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BIE® 1T\ TE#a phenyl-N-methylcarbamate
D BE#akHs 3-methyl-5-isopropyl ¢ &5 carba-
mate OFBHEHICOVTHRE LI, 4B &
OhIEIT [((dimethylamino) methylene] amino
PiOUtz m-E# phenyl X bh’c% methylcarba-
mate OEEEIE#ENOHBRICOVTHET 5.

HHRZLTICHER

1) @R SEMEHLUC m-[((dimethylam-
ino) methylene] amino] phenylmethylcarbamate
TR ChiHisN;O, T, ROL S 3#EEDL DT
bHab.

CH
“N=CH-N¢
= N=CH-N{

0—C
CH;NHCO-O S 2 CH;

LDk K&t K, WEHEL xb) THEN
b3, TOOHEME (formetanate EFRINTNA) it
KICETEL, wetEdmdgs. KAz for-
metanate 2 U7z, BO3MHEN I LDs T, 5
v b OYE, Bk 24 (19~22) mg/kg, HERHE 20
(19~22>) mg/kg, < X OFEIZ 18 (15~21D mg/
kg 23NTNE3DTHS (4) BIR).

2) #HEMn Wistar 7 v b, 6HS, #5H
IAREDAE 9 116~169g, & 139~231g. ¥ 5B
B L ERPHET LI

) HEREGE 17— (R Todr i, HE
717 KUK M72h S5TUUAEL, fk (A&7 Lv7
CE-2) BIU/KIZBRITE AT, fAERORR 24~
30°C.
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4) FyME L HEBME AIEY D LDs, 13 1D
DT ELINTVEY, —HRARNE LDs, 23R 7z
AELY 5 NT 27,5 (18.2~41. 5) mg/kg, < R
T 5.6 (4.3~7.2) mgkg TH-1-DT, FEPEEIZ
ROL HITEDIC.

I8 810, 210 20mg/kg ¥ 5

I#: 310, 210 10mg/kg 5

& 810, 10 Smg/kg #5

Vax 310, 210 i

5) Aok Eik formetanate % FEBEIK T KR
L, v hOIKTE 1008 24720 0.2ml QEIEGES S
LUz D%, £EEE VU THERANT, 3%
AR 5 U1z, SRR o»b b
WK 2 HRICEA L.

6) Zk BIEY LEMCLEL.

T MAERELZSUICOEMT B CHETH
5.

ERBREOVICER

1) BESHEBREO—ERREFETRR

[ B CR®ET~80%L b, [BHTIIRE 12~15
FEL Y, NEITALEGRPIRVA I, HFEREBDS
HEIINT, T OWRABH 20~40 2>RFHsE U1z BEE
U, COBSII3 HAMBETALNTI.. IBTIRC
DX 5 R SNsh - 12, WERHR 4 8%
b, I, T#HORE, RGCHMZ2ED 5 4 DK
Ch-10h%, HLIzt oTizsd, 2, 3%
EEIICE L T,

BREHNT A T FEC IR Tablel 0k 5T, BIEHY
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Table 1. Weekly cumulative numbers of rats died in the course of the test period

Weeks after the first administration
Group Sex
1 2’ 31 4 | 5| 6| 7] 8 9} m‘ 1|12 | 13
I ) 2 3 3 3 4 4 5 5 5 5 5 5 5
2 1 1 2 2 2 2 2 2 2 2 2 2 2
r | @ 0 1 1 1 1 1 1 1 i 1 2 2 2 3
- 0 1 1 1 1 1 1 1 2 2 2 2 2
|
I 3 o ' 0 1 1 1 1 2 2 2 2 2 3 l 3
2 0o .0 o ! o0 0 1 1 1 1 1 1 L1
| i i 7
- 5 | o 0 1 1 1 1 1 11 b 1 1
e 0 0 0 ‘ 0 0 0 0 0, 0 | 0 o0 0 0

DEFEELY > T, DR WEZIHNE L 5 /L
2HATOS. HHY U FIOBEENICE - TH
UMEDHDEDMNHY, & iid diazinon, EPN,
parathion, potasan 75 & OFITIZ, @ OFHEZME
E L, Q1T testosterone propionate »¥y53 %
&, SERABTIETMSE T, WITEBRTEESD
BB IS 2 EbbhTnaY. L Carba-
mate {LEPNTOVTIIEREI D ed, ThX 57z
HEWD 20 ESDRAHTH Y, BRI
WTORE S U TN DT, §OBEV &ERNE
TEEW.

