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FEZELTOROBEIR LN R, FIEMEATRE
Sh 3 MEEORKMIE EEA AR LTz h b0
FHETRALNENE) THS.

r¥ Y 7T X< (Tp) OFHIFEIC DWW TIRAF B
ANEROERERICHERICEDT 2 FERPKRIZmb T
RNZ R, in vitro TORERAVGEAD HEIREIICHED
THEETH %% EOEbh bHENFRA EfFbh T
WERTH 5. BFLANSBITE Tp IEDOTRRIEL LTH
SLLELAWSRTWS Pyrimethamine 38 X UV
7 rRlizEhEFh~5 ) TRAD 5 WITHEETASIC
DO ERT2Z e mbh T 3EAITHE056, Tp
TOEFIMINE % FHANCHFFET 5 & L3RRS EARD T
EELEDND.
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B, EAShTEROMEORERME, fthile 0RX
TittE, THERROXt <7 2F /170 EOFRITO W TR &
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Tp BEOHEEL ~ 7 AEENICERL TRE S+
7. Tp BRLFEOHIEICIE, 4BUANICETELcw T A
X, FOMKFOREOFMEFERL, BEKRETED
<Y R, FOMEFAXMEL, 1mlsE2to EX~<Y
ZAEREAICER L, T~V AFOBREOHFERERL,
RO T DIz, 4L AT~V 21X, HEBHRE
WEARIZT, TR MERL, AR, ZhHDKETL
Fle LT, B~y 2B, AFHRR X O hREER
BEoufi i L. EE4BEEFE~Y 21E, ZOMFIC
2T, b Tp BIEMERE AV, 6K - {558 - 42
i (1964) i X > TREMERERSESUCE (HA 8) 2 HIE
U7z, WREEME 256 fEDA B &Mt L L.

FEAI -

R L 72 EHlo Sulfamethopyrazine (2-sulfanila-
mido-3-methoxypyrazine) 31 # U ¥ TI9614EICERR S
Nt Sulfa I TAKIOH Tp ERIZ W TIREERIZ
WESH TS (A, 1968 5 HA, 1971). BEHEkL
LT, FrERE O IR0 FIBAKRIER 2 78 D AR
XL, 200.5ml 2 E=—VERE BHBICT
U ZADBNICEATHHEEH W, BEREIX, 1~
53 R ETD <Y R izid—HE 0.5 mg (25 mg/kg) %58k
6H, TR LUHBONRETH <Y RICIE—HESR 1mg
(50 mg/kg) TR L7z, LEO FHERFEH (FA,
1971) KX TEHEUT Th Y E~ Y 23R T
RIZAEFETBHZ LAGEHEh TV 5.

RRTMHERGC A L7 3HNx, Sulfa #Tix Sulfa-
monomethoxine, Sulfadimethoxine % Z&IE/KiFHENR &
LTHEA L. ZhboEFoP Te e oW Tikth
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Zh Tsunoda et al (1665), B4 (1967) i k> THeH:
o T3, FERICLHM T fEAE b2 Z L 0&b
Tz (FA, 1969) Acetylspiramycin Tix N/10
HeSOs FRMMZETEAKAAF Z iz, RBiiE Tid—HE 2 mg,
#%HETIX8mg L Liz. ThbdDEHF|DEEFHIZSMP
DHELEFA—TdH5.

TPERREE H 5 i

12[IED =7 2% 2 Bic 43T, &~ v 2123,000fE» RH
BT EREL, 1BTEDIC SMP Oo®RELHRIAL,
R EREDOFEFNFN 6 BRICAER Lic<w Y 2
AKpomiEke BE Lie. BEEEEE, £f/Kk2ml
FEENICEALUBESEES vy =Y Lz bicKs]
U CHE RO 1 ml Pod¥s mBE#HICTHL
IERER O B IBEE 2 HERIS 5 Hkic X o7, BEEDIE
FIZEEOGEETERKICTHEANRE 5 IR L TH
BIZEELZOob BEH L. kEH 5 OfkfIX, SMP
BHE~T 2OMKP CHEVRELHFEL vy A0 b HE
RERRL, ZHENERR2 O~y RICHEREL, £
NEhOBLER®RE, b5 WIEREL L TRABTES
LIk omAzEETREFZRKBE L. LaLE
FOREIC L D B BEFEANESE D 72 16fR L% OHE
iR R 3 I L 7.

