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LTCEDIZr7 42 ) 7 RORRICH T2 28

Koji SATO: Experimental studies on the chemo-
therapy of filariasis with the cotton rat filaria Litom-
osoides carinii (1) Effects of Diethylcarbamazine
(Supatonin) and Mapharsol (Mapharsemin) on the
microfilariae (Department of Parasitology, Institute
for Infectious Diseases, University of Tokyo)
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#HC Cotton rat Dtz E & L CHET S0
WER# 17.2~24.1 mm, ¥ 19.7 mm AiZFH
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Wiz Mf o523 Cotton rat A =X =%
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r— U1 FHKH720 100ccDETHA Lo
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Mf O#Ei%%H: © Cotton rat 2M&EY: LTIz Mf %
HLTWdrE S pE2FANDICIZ, BHEHTEMAL,
MmEERAZ4 P75 2 ElCE VEERSL 2.

Mf O ERBIMICIE OB CRmZFR L, <
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#— ) —H¥~=y 1, 2.5cmm B, X5 F7>
R BICHEAPIRCDE L, EER#20% 2 & 7 — N CEIL,
F AV Y 2 ATNFEHEEC ME ORER N7,

BEARR LA « FERICHER L 238712 Diethylcarbamazine
LRI Mapharsol @ 2 #C 2 % 78, Diethylcar-
bamazine I 1-Diethylcarbamyl-4-Methylpiperazine @
Mgz s b, HQMEL ViRE2S s VIR [ R
Rb=V] OEFKREER L, COBDIFbcecltl g
DETCIEH % &3, Mapharsol 35— [~77
—%3V]| 28T 3-Amino-4-Oxyphenylarsinoxid I&f#
BEERD T 5,

BT | BB RAE rh iRk, R ERE,
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~U 22V 2oFEMEE BHE L (ERI), 2SWT
AR b= VEDWT, FExBEREHY, HER 5% L
FEHlcb = oE#R 5, RO CoftfEomb Mf #
CRETHBOHRKE THERE L T 2cERT ),
ZORRZEB L DD D5, wE%E 300mgkg &
Loz Bkl s LR L ge, 2EILT
RHICHOEVEE BN CRE LGS, COmBEDH
D HiRREE PR RIRR IR G- L 73580 SBEC AT THE L
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CARIB L 52085 2 HIZ 720, 1§EALBIERIC
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K AR b =V e R RS L 2SS eokiE
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(I) 2R b=VRU~ 77NV —2OEMRR

223 = ViZKEISEODD v XE Y, KE 1kg
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BADTCWEdOREEKCENL, HEIIZD
DD~ 2 2HWESHE 0.2cchIC{RE 1 kg B
Y 160mg, 80mg, 40mg, 20mg, 10mg &7k 2k
CEE L AR TS AT 1 EEHE T
oo 24EREICIE 160 mg, 80mg BEHIET L,

40mg 13 7 GAF 6 THSFETCL, 20mg, 10mg (3 48
KR eMEF L, BEE—KHEO~Y R %
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EFE L%, DEOBEID v~ 7 TN/ —ADYY
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BT, BLEEREELAEI DX,
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N, CNICEC 250mg 2@ 2 E, AL 1[E
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20 mglkg 5 AEE, #50 € 40mglkg 5 BEEE 0L

BRBERBIT BARWS, BEEL2ENDIC DN, #iR
Mf OB % &, BHZ No. 6 DAL #ADD MF $233071
BOEVWDD TIRSTELICHEL TL 2%,

() =P =rORFERIETEOR) R (KR D
THFEBRIC & > CHMBREED 28 ME (08 L C[Ekk
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FREERIRR RO SOV, RIRERE 1ke &
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ke, 2 STl H1[E40mg % 5 Hifiks, 3f10H Hke
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NN 50, 1H 11E20mg 5 HikEBSEEE R 2
10 HIZ 1 EED IR C10ME# 38
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Lwrein<, WERcE, REE HORMIM T 235
AERBNED DR 6 BHECAE SRS Z2RL, X
kel C 5 BMERBIERTOCH 5 HED ME R EZE
V&<, BERT LEMC Mf B3RSO —® %
7280, 1 S80HBICED LOKCED X,

IS LS T B ke R RIR R S C R AR A
Mf 2284 L 5 B BICIREFEIC B CREARD 5

2 bYFy bOWMEI 2R 7 1 3V THRCRIETAA = VvREOHE (ER3)

ZHN, PBEICDHEDT ME BIIME LSl
=8 (W et :

