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Test for antimalarial activity by Gregory and Peters’ method

Intra- Mice infected Group mean pre-2% Residual Tissue schi-
gastric "Mice examined s : zontocidal
Drug dose period (day) action  ion

(mg/kgy C° T° € T* XC pr  pr pc pc  pb (b (ii)
Primaquine 20 0/9 10/10 >14 5,5 1,0 >6,57
Pyrimethamine 1 0/10 9/9 >14 6,67 2,17 >5.4
Chloroquine 100 9/9 10/10 6.75 5.9 1.4 -1,08
Pyronaridine 10 0/10 5/10 >21 >20 15,5 -0,93
Control 9/10

10/10

b _ e _ )
() = (PP-axPe-a)

(P¢-a)

10/10 6,43 4,5 4,5

(PP—a) (il)=(P"-P") - (i)



Tab 2,
of Plasmodium yoelii
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Activity of 4 antimalarials (ig 1/2 h after sporozoite inoculation on d 0) on pre-erythrocytic stages

Mice infected/Mice examined

Drug Intragastric Mice inoculated Recipient mice Tissue
dose(mg/kg) with sporozoites schizontocidal
7 d7 d 14 d 21 ds d1o d 20 activity
Primaquine 20 0/9  0/9  0/9 0/5 0/5  0/4 .
M 7844 100 1/9 1/9 1/9 0/5 0/5 0/4
Pyronaridine 10 0/9 0/9 0/8 1/5 1/4 0/2 +
Mepacrine 10 6/7 7]7 0/4 0/0 0/4 -
Control 7/9 7/9 7/9 2/4 3/4 4/4
e EMPTEERMER. %&ﬁ Py ety 2 2R BRLSS HH BB i S, SRR
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ANIBE D 5880 4 b 24, GHER R
5 R, BOMERUMNL 0.2 ml S5S51EM 1 RIER
ROZMEB) . MEMREZ0LRMEREE 2.
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i, 5AZmE 20d pyirks WES, RE
M AT R ARMER M7844 40 9 RFRR 1 R
SR AEYE,5 K2 A, R M7844
BREFABER., SEEHMRK21dN H &
BEM:, 151 R iR R, 3% IR B
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WOARREETE B A ARBEM, BEEHAZ0
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Tab 3,
of Plasmodium yoelii
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B A A2 I PR 4 AR B I g, HAfa
RBARSNRBANEF, ~ERBENLRYL
FiR. "EZEEATNER 6 d PR BRE tufL fE,

REBEHERG 5 R RIERMm 24 h ik &
REE, HEHLEERE, FEANLHH
FERPER,. /NI ig B SF 10 mg/kg 5 48 h ip
5x10° AL M, AEERFEAI S F B
FOREFRMAENHER, ZH/ARTF2M0mE2d

Activity of antimalarials (ig 48 h before inoculation of asexual forms on d 0) on erythrocytic stages

Mice infected/Mice examined (Infection rate of rbc% ) Residual
Drug Intragastric Mice inoculated with asexual forms Recipient mice action
dose(mg/kg) d1 d2 d3 d4 d6 d14 di1 d2 ds dd4
anaqumc 20 9/10 10/10 10/10 10/10 4/5 5/5 5/5 5/5 -
(3.4 28,0 42,5 47,00 (0,2 6,0 15,8 30.4)
M 7844 100 9/10 9/10 9/10 9/10 4/5 5/5 5/5 5/5 -
(1,6 10,9 14,6 26.8) 0,2 5.9 21,2 23,8
Pyronaridine 10 0/9 0/9 0/9 0/9 0/9 8/8 0/5 5/5 5/5 5/5 +
0 0 0 0 0 17,8) 0 3.1 1,8 20,0
Mepacrine 10 10/10 10/10 10/10 10/10 2/5 5/5 5/5 5/5 +
(4,4 23,4 25,4 53,0 (1,6 7.3 14,0 25,0)
Control 10/10 10/10 10/10 10/10 4/5 5/5 5/5 5/5

(0,7 16,7 25,0 36.4)