e ik

SMP mEki G-I X o Tt MR L 72 &
DEHET DO ROFEE W, E3EE T R
48, 53R L V6O D =7 2 X D BRH L 721, 000{ 7D H ik
% 12~16CO <Y ZITHERE LT DO~ 2% 28Ty
i}, 18T 2mg (100 mg/kg) ® SMP 23 L, fhikk
ML Lz, ~ v 20OAFHEB L UEBAREERE
FEICOWTHEBE L TEEZORD b ARAVWEEIhE
TR R AR L 2 LTz,

THELZEMIC DWW T O :

U TR O it 2B & LA T O 5 8 TiRat L 7.
HEFE48, 53, 603 X UBORDIIE~ 7 20 b0 difkx IE
WUy ACHEREL, BEET20~100KOMR 2T,
Z ORI 5 R ED <~ v ZFRE » & BAE R
L, #0 1,000 FEOhEr 2846 ~8Ln~w EHE
PICERE L 7=, 1 8% 2 mg %721 8 mg (400 mg/kg) D
SMP % ~ 7 RIETHFZE B3R UM BRI 3K L LT
BO~y 2ZEFREE KR L.

EEo< 1,000 fE L v 5 ZE B A OB * 17> THit
HOREWERLIZOIMA T, ZOmMEHRIrbDO 7 v
— VZOW TR EEDPRFE 21T, ZOHMICH
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BN W LIRS — 75 20/ EICHIR L
7o MERTRIEEIR 1 W 2 0T LERMEET < 1 o ik ki
ENTH T AN EBHLTZO/NFRER <Y 20
FERICBIIE L TEA LT, = 0 R IR TRIEIHETE L
TBRICTE O REME RO FE TR L.

fh> Sulfa FE X O Acetylspiramycin & D7z X it
PERER -

BN ZL L Sulfa Kl LT Tp HifEH 2 F ¥+ 3
Sulfamonomethoxine, Sulfadimethoxine 3 X ' Ace-
tylspiramycin (Asp) & ORI E R~<7z, MG
< U Ah b5 L NIt & BRI TR~ T R IR
LT LN iE 2 IER ~ v R EEANICHAE L _ERER
ORABEE D J e~y RDOAEFRRE S BERK~ Y
A LWL, EHIARIZ Sulfa FlOHAT —A&E2
mg, Asp ORI 8mg Th5. Fi- HEfEbAEITHE
Sulfa F|D3F41,0001#, Asp D4 1x Nakayama (1972)
DHNz 7 B5->T3,000f & Liz.

TR DB SIRE 5 i -

IR~ =, 48, 53, 60, 80k Y HRHR Lot
mfkE, B RH ¥R E2hEh1,000858 2 B0
TYACEELTEHE~Y Y AOAFRRERT A LIz
IO TREEZMMR L THER D ~ ¥ RicHT 2B HOERE
Rt Lz,
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1. TWERROEAIC >V T

SMP D #ifko> HFEMHIZIR 2R L T #R#&%E T3
SMP OB IRETZ720 = v BN BGERE HEB
DOTHEFEL. 3,000H» RH hk% MEENICEREL,
ZOERZICHTEROEES 7 HE T o7, #fE#% 3, 5,
7 BRBZICIONCSE~ Y 2 2% L, Fh b OBk
Iml fobEEEEHEL-. SMP —H&EO0.5mg #3#
HREL BHE, BAEIE5 Bl BHEICEL 2 X 1058
7Y, THHEICEED LTS.3X104AL 2o7-. B3
B¥1H2mg BXU'8mg iz & L84, 3H, 5
AROKRETIIAA & BERFTED bh¥, 7HEIC
F VDO BEOBINSTED b, FhFER 2 X104,
LIXIMEDBEIREES (X 1)., HRE LToIk
BRI~y 2RO BRI, EFICHEEL 5 BRICKS
DHLBENZEL, 7 HEE TR RI—8% RiFL-.
PRz X 5B 290 Ix—H&E0.5mg & L.
SMP ##~ v 2 DfgEN ffEE o #Ric X 258 -
F~ U 2 THRE 6 A% 1T IEEARAE 2 BEL
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Fig. 1 Mean number of parasites detected in
1ml of peritoneal fluid* after daily
administration of sulfamethopyrazine.

