20
RIED. LA, BASEAEIAEE S SIABRE, LAHRAEMER AP MAOER. B
B, AR SHSIAZRCEEER, dRBEBERAASUIRNARHERSHE%SHY,
HRAAX-FHRABHRE. EAEESMHSIAZHIBRELSIABRRFELSEME. Hik,
BANARRT 5- ZHRCBAAEERFAATASHL), U THRERASMMFEEMNREERRKE
#H;.

Kcc=0

Hs

I
NHCH(CH3)(CHz )sNH, NH~A-NR'R?
I It

HEES =R BMEHER, AN LR BEERL, R N- ZHCBREnE%
(ftatr2 . #1), WATEMAERE SHERMIIASECBRE, AR - (CHRIBEL) HRSE
(L&t 6). WWRBEILAYABIEHAR, £RS—- ZHIBEBES(LEY 11), MK
WBAEE, 5 M8506 . =HIBERTAWL,3 ~5 &7 ~ 10 ¥ LR F k2 H A %K.
MR REREEE, WS BERAS i, mitaHmT.

ftatp1 ~ 11 SBRAHEAMREHTRHERE, ZWEITHRERD (Plasmodium
yoelii ) FRFBRH/MR, LAEAH11 FoyT8Bs, A20 mg+ kg ' B ig, 10 RiRE
REHAZELRY, TASHEEHYS; RELADIERBARTE. BLARXBBRER

AT 1991 4 6 H 29 HUH,
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BFRFEHE R MESFER, Ata®11ig0.75 mg kg'-d ' E®3d. ¢ Id H
BF im "% EME 10 mg- kg™' x 2, [AIFE 6 h, ARIEFLLAIER S, 13 IRk, 12 Rl
6, RIGHEN2.3 %; MEEEMREAITET, 9 REEH, 5 REWRE, #IKREN 55.2%.
LA 3 DR S EHE AR 2 559, E=ZBFEHT; KR ig 15,30 &
60 mge kg™'e d7', P HIERI4 K 28 d , 2 MEARAHRERALREL LT, RAE
AP RAZE R AT HRREETRT . HERCRAEER —FHEFEMHABERH
ARKH.

Tab 1 5-— Substituent—6— methoxy— 8 — (1 —substituted aminoalkyl ) aminoquinolines

H,co_

NH-A-NR'R*
Compd R A-NR'R? MP (T ) Formula Elememal
analysis *
1 H ( CH);NHCOCF3; 142 ~ 144 CiaH14F3N302 CHN
2 H ?H(CH: )3 NHCOCF; 86 ~ 88 (87 ~88)%) Ci7H20F3N;02 CHN
CH3
3 H COCF; 137 ~ 1380134 ~ 135)%)  CiH9F3N202 CHN
4 COCF:  (CH2);NHCOCF; 172~ 174 CicH13F6N;03 CHN
5 COCF: (CH;)sNHCOCF; 132~ 134 CisH19FeN3O3 CHN
6 COCF; ﬁ:H(CHz )»3NHOQCF3 124 ~ 126121 ~ 122)®  C19H19FeN303 CHNF
CH3
7 COCF3; (CH2):N(C:Hs)2 204 ~ 206 CisHnF3N;02 « C;H204 CHN
8 COCF; (CH:2):NH: 170~ 172 C14H14F3N20; » C;H204 CHN
9 COCF; (CH:2hNH: 145 ~ 147 CisHi6F3N302 « CH204 CHN
10 COCF3 {(CH2)sNH: 200 ~ 202 Ci17H2oF3N302 * CoH704 CHN
11 COCF; (IJH(CHz )iNH; 192 ~ 194 C17HyF3N302 * GH204 CHNF
G (190 ~ 192)®

C2Hy04 : Oxalic acid . Compound 3 is a corresponding 8 — trifluoro — acetamido — quinoline . * The analyses are
within +0.5% of the calculated value .