RENBOMEREHTE, 1 CDORMAIRDBE
WMEBRIC ME B3R &R IHERICH D . SO
TRRE My ME S siinL, EB@HTETL %
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A, PR L YRR SR PEMMCD VA
T, REMFREDIT UDIC 5 BloedEh 1T > %
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THBETHDEFEDBLNZ,
(V) =z b =VRO~ 77— ORI R&
BEOH R (ERIV)

DEDERT, 21 r=vO—HEZ2+1 0mg &
BTk, B0 BANERRLAIA C L2 HD/D
T, EHLELZREBDHICATERIC, RIREE5EL IR
RZ0ES D RHZENT ROERE (TD/5, COR

(FERZHE - L 8B -E 6 5

Z, AUMFEA~7 7V — B THERL k. &
BikART 2 BlORIMMZE TN 5 A 2 B X DEREEREIAE L2,

EOBRMEIZROBYC, FH3HK, BRCRT LSS,

Cotton rat No. 1, 2, 3ic~> 72 —Jv 1 B 1[0 5 mg/
kg 10H M, No. 4, 5ZZFE UL 38 mglkg 10 HidiH
Lo COBTIRWINHB0RBIEAEDTD Mf OBA
BROLNAED D,

3K 2bV Iy oWl ZzZe 7 3 7Y THRCRIET
ANP=VIHICT T oY~ LEGEREORE (FHR4)

{E {4 I 2.5cmm DI 27w 7 435 978K
B B HE e - : : ; : ;
%5 Eie i) 138 2 @ 3@ 5@ 6@ 11
I 1 5 12z 576 580 630 486 566 392 232 626 335 967
¥ 7MY 5 o s 180 :30] #348°° 1968 216 319" 314~ 244 966 406 ‘120
mglBI1EI0AR 3 5 120 116 100 72 135 114 69 f@#
II 4 Q 120 2492 443 - 291" 446 - 4026 455 590 486 . 780 543
~Z =13
mglHIMIOBM 5 % 160 225 142 244 195 422 342 268 374 171 32
- 6o i3 0d0° 6800 77 R171 5 30 - 15 17 m
S e 7=l b0 220 1R 16 6 1 1 1 R
200mg 1H1 8¢ 5 100 374 “685 38 34 34 91 1863150 MW
8110 BH 9 A IR0 973k ged s A0 S4B w11 160 37 190
T0- 3130 949 165 A9 15T 01 sip0” 57 o34 e
TE oA 00 oghr R s =990 040 o 1
i i 12 Q 190 2193 237 P
13- ¢ 110 504 468 392 342 498 400
) No. 6 ~10 D 5 BRICIZ X F =1
nf K nf
800| 5mg 108 /_/(” A BH1 200 mg/kg # 10 H g L7z,
» -]
o B o o A (2) CORERCIEE 20 0mglkg ER Y,
A :
::z o o 1 2 HE DD MEKIZEHCRS L, 5
ST L '{l HAWL 8 B CHAOEICE L, =
5 7R =
e wf i NIERI% 52T MEBIZ D2
TEESesE - o i T, BEEAT E%K ME SORIMATE
100] ~/N\w.3 S 0 DB, KIBBHCIE ME O I/
il RO BNA DD,
800, % L4oo l' it %
e < Rt Al (V) 2% b = YOS RBENURE
- - e el 1 wo.8 B, SRRERRE SO
e H Y ST
500 // > |l! e (;%.;%V)
Mok YR o 200 \ ! %B (V) T 200mglkg DEHt210
A - 1 ¥0.9 HbE L T 3524 1013 ME 2 Bk 32
200 N\ /N N et X 100
. v HRHRE DD TC, BloEHRS
55 R e B2 B2 R I35 T B i
i sl o OO STROREES  magic, 180 65HE 200 melke
6 =2 bVIyrOfMMIZIVNT 3 7Y TECR D 30 HIHE KRS (BHAt6,000
EFTANb=Y, <7 vy —2BREOBE (RR4) mglkg) EPFTC HEIEED 6 FHIC 200
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mglkg 5 Hdifits 200 mg/kg DiE 1 [H]
2,400 mg) DORIMERSZ2RK A,
FSERARART 1 B <, 13 SFELC Mf @ Cotton

it T Eo Gk

969

rat k4 QPEWCAMT 5 8 T H & VIRSEEFIA L 5, 5B

43K, 87 Rk Legglcs I ok 5 i, #3% 5
HE2 5108 B ol iz s L7, DEEESRSE

WAE VT 9 OHMBI IR 7 4 I THRRRET A =vREOPE (EE5)