* Counting of parasites was made on the fluid

obtained by washing with 2 ml of saline inj-
ected into the peritoneal cavities of the mice,
and the average number indicated were obtai-
ned from mice in each sample.

72. SMP —HE®D0.5mg O HEK #95F7z vV AT
1 ~30fRMHIIC AL 10° 4> 5 107 I BRI S L 725,
R ¥ 2 Tit 2% B U107 DL o0 HufkAS #RH &
iz, 30~44ﬁ0)&.}§7 v xﬁlUlﬁ—ﬁkﬁ%ﬁ@#&“ﬁ
2T AQRERERB L Z ARE~ T 2 TOREFRK
BIRE L0 L LR L TR LS WD BRI, 20K,

SMP 0.5mg/day

BIR, FEREOMBL LML TR I8 IESE, N
SRR Z — HE 1 mg (TR LA, WM
BAEEIIFE U <A 1082 HEE LERIT 389 bhkdh o7z
(=2).

BB LT 7o~ 2 OETF AR :

B~ 20 b0 hEE 2 BOER < 7 A M
U, 1BRIERBEL UTHREL, il Ltel
BEETHH T AOAFEEE B L. SMP #EK
<7 R22fK L 37 H 5 D Hi{E3,000{H% IEH ~ 7 AICHE
fiL, SMP —HE8mg TIAE L HAED EREE~Y
AT 4BURNICET L LA E O EF AKX 9.3
HThY, EEEOMMI T3 1 EfiRIcETRTELE
HEFBEIX 6.7 B ThH ok, WEERZIT TWARVWRS
£ RH #ko> d1fk 23, 000fHER < ¥ 2 1 HEHE LRI Ic—
A& 8 mg $3K X7z 1670L R I) Tid % D78 (46.7
%)NABEEFE L. ZThbD<Y 2ADMKE E¥~Y
AMERNICERE L2 L 25, T0 5 H23PL(13.8%) 41 4
HRTTRICEF L ZOM, BEAD S ORERMEOR
Hb 3Tt Thy, MRV FbRHERT, 27
Thbn=wy 2D HA fELTTERMETHOZ. IR
M DM RH #Ri£3,000/8HHE, FEEEO~Y =1Z
1 EMFTE Al Tp ETRT L (EL). #>TkS
72 SMP MtHERRIZ ERELE STV RV,

—548, 538 X V60 Y D1,000fFD dfkr HEfEL
SMP —HE 2mg BRI L=~ 7 2D AEFHEIL 57 LD

l SMP 1mg/day
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NUMBERS OF PASSAGES

Fig. 2 Mean number* of trophozoites detected in the peritoneal cavities of mice

receiving Sulfamethopyrazine (SMP)-treatment daily.

Counting of trophozoites was performed on the surviving mice 6days after infection.
* Number of trophozoites indicates the numbers in 1ml of abdominal fluid washed by 2 ml

saline.
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Table 1 Effect of SMP treatment on survival of mice infected with RH toxoplasma which were
obtained after serial passages through mice reciving administration of sublathal doses of SMP.

Passage Number No. of Daily dose No. of No. of Mean
parasites of mice mice survived for survival days
injected drug examined lwk. 2 3 4
p*--22, =37 Exp. 3,000 8 mg 24 14 8 2 0 9.3
Cont. I 3,000 — 24 12 0 6.7
Sensitive RH Cont. T 3,000 8 mg 167 163 124 95 78(46.7%)
Cont. II 3,000 — 15 8 0
p-48, -53, -60 Exp. 1,000 2 mg 57 45 0 7.3
Cont. I 1,000 — 51 40 0 7.2
Sensitive RH Cont. T 1,000 2 mg 50 47 27 14(28%)
Cont. I 1,000 — 20 12 0

p*. indicated the passage number of parasites through mice treated with Sulfamethopyrazine.
SMP (Sulfamethopyrazine) was orally administrated into mice everyday.

