(FAERFEHE H 15 % %25 169-174 § 1966)

FEZFNANVNT FUoRBRERIBICKITIZ2a 5y k
FRBT 207,59 7ONSTHIC

DU T DEERIIFSE
= H OB OBl A M A =
B # % B.EH H %

K 2 A eI B 92 77 55 2 sh TR 22 10

(1966 4 1 A 25 A =2 4H)

FAMNE

RI7wTAT YT OEEERASACHET 2%k 0
BELE B %%\ . & < i Manson (1879) LAk
Wuchereria bancrofti \c % 2 FMMLF I 7 e 745y 7
(UIF mf L) ORMEHIHBEMOWRICIEE Y, =
DEHIEBCEEERNC 31 3 SHOLEIEL LD
eI R L 5D T& 7. hipTh Hawking (1950) %
diethyl carbamazine (LLF DEC LIRT) Tk BEERE
WETEOLEB 28K T 5 Z L iz k>T DEC OIEFIgRE
EALMICLIE. BT Thhbhil, 0k 5 kLS
BRI L, mf OWEES L U0ZE 0 SR % R
AR B, SETHMORARNPDZEM LT mf RF
ABS BICESBMBRNIC A D c b p b b3, Wil
PIZIF LIS A bR pol-fEr B

EERF &

Litomosoides carinii iz J&ijt1 7= cotton rat iz DEC
ERMEICEAL, RO mf o@d % feE L7cBIiCE
FOE mf OIERSTIERD 7.

FBRFTHEI rat OFL RIS FEE ST 100V &
BETAZLICE>TEZLE. Eb i Lt
HIAT 23 % /8 gk L7 #ic AR 2 L
o, FEBICHE Lok e B LT b3 Lis. |
IR¢ D HA L <o it > 5 o f, FMFEIREEZE L <E2 5
O THIMZHER L7z, R\ CAB Ak Ehnz TR
FEVFA Y- AR T/IBlE—2%—T3 Gy Tk

L, 7—E2KTIBL, ZOWMKERE L. fed
FAF—OEEREEFHERICE Y, BL2K0 mf
ﬂm@éhfmﬁehé,%h%n@W%wowroﬁ
B ThHB.

BRGERT O RIIRMS - MRS 2.5cmm 0 &2
y MCTRAT A R75 2 RITHAITREL, ¥ 59FKICT
Qs URE L7z, W, WEEZhZh 100mg 1082 h
% mf OFEHH L. :

S B ITBHBROBIENICSZRFER Sh 5 mf OFREIC
O TR L AL LT, HHIRED 2 & » o Ek
CRHEhS mf ORBEZHEL, ZoHRE RS-

ERERD 5 B, Jifi L FFCARICE LB bR s o720 T
CHOTRREHC OV Tk IcRE L SR &I,

:Oﬁﬁﬁﬁbkﬂﬁﬁékimﬁﬁbf—ﬁﬁﬁ%
ICREIBARIC A 5 mf ORBFRZL %385k UT-.

K BR B i

a) DEC #H#%0RMiH mf ojyE

AFEERIZHE L7 cotton rat DIRE S REMAF D mf O
REERLELOI6 L Hikthit+ 5.

() %1k DEC 10mg/kg X5 Ak % 1 [l
CHEAQLTF ip LBF) LA D mf DEBNTH .
mf ZEEOBEE S B L [ U < ip % 10 72y Li 30
ﬁf&&%ﬁﬁnﬁﬁbfwéﬁ4ﬂ¢3%&@&%%
S0 RREEETH D7, Laxh 24 BRI IIE #5001 L < IBic
B s AR Bo oI, Fhbb o 24O,
%#&@nﬁuﬁﬁﬁfmwfhm@ﬁ%KﬁﬁbTV

1) This study was supported by a WHO Research Grant on *‘ Studies on filariasis  and by a Public Health
Service Research Grant CCOOO17 from Nihon Kiseichu Yobokai. o
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A DECHILK /BB x s00 i, 50

#1 10 mg/kg » DEC %o
mf # B o W&

AN

RIRBERCEBEL OIS, Eic B RS D 72 B x/\\/ 5

T TREBEHBA LRI, THIFRFICHE L mf
B OW D2 B D5 B BRI T OIS B 1T

0510 70 60

IBh2HbOTHES, 4, 5HcLAELND.

