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Tissue schizontocidal action and acute toxicity
of trifluoroacetyl primaquine

- YE Xiu—Yu, SHAQ Bao—Ruo

(Institute of Parasitic Diseases, Chinese Academy of
Preventive Medicine. Shanghai 200025, China)

ABSTRACT Trifluoroacetyl primaquine (M—8506),
—methoxy—5—trifluoroacetyl—8—(4—methyl-butyl—
amino)-aminoquinoline oxalate, synthesized by the
Institute of Parasitic Discases was compared with
primaquine for tissue schizontocidal action and acute
ig LDy,

In P yoelii sporozoite infected mice, the protec-
tion rates with ig M—8506 5, 10 and 20 mg (base) # kg
on the day of infection were 56.7, 87.2 and 100% ,
respectively.  These were comparable to the protec-
tion rates with primaquine 5, 10 and 20 mg(base) / kg
(54.4, 90.8 and 100%;, respectively).

The radical curative effect was conducted in P
cynomelgi  sporozoite infected Macaca mulatia.
Since im pyronaridine 10 mg / kg b.i.d. { 6 h apart)
completely eliminated the parasites in monkeys in-
fected with enythrocytic stages of P cynemalgi, the tis-
suec schizontocidal activiies of M-—8306 and
primaquine were observed by im administration of
pyronaridine 10 mg / kghb.id.ond 1.

M-8506 at 0.75, 1.5and 3 mg/(kg-d) x 3d
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plus pyronaridine werc given (o 7, 4 and 2 infected
monkeys with parasitemia respectively. All the
mornkeys, except one receiving .75 mg / (kg + d) x 3
d, were radically cured. Primaquine ¢.75, 1.5 and 3
mg/ (kg + d) * 3d were administered t0 3, 3 and 2
monkeys respectively. Two monkeys recciving
primaquine .75 mg./ (kg - d) * 3 d relapsed on d
42, The parasitemia reappeared earlier than that
treated with M—8506 0.75 mg/(kg+ d) x 3 d and
relapsed on d 62.

Because M—B8506 is less toxic than primaquine in
mice and more effective in radical treatment of simian
malaria, further studies on trifluoroacetyl primaquine
are worthy to be considered.
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B bR RPES AKX . M—8506 3T R B#
ERDHEABNRGERAE TR, 7 A RpE
P ig M—B506 0.75mg/ (kg-d) x3d &3 im &
UL, 6 HRW M mAREFI RGeS H g IRERIT
3R Uil M-8505 /AR AYE LDy %
146.2 mg / kg. BSEY 68.8 mg ~ kg. ’
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MATERIALS AND METHODS

2 B3E [ L ( Plasmodium yoelii 265 BY),
1976 FMEE R AR TN ABETIRE
glat, sdad W s s A/ En R, S8R
IR W (Plasmodium cynomolgi  Mayer 1907)
F 1967 FF A BRI S 8F, i B R B sk
mAEfRF. RS T VIR ERB R HER
R ORI EBEBEFRN-HRERESER
EMRE Ak R A LIS M BT RS,
MR B4 YL (A nopheles stephensi Liston, 1901)
1973 s W H 4 Horton EBITIHE, EZ N
Hor #, HAFBEN LY SRR ERHF
w4t

DNEBBRAEZR, KEH 20+ 2 g (n=
20). P B, Ahsi gy, EaRk

(Macara mulana)® B 16, {£8 3.2+ SD 1.}
kg (n=32). 2 3 4. AT 0EE P F D
B3 1, R HAGHE IR e B B R s Rl

SR BAME(M-8506) B & B F
79.77%, &R E T Z 5 Rt
BERR OIS M (S 2 TR 57%) 0 B KT R 5 — I
=gk, BEBMEZEREEE A (40 meg I / mI)Yy
P BAE R T8, SR AR IR
.