16}

14}

12

T

First average body weight (g)/average body weight (g) in weeks after the administration

2 FEHMBRCHLIIZTEE

Fig. 1 {4588 1 MHEE UlcAEOLEE &, #56
AR OBRENSE & ORI &2 R U, SHRICHATH
BEBOHH, —MIHMENEL, §&2ETIISD
TIDSRIIE D b - 1. IR EROMTIRBE5RD
RN T HEIEB L VEA 2R L T 5. #E3R0ICHT
3 @ 3-methyl-5-isopropylphenyl 4 DIT H
T, LDsp i ARZWIZE2LD 6T, KREOHEIMNTCIZ
B RPEI TN EEZELONS., FI28 DFH
HIROEN T &L, S OHEPESEDENEL ST
UHWVARBNCED, 192oD535 31 E0AL 5.

5 10 weeks

Fig. 1. The rate of body weight increase in each week during the test period.



H—~nNAL4 PEEHOERICET 3P 147

Table 2. Some blood values in rats sacrificed 3 months after
the daily administration of formetanate*

Number of Erythrocyte Leukocyte Hemoglobin Hematocrit

Group | Sex samples count count concentration value

(108 (10% (%> (%>
I 3 5 8.71+1.38 10.2+1.9 78+11 41.345.0
? 8 7.72+0. 44 9.84+3.2 71+ 9 41.0£2.3
I S 7 I 8.8240.95 12.0+4. 4 79114 39.54+3.7
? 8 8.27+0.69 11.91£5.4 73+ 8 40.3+1. 4
I 3 7 8.92+0.85 12436 | 79410 | 40.043.6
@ 9 8.87+1.12 | 12.8+2.6 : 79+12 | 40.4+2.1
v | 8 8 7.98+0.63 |  10.0+4.0 76+17 | 43.2+4.4
? 10 8.15+0.71 ! 10.9+3.2 70+ 9 3 39.6+2.0

* Values given are for mean and standard deviation

3 mMERERER

Table 2 1378 « HMEREL, MutaER, ~~r2 Yy
MEADKRTH . Wi (VB LHANT, &%
378X 5ThH 5.

Bl MERAEREIRIE 2% (Table 3 ) R0 it L
1 EECERT, £ W TRUN. FHEROBE
BRLUTHS OO, RIRERLIZE DItonT
REZFTNTAHB L, [#S D No. 35 3KELHH
K, Ha— VRS, @@ No. 22 izfims:ms, 1

B3 D No. 31, 33 3 KEZHEE, BOMTHE
P, No. 35 3REZFBA, FEM, 20D No. 11

BRES B, No. IS B0k, Mim, VS
@ No. 22, 24 ZTEXERALRDL, WEBRE+~HT
AHNBEDTH-T2. T 6 DY E DREEKRICON
Tid, REEBFORRDOLE A TEETS.

4 MESWHREHNIV VY IRTFS—H

iz Table 4 D& HTHB. GOT, GPT, R
#-N, 210203, ERHBEENTEESOX
5THY, BABROREBRELITIE, I, BitdhrBEE
DIRERRUTNED, T b DELENFRRICEL
BZBFETRINIDOEEDN S, MEEEIZDWD
Tid, AP TR HEHTHS»ITEWER RUIC
5, SEIIHRE hRPLEVEEZRT  O¥EZNITH
Y, HODIREBONERWAZWERR2RLIL. B/
WY IR T|UILEL SIC, TOEBHRRETH S, Mg
DaYyrxr255—+ (ChE) iz pseudo ChE, J¥
DZFiu true ChE EEZA 555, 656 Il
EHAT, RREWNERZRL TN, LhLLiE- 5D
EVDHBERVARBNEE TH5. BERY - FHOH
4, pseudo ChE 3 true ChE {tHXT, 38k %Z5
5 3 BEMENENDILTNAD B3, SEIDHEZD

BEIED Nz - 2. 75k 4pH OEL EWHE
oW Tid, B I LIt h THA.