. 4 ¥ 3K 100mgkg » DEC jgjsi: 5% o
) %2 X% DEC 200 mg/kg élﬁﬁ&& L7z 25ED mf %5 5 o B 5

rat O 24 B4 BOMIMLEE TH 5. IR L2H &

QA BEIE TIHAICHD LTHY, 0L 48 LI | ! e B
oo
i BELPETHER L. ORI 1RO 48 } %F
WIRTIC A B X 5 AL, ey
1t
50 C"i
As 2omg/rgx 55U i
Joo. % ,;;:;«Z;} ),((5’- i i
S Y T 0 Gede Gl % 4T 72 ik ()]
- las s W4 500mg/kg © DEC M4 %0
11y mf % 5 o R HE&E
A B At Jooma/ka R 1y
: Sl e
L i = g : ’ o e \\ e ?:Z;,Zf;f/’ toy
# 2K 20mgkg » DEC JEEEHEZ O 50 Jll \\
mf % FE 0 I [ i) 1 % g o
i Mk s
(3) % 3 Xix DEC 100 mg/kg &\ 5 K& & JFIE
NI 1EEH LZEORBTHS. TIITRLIC4ED o [ [ | [ l
5% A, B 25T 96 BRI E T LA C, D 25X Yy R ey Sy e PV
ip #%30 Y TR L. BRHITI ip 1% 15 5y TRAKE SERENC a0 € R
2o Lo BB T T Clempsth o 7oRiBIC 722 T % 5K DEC #45#¥ifip mf #%pE 2
ol — R 1 B L 72 41
(4) 54Kz A, B,C, D 48 D5b A, B 25X (6) % 5Hix DEC #5544 Cifip mf 23—FA9icHhn
500 mg/kg OREHSG 1E O #HT C, D 25T 1A THHRKER LG THS.
5% 24 W 2[EE O 500 mg/kg RIE ¥ 5 HITH b) R, fili, FFA® mf 54is DEC #5512 k 5
5. BEENLT YT S EHED BE L RKREVH F OB OBIE
60 UL L LSBT 5 LSO OEEE Y KT EEEiE Litomosoides carinii 12y L7z cotton rat 14 5E %
+. Avic, 4P IGITRM 2.5cmm OBHKEZR LT
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EbLICEHZ L., F0b LA OFEC Licdi> Tl
AN mf OHFiZRD, BinH o mf & kL.

fRERE O RIRAIFT R, No. 1, 2 HIEIEER, No.
3, 4, 5 [ XBMIESR, No. 6 [ZBHERNEES iz 05
OFTH BB LREFEE T — Y OBERIIROER L 7z0
TIHEFREL L.

No. 7 1ZFZ1% No. 6 L [FfkTdh o722 BEARAGEAS
AAREIC o o ic B L7z, No. 8, 9 1Z[RIEkIREE
MO HEHREBE LI THY, ThbreRELE L.

14 5EH o 5 551x DEC #5.4]Th 5. No. 10, 11,
12 (% 100 mg/kg 1 [AH%EH]T No. 13, 14 iIFE5ED
%\ 500 mg/kg 2EHE O THS. BT XV BRE
TORMIZCTHhOFILHKIB0 5 THS.

