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Fig 1. Chloroquine and aminophenoquines
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Table 1. Acute LDg=SD (mg/kg) of bis-
pyroquine (B) and chloroquine (C) in mice

ig ip im iv

C(B) 64424 12046 12847 22.5+2.0
(C) 488+14 73.2+1.8 T1+5 21.6+1.8

*
+

MR AR 4,7- 5 k53
REFEBBBRBREKTEER 4-(WEEFH)
S E-T-S W, 4k 211 mol _E R vH[A{A£#02 mol
POk g Bl R R EETE I RS 2k 47 Man-
nich JTR, BIAE RO E, K e vE T 70K
ZEEH BN TR HCL Rp Az g g g 38 HCL

Wi EREHL  C,H,N,ClEEW ST
EBoFalE, B5ECENE. RETNE
B, BEU—1HEHS, B Re{EH0.60,
] B IR L R v (VDB R (25 0,72, 575X
MR AL P AR R R LR, BT 2
WA E AP, Re (H5 519 0.60 % 0.72,
SN SROL e E MR &G T RIT, 3t
IR, thi B EHEREN AR S KRR
H., Wigry IR 5 NMR g 38 il 55 1ie
ENESR=

W o B X RS ) B AT AL
SBEAER SRR RS ) S R

FLAR SR B W A TR, RS IR B AR S
R LRG]S, LB K R
AT BB AT,

B i

1. &RER 4% igimiv & ip 4 fi&
B4Y, BHERBNRS—I0R, 1XRAHE
#z Miller 1 Tainter [CB:3F40 LDy, 455
IRWELE ig,im J ip BF,  SE/NRRAVEE B
T e, miv SR e, (R1),

2. LatEFH

2.1 KREKE 70—100 ¢ K48 4,
BHR, 7&8—10R, P 24EdHhl ig
WK 25 F1 50 mg/kg qd x27d JEAEIE, H



R4k, IfiiE BSP 3% ,NPN & RBC,WBC
WL, FEARERITRERE, AR 2
AKRBRHEIAR L BFPFER; F. Bk
#1 RBC,WBC #¥LtHB%E,; {X 50mg/kg
FIRARN 8 RARKZIMH, XKRLAEE, PR
B ip WA R AR R, R
WK, &SN LR, BARRE, T, B
SNBRFEFLERE, IF. BB Bk, X0,
i, . OB LR, . 2A. W BRt+—
1SN ERS RS, BEREREETHER
HERAESS, RAHARE. 26 mg/keg FIEA
AR, FREBERERSKRER. YA RE
2%, HZREARRITNELMEHE.

2.2 k@ 9keg ¥, im 20% MAgHs
20 mg/kg qd x 10, 45F &GS E 2—8d
Bt R AR, HEHISRFEma LR, 4
10d FEERD, hETH 1.6 ke, ZEAH
g BSP #®. NPN f1 RBC, WBC #;
WEREHE., SNEHERBREOEE,
EREAAERRERE. 5213 H ig WgE
LM AW 50 mg/kg,qd x10d f5, Bx BSP
W B 19% R 8% 5, KN HMEH.

283K HE4ke 2R B, £HBig
g B 2 50 F1 100 mg/kg, qdx 8d 5
WER CBERERIRE M. ERFAEAN 50 mg/
kg9, W25l RS d 3 89 NPN 23 51% 40
K 41mg %, BSP @8 A 7% 56%, SGPTH
37 536U, ARKBUABRBAAE. 4F
100 mg/kg W ¥R SGPT B RZ5 Ry 30 U 7+
ZE 63U, HTFEHE3d & 6d k& F 39 Ush,
HABLTHERE,

2.3 b EAenfoR  RMEIELE iv RS EE1—
2mg/ke &, MESZRI R, 10 min 2GR E
FFUKY, MR T E RN PR ER I, e
WECERIEN, A ERE®RE. FaHa
= pmg/kg BF, FarBIEOBEL, 420
BRAE IR, HERE AN TRFAY I min BIEERE, 4
WE O B FE VR SE i B AE L. IR Rk,

2.4 ECG

71

2.4.1 % BHMWSR, k&E 1.8—2.4
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Table 2. Curative action of bispyroquine and
chloroquine on blood-induced P, berghei infection
in mice

Bispyroquine Chloroquine
Routle  Mice Mice

and dose cured/ CDsexSD cured/ CDgxSD

(mg/kg) Mice (mg/kg)  Mice (mg/kg)
dosed dosed

Intragastric

80 30/30 20/29

40 23/30 7/30

20 20/30 17.4x1.4 2/30 54.0%+1.4

10 8/30 2/30

5 0/30 1/30
Intramuscular

80 — 22/30

40 30/30 7/30

20 30/30- 4/30

10 20/28 7.3x1.0 0/30 52.8+1.2

5 7/30 0/30

2.5 0/20 —
Control

— 0/50 — 0/50 —
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SYNTHESIS,
PYROQUINE

WERN 0% £4FH, HECDyZE ig R
54.0+1.4mg/keg, ¥ im By 52.8+1.2mg/
kg. BRIy R AR ig & h 80 mg/
kg it,80 R & MFEENAA, 18 im i, 20 mg/
kg BRI &3A W, H CDs 458 17.421.4
}¥'7.8+1.0 mg/kg R4 LD /CDg B 75 ig
I RSV ) (LT 455 (TD Jy 87,544 9 im
megEE T 5 17,6, &R 1.8, FHR
MR X SRS ST R A A U (55 2).
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ABSTRACT
synthesized by introducing another pyrro-
lidine into amopyroquine to form 7-chlo-
ro—4—(8', 5'-di-pyrrolidin~l~yl-methyl-4'-
hydroxy-phenyl)aminoquinoline, possess—
ing dual pyrolidin-l~yl-methylphenolic
side chain, named “bispyroquine” (M6407) .

A new antimalarial agent was

It showed a strong schizontocidal ac-—
tivity against Plasmodium berghei and a low

toxicity to mice. The therapeutic indices of
bispyroquine and chloroquine were 87 and
9 by ig, 17.5 and 1.8 by im, respectively.

Hence bispyroquine is superior to
chloroquine.

KEY WORDS bispyroquine; chloroquine;
toxicity; Plasmodium berghei; schizontoci—
dal activity