fiE {4 I 2.5cmm o3I 27w 73 797K
# BOE -
5 PeSEET =18 28 3 #H 4 5% 6@ 7@ 8#E 9
17090 -A104:1 808 eD 7o R A0 o
DEE SR ) 5 8 1 4 15 9 =05 w80 110
I Bl e Ld30 s 20w 4 0 4 7 55307 ,93 133 % 49%
00mg LRI =3 0 o s omes Wb ganiige g g7 Y 8 1o e
m 30 B [
5G9 100 * 136w 0 4 0 2 1 1 1 4 s
G A o0 B3 125 132 8 f o5 . 1395 13 11 160 A
Fi g 1601 IR AT AT 48 A% h5 SoT e 0% Tty 30
I 8 Q 1160 =582 w6 83 108 5O ean- At edg =0 45
;}%%mg SHE o . ¢ ‘10 7808 45 36 2% 46 S e s i
200mg 181 =10 . 9 130 . 104~ 33 . 53 24 12 G 7595 S PR Y 43
[\, 714 Th7 el Bl ] 8 10 FET=
i QDT g e ehs P oy 50 B~ Ap gt UG p 99
e e 13 e~ 110« SH0MOFL = D69 196 123 108" 124 198  FET
bk sy EE OAT S bl 3 8 3 i 8 6 12
1740 1898
wf " mf
1100 1108
i (1) ‘-\ (2)
200 mg 30 Bjf it 200mg 58 200mg 1BREG 6@
AT e e o IETAE BT s
\ \.
. |
\ |
700 700 \
| |
v \ |
500 ‘ 500| & |
| ||
| |
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Z2fT2oTCd, ENLUTIC Mf OBDIZRE T, 522120
ROBOOLNeDDIF 1 EED IO, L LEROV)
CBARBIER T D ME o, KEZE» D%,

2 [ HoMifi 52 E#R S <&, B0 58 ZiC
SERDERRL, DBEMICDDT Mf BN
RNMCEHEE N2,

CEDRERR R b =12, Cotton rat @RIk HICH LFa
AEBRERWCDEMATERA2OHRAE BN IR
Hi35IZZHE L CEPHOBREEET 250 LHEE X
e,

z E

2 b vZ v D Litomosoides carinie © Mf (25133
Diethylcarbamazine @ %) 1E Hewitt 5 (1948) D X 2
) —=V7FR b ORI TNTE 3 mg 30 Hifikks
(BEFERIOmE) ORT KL T WEHAL LIZL
EHol, ENRBREMBODI NG LEDN S, EED
EBTlE, 200mg 30 ARk L Cd5EL I, Mf
DIEERERCZIRIDIE,

LB ANBERTZ v 27 bAKE, wLv—R
RHEECH Uk D IER AR RS SR TH
%, Santiago-Stevenson % (1947) |3 Puerto-Rico =33
J BV 2wz b ARKBSE 266015 L 0.5~ 3mg % T
H 3 BIREO#E. L /2fER, MM oBlcB T d A Mf
DY ERL, BRPHRDOZO LN B3R IED HikEH
BoFEW 2OBERT, HRHEE 100mg M ED 3D
& 1002 CH 3 LB TN D,

KIEETIZALA (1950), B S (1958) 28[F UL~ v
717 bR BRI Ligis i 10 ~80mg Bl EICBWT
B R HOFTLHE L L BOBNZ ER]ELTY
2%

- L—RIRBUCH L Cld, e« « #kD (1951, 1952)
PALABEBWT L H 6 mg ERERECRE 30mg
ELONRAEZI0OBIC 100%k2#E27R L, 60 mg X ED
RASEHCZ 4 Yy ARCBVWTHREERL, 5TLCE
HRRDBDHO/DDEABND EBRNTND,

COHIE Hewitt DAy 7 v FRKRBICHTE
ZORHDORTHDOTC, BELL v L—RKREDH 2,
—ERERZHIERNDOTHS 5 LEDN D,

MBGEE A B (1959) FHE, #EKET, Rvrwe
7 PARRBIER L 2mg B HDSWPC4dmg 5 H FER
&, 2mg 5 HHHAD L 10H B &IC 2 mg 15ED 2 BEIC
ST CHR IR Mf Qg% L, ZORREER, B

(FAamEMIHE -5 8 5% 6 5

D D ke PRHERER SO HBER <b
D, #4 r BROY Mf B0t ik h it 25 D1, 63
% AT L7cDICBgN, $B#&FIX1.45%, XPEERCIA]
B4 HARICTBBICHL L, B#EIZ61.7% &5 5 R
PELNZ,

DEOENIBABD 2D 71 5 ) 7IC#X Litomo-
soides carinii [IFEEIENETIHE HOC WEEERE
HEDS,

=2 VT y MCBWTR, HREETR 515 C1320mg
T3 200mg T3 Mf$% 5 B 5 8 B BELZ ICHME
L, DEERLTd, ENUTRRBAETFLT,
BIEIR T 12 & [FIe I 2 M 3R89 n L 49 100H $2l
BHERIOKICH EDCLEDK,

