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AL, BT Spiramycin 8 XU Sulfamonometh-
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A Z R LIEE, £, BESRH S L &gk
EHEINBDB—ETH 5.
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mycin DRPESIEER LR, BERBICOVTE,
% LERERE R N2, BED~ Y RERE)
ErEw bhl.

A#HIIX, A4 # V7D Farmitalia #® Bertazzoli b
12 X2 TI96EEICARR & Mot 4 v 7 7 Al Sulfa-
methopyrazine (2-Sulfanilamido-3-methoxypyrazine,
Policydal) 2FHL T, =7 208N Tp EIXDOWVT,
RY LRI LA L, Tp BhRY 7 Fr ol
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Ihb=u205 b bENC > TEERICEVH
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1EHE - s (1963) 12 k> TREMEREEEM (HA B
LEREE) BRIELZN, TRTEETHo7. #H Tp

i, YUEE TR SN 8% RH sk AV,
Tp B Y 7 F 4%, komicLTESNZ. RH #
B3 HEO-Y 2 EENICAERK2m]l %, TA, &
FILTEHERERL, ZhE 2[E#SE LTz, BT & ORTER
WELEMEIR 2 —1E L T, 3,000rpm 5 43E O L THE L.
NicghiE®, ALRKT2EREIER, wEE2 BEEs &
56°C 30 EEME THEZR L THE LA b DE, FIE
DOBRPICHM LT 7 F L L LTHERA L. ZTh b
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BE S TRICAEF R, BEPRB SRV EALD, 3
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4 BRICE>TERRAZE LT, =72 DEBEEZR
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Table 1 Survial of mice and eradication of organisms in the case of inoculation with RH
toxoplasmas and simultaneous administration of Policydal for 4 consecutive weeks

No. of Daily No. of No. of surviving mice No. of mice
trophozoites dose of  mice negative in
inoculat. Policydal exam. 1 WK 2 3 4 the oraganism
Exp. 3,000 8 mg 167 163 124 95 78(46.7%) 23(13.8%)
Cont.-1* ” — 15 8 0
Cont.-2** - 8 mg 15 15 15 15 15

* Cont. -1 indicates the survival days of of mice inoculated with toxoplasmas without administra-

tion of Policydal.

** Cont. -2 indicates the survival days of mice administered with Policydal without RH-inoculation

for an observation of side effect of the drug.

SEfdRE~ v 2 ICHERE L, ATFHM S X OB ERAE DR
BRI, £/ HA HEHRT 5729, IBEREX Y Fin
L, RIEERIEIC XY, Blom{BEL, —RERICKE
#%, &bIT37°C P75 vHIL3I~ 4RV T, EB4E
EEmL, 2566500 E2EM: L Lic

DA |

1. RH ##& L R Policydal 25 L7354,

B LRI RRFICHR LICHADER Y 2O
EMB LA~y 2 ENOREOFEEZBILEL 7.

w1koml, HR~v 2 1670LF, EEREEL, 2
BIUOIBEHETIZ, TNEFNL4.438 X U720 L1
L, 4% TIZ78IC (46.7%) MAEBELT-.

AB—1 ok, FEEIE~ Y 2151k, $T10
HBETIREL Lz, XH— 2 odfIEEE, Al 8mg
DH, 4BEBEE~Y 2150LF, Wb 4 HM ETR
CAEFL, BRIORIERZ, Be@Ewbhirolk, &
NoDEFKE< T RTBLOMKANY 2 M, TXTHRESH
¥, MOERREE 1ml &, @~ 7 2 2005, [Ei
RICEREL 2L 2 5, SR LOINOERER 5 e~y
2%, TRT7~10AHITREL, BEEACSED T
FERBASRE S, &Y 23T (13.8%) »bOF
B~y 213, TRIC4BBRLEFL, ZOREERAD

4BEHOWNT 2 b, ERBREBENREISR, &bIC
HA Y, T RTER%ETHOZ. ftoTIhber 2z
1%, Policydal 4##xEicL>T, BEIBEERLZD
DrEZLNE. 1B, 4EMEEFIREC LY 2
22T, FETER, EEAX Y KRB SEOKRT %,
RAiz L 25, 9D bix, BE KRESHh, TRHEHO
10Ciz 2\ Tix, ZDfk%, {fEE~ 7 2 IcHEREL, 3
~NTT7 BEMRTREL, KERBED, ZEIEBERICR
Hahiz, XoTEERORETIX, TT RH sk
LA eELDNS.