XERS

BAERBEIE; LIMEEOU0 S IR - 408 BY; &5h — "Ik i# 50h Backman DU -8B
2. Beel R 0CH Bruker AM —400 Y, FG#{(H MAT711 &,
6- YK -8-(4-ZEWMZHEE -1 - FETE )MEEW(2)
Ho-PEE-8-(4-RE-1-PETE)EEEHK6 g (0.23 mol ) 5A 20 ml i
A, Bm=#HLME4.8g(0.23 mol), HH: 4 h, MA 2% NH,OH sk, 4 BEANHE,
BHH,0 2 %k, KIGEATLA MgSO, T4, ZBR&Eh, HriimkeYy, MCMCEEES R,
BitA2 . E2.3g.mp86 ~ 88T, KHE28%.
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6-FAEE -8 QQ-ZWZBEEZR )SEEWM()

Wo—HFEE-8-Q-FEZE)TEEH 2 g (0.009 mol) 5& L5 20 ml BA. #in
ZHMEF2.1 g(0.01 mol), Bk EEHilE. FH95% CEELHA, B kam1,. B 1g,
mp 142 ~ 144 T, W# 34.7% . L& H C H,F,N,0,, BiL{H % C 53.67, H4.47,
N 13.42; #& % C 53.84, H4.70 ., N 13.34.,

6— K-8 =WZBEEEM(3)

Wo—FEE-S-—HEEW6 g (0.034 mol IATEM 40ml , ERHAETEM=#L
BRET 8 g (0.038 mol ), F#k Likifti7. RBR&EDE, RKAZBRHR, REUEH H,0 Bk,
I AMgSO, T4, EExCB, BKAGEK, F95% LEELR NtaHm3, 6.3g,
mp 137 ~ 138 C , W= 68% .
5-EWZBE-6-FHE-8§-Q2-—ZHBZH )T BEWEREE(7)

¥o-FHE-8-(Q- “CHEECHE)EEEW 8.2 g(0.03 mol) 5&1{H 60 ml BA,
TEBEHE T =ML MRET 8.4 g (0.04 mol) , RIFHEILAY I AL, ELRIER
BRMAERMCBIRERG, WwHHBEE, HIS% CEELR . NEBLALT.E3 g,
mp 204 ~ 206 T , WK 29% . LR C,;H,F;N,0,* CH,0,.B1t{& %C 52.28,
H 5.22, N9.15;#7{H % C 52.23,H5.09,N9.29.
S5—=WZEHE-6-FFEE -8 (0 -SHMZEHEERE )EEEWH4 ~6)

¥o— FEE-8—(o— RELE)TEEW 0.023 mol 5&15 20 ml BFf, ZAHRHET
Fin =% CAEET 0.05 mol , fEf 3~ 6 h, BAR LAY 2 kT, HBMLADH
95% CEREE LS, WK 30~ 40%. t&H4.mp172 ~ 174 T, TEDH C,H,,FN,0,.
HiBE %C 46.94, H 3.18 ., N 10.27 ; 53 #7{& %C 46.94 ,H 3.23, N 10.74. {LA#HS.
mp 132 ~ 134 C , JLEZ# C,HFN,0,, Bi{E % C 50.55, H 4.21, N 9.31 ; 2 #rf&
% C 50.99,H 4.46 , N 9.45 .
5-ZHZRE-6-FRE-S-(4-SE-—1-PETE)NEEMEEEL (11)(M 8506)

BS-—=ZHIBE-6-PEE-8-U-=FIHMEE-1-PETE EEZEHG)
4.5g(0.01 mol) 528240 ml % 1 mol/L KOH 40 ml i&4, #t#fEH3 h, RERRE
i, WEREEAL kS, FHOBRE, #BUKRTK MgSO, T4, /5 A ZBER BUR 3 in
BB ERMY:, BEERA, HCBESH0 B4 4.8 4tAW11, H1.8g,mp 192
~ 194TC , K#E 40% . TEDH C,HyF:N,0,° CH,0,, B % C 51.23 . H 4.94,
N9.43,F12.80; 2471 % C51.22,H4.71, N 9.49,F 13.04. UV AHOH pm 258
1. IR (KBr)cm™' 3480, 2950 , 1655, 1600 . Base: 'HNMR (CDCl,)é ppm 8.67(d .
1H,J=8.7Hz.C,—H), 8.47(s,1H,C,~H), 7.37(dd ,1H ,J=8.7 %8.3Hz,C,— H),
7.12(d1H,J=8.3Hz,C,—H), 6.18 (d, 1H,NH), 3.95(s,3H,OCH,), 3.73 (m.
1H,CH), 2.73(s,2H,NH,), 1.6 ~ 1.7 (m, 6H, CH,CH,CH,), 1.37(s,3H,
CH,). MS m/z355 (M™*).
5-ZRZBE-6- FRE -8 (0 - SBCE )SNEERERIS K 10)