X R IEFNIRFE AT R %

1 M-—8506 &5 & K &2 F10-F &% A
#4% 37 4+ Al WEABE R 7 F AR
R BR", LR ip1.5 REfEE(# 3

10787, 84 10 B, 30 min 54 5 ig
M—8506 R{IE™ 5, 10 B 20 mg/ kg, HB i
AEERE, TRAENG 7d 2 14d RE
0 31 e i B, SRR S0 B R R BN
IF g B4, 1B &4 DF s 5E B 4 L L
14 d A/ BA R i 5E 4 F PR3, 3
T3 20K B A R

BRI H(% )= (R B I o 20
DRl SR )/ RF B A I R SRR < 100%

2 MEZEmE T MR RO A SRR A
PR WOEDR SR M MR RF e o, iv i
He 5 31, F DR g AT BI4E TS (2T 40 B AR e AR oy
2.8+ 1.2%), im B 250E 10 mg/ kg b.i.d.(A]i§
6h) 7. WM EHEMN, Uik 3d R
IS M BB A B T e e ] HoRT R
R 1P BA 3 A H IR A B R TE A

3 M—8506 43 bt R BMEER Rin
PEAREIER T2 RER. LR,
WEMBENFEN FR-FHSEREREREEY
2000 R (-l F LR 50% 4B K 45
ml HIAREHE, BER 2 ml (¥ 5x10° M FH
Fiv iR 14 REEE. f2 88 RS
MAE G4 ST AR RGN 9
9%, M—8506 ¥ 0.75, 1.5 % 3.0 mg/ (kg » d)
xIHRIT 8 HEQ, 42 2 FyfnErE 1.5 &


http://www.cqvip.com

30mg/kg-dx 33/ SHEOE2H) £
FEEIF BT ig M—8506 2% 41 B M 24 K (dylim
BB 10mg / kg bid. 5 1 BB IER AN
A, MNP SHEEERN L. TR,
FHET (2 10% 8580 7 8 00 55 MR 13
R, Bir MO mmBEMENR 9+ 5K, A
M—8506 0.375 % 0.75 mg/ (kg : d}x 3 & ¥
MEEERWEITINS AR, ERAEBER
FAM-85061.5mg/ (kg - d)x 3 SHEEnEE
. FIBEY 0375 X 0.75mg / (kg - d)x3 &
HIEWBERIEIT 2 5 3 BB, WA E RN
4RBFINFH TFHEE 1.5mg/ (kg d)
X3 EHHEHERENE, B 1 HERBIERRTE
EITMAR. Le MTHARFHIEREREW
poky 8

AR BERENR EXHADR 140
Y, M-8506 i 6 PRIBHEG=0.754F4 10
B, 4 8lig 1 MAYFE Y 63.3, 844, 112.5,
150, 200 & 266.7mg / kg. {G&E M 7 Hpom &
% 26.7, 35.6, 47.5, 63.3, 84.4, 1125 B 150
mg/ kg7 10 BAARGAWH, EHIZR MR
FEI-¥, DIAE 14, 3d B TAdRHBITIET *¥
% Finney 238 LD, 2 95% o 5.

RESULTS

WERTH  M-8506 Lf1s{HE R H K
5,10 2 20 mg/ kg Bf, 17D AP
R DEMNREPERE R 567%, 872% K
100% 5 54.4%, 90.8% X 100%, MHF MK
AR EFELER(P>005).

BRER T B 250E 10 mg / kg bad.
im BRI A EB T R R RIE R S
L, ¥ ETmt i) 5y B K fg 2-3 d, f¢ &
MEIPA, RWFEBER, =MWiHA. wR
MEE R BT W R T PR AL R £ P 1
.