5) RBEEE

Table 5 [T DREEER %, BRFOKE & DHE
TRUT. BRIEVEERTHEIILTHWAEALNS
DI, STHRIR AT, BHRTHH, BT L
TWa 40k, S TH, B, THE INRLSETH
B, ZOME, E-o EHUEHARED SN2,
72, SEHIATERD E 5255 T, IREFRR &V 12T
FLZED SN TS, it b SRR ORI 3K
IOFEH H Lhsn. FIORETIIMEKESED
RHATRMBONTE Y, TOMMEREREEEAL
5% . ZOMORE OB, MBS, it
BLTHBND b DIZISL, ELITEDDBFEL TN
3 EEEA SN,

6) REHEGFNTR

4[EL Table 1 itasEh, [ETME, TES
pu, MEE4DE, NEELDC ORAPETHZIZILTNS
23, REREVETH - 1012, BFRMESEET
DY, 1HIZROTIHZIEAEHETE -T2, B
PITHORZ, T & AR, LIBERIZY R 5
NARETH- 2. UIzhis THEIIE, i3 b HOR
ZEEDLNAY, ThiENED1Hlicd 26050
T, BOAXRSOBRORIED 5V IZEREILL 2 b DTH
A5, FEEDOFRGEL THEBME BB Ta 18
S D 1D REZ, BOMTHEE (REHREH),
Fin+, BIEOKM+, BROMEKES, HomE
BEOKEE-+, CmEREM+, SEZAELT, OO
+, ERIBOa 04 FEE+, Wig LR 2 -V,
Hifl+72ETh b, BUFIFIORE &HLBUNHTIR %
AR TS,
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Table 3. Differential leukocyte count in percentage in rats sacrificed
3 months after the daily administration of formetanate

Group | Sex ! No. Basophil Eosinophil ! Neutrophil ,‘LymphOCyte Monocyte
| 34 0 | 25 | 141 82.4 | 1.0
w I35 0 4.9 22.4 70.7 ! 2.0
LB ‘ 41 0 1.0 i 14.5 84.5 0
! Lo44 0 1.0 . 4.4 94.6 0
i 45 0 0.5 | 16.8 81.7 1.0
‘ 11 0 1.5 3.5 93.6 1.4

