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HRTERD, EREATEHER IS WY, &Y
/NI cotton rat (PAF CR) O ENF#E THh 5 (Hew-
itt, R. L er al., 1947). 3513, 2L LTHEL
7zt CR OKEME KR R EH D CR Kikd Litomosi-
des carinii JEYr CR #2328 BHE-0T, Zh
# 1, H T Diethylcarbamazine (1-diethylcarbamyl-4-
methylpiperazine dihydrogencitrate) (LA DEC), Bith-
ionol (2,2’-thio-bis- (4, 6-dichlorophenol)), Dithiazanine
(3, 3’-diethylthiadicarbocyanine iodide) ¢ 3 Ff D FEHIz
DTG HE AN T ML microfilaria (UL FMIE)
CRIETHELHE Lo T ZItiE 5. X DEC
Lm0 ME OENSAROEIZ OV T L BE TR
e, THREHL LREARTRET S,

EBRMHR VAR

FERIZ ] L7z CR MMk L. carinii Travassos,
1919 i k[E Texas K2 J. A. Scott #dZF kv L.
carinii W& Uiz A = % = Ornithonyssus bacoti (Hir-
st, 1913) oAt EZ b 0%, CR RIS ET
Kb DTHD.

L. carinii ¥ CR OfifsicE L LT H4EL EFo
ik T 50 il rh 3961, (ABe i3 aEx 20mm R4 TR
URARER 2 R LT 5. MESHEX D 34520 L 70mm
A% T, AhidgE0.07mm %, HMEO.Imm Rijf%TH

%. X Mf 1z CR oz i+ 5.

AT DEC 13 10mg~500mg 2% 1 [al§%5., Bith-
ionol /% 100mg & 500mg % j#ife 2 H[#], Dithiazanine (X
10mg, 30mg, 60mg % jHifE 10 H G-z 7c.  FEITFAT
10 BpEEiT, £ TN TRV, DEC ik ehzh 1§ 2
§H, Bithionol, Dithiazanine % 1 #f 3 58 S>>fli ] L7z.
FEILTHRE1kg 49 0 mg T, X, M Fidse
TR 2. 5cmm P OETH 5.
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10mg, 30mg, 100mg, 300mg, 500mg @ 5 E¥fEIz D\
T 28D CR 2 L, HIERIR ORISR S5 55, 1057
304y, 1MERE, 2, 4 mRR, 6 W, 24:f~ 6 H

(14415 )) %320 ME OB STl 1R
ZZDFERY R, XEFENiO ME $x2 4T 100% &
LD &% 1 KiTRT,

$Er 1 : DEC 10mg #%o 2 BIX1045% T M i
43.5%, 45%IziRA Lichs, EESE L LHHic>\»T
X 6 IR 1% T R ME 30 79.3% 2%, U oFE 1
1, 481F 1% 12 83.8%ZAlME L 7.

FEHR 2 : DEC 30mg 3D 2 B 30 532 2iic24.9
%, 19.1% I L72AS, 4 Higic 180 74.1%, il
12 75.1%CE TR L.

428k 3 : DEC 100mg o 2 5% 6 M= £h 6.5
%, 15.1%ciP &R L, BIEOREXN 28X Dk
{, BeMihzh %4 19.8%, 45.9% ic L ¥ £/,
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# 1% Cotton rat Oy Mf ¥z & E+ DEC o FER 5 & 0K #