1 RIHE 40 R L. mf OERSTHRTHS.
M mf $%& 1 & L7zofifi, FFo mf oo THg
Wt L7z, 7nb bl o Py R Fs ERT R OB E O]

#W1# KW, i, Ficsds mof o

S L = OEH
7 }‘ﬁi H:F Ifll %* m‘.*
#F5 2,50 100 100mg 100mg
mm mg

1 78 3,120 10,470 630| 1 3.35 0.201
2 284 11,360 25,440 1,600| 1 2.23 0.140
3 115 4,600 9,000 1,500| 1 1.95 0.326
4 2,056 82,240 142,080 22,960 | 1 1.72 0.279
5 5,684 227,360 259,520 19,200 1 1.14 0.084
6 4,771 190,840 163,440 9,120| 1 0.85 0.047
7 723 28,920 3,360 300/ 1 0.11 0.010
8 1,175 47,000 15,950  300| 1 0.33 0.006
9 627 25,080 3,430 18p| 1 0.13 0.007
10 218 8,720 180,000 48,000 | 1 20.64 5.504
11 613 24,500 127,150 29,280 | 1 5.18 1.194
12 2,087 83,500 147,200 41,200| 1 1.76 0.493
13 81 3,240 76,000 33,500| 1 23.45 10.33
14 118 4,720 178,000 20,000 | 1 37.71 4.23

*RMMA mf MEEZ 1L LEROLE
No. 1 [ZAfins 3.35 THFA30.201. No. 2 ifitias 2.23 T
AF230.14, No. 6 O JFHEPTABFE L 725 L i
0.85. A2 0.047 LIKT Liho, EFREL 25 L ZOE
BT EHIZE L L5,

DEC #¢51zB U Tixpoticiti, Az % mf @
fERE L BE2TYT, LALEAENEZ WHH mf $1Y
Z <L BT 5.

fifi, FF& bic mf BaIz=FHEE, REEER, DEC 4
EEER, KEESGHOIEICE < E>2Twv5.

RIZWTHhOIREHC Z OEERE L h & Hilii+ 5 &
JRASIEEEDFE No. 1-6 Ofifid mf ¥OFfEE 1235
L, FEH5EHE0.21 LK U, DEC A 5#E Tk 3.25,
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REBEHTIZ26.81 LR L T35, LALFTIREZ
DEDOEINIE HILE L REREORC B T 3 o
mf & 1L35L FFHETIHO0.084 LAV ERL
7ch’, DEC 5.4 Ti3dmfe 5 T 13.767, KE#ES
FET62.813 LM L7z, B, & HETE mf o
ZEENIFRE L.

c) mf OYLEMET X 5 AETHIE L o1 D)

1) Litomosoides carinii DJEGLHSpESE L CJRMLIC mf
DA S A BIZ AR LT, 20Nl o8k 2 3R L
X AR TSR T S L, Fikk b NicEmtoZ b
CELREZED mf #5BpES. Fh b0 mf 220 THR
MOMRR, kO X5 EHEERAR.

1M, kxS RicHBo 8% 24, Sheath
AR T AN ORENTEE D X { Azur MiZ kDT
PHHFFOENTWELDEFLHL Lz, BERXERC
EHLTVebDLT5. _

28, BAIREE N~ OFEREICMEL, sheath &
WESTHARCED ST RT3 L 0 & FE2#ie L
To. BKIIFEA TV AL ZVIREEE T 5.

M, mAIHELTRY, NEEESTERE
2T Eosin 8 2T a3 L D& FE3IHL L. H
RREHEERELTE b0 ET 5.

AW, BAXHMBLUELIMELTRY, BILAaD
sheath DHDFELDH Y, NEHBENE 2 7o { REHKE
T, REOEFTILAEEZ LTS L0 4L L.
BAOLEHIZET LTS DL T 5.

2) MREANIC BT 5 mf et boHERIC X o ThHI
THA W OB AIRRE & FEBRANICHRAT Lic. 5 2 KT EHR
B L7z O BIORIETH B, EBRHFID No. 1 1Rk
DY 3 v 7 HEHTER LIcAICH B 5 mf O#5)
SATHS. B1HO mf H 46 % TEHIC £L, 2, 3
HWLIEZHD LT, 4#icindL 4% LA LT3,
No. 2 133814 12 BPKEICIRTE L T bR 2 o7z
R 4 WIS b2 L mo T ieds, 5 2 HISKRITE
»ofz. No. 3, 4, 5 1% 24 B, No. 6 1% 48 Bk
FERFHITH 5.