r | 13 0 0 7.0 93.0 0
15 0 0.7 3.0 96.0 0.3
Lo 21 0 2.0 5.0 93.0 0
i 22 0 0.9 22.7 76. 4 0
23 0 1.5 6.9 91. 6 0
24 0 5.1 17.1 77.8 0
i 25 0 0.5 6.5 93.0 0
31 | 0 L7 | 321 65.2 | 1.0
32 0 1.7 15.8 78.8 | 3.7
33 0 3.3 38.9 56.9 | 0.9
s 34 0 | 1.9 25.0 72.6 E 0.5
35 | 0 § 5.3 34.6 59. 6 | 0.5
41 0 0.5 10.6 | 88.5 0.5
45 | 0 0.5 ' 12.7 ! 85. 3 \ 1.5
n L 0 0 ‘ 23.7 | 76.3 ‘ 0
| 12 0 1.5 4.0 93.0 1.5
14 0 0 14.8 84.2 1.0
o | 15 0 1.5 26.0 72.5 0
j 21 0 0 8. 4 90.1 1.5
| 22 0 1.0 5.5 93.5 0
23 0 3.4 4.2 9l. 4 1.0
| 24 0 0 11. 4 88.6 0
? 31 0 5 0.5 ‘ 13.4 ! 86.1 0
32 0 ! 5.5 ! 5.0 89.5 0
33 0 ! 1.0 | 10.9 88.1 0
) 34 0 | 1.0 4.4 93.1 1.5
41 0 % 0 | 12.0 88.0 0
44 0 1 0 ‘ 16.7 83.3 0
45 0 1 0 | 21.0 79.0 0
0 11 | 0 ‘ 2.0 ‘ 5.0 91.0 ? 2.0
12 | 0 0.5 4.4 95. 1 0
‘ 13 0 0 8.9 90. 1 : 1.0
! 14 0 1.0 14.5 84.5 | 0
e} 15 | 0 2.5 8.0 89,5 0
21 | 0 2.0 6.5 89.0 ‘ 2.5
23 0 4.5 10.0 84.5 1.0
24 0 0.9 10.0 89. 1 0
25 0 0 13.9 85.3 0.8
31 0 ! 10.5 8.0 81.5 1.0
32 0 i 2.0 9.0 89.0 0
33 0 2.3 9.5 87.8 0.4
34 0 1.4 3.8 94.3 0.5
3 35 0 5.5 13.7 80.8 0
41 0 1.5 13.8 84.7 0
43 0 1.5 22.0 76.0 0
44 0 0 13.1 86.9 0
45 0 4.5 15.9 79. 4 0.2
LA 11 0 2.5 13. 4 84. 1 | 0
12 0 | 3.0 8.5 86.5 ‘ 2.0
13 | 0 % 3.4 14.3 80.0 | 0
14 0 1.0 19.0 80.0 | 0
s 15 | 0 ; 2.5 17.5 80.0 0
LT 21 | 0 * 1.0 12.8 86.2 0
22 0 0 22.4 76.6 1.0
23 0 1.0 24.6 74.4 0
24 0 0 29.9 70.1 0
25 0 0 0 92.0 ‘ 0