. & 3 ## ®5 10 30 1 2 4 6 24 2 3 4 5 6
5 s
* 8 B B .5 s - A
. ® w FEB % £ MW M Mo Mo H A A H H
o 8 2 9 639 665 277 301 374 297 291 507 348 243 237 330 254 238
84 & 120 494 435 222 280 238 280 187 243 309 414 232 418 312
4 330 @ 95 766 233 345 191 203 257 327 328 334 284 567 498
331 Q@ 130 2387 484 553 455 672 416 1700 1349 844 1577 1794 1129
100 240 2 115 308 145 103 82 56 43 22 20 48 44 43 33 61
142 & 92 974 238 367 435 335 147 242 354 372 448
s00 108 2 120 939 203 165 355 132 119 111 110 114 118 87 ¥ ¥ %
70 & 145 744 192 99 95 64 25 8 36 116 117 108 102 182 140
s00 183 & 78 5547 5000 701 392 583 351 305 421 531 103 56 37 4l 47
182 2 62 3616 587 195 62 254 510 921 593 464 279 327 268 147 245
BeIH : fAE 1kg %Y mg
Mf ¥ : R R 2. 5cmm A
w23 Cotton rat ® i Mf $%ic % ¥ 3 Bithionol, Dithiazanine ¢ FH R 5 & o fE 5%
M ¥
BHR @EE L, BE —
(mg) &% ® N &ﬁ]‘ﬁ 25 3H 4H 5H 6H
60 =] 113 1876 1682 1943 1669 1941 2420 1784
100 21 =] 128 1518 1743 1393 1433 1984 1602 1668
o 49 3 117 521 601 617 1105 1011 1363 1543
Bithionol 38 % 118 1662 2128 1875 1473 1612 2377 1838
500 150 =] 101 1355 1855 2103 1635 1328 1985 1569
122 =] 169 1253 1662 1740 1985 2103 2287 2569
51 =] 100 691 396 346 681 629 370 333
10 36 =] 110 547 779 462 717 994 856 750
37 = 140 536 410 393 780 1440 1113 1293
0 Q 120 1105 891 740 1048 652 720 983
Dithiazanine 30 1 5 170 585 373 334 982 874 613 743
11 3 150 258 366 583 475 880 735 721
39 2 140 115 102 183 178 78 153 140
60 50 o 140 631 510 316 601 609 358 331
33 =] 78 224 1021 1941 1660 242 1662 1193
B AE kg ¥V mg, Mf ¥ : R HIRM 2.5cmm &

FBk 4 : DEC 300mg #3D 250%, 13T 2 kefdk
KSﬁ%K%W&L,mmlﬁtnﬁﬁ%KQB%tﬁ
WLz, EMED 1HET 24. 4% Y58E LD b o728,
fiiod> 1 SIS O E A a7 L7,

FEx5 : DEC 500mg 22\ Tix 3043#ic 1 §Hix 7.1
%EIMMOLITEL 1.7% EICHF LWVIRTF &KL, FAL L
[BE DA & RS iR ho T,

Bithiorol (z >V Ti%, 100mg, 500mg # Mf DjE»
133 w59, X Dithiazanine {5V T% 10mg, 20
mg, 60mg 3t Mf ¥R IIFD ST, CR © Mf
2 R 2 AN S EORER TIXEDRE L BEbhi. £
OFEREH 2 RITHT.

DEC ##iz X 5 CR OEEOEIbIC T

Wauchereria bancrofti Cobbold, 1877 <> Wuchereria
malayi Brug, 1927 (2 &G Uiz Tt b Jifmfic Mf
B HEL CHAICE, DEC #BE5BIcRHE 5%
A%\ (Sasa et al., 1963). CR TRIERDIR L Ld
g, ZoRREROFHIREREY L UTERTES
OTLUFTENEZ LD TH]. CR 2EHEEFERALL
H 3[E 10K, 131, 16 BRICALFIE W EB~7 v AL
BIAIEZ %% 3cm~3.5cm AtL, #15 5% 0 FiEE
&1, MILLFT LTIk, $ 2RI CR
OEREIERYE, B —E T EFHPRELE
W BOT, REOBEOREBICIFNER L. 7HME
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fRIRIX 1 BHIC >V Tid 38.5°C #336.8°C L 1.7C X8
D, o 1D 38.9°C 2336.9°C L 3.0°C A7z,

X Mf ik 2 BEE 2 900 23 120 #812, 8504578 60
I L D Le p3LAk ME a3 L3> sino i

370 e
183@ (1085, 1364, 1658) TEM

0 1 2 3 4 5 b 1

— B ¥
2K FERY: Cotton rat @ T4 (kiR (2 4)

L7z, 5 HLIC3 HEE®E L CR © Mf 13&56
T L, RIREES ORME T A7z,

0
: %
A T iy L
&ggﬁnm)‘/‘ﬁz\ ‘A - E&2
500 L AbL " 774310

1500

MF %
(25¢mep)

50

01 2345 67 89 n0012nBH
B &
%3 e Cotton rat iz DEC ##5. L

=B Mf 3% & KiR o 21k
(1A 3@, 7HMESEGERM, B

S LE LT IEEY: CR iz FRL RIS T HRIEL,
DEC #Z#IE L7chy i CR LR UARIC AR £ 230 (&
BOTREICE ME ERR L Ebhr-.