KERGFEORRINRE <, 12 B 524 Beflic iz 5 &,
IO mf FFLAL 0B, FT2, 3HIH
M+3. No. 6 icksd L2 3HILFHD LT 480305
LTHEY, mf 35 1825 2, 3 2R TH 4 HicBT
LTI LT S ERED bhvie. FHEATIIE 13
BEEOMEZ R TH, 48 BRPKERET S L5 4 Ik
BEL 72D, 12 B & 24 B RRTF & DR 5 &
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W2R

Mk mf OFEEN L

B H mf %EE mf O % i & H A R
7Y mmEmuag o ORE R . y 5 3
% TR 3 3 2
E 5 g mgkg & ? W W BlEK
Rl % ¥ (% ¥ (%) ¥ (%) ¥ (%)

1 va=v2%, BEHAK 500 195 176 379 — 400 184 46 116 20 84 21 16 4
2 WARI2NM, k=fEE — 30 392,152 — 200 17 8.5 73 36.5 29 14.5 B8l 40.5
3 WA24RM, kEfRfE — 23 22 28 — 300 4 1.3 115 38.3 138 46.0 43 14.3
4 WAoARER, K=fEfE — 34 32 159 — 100 0 O 49 49 40 40 11 11
5 JE24REM, kEMHEFE — 8 10 403 — 100 0 0 42 42 54 54 L2
6 AWM, k=@ — 15 17 667 — 300 0 0 36 12 69 23 195 65
7 BRE®, Wk 500x134 38 81 504 200 0 0 18 9 79 39.5 103 5.5
8 EBREE, WB 9%y 3 137,7811,154 10 0 0 6 6 18 18 76 76
9 RTEE, MR ggﬁ 58 711,587 373 100 0 0 4 4 9 9 87 87

No. 7 W L% T2RMTHER, No. 8 AW 10 B TEE,

No. 9 H#HMM®%KT7 H TR

3%k MiFAMN mf oBEERNEL

i35 mt DIFREER

FFic 75 mf OB

7y b EEEROCHKR HER SRR (%) SEAR (%)

B ToL%H mg/kg Y 1 2 3 4 BEK 1. 2 3 4
1 Vav i == 30 42 46 12 0 30 10 50 32 8
2 K E R F = 30 8 70 20 2 30 22 66 10 2
3 K ERF —r 30 0 70 30 0 30 0 25 55 20
4 K=K F = 30 0 10 60 30 30 0 5 Do 40
5 150 30 0 10 80 10 30 0 40 50 10
6 150 30 0 30 50 20 30 4 34 46 16
7 100 30 0 10 70 20 30 0 20 60 20

W OHEITIRE IR 12 BERIPSE Lm0 Tv B,

&Y rat I DEC 252 T RILFD mf # W sw
Tk, MkEmE&Ed2E, F1H0 mf B LREL
BOTEER, MFD mf ZZ T EIHDLDT
b5B.

No. 7 & No. 8, 9 TREFKESCHEESEL I URE
E TORFMEICIT00EN S 5 3K D mf OEMED
BT L —ED#ERFE LTS, (728 1 #Ho
mf 33T A7 D PARI2 & Bl 12 Wi Shind 7>T
VCBERALNEROTYSRMP D mf T\ E R 1
HOFREEOT V.

3) FEI3EKEIM - FFo R & v TR B mf OIFE,
PEMEOBLEBET S Z LI X2 THRADHROZLES) &
mf OEMERFLIEETHS. BELE of o¥uz
VFRY 30 C30oTH B, REND mf 13IEHIC D
D,

No. 1 1% DEC 500 mg/kg ip T 15 5344123 1 v 25
L7eBITEH2%D No. 1 LREWITHS. #2RDOER
TiX DEC ofEHRZhIE & B MfEN mf 281
T3 LRELXRNOER, T OERTIISVEE LIL