EiEmDiE Y, Policydal HigifeEic X>C Tp i<
7212, Y OEBEHR A LNDOT, RHEHL
[RIR¢IC Policydal #, 1EE#kERS L, 1E#ZC~<Y
ZfEEH o Tp BEEZHEEL T, Tp HEMIEORE %
BATEBERER2ITRLTH 5.

B IR 200T R 1 B H 0 BEIEYEIEIR 1 ml p oo B,
075 120x 108 AT, FHHPIE, 11X10% HOPEK
THY, X O FEEIEREDS5PTIE, 35,300X10% A B
86,400% 103{EICEL Y, FHdisid, 68,568x 103fHN%
ehol, MBICH LU THRER T, BEAOREN
EHCHBEEZMES NI L 2MoT.

2. HRUIZFUOFMLE~Y 212 RH #E &S
B 7234 D Policydal DIEFEEHE.

5 ORERBEORMERL T, TATHRIHENT,

WhRY 7 F &1 H AMET,

Table 2 Number of the organisms in the peritoneal cavity of mice one week after the
inoculation with RH-toxoplasmas and simultaneous administration of Policydal

2EESHL, EbHiT2

No. of No. of Daily No. of toxoplasmas per 1 ml of the fluid*
mice parasites dose of
exam. inoculated  Policyd. Average no. Range
Exp. 20 3,000 8 mg 11X103 0 to 120X 108
Cont. 5 ” - 69 X 108 35X 10¢ to 86X108

* Counting of the organism was made on the fluid obtained by washing with 2 ml of normal
saline injected into the peritoneal cavity of the mice.
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Table 3 HA titer of the mice two weeks
after vaccination with killed toxoplasmas
two times at an interval of one month

No. of killed toxoplasmas

in vaccine HA titer No. of mice

I
<1:64 5
1:64 18
13108 18X 108 1:256 26
1:1024 10
1 : 4096 5
* Positive rate 64.1%

*HA titer at 1:256 or higher was determined
to be posotive.

BHDO<y 2 HA B ErRL (K3).

PE 7 F2 2 LT Tp OEHEAKL, 007 HES A
£k 0.5ml ZEEAICEAL, 17AKICE2EY
F L LT, ikl 8005 B &N L. i 2 E%IC
BIFszhb<y20 MEFICE T2 HA HUkflios
I B D IC6AICH64X PLFAS5 L, 64X H318JC, 256X
A26[C, 1,024 AS100E, 4,096X 735 [LT, 64.1% D
mERERO.

FED XS, Tp BHRY 7 F U DOHILE~ T RIT,
Uy F AT 2BICH T, RH ABEOEENEREL
Rz, Policydal % 4 ERICE>TRAKEL, €0
ERov 2 OEBRB IV Tp BEREFRLT, ER
Uy FURMLEBEOMEEBE L (F4).

Bt~ v 241U, 44T~ U R1%, 3400 (EF%R
83%) Thole. A< ZADWANY 2 ME, T_THK
HERT, MOERBERE, BE~Y 2 EENICER
LT%, 24MEi, T_T4HEMTRICERFL, BEIEAR
T 5 Tp X, REHEHT, HA ELTRTE

Table 4 Survival of mice and eradication of
inoculation with RH-toxoplasmas and admi
two weeks after the termination of va

HThoMk, TbbRERIL, 58.5%D BEREFL
7. WBE— 10U 75 2BEERETLY, EAZER
Ho230tix, RH #ffEfE<T, 7T 2 8HUANIET
L7z, v7F o OFiLER ST RH iR, FEEREO
SHHR—2 25 ERE 2 TIZ, $RNTHRELE. 7
7 FrORLEEZET, EROH LSO ERL HEL
T, U7 F L OHLEEZ Lz w2 Tid, EHICARRE.
TURER O LR’ RS b, ik, HA L AR
PBIOBRERE OBERICOVTRED, 77 F UVERIK
XV HA BT LT 2 OFD, SLRXERERIE,
BhAEVEAERLE. fFLARGBELRVYT 2.
AR ORI BV TER L BEADRENED 5hizDT,