FTRTT2EMUNICRIE T LIRS AL 7.3 A
Thorz. MBI F~T A51LL TT 2 BELNIZE
CLZOEHAEFAST 7.2 B Thol. MR T,
B RH #RdfR1,000{E#R—H & 2 mg 3 HHFEE
ZF 7250 Lo =7 2D 9 b 14 JL(28%) A% 4 @RI L
. TNODEFY ZAORMEIEE vV ACHEELL
TAH1ME(2 %) DA 4L LRI £7F L HA A
BHETHOR, MOMEREZT vy 23T T
o AN EEMNICRH S LERN#% TRE L. X
BIMORZME RH thdff1l,000/@HAE, JFEHRFE~T =ik
[FIER 1 EMATZ THRT L.

INHORTRIE, A< L bRIEHRBRLBIZRB N T
i, BEREARAEER~ v R ETF A0 R TIHRE R &
ZEPBEDOLNARNWI L EZRLTEY, BE: SMP i
W ILE b DL EZ ORI,

2. SMP FitE#ROLEN:

B~y 2 b B bk L, FERE~T 2T
3 HFERE T 100 oAk L7z, 5 fBic ik 2 IR L, %
D1,000f8 % EH ~ v AMEENICEREL, SMP #—HE
2mg £7213 8 mg I L FN DD AEFAEKE FEEIED
MBEHB L. I~ D 2135204 T T, R~
AFFH184ETH D2 (F2). SMP #BIE < v 23+
T 2 BHEILAN TR&M: Tp fiE TR L% O34T B X
72HTH . MBOFRE ~v 2 b 72+ _T28
FICANICRET LIESAFREIX 7.0 H Th Y W0
EFARICEEROZ I 227, 53, 608 X UBLD
RURPSDOBEICONTLEEDOEREIT O,
M OFHAFEH B 2R S h 3T 2 #8RLN
T L.

AEBIZHAW v v 2% At 2L, BEE -7 RIT
6210C, FEHEF =7 2 1F466[ETH Y, FNENFHETF
HE¥37.08 X U6.90 T, WERICAFERICOVWTO
ZERIBD SN0l

3. SMP fittEgkD = v 2 ekt 2 FEHEIC >N T

HEEAR48, 53, 603 L UBMKD~ T 2 h bR LI
TPERR R (4% 1,000 H 2 2 hZh~ v RPEBNICEREL
2. T bR~ Y ABITETIETH . RO
B RH A ZG86IEo <~y 2 @ L T XL
L& 0AFEHEE T 5 2 Lic X o Ttk & &3
MO = o 22k B EE IR T o7z, SMP it
PR ARG~ ¥ 2 OATFEEL 7.2 B, RS
BEDZFNIZ 6.6 B CHHFIIHAFNCHEEDEZETRL
7 (t0=2.30>t=1.97, p=0.05, v=155), J&q 1 FER
BOETF T ABUITEHICAL 07222 S D, AITHEIL58
PC(82%), %FEI1X 49T 57%) THo1-. THhbHDFR
25, SMP MHEBRITRZMER L Y v 7 AT L TR
55E ThHolz.

4. THERR 1 @O BE»SHFE LI (2 v— ) Bifko

SMP Tt

TR 1 0 Bk 2 IR ~ v X EEAIC R L, 15
L7z %0 Bz oW TIE DRt # Bl L. 1D
AR D10 B I IRIEN D & 0 #EFE A 104 @55 % 3
ICOIER <7 A EIENICHER L7z, SMP #E%{Tb¥
3 HHIRR TAO < 7 2R ERNT 2. P 5 fdgic
< U ZAH 5 1,000 HOmEE 2 B0~ v ZEENICERE
L7z, 130 v~ 2k —HE2mg 7213 8 mg 23K
L, B BRe ML LT~y 2 0AFAkE
MU #¥, ERIEOMmME~ v 2HOFHERF AR
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Table 2 Stability of resistance to SMP after successive tansfers of the parasites
through mice without treatment.