BTV BEEXTENIELY. ZOBRAMEP D mf 135
1O R, @FE LT 5,5, No 1 0F4
DEC oR#E S5+ IEHE 1O ESTHS. No.
2 1% 12 REEPK |IRIFEOHI T, No. 3, 4. 1% 48 BRIk =R
HFOBITH 5. ABREEITH 1 H0 mf i3k L2 £
SHIPHEMLTv5. No. 5 1% 20 mg/kg 3 H 54T
F2MDOBTHS. 5 HEOMELRE T mf 1HREE
A L7c. #2%Tik No. 8 LADTW3, HEA
mf 1355 13870, 2816, 3H 18 TAHINT6 % ThHo7
B, AFUTEBARTIMOGFLE LHI0, 2 Hidfm10
¥ 40, %5 3 #iT 80, FF50, 54 Mk i, AF& bz
{10%TH>7. No. 7 bkfhk No. 5 LRILTE2H
DATHS. fifi, FO mf HAFET No. 5 LEVER
ALTWw3. No. 6 1ZHFES5KDOBT 200mg/kg %5 H
RS L TH & 5T 50mg/kg % 6 H HIcHE LT
Ll mf FEERALRKTE2RSAL2ATHS. Lic
BOTHICE 1 D mf ABd SR TWS. £LT No.
5, No. 7 ITH_TE 2, H3#D mf KOREDER
s,

mf FWEATROFICVZIEEE 3ESE Y.

(172)



BRNTEAR mf 132, 3, 4#L RT 48 BRINIT
KT 5. EENTIEMT mf BECEHITE 1 HIOLDL
SPARDBED.

$2 3HO mf 1ZF1HD mf Rl ok #igd
BHHND. BERTIE 4 WOGHBED - O 2B HETH
5.

Z %

Z DFEBRIC R Lz &Yy cotton rat OFEEIZIRD X
5 Cdoit.

cotton rat {ZA =% =% 213 T Litomesoides carinii
ZREICELEE LD 60 HOERYZ & T RICH
M mf BREbIERD, BRAICEOEEE L TRYLE
#7120 A2 B 180 HBIZ 20 THREEEZR L, ZOH
DML 2.5 cmd H O mf $iZ 1,000 25 7,000 {2 #FEF
5. L LZOMEIERL & LI REICTHEL, 270 H
BB CEIIEET 2 L0OREN27. T DOFEERE g
T35 L, £ L OFITRERIIMBIEMPEIR & BFHITHHR S
NBMRICE D LD THEEPHERSNIZHFICOWTH
37 (1965) 33R4E Lz,

X XZHY (1964) 1% cotton rat 7 4 TV T ITIXKEE
HIHFME 2RO 7223, 16 SRkeHRL 1233\ T mf
BENTHANEESE Lz LU, L LT OEBRR
HcxsL, DEC X > THLMICHMLFD mf OFE
BIRA b, EHEQ960) 1k DEC BX U~ 7 7 v/ —
NERCZEERT, DEC #5345 L fifiF o mf %4
BRI AT 503, TR PIET 5 L HBOENT 2F AL
L. bhbhOERIZBCTHLRIU X 5 REE»E
bhi-.

i i

Litomosoides carinii {ZJg&4k L7z cotton rat O—FIT
i 4 o DEC ZfEENICE 2, £0H%OMMLT B X
Ufifi, FEOEGED mf HEOELE ER L. DEC
D EEX 13 10mg/kg 725 500mg/kg & L, Z#H
Z1EREHTCRBEBE L D, PEZEAEN
BEHELZLDOERDS.

1) Rifio mf %EEx DEC #5445 i B L,
B 30 BT RARICET 52, B X T BREH%ICX
BUEMT 5. COHRAERPRKEVIERE, BORITK
&<, TR L EIEREH 23 5 < B BIERTOKE &
KREBVEEICY EA2HABAONS. RHFEET R
X2 DD ERRH 55, 20mgkeg 5 [EFRED
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R TIX mf OEERBERIETALRIELDK.

2) i mf BEE L, FFothZ2lEgds L, WE
YR LE VL IRALER D Jfi THLIE & Y 20w <, T4y 1/10
BETHOR. FESMBEICH OB L TERIC S
L, WlEEL b ZOHBRBNL, T Y, TN
Yo L7525, DEC 5.2 5% L, ZOHEEHIMMHD mf
BEEDOWICE T TR & b mf 238U, ZoHh
12 DEC n#REBL L AT ke b, BERTIRERX
FRIiCZE L\,

3) mf IIFAFEETY, & I IR TR EREME
R THBEALNE. Hiliths X O, FREHD
N3 mf FHERELEbODHRTH2/z. DEC #IEE -
Ofti, FFiciz, 0k 5 hEEEEROKERT of 5
{Hbhize. Zhick Y DEC #5440 mf 34 FA
THREEhZLDLEZONS.