HWS-ZHIBE-6-HEE- 8—(0-ZHIMELRE )T LS4 & 5)E L3
5 1 mol/L KOH ik tEHHIHR. LAH8. mp 170 ~ 172°TC , KX 32% . TEIH
C,H,F.N,0,* CH,0,, B&{E% C 47.64, H 3.97. N 10.42; 24714 % C 47.98,
H4.25,N10.18. {tA# 10, mp 200 ~ 202 C , W& 28% . ;t#E 2 #r C,H,F,N,0,
« CH,0,, Bitli% C51.23, H4.94,N 9.43 ; 2471 % C 51.49, H 4.98 , N 9.28 .
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5—-ZMZHE-6-FHEE-8-G-FEAE )W BEEMEREE9)

Ho—PRE-8-G-FENE)TESH 3.2 2(0.014 mol) 5& 20 ml BA, #
B THM=MMEF 6.3 2 (0.03mol) , B#kftAY 2 HABRSHST, EEBRIMEMN
RS, MMA95% LB 40 ml K 1 mol/L KOH 40 ml, F#k/t &9 11 fhHisk#sr, A
95% ZEE B4R MBLAWI, B 1.3g. mpldS ~ 147C, WE D%, TEIH
. CHFsN;O, » CH,0,, Bt % C 48.92, H 4.32, N 10.07; #7184 %C 48.99,
H 4.46 ,N 10.45.
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STUDIES ON THE TISSUE SCHIZONTICIDE OF MALARIA
PARASITE: SYNTHESIS OF S5-TRIELUOROACETYL-
PRIMAQUINE AND ITS DERIVATIVES

XY Zheng , C Chen and W Fang
(Institute of Parasitic Diseases » Chinese Academy of Preventive Medicine . Shanghai 200025 )

ABSTRACT Primaquine was acylated with trifluoroacetic anhydride to give 6—
methoxy — 8 — (4 — trifluoroacetamido — 1 — methylbutyl ) aminoquinoline (compound 2 in
Table )and 5—trifluoro—acetyl- 6 —methoxy— 8 — @ — trifluoroacetamido — 1 — methylbutyl }
aminoquinoline (compound 6 ), bis (trifluoroacetyl) primaquine , which was subsequently
hydrolyzed to yield 5— trifluoroacetyl — 6 — methoxy — 8 — (4 —amino — 1 — methylbutyl )
aminoquinoline ( compound 11), 5— trifluoroacetyprimaquine or trifluoroacetoprima-
quine , coded M8506 . Similarly , compounds 1,3 ~ 5 and 7 ~ 10 were also prepared.

Among them , compound 11 appeared to be the most effective by evaluation in mice
infected with sporozoites of Plamodium yoelii . With intragastrical dosage of 0.75 mg/kg/d
x 3 d of compound 11 to monkeys infected with sporozoites of P . cynomolgi , the radical
cure rate of the compound was 92 .3% , while that of primaquine was 55.6% . The acute
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toxicity of compound 11 was two times as low as that of primaquine in mice . The com-
pound did not appear to have mutagenicity, embryotoxicity and chromosomal
aberration . When rats received intragastrical doses of 15, 30 and 60 mg/kg/d of com-
pound 11 for 14 and 28 consecutive days respectively, no change was found in
histopathological examination at the two lower doses . However , reversible changes were
observed at the highest dose. Compound 11 ., trifluoroacetoprimaquine , was shown
to be a promising tissue schizonticide of malaria parasite .

Key words Tissue schizonticide of malaria parasite ; Trifluoroacetoprimaquine ; N —
Trifluoroacetyl primaquine ; Bis (trifluoroacetyl ) primaquine