. No. of
Organism No. of No. of mice survived for Mean
isolated Passages  p, oo Daily mice : curvival
from without injected dose examined 1 wk. 2 wk. days
passage treatment J y
48* 5 to 100 1,000 Exp. 2mg 144 99 0 7.1
Exp. 8mg 60 44 0 7.3
Cont. — 184 113 0 7.0
53* 5to 80 ” Exp. 2mg 117 65 0 7.0
Exp. 8mg 80 45 0 7.1
Cont. — 134 62 0 .0
60* 5 to 60 ” Exp. 2mg 68 44 0 7.0
Exp. 8mg 72 50 0 7.0
Cont. — 104 64 0 6.9
80* 50t 20 " Exp. 2mg 44 28 0 6.9
Exp. 8mg 36 24 0 7.0
Cont. — 44 24 0 6.8
Total (2mg and 8 mg) Exp. 2mg 373 236 0 6.9
Exp. 8mg 248 163 0 7.1
Cont. — 466 263 0 6.9
Total (Resistance) Exp. 621 399 0 7.0
Cont. 466 263 0 6.9

*Figures indicate the number of passage of the parasites through mice receiving the treatment of SMP.

Table 3 Comparison of the survival periods of mice infected with Toxoplasma strains
resistant or sensitive to Sulfamethopyrazine.

Strain used No. of mice

No. of mice survived for

Mean survival days

examined 1 wk. 2 wk.
Resistant strain from 71 58 (82%) 0 7.2
p* 48, -53, —60, -80 ’ '
Sensitive o
RH-strain 86 49(57%) 0 6.6

P* Indicates the passage number of parasites through mice treated with Sulfamethopyrazine.
Inoculum size is the trophozoites of 1,000 in number.

BEEI R, O (FR4). THbbLEE~ Y {238 L
LI~ v 25 168 [Eo AT AT ENEN 6.9
AL 7.0 HTHok. LioREE, SMP lzxtd 51
PR v — v DBEKIZONTLREL, R~ 7 2k
HREORBIZ BN THOAREIFE IR TNB I L #RLTW
3.

5. SMP Mtk ¥ L7 »HBI R T EFLRLE

7 =AY ORAE

Bk D F A Iz Hv T SMP BB SRAE 3D = 7 2

226 D BEE IR < 7 2 2 25 RIS S i ik

% SMP fitthhfb & HE L T h e ARERICHER L.

Z? 1,000 {ED d k% < v 2 EREAICERE LRI EIE
ZBGAE L7z, F0fERE SMP itk Sulfamonometho-
xine (SMM), Sulfadimethoxine (SDM) @V‘fﬂ’ﬂ:
LiittEE R L. bbb SMM, SDM D&~ 2
FET1IEBME TR LZ0FEEEFHEIIZhEN
71HBLUG6.9H TH Y HMD SMP I~ v 2 DFH
EFERET.2H LEEER RO, MRSk
ME 57 BER w7 2Tk, SMM, SDM #3iz k>
TENEN27.3%, 7.5%» 4 BEALEEFE L. —F
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Table 4 Stability of resistance of the clone obtained from SMP-resistant parasites

No. of
. . No. of No. of mice survived for Mean
E)Srégdamsms passages parasites é)oasléy mice survival

:mthout injected examined 1 wk. 2 wk. days

reatment
53* 5 to 50 1,000 Exp. 2mg 72 38 0 6.9
Exp. 8mg 48 26 0 7.0
Cont. — 80 35 0 7.0
60%* 5 to 50 ” Exp. 2mg 62 35 0 7.0
Exp. 8mg 56 35 0 7.1
Cont. — 78 29 0 6.9
Totals (2mg and 8mg) Exp. 2mg 134 73 0 6.9
Exp. 8mg 104 61 0 7.0
Cont. — 158 64 0 7.0
Total Exp. 238 134 0 6.9
Cont. 158 64 0 7.0

*These organisms are resistant to SMP and the figures indicate the number of passages of the

parasites through mice receiving SMP-treatment.