#e D A T AR LWL < 3 W 5 Litomo-
soides carinii D IRAWFEDO —HzhTboTCHHES
7o MBRgEE O 22 FHER, AR BEIR, HhHESRE
+, BERY=TRICBEHRT 5.

X W
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The mode of action of Hetrazan on filarial worms.
Brit. Jour. Pharmacolog., 5, 217-238.

3) g (1959) : cotton rat # v 7z SRR E
LR 0 EROFRE. (1) A= RO<7
F V=D FMFI w7 4 T YT Ric RiE
TR H4 B 8(6), 962-971.

4) g% (1960) : cotton rat % H v~ 7z KR HLiE
EEREOEROFE. 2) A b=V RU~ 7
F MY —NORBICRETEE FHuE, 9Q),
22-31.

5 EHREL (1964) : 74 7V 7TEREHELTO
cotton rat 2 B3 B HF%E. (3) kIR HEIEALFREE
D EBRBTFIZE, %z Diethylcarbamazine o J %
oW T, FA B, 14Q), 1-5.

6) MREMR (1965) : EEBM= b T v FRIRBE
DR EL R R R ZE. F 4k gk, 14(5), 414-425.

7) EREKER(1955) : =2 kv F v bRIRE Litomo-
soides carinii ‘T HW%E. H1H FEBREAN
T B BB I oV, HAEmEE 4 @),
375-379.

8) ##EpKES(1958) : = kv F v b KkIRE Litomo-
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STUDIES ON THE DISTRIBUTION OF THE MICROFILARIAE OF
LITOMOSOIDES CARINII IN THE COTTON RAT BEFORE AND
AFTER DIETHYLCARBAMAZINE ADMINISTRATIONS

GENzO MITSUI, SADASHIGE SAKUMA, SADAHARU TASAKA
& HipEruMi TANAKA

(Department of Parasitology, the Institute for Infectious Diseases,
the University of Tokyo)

Comparative studies were made on the microfilarial densities of Litomosoides carinii i
the blood and in visceral organs of cotton rats before and after intraperitoneal administrations of
various doses of diethylcarbamazine.

Specimens were prepared by making smears of 2.5 mm? samples on the slides taken from
the tail blood or from the homogenates of various organs and examined after stained with Giemsa
solution.

Nine untreated cotton rats of various infection stages were dissected and examined. In
the two rats at the acute stage and without recognizable macroscopical changes (No. 1 & 2), the
microfilarial density of the lung was about three or two times higher than the blood while that
of the liver was about one fifth. The relative densities of the both organs were found to drop
as the disease became more chronical and the pathological changes were more pronounced, and
the ratios of the lung and the liver in three fatal cases (No. 7, 8, 9) were 0.25 and 0.009 in
the average.

Intraperitoneal administrations of diethylcarbamazine cause immediate drops in the micro-
filarial density of the blood. In small doses such as 10 mg/kg, the drops were slight and were
followed by the increase to the previous levels within several hours. In larger doses such as
100 mg/kg and 500 mg/kg, the decrease in the blood densities were more pronounced and of per-
manent nature. At the dissections after administrations of the drug at the doses 100 mg/kg once
or 500 mg/kg twice i. p., remarkable increases in the densities in the liver and the lung were
always demonstrated corresponding to the drops in the blood stream. The relative indices in the
increase were higher for the liver than for the lung.

Morphological changes relative to the deaths and destructions of microfilariae in the pleural
éavity, in the liver and the lung before and after the drug treatments were studied. As a sign
of immunity against the parasite, microfilariae were estimated to be killed partly in the pleural
cavity after produced and liberated from the mother worms.

The destruction of the microfilariae were seen in the lung and especially in the liver after
the hosts were treated with the drug. The drug was found to be also effective in reducing or

eliminating the production of new microfilariae by the mother worms in the pleural cavity.
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