mHEBICERET 2 AERREFEEL L Ll S iz,

z B

P¢sk Tp FEIC T 5 {LEHE 1T 13, Sulfonamide,.
Sulfone %41 7 7 FlZ2Hl &5 5 FAI, Pyrimetha-
mine B XU ZEOFAWEIER STk, Sabin:
and Warren (1942) LL3E Eyles and Coleman (1952, 1953)
Sabin (1953), Eyles (1953, 1956), Jacobs et al.
(1964), Tsunoda et al. (1965), K& & (1967, 1968),
Shimizu et al. (1968) ZH# 1 7 FHIZ2WT K%L D
WAENDHY, BM{ER 3 LU Pyrimethamine 72 & oA
L OBRERIC THERMELFED bR TV 5. Summers.
(1953) A3H iz Pyrimethamine ® Tp JEXEHZIZ
LEHRELTVD, JEAK1968)1X, Sulfadiazine X VX
Sulfadimethoxine & YV H#TH Y, ThI I F<h
723Kl L LT, Sulfamonomethoxine % &iJ, Policydal
% Sulfamonomethoxine 1245 H¥a JEERELZ R L, fii
DREHN L OPERD, SHIRIVEREETDESS Lk
~_TV 3. Policydal OFRICOVTIL, ¥HE DR L
the organisms from mice which received

nistration of Policydal simultaneously
ccination with killed toxoplasmas

{\(I)Zbolgsl:;l;:d No. of Daily No. of  No. of mice survived No. of mice

in vgccine RH-toxo. dose of mice negative in

I I inocul. policyd. exam. lwk. 2 3 4 the onganism
Exp. 13x108 18X 1086 3,000 8 mg 41 41 39 36 34(83.0%) 24(58.5%) B
Cont. -1* ” ” " — 23 19 0
Cont. -2** - — ” — 25 18 0

* Control.-1 indicates the survival weeks of mice in
without administration of Policydal.
** Control.-2 indicates the survival weeks of mice in

(52)

jected with vaccine and living RH-toxoplasmas

oculated with RH-toxoplasmas only.
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FTTeBL, mPRELHEL, <v20RAKREKT
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RIHREHHE LSS LRRTVB. ChooR@Eb s
Bl DR & FIFRICFE ST & HUAREAEDS, Poli-
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’ Abstract

[ P [N

EFFECT OF SULFAMETHOPYRAZINE AND COMBINED USE OF VACCINE
ON ACUTE TOXOPLASMOSIS IN MICE

ToYOHARU AOKI
(Department of Parasitology, School of Medicine, Keio University, Tokyo)

Sulfamethopyrazine (Policydal) is a long acting sulfa drug, which was synthesized by
Bertazzoli in Italy 1961. The present studies were undertaken to evaluate the therapeutic effect
of Policydal upon murine toxoplasmosis. A synergistic effect of killed toxoplasma vaccine and
Policydal was also evaluated, because in most of the human cases, treatment is given to the
patients who have serum antibody for Toxoplasma.

Policydal, 8 mg per day, was administered perorally for 4 weeks, starting on the day of
intraperitoneal inoculation with 3,000 RH-trophozoites. During the observation period of 4 weeks,
78 out of 167 mice (46.7 %) survived the infection. By subinoculation with the brain of these
survived mice into clean mice, the parasites were found to be eradicated in 23 (13.8 %) of them,
showing negative HA titer. In order to elucidate the suppression of multiplication of trophozo-
ites by Policydal, number of the parasites in abdominal cavity of mice was counted 1 week after
RH-inoculation. The average number of them was small, although numerous number of them
was found in control mice infected with RH-trophozoites whithout the treatment.

Mice were vaccinated two times with 13X 108 and 18X 108 heat-killed parasites respectively
at an interval of 1 month. HA-positive mice were found in 64.1 % 2 weeks after the second
vaccination. On the same day, 41 mice were challenged with RH strain, and the administration
of Policydal was started. The rate of survival of mice and eradication of the parasite was
83.0 % and 58.5 % respectively. The both rates were apparently higher than the rate in mice
treated with Policydal only. Thus, it is recognized that the effect of Policydal upon murine

toxoplasmosis is enhanced by previous vaccination with the killed organisms.

(56)