Table 5 Sensitivity of SMP-resistant parasites* to sulfa drugs.

Strain and Dail No. of No. of survived for Mean Eradication
No. of Parasites Drug used dos Y mice survival of parasite
injected € examined 1 2 3 4wk days in mice
SMP-resistant ~ Sulfamonomethoxine 2 mg 20 18 0 7.1

strain Sulfadimethoxine 2 mg 40 28 0 6.9

1,000 parasites SMP (cont) 2 mg 20 17 0 7.2

SPM-sensitive Sulfamonomethoxine 2 mg 33 32 27 20 9(27.3%) 1(3%)
strain Sulfadimethoxine 2 mg 40 32 10 6 3(7.5%) 0

1,000 parasites No treatment (cont) — 30 17 0 6.6

*SMP-resistant parasites, which were obtained from the 53 rd passage of mice receiving SMP
treatment and transferred serially 25 times without SMP-treatment, were used for these experiments.

Table 6 Sensitivity of SMP-resistant parasites* to Acetyl-spiramcir‘L

No. of Dail No. of No. of mice survived for Mean Eradication
drug parasites do ey mice survival of parasite
injected S examined 1 2 3 4 (wk) days in mice
SMP-resist
Acetyl-spiramycin 3,000 8 mg 33 21 19 13 9(27.5%) 7(21.2%)
sensit. RH-st
” 3,000 8 mg 111 109 83 51 32(28.8% 27(24.7%)
SMP-resist
Cont.-1 3,000 8mg of 30 20 O 7.1
SMP
sensit. RH-st
Cont.-2 3,000 — 25 16 0 6.7

*The SMP-Resistant parasites used were the same as those in Table 5.
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HBO REREAE, R ~ v 20 EAEFHEE
6.6 HTH2. ThbHDRFENS SMP MHEkkE,
@ Sulfa #| SMM, SDM (Z & Xfittk&# R LIz EX S
nr=(k5).

SMP L Acetylspiramycin (ASP) [#d 22 XfiftEiz >
WTHR LAY, R6DIT LTtttk B L ASP #kt
BEZTOEED 4 BREE~ Y 21327.5%, KM
HriEE LBE LB ADFNIE28.8% L IZIERL TS
o7, 5T SMP & ASP Bizix acXmitEX 389 6
hhoic.

z B

Tp ENSN O RYE L U T IO R L2270k
Wolf and Cowen (1937, 1939) iz X % MRAEFI D
LISk Cd B0 F DEEHITITE L L Sabin and Warren
(1941, 1942) 3B X U'19424F Biocca and Pasqualin
(Eyles, 1956ic X %) ic x> T Sulfa FIX B THSZ
LOBHERTHIO O TS, £D1#% Eyles and
Coleman (1952) iz 1> T pyrimidine FHEAKDOHL~ T
Y 7% Pyrimethamine 234YEICH LEIOH 5 Z & o°
HL SN, 72 Summers (1953) b HEHIZZ DI L &3
FELTW3. &5z Sulfa H|& pyrimethamine DHf
FITHENDEOL B LN b T LK (Eyles and
Coleman, 1953 ; 1955) Z MmN Tp JEBEN Lo L
LEREHFEL SWSACES TN 3.

FOMOIEHHIE LTI~ v T4 RRIAEHEDO—
> T % Spiramycin {ZH Tp fEFHDH» 5 Z & #* Garin
and Eyles (1958)1z &> TH U b TLRE DRFEDOFE
iz oW TEE O Wi 235 5 Spiramycin F 72 1%
Acetylspiramycin D4 Sulfa A& OffHIc L >T
TER BRI 252 L 4 bhTnwd (Nakayama and
Matsubayashi., 1963 ; HA, 1969).