(0,5 9,2 19,8 36,00




204

m b # kb Bk
LB A, S5
I e -
b4t = .
- 3 ?" i TR Ry — SRR HiE 1 kel 2-3 Yoss
& P R EAEEE 1%
s PE ;Eﬁmﬂ B T (do)
° A s 2 T8 INREETN T §
- S 7RSS . M 7844, 7B G TE
~ = N 3 -
s I s 5 & B LK RBOR e 1, SR R
> ~ o S HIs Jm 0, d7 5 d 14 MK
=} S e~ Mz = %’%[;E’
- T =8l ezel myray cd0-2
< > S onesw 4 kg i, d 0z do-2 4
e R ERCEER ST 20 mg/kg i, @25 10,
= T2 e£228s ﬂggﬁf‘*m@ﬁm@ LA 057 .
0. 2z o =s=2:s2 %éﬂ/J\E%W*}‘“;AB{%@,J\Eﬁ%"s‘é@*'d_
g - = S33ISSS & 1K, BbhE /X 20 mg/kg,
% ~ A e o = B R % 1K 23 427K 20 mg
Z bt ~ < =33 d1 ig40mg/kg 5§ d 1- d 3-5 4§ R ig 1 ™
[a\ ~ } [N - 3 > Py,
i UI§ ﬁc\w; &éﬂmk%ﬁ%%mﬁlﬁ ﬁiﬁﬂﬂlzﬁ(%
b =2 223 /kg HR H IR MILAE.
- S 333 20 mg e, -
S > ° | S =2 ) BB —& . K
JEERE $ 553 R
b © o | N oo t«‘“;lgg M 7844 Fd 0 %47 o HAME
e o PRI BN TEHEB R X B
£ o 233889 SR, Fdi 2 i ot M SRR I , 26
S g " 223222 2 T
S s = Qggmmo d3 &R 4
~ < FA- | © o0 — ﬁjfﬁ;ﬁq. :d3
Blee 270 55 S2es s o o b 1 5
Elg~ & _ S35 55 ZREWEREFI kS 5 5, do,d1,d1-2
X 323 RS N R -
g o F w Sg9d = nd3—5 A S ARERME TR LR £E
= | N~ o o N 5 ] ﬁ%"éﬂgﬂ%ﬁ% INZ
3 .em“§§<>° B, RIRSIA R
g8l - 2EEEEEE ; B, 7. 10 mg/kg
< o s 9 ooSSSE H, {E—%%E%dlﬁ‘d?;igmqulo T
2 S ERN — Faza A K, W3R R
= R = N g X » %Xgﬁéﬂ% o ] 2_3K’)\
~ 'v*ﬁ&{\;; N & d 3-5 ¥4 ig 3 %
- l L PP S d1-2 dO_ZEk 3 nﬂg_}]}jiﬁ?ﬁ:ﬂm%
] 0122~N2022 WA B S i 5E, 22 PR
2 ioow2<<>; S RHEE i
27 o e I N s 25 sl B et
o =) o o Fﬁ d3 a2d
§] = . =s22¢s . /kg Fd3z ELL ]
> | = — ~ ~ 10 mg -1 &/
g 515525553583 ik Tl AL AR, 4 4
= 1337 s 5| mmmmsnia B ERE G RER
> |3 3 = S @ » . 2%, 1B/ EE
E o las s & 3 o 27T 1 A ’
@ o~ —_ ™
g T ; w \2\ P 1R, ZEBE 10 mg/kg X 41
Sl o= = g 50 BB 1 B AP B MR
: cl2c = s3s s R £ i
5 5158 % S e 47 o au gt ;
- - s s w e gl ?“f}ﬂ“idéﬂ%’_ AT 6d 4%, d
i w ip Ffg . L 2T 4 B -
q"’c: y e ¥ | R 2 g T M AT ip BB LR (K
2 & tui) 2 %0 g %) j{]ﬁﬁ Aﬁ%ﬁﬁijﬁlmﬁ' \‘ %lp E‘a‘
EIEESE e £ k5 d 10 LR 4 ., NRFT TH
- | 8 S £ ¢ £ LAY R AL REH PR
< 2 oL5ix 5) B 4 14 146 e L 9 B
o g 2888 d#35, d7 5
. 3 | g B s D>.., bdgz
~ & | & = <
a i
<
B



205

Tab 5, Antimalarial activity of ig pyronaridine 10 mg/kg before inoculation of Plasmodium yoelii sporo—
zojtes or infected rbe. Sporozoites inoculated mice were examined on d 7 and d 74; parasitized rbc inoculated

mice examined on d 5 and d 0.