(3)



s
390
3859
® |
38 380
359
i
3101 i

Aﬁ 52 A

1838(I08, 138% 1683) TB M Y

%5 b

1 "

1 2 3 4 5 6 i
8 %

# 4 FEKY: Cotton rat o 3§ AR K O°
DEC 100mg/kg #5-#% o ki (2 41])

= =

Hewitt et al., (1947) 1% DEC jEits (B#5R
90mg/kg) THRHME L7 LT T35, Hawking (1950)
X CR o#flkic DEC 60mg/kg ##5 L= 1 5T
Wi Mf Budiksateo Mf % 100% & LT 80%iH
WL, 2515 T%%, 45%TRB% HERLIZEREL
Tvw5. bhbho £ DEC 30mgkg JEENHE:
G5 4y, HEERT ME $iE 100% & LT 79.6% O
D& E0E L 30 12113 81% Db B3 1 kS

TIRARME IR /R o7z, R (1959) b ERHE T, &
Hhidse, EHIR, OFBRIERICRCTEI R
EHIz TOURBELAAVCENSZVERE LTS,

A icBF 5 S 7w 7 RIRBIZ FLTEEXD

(1962) 1Xfh X 75 P2 5.4 C Bk 72mg/kg FEE DT 75
BREOEA RN Lm0k, RS DI eE ME
B o437 Wb e U sk i tiskine & g LT
w5,

A E O£ TIE cotton rat DA 300mg/kg LA E7s\
L M o LRERTZ L4527, DEC & L.
carinii JRYe CR [T +Hi Mt b ozh iz
Mf OFREALNT, EHICmFBERRIL, X3
B}z e b oy 27we7 b, < Lv—RREOEHETIE
Rohsan CR TRAELNT, »x2-2T —RRY7 AR
DIET &M Lz, L LT AiEsetBo@EER T b4 <
FHEICIBZ D, 745V 7 Okt b i ERR IR Ry
HHEThs EEbMLS.

12&Y% L7z CR |z Diethycarbamazine,
Bithionol, Dithiazanine ¢ 3 3&#% il L4 % O FHIz

1) L. carinii

DT, BERREREHR oF i ME S0 2 kic o T#E
£21L7k.

2) DEC 10mg~500mg iz 3 BB 5 % RN <
BIREOTHERTE, WIh L3RS Sl Mf
¥ oOLMBERPBRR N, FOWDORRE I VREIE ED
7, KREBBOBRELL poEL 23R’ w3
HIZ 72 b ok,

3) Avrwe7 bE, < Uv—HRRBICEYELE TE
b1 X DEC ##:E 35 L4910 Bl th2 & R R 5
PG CR T, MEARMICHED L, Zh Lk
RO FRENIB Z 20, £ O®ROREFEIIED &
otz ZOEKBO—EETIIERY: CR Tb4< [k
ICR ez,

4) Bithionol, Dithiazanine ® 2 KKl iz >V~ TiX4E
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OBSERVATIONS ON THE COTTON RAT AS A LABORATORY
ANIMAL FOR EXPERIMENTAL FILARIASIS STUDIES

III. EXPERIMENTAL CHEMOTHERAPEUTIC STUDIES WITH SPECIAL
REFERENCE TO THE MODE OF ACTIONS OF DIETHYL-
CARBAMAZINE ON THE MICROFILARIAL DENSITY

HipEBUMI TANAKA

(Department of Parasitology, the Institute for Infectious Diseases, the University of Tokyo.
Present Address : Tanabe Seiyaku Co., Ltd. Tokyo Research Laboratories)

1. Observations were made on the chronological changes in the microfilarial densities in
cotton rats infected by Litomosoides carinii after administrations of diethylcarbamazine, bithionol
and dithiazanine at different doses. No significant changes in the densities were seen for the
latter two drugs.

2. Diethylcarbamazine administered intraperitoneally at doses in five grades from l‘0 to
500 mg per Kg of body weight was effective in all cases to reduce the microfilarial density im-
mediately after the injection, which reached to the lowest level after about 30 minutes, but
again increased to above certain levels with the elapse of time. The degree as well as the
period of such reduction was the larger as the doses were increased.

3. In the human cases infected with Wuchereria bancrofti or Wuchereria malayi, it has
generally been recognized that diethylcarbamazine causes the peculiar activity of provoke the
daytime microfilarial density to almost the level of midnight within a few minutes after the oral
administration, which is however followed by an acute drop in the density and is often associated
with the fever attacks starting from several to about 10 hours after the dose due to destruction
of microfilariae. The present observations with cotton rat filaria somewhat differed from the
above experiences in that the drop in microfilarial density occurred immediately after the adminis-
tration without showing the preceding provocative phases, and that no significant rises in body
temperature of the hosts could be demonstrated. An acute but short-term drop of the body tem-
perature was usually seen immediately following the intraperitoneal injection of the drug, but
this reaction was estimated to be not specific to the filarial carriers since similar effect was seen

also in non-infected animals.
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