AL EEMOBRCET 205 149
Table 4. Some plasma analyses and brain cholinesterase activity in rats sacrificed
3 months after the daily administration of formetanate*
Number | i Plasma -  Brain
Group | Sex ] Urea . | Cholines-| Cholines-
samples I GOT=** E GPT** | nitrogen | \ (2;11;/05?) PI&(;%IH terase | terase™”
] (mg/dl) U7 1 (4pH) | (mg/e)
‘ !
5 s | sne | 125 | azs | 1s0 6.1 0.0 | 26.7
. H1L7 £ 42 | £28 | +£19 | £06 | 00l | * L5
I " e I i
o |5 |20 10.6 19.2 | 163 6.9 0.05 | 243
| k64 xa2 | x62 | +233 +0.3 | *0.02 | * 35
| | i
! T T N T . 1
5 . 29.0 9.2 1721 . 191 | 66 0.03 22.2
+ 5.9 | + 3.7 4 5.0 + 50 | +0.8 +0.01 + 1.8
I[ S S — | R - : 1
o 8 | 27.9 8.9 ; 20.3 165 | 6.9 0.07 | 23.7
' | + 7.3 + 2.6 ; 4+ 5.7 + 40 +0.5 -0.03 £+ 2.9
| B i i j
s | 22.1 8. 4 16.0 | 178 | 73| o004 | 260
| + 8.5 + 2.6 + 3.9 | -+ 56 +0.3 | +£0.02 + 2.8
i : : : - - _
o | o | 226 9.1 165 | 176 6.7 | 005 | 269
| k78 | 4l | £39 | *58 +1.0 | £0.03 | * 6.1
s 9 31. 1 8.9 18.5 | 158 66 007 | 3.3
' + 6.2 +22 | £36  + 24 +1.0  *0.02 | =+ 6.9
: { 1
v IS ; i
o | 10 28.6 .4 | 217 | 154 6.7 | o1 | 287
: B + 5.6 + 4.4 + 5.0 -+ 40 +0.9 +0.07 : + 4.6
* Values given are for mean and standard de\}i;{ion. ** REITMAN-FRANKEL unit
~ Analyzed with whole blood.
~~ Quantity of acethylcholine hydrolyzed at 37°C for 1 hour per gram of brain.
Table 5. The weights of various organs of rats sacrificed 3 months
after the daily administration of formetanate
| .N b Bqd%t[ | | I I Th Test
umber| weig i y- g _| Testis
Sec | GroupI of when Brain*; Heart | Lung { Liver |Spleen I]Eéd roid ?nhuys Ar‘li;f or
‘ samples| killed ’ Y gland Ovary
cg> 0 , ,
} 5 264 | 0.649 0.356 o. 699I 2.790 o. 207 0. 651 0.007 oO. 256, 0.027 0.770
| £ 45 |:£0.108/0. 057 0. 320,40, 274 +0. 051/ 4-0. 198 :£:0. 001 :+:0. 086 +-0. 007 £0. 222
‘ - . 299 0572 0.318 0.570 3.106 o. 303 0.614 0.008 0.258| 0.025 0.750
+ 31 [40. 073"i0. 009‘:*:0. 181i+0. 332|+0. 055 +0. 047‘4_‘0 OOl +O 041|40.007:4+0.114
8 | } l | ! '
1 ‘ 7 296 0. 595' 0.307, 0.635 3.076 0.315 O 660‘ 0. 006 0.284 0.025 0.708
‘ i + 20 _4;0.058’i0.030 +0.122/+0.361/+0. 078{ +0. 1244 0.003!+0.070 40.010{%-0. 107
- B 295 | o, 573, 0.336 O. 688 3.357 0.3171 0.637 0.006 0.253 0.018 0.710
+ 41 liO 094 iO 051:4+0. 169’-* 0. 385|+0.099 +-0. 0731+O 003 +0. 058/ £ 0. 006{£0. 149
: o 199 | 0.762 o0, 387, 0.489 3. 5271 0.211 0.679 0.005 0.232 0.028 0.034
j £ 10 |+0.074 +0. 033 +0.070,40. 412|+0. 041 +0. O9II+O oo1\+o 062 iio 008|+0.016
T 8 ) 211 0.799 0.389 0.547 3. 559 O. 224\ O 663 0.010 0.270| 0.024 0.039
i + 14 |+0.057/£0.018 +0.051|£0, 360 i’0.0Zé*i 0. 064{+0. 002 +0.079|+0.007:4+0.016
? : )
- | 9 | 219| 0.777] 0.349 0.549 3.151 0.209 0.638 O. 008! 0.309 0.026 0.038
) [ ‘ + 26 |-£0.079{+0. 024 +-0.048|+0. 257|+0. 036Ei0.052 +0. OOlii0.0éZii0.00‘)i-i—0.0lS
- : s - —
v 1 10 202 0.850, 0.370; 0.591] 3.389 0.219; 0.659] O. OlOi 0. 228 0.028 0.037
‘1 + 19 |+0.111{40. 0363+O 079+ 0. 320 +0. 0“234—0 066|+0. 003 +0. 0551+O 0091+0.014

* The weight of organ is expresAsed as a ratio (/) of organ weight (g) to body welght