Mice inoculated with sporozoites Mice inoculated with parasitized rbc

Day before Mice Mice Parasitemia Mice Mice Parasitemia
inoculation examined developing suppression examined developing suppression
parasitemia  rate( %) parasitemia rate( %)
. S _14__ _._,5 - 6.:1-.;-*74
6 10 8 11,1 10 2 80,0
5 10 8 11,1 15 0 100,0
4 10 0 100,0
3 10 0 100,0 5 0 100,0
0 i0 9 23 23
MmiesER A dhEH
Hooo® A7 d14 8 ORISR (8 h BLE)
BT FHRTF ip NRIG 30 min FEZAN i H + o+ - -
T2k, 480 JFHBLFURMLEE® , B R A -+ - +
LRI N A B FRRFE: F 5 31 h, - - +7? +7?
WMT MG 3h&EO, MAGRTS KE B 7+ FENOBIL SR ER AT S
xR E IR A SRR SRR dnT Y B, HIEB(2)PEER,
REGESZY 3075 M SO REE 7 D N IRy 2. Pl LR ERIERNEEN(F+2
fEF., FEHACABHYPERMEDRER B E
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Ko, WEGHBEERAEEENRER. HE  REH,

ARG BAE T Hakdt, (EJ5F%& B MR Mg gER  RBEH
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A SCREENING METHOD FOR TISSUE SCHIZONTOCIDES WITH

PLASMODIUM YOELII*

SHAO Bao-ruo, YE Xiu-yu, ZHENG Hao

(Inst Parasitic Diseases**, Chinese Academy of Medical Sciences, Shanghai 200025)

ABSTRACT  Primaquine, pyrimethamine,
chloroquine and long-acting blood schizontocide
pyronaridine were tested with several causal
prophylactic and tissue schizontocidal screening
methods. The sporozoites of Plasmodium yoelii
strain 265-By disappeared from the blood of
mice 30 min after an ip inoculation and the
prepatent period of the parasites was 48 h or
less. A modified method for preliminary screen-
ing for tissue schizontocides is suggested:

(1) Test compound is dosed orally or
parenterally to 2 groups of 10 mice each 41 h
after an ip inoculation of P. yoelii sporozoites
ond (. The doses are 20 mg/kg and a maximal
tolerable dose (or 100 mg/kg). Blood examina-
tions are made ond 7and d 14. Sign (- ) de-
notes that at least §/1( mice are negative for
parasitemia. If the examinations on d 7 and/or
d 14 are (+ ), the test compound is considered
to have no tissue schizontocidal effect; if the
result is (—) ond 14, it may be effective against
tissue form and test (2) for differentiating
residual blood schizontocidal action is needed.

(2) A dose is given to 10 mice 48 h

before an inoculation of 5 x 1(® parasitized rbc.
Blood examinations are made ond 5 and d 10.
If both examinations are ( + ), the drug is con-
sidered to have tissue schizontocidal action; if
it is (—~ ) on d 5, the drug may have residual
schizontocidal action and test (3) is suggested
to identify long-acting tissue schizontocidal
action.

(3) The days (a) of residual blood schi-
zontocidal effect is first detected by giving a
dose before the inoculation of parasitized rbc,
then a dose is given to clean mice a-1 days
before sporozoite inoculation. If parasitemia
ond 14 is (=), a prolonged (a-1 days)tissue
schizontocidal action is suggested,

KEY WORDS Plasmodium yoelii; tissue schi-
zontocides;  drug screening; antimalarjals;
primaquine; pyrimethamine
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