M-8506 ¥ {11 20 A g 2R mE 1 o T R
R RHB R IEERA IS 2 K,
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TR AT 40 MR I ol 9+ SD 7%, 26 MR %
M-8506 s M-S H 2R NYT, IRARFH
MEEE 2-3dA. LRI, HER
M-8506 0375-3.0 mg 7/ (kg + d)x 3 SH X%
A, 28BE% .S HERBNDE®
1.5mg/ (kg~ d)x 3 SHMEERERIT 1, 4 H
BRNG. 1 HBOGS S)THETE 40d RS
HAE, ZERAENN RS H 25
i 69d X EHFEKR. LB M-8506 1.5
mg/ (kg - d)x 3 5 HMIEEFRITIRFEER
W, TWHA 47d KRB R, BORERBIHRF, K
B, THRITHEEI1M4dET. PELE
ETENEHEFET. REITH 1 R BEEAE
3AMAMEHAKRKBTERERK. TR, A
M-8605 0375 % 0.75mg/(kg-d)x3 &
ERERRIFIRE S AE, #RE 28K
HEHFHAFEL, X3 HEUR 283 M-8506
1L.5mg/ (kg - d)x 3 {THWBEER GG #
. MHEE 0375 B 0.75mg / (kg - d)x 3 &
Fup2EmEdesy 2 B I Ui, RHE 2R
AR E 4 BRARPHN 3 EE, AEX
1.5mg/{kg+ )x3SHBEERERLBE
B 1 REARASH N, AHENEN 6
™A AR EINERR(Tab 1)
NERPEEEHE M-856 £ 63.3—
Tab 1. Tlssue schlzontocidal actlom of trifluoroacetyl

parimacuine (M—8506) In comparison with primaquine
{PQY-PND in P cynomolgi infected monkeys

Dosage (mg ./ (kg » d)) Prepasitemia
M—8506 PQ PND n Cledarance Relapsed

lig) (g} (im) time (d)  monkeys (d)
0 0 0 | No

clearane
3I0x 3 0 20 2 2-3 0
1.5= 3 0 20 4 2-3 0
0.75x3 0 20 7 2-3 1{62)
03751 0 20 3 2-3 22742)
0 30= 31 20 2 2-3 0
0 1.5x3 20 3 23 1{No.A5)40)
0 0.75x 3 20 3 2-1 2(4Z,42)
1] 037%5%x 3 20 p 2-2 2(27.27)
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266.7 mg / kg MELE R 6 MEAMSGF 7d R
R EERI L1, 2,3 6% 10, 518
W 26.7-150 mg/ kg 7 P HM R FETH
0,2 2 3,6, 9% 10 th¥, M-—8506 (I3
HAR{EF &, FETE 1d, 3d X 7d 19 LDy,
Wk 2231, 1.87:1 % 2.21: 1(Tab 2), Al
M—8506 fJ LD, #0 {HEEEM 2 §%.

Tab 2. Acate toxdcity of Ig M—8506 ln comparislon with
primagelne (PQ} in mice.

Day after LDy mg kg (95 % CL)

dosing M—E 506 PQ

dl 3928 1312
(167.5~511.8) (92.6—185.4)

d3 200.] 107.0
(156.3—256.1) (90.2-127.0)

a7 146.2 68.8

(125.1-170.8) (56.5—831.9)

DISCUSSION

BB R AT ARE RS RETHE®.
LM 10mg/ kgbid, im AL ERE
BREEFRSRMVWEHEN, HURTESH
M—8506 W8 L HIGHIERIZER.

M-8506 0.75mg/ (kg d)x 3 SHMZE
REXTREFRFRBRDERFHEIEM, 7
HE 1 RTFHRE 2d FeE R, mARN
RIOEESHEIERTH I ARG 2 RS
B, IS SRk 3k aiaseesg M-8506
EHMZERBRITHNIAERE R, ZRAOES
HFRE A R T M—8506 B8 1348 s A9 B Uk
MERERE L, AR R KA 2R
BRI SE, WO IGh 1T A5 TR b I 3E B4
3dAEM. & M-8506 k&M LS
mg/ (kg Ix3IRGLMEERBHANR
FHBER. B 35 SBH, M—8506 stiAEeE
B 2R R ITEY 20 2 14 HUEY, K

TLBE A

BTFHARM M-8506 5 )& it H
WA D s LG TY B LL M—8506 BRI, M7
MEADERENIETAEE, FIL M-8506
HB L — LB
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