Pl R7cZe < £HD Tp fE D IEE L L TR
Pyrimethamine # % 13%{R, Spiramycin % &5 2 3R
L LT, #hbiz Sulfa #lZ T 5 HEX L AW
RT3, §62T Sulfe FiZ AED {GHIC FaA B
FTHNOAZER L LTZOERITKE V.

Awvbhs Sulfa FoFEEICOWTIE A ICHEE
DIRNEEREORERN SV, AR FEFIOR
Eyles (1953) itk o> TorbhTns. Fhic X % &
Sulfadiazine, Sulfamerazine 7 £ X F%h Tdb 5 »*
Sulfapyrimidine RN LD F LW Sulfapyrazine 23
I VBRATH 2LV . ZO#KEREERFED Sulfa H

DRI EE T 5, Supronal (Bimmer and Mohr,
1958, Kabelitz and Kabelitz, 1961), Sulfamethoxy-
pyridazine (Midtvedt, 1964), Sulfamonomethoxine
(Tsunoda, et al, 1965), Sulfadimethoxine (&4¥,
1967) 72 EOFEIRE BN TNWD. - HRIETIIRE
ko> Sulfa Ak v b BicNCERL, LrbEED
/b Sulfamoyl-diaminodiphenylsulfone (SDDS) (K&
5 1967, 1968, Shimizu, et al, 1968) 2 FEHIH>D
H5.

AFEER#H L7z Sulfamethopyrazine (SMP) 1B
A1968), HAO9TL), AL 1972) R LItk >TXD
HMEDNHEN® bR T3, SMP 2&ES (1967)ic &
3 LARKIO =y AR ARG X 5 EMEM LDs 131,710
mg/kg T MFRAMKAESR, FMKEER 2 LD
A B b Sulfa Flic BoTWTHERE b oL
LAELN% Sulfa Flo—ok SR T3,

T DORIC Sulfa FIHSAEED BRICIA S ANHHR TN
BHE, Sulfa FlicxtL Tp S TEE R THE2 T ER
REETHS.

4oL 1, Hutchison et al (1969) d»—E D HFFEIZ X
2T Tp 3% 2 DFE LRl E: ERFERFTLE T 5=
7YV ATHY, AOERCITEYT = OEERO
A4y A DDEELEFE DO ERF LR OB
£, Tp OFEAMEDRIE L ~F Y 7 HBDOZh &I3HF
U< B 0 iy e BB IT A0 2%, B4 OEBITOTR
PCHR L TR L R ORIETH 5.

Sulfa Fliz%t3 % Tp Mtk DOEAEDRAIT BEIZfTH
NTW BB EERTHERIIRIEELE S TN, T4
b b, Sander and Midtvedt (1971) {X, —HE&E 0.5 mg
@ Sulfamethoxazole (SMO) ZfAfhcinz TFHBL,
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DEVELOPMENT OF RESISTANCE OF TOXOPLASMA GONDII TO SULFA DRUG,
WITH SPECIAL REFERENCE TO STABILITY OF ITS RESISTANCE.

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

The present paper deals with the development of Toxoplasma gondii (Tp) resistant to
sulfamethopyrazine (SMP) by successive passages of the sensitive RH strain of Tp through
mice. In the previous paper, SMP was proved to have a therapeutic effect on experimental
toxoplasmosis, as shown by prolongation of survival period of thz infected mice or by eardica-
tion of the parasites in mice.

RH Tp, which were transferred serially through mice treated with SMP in dosages of
05mg to 1 mg daily, developed SMP resistance after the 48th passage. The resistant strain
thus produced tolerated the treatment 8 mg/day and actively multiplied in the peritoneal cavity
of inoculated mice causing rapid death. The SMP resistance was found to be invariably stable,
being maintained even after 100 passages through mice without administration of SMP. The
SMP-resistant strain was found to have lower virulence than the SMP-sensitive strain.

The parasites originating from a single trophozoite of SMP resistant parasites were also
found to retain the resistance even after 50 passages without exposure to SMP. Cross resis-
tance between SMP and other sulfa drugs such as Sulfamonomethoxine and Sulfadimethoxine

was observed. but there was no cross resistance to acetylspiramycin.
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