R 3% 5B C i< Bk lc ME IR 2 R HEAED
0, EREERRERTE, X0 b HICAKICRKD
2R LY, DBEHCDZDT Mf 52N L ici
HT 2R Mo SN DD BikEES & D Iig,
IR e S SRR 53 2 5 28, 13 B ik
BBDEL CEHTH 2B RHEE LG,

& W

D REECEEEZN>OH D=5y b E2HERT)
WELT, CNCHKREA =& =2hiEx L L Chik
B Litomosoides carinii % |84 &2, {L2REOHHR
BREafT5C LRI L %,

2) BREFRRERE L CHBNLTHD, FzF—n
AN F v (FBEZ A =) RO, AEHER GF
Bl~77—k3I V) 2L, T~ TR
B HOHENEE L bR EES, FiBREERZL K
{ LDs It 485.83mg, &L 80.9mg THDE WIK
WBE BN,

3) RRP=VIEDOWT, Bz Ty ML
REEBROIBEHETH2 AT, EDMlih Mf $kic Kk
ETREREL BN

4 B8 1EFHEREOHECE, 1IEE%E 20mg 74
WL60mg 5 A< Mf #ki3ZE L < WD T2, &
DORKMEBET 2L Mf & REBICHEML, 1ZEAEDED
VARNWVICET D, 1EEZE 200mg & L CT10 H %080
HEdZ2ATH Mf 135521 Hked, PIEBERE
& &z, chCk VE/M I EhREE To%0T
&, BOERICIEWRE2DZATH BELAWERLS
Py

5) A b =v%1HEMANL, 10 HORE T 50mg,
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FBFN 34 4 12 B (1959))

30mg #5325 LM Mf ZRECHRD L, EHRC
DV, Mf FEENL<AVIEH LS 5, F URFER2
RAweanwiclk, BEIICHEIL 2BEEEO T BRI
EDZVERTH %0

6) LDIEDORRERND X b= E ks B
22T, ol MERERIECETCEE A, TOR
3 1EMRWL I0H ORI 2 3WT BN #ET S
L, BRIFCNMNCRFNE, LDdEA M 5% K
HICB XA DERTDBN,

D =77V —1D 3L bmglkg, 10HDHE
FeBEIC kOTE, 92 7 AEOBET, M BB
Z2ERLEEDIDZ,

frikscly, FExEEREREE Ebok 4L
IRIMENE # 225IR, Hikditt, ERcB %L 2 e i
&fE, HEPIEL, FARZE, TH > & FREWEH—
[, o835 D4R & v 70 E DS PR T

Summary

1. The author established a colony of cotton rats
in the laboratory and succeeded in maintaining the
cotton rat filariid worms (Litemosoides carinii) using
Ovrnithonyssus bacoti as the transmitters.

2. Studies on the chemotherapy of filariasis were
carried with those experimentally infected cotton rat,
and the effects of diethylcarbamazine (Supatonin) and
mapharsol (Mapharsemin) on the microfilariae in the
circulating blood were examined.

3. The toxicity of the two chemicals was tested
with laboratory mice and the LD;, of diethylcarba-
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mazine was calculated as 485.3 mg/kg while that of
mapharsol 30.9 mg/kg, when injected intraperitoneally
as a single dose.

4. Diethylcarbamazine was administered to cotton
rats in three ways, 1. successive administration with
daily dose of 20-200 mg/kg, for 5-30 days. 2. inter-
mittent administration with the single dose of 30—
250 mg/kg in several times at the intervals of 7-10
days or once a month. 3. combinated administration-
successive treatment for 5 days combinated conse-
cutively with intermittent administration.

5. The administration of the large amount of
diethylcarbamazine in successive days resulted in the
sudden decrease of microfilarial counts in the circula-
ting blood, however, after the cessation of admini-
stration, the counts were apt to recover soon or later.

6. The intermittent administration of diethylcarb-
amazine reduced the microfilarial counts usually much
slower, but it was revealed that this mode of treat-
ment could suppress the count of microfilariae to a
low level for a considerably long period with the total
dose much smaller than when used in successive
administration.

7. The combination of successive and then inter-
mittent administration of diethylcarbamazine was elu-
cidated most advantageous. It reduced remarkably
the counts of microfilariae in the early course and
kept them at a very low level for a long term.

8. The administration of mapharsol with the daily
dose of 3-5mg/kg for 10 days did not affect the
microfilarial counts during in the course of observation
for 2 and a half months.