(g) when killed. Values given are for mean and standard deviation.
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Table 6. Histopathological changes in rats sacrificed after
the daily administration of formetanate
Nurr}ber i A
o] issue .o . verage
Group animals examined Findings Incidence grade
examined
Liver Nodule of inflammatory cells 3 + o~
Dissociation 1 +
Kidney Interstitial nephritis 3 S~
Hyperemia 1 +
Spleen Congestion 2 o~
Adrenal Hyperemia and hemorrhage 2 -+
I 7 Lung Peribronchitis 6 + o~
(82, 25 Desquamation of epithelium 1 +H
Emphysema 1 +
Cataral pnumonia 1 +
Heart Necrosis 1 -+
‘ Hemorrhage 1 -+
! Thyroid gland | Production of connective tissue 1 -+
‘ Disappearance of colloid 2 -+
| Liver Nodule of inflammatory cells 1 +
Degeneration 3 -+
Dissociation 2 -+
Kidney Hyaline droplets degeneration 4 e~
Hyperemia 5 +-~+
| Hemorrhage 1 +
! Interstitial nephritis 1 +
‘ Spleen Congestion 2 +~+
‘ Adrenal Hyperemia 4 +~4
" ! 8 Testis Interstitial edema 3 + o~
| (33, 25)| Lung Purulent pneumonia i 1 Ht
‘ Catarrhal pneumonia i 1 =+
Peribronchitis : 5 +~H
Perivascuola cell infiltration 4 -+
Desquamation of epithelium 1 -+
i Hemorrhage 1 -+
| Heart Hyperemia 1 -+
' Hemorrhage 1 +
Thyroid gland | Desquamation of epithelium 1 +
Disappearance of colloid 1 +
Liver Hepatitis 3 -
Degeneration 2 +~+
Swelling of Kupffer cells 1 +
Dissociation 1 -+
Kidney Hyperemia 2 -+
7 Spleen Congestion 1 +
il (83, 98 Adrenal Hyperemia 2 +
T Lung - Peribronchitis 5 e~
Pneumonia 1 +
Heart Necrosis 1 -+
Hyperemia and hemorrhage 6 +
Thyroid gland | Desquamation of epithelium 1 H-
Thymus Hyperemia 2 -+
Liver Nodule of inflametory cells 1 +
Hepatitis 1 -+
Kidney Hyperemia 1 +H+
Interstitial nephritis 1 H
Spleen Congestion 1 +
N 6 Adrenal Hyperemia 2 +
(51, 25| Lung Peribronchitis 2 -+
Coagulation necrosis 1 -+
Pneumonia 1 +
Henorrhage 1 -+
Heart Henorrhage of heart muscle 1 -+
Thyroid gland | Desquamation of epithelium 1 -+
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BWEHMEREL, BUD LIS v b DFREIZ Table
6DELHTHS. TTHRONBHCALSNBRET
13, FFRIEDRRZHEL TORNDT, EYORE L
WEERTH H, —HOBREELBbh 5. ¥, RIE
OFMITHFR DL OTH b, KEZAKITEOAR
BEopo —Bof#ick 20 Y RO RIGETHA
5. W I BORETIE, FR3E, BR300, [F
YEBEX6HMALNBY, Chizdiciaohs
DT, FEYOIER EREA SNV, Mg BRYED
WRE, B, BBOoFEM, Vv MIHEFEHDOLDTH
h, BETIEIDAD, ODHOTIEI—FEOHRBEN LD
BN 20EEIZTEV. FRIBOKRECONTE
HEETHH, EYOHE L IBONEL, WRIZH 1
BITHABEDONBDT, & iz, [THO
REWRSWTHRERAETH Y, —IGHERE LED
ns o, FEE (35D, BomFEEl: (441
THsb. NBIROWTHFEME (28D 3hFEREE
EZELNAH5, ZOMDE DRI Y BFEHDRET
HA 5. BRIEMICATHEYE, BEEIPIRE, B
Mis & OFFURER DIRZS, D DT IR, FRERA L B
BN 20 WEIR TR, ZOMhDOREIIRRIUE LK
FEHIORETH - T, MBRETE N EWNS T EIT
55, REBHERELAOLNLAF, BOZEMHIZ]E
IorLal, IBHOBFVZWEAZRL TS L
2D H ECATHA.

formetanate (3BTR DL 51T, LDso 257 v hT20
(T2 OIEETIE 27.5) mg/kg, <R TI18 (¥
=25 DR TIL 5.6) mg/kg THYH, B> gL
1z#1> phenyl-N-methylcarbamate, 5% OVAil#R*
THE U1z 3-methyl-5-isopropyl @ DITHA~T,
BTSN AR LTS, UL URERED H
21U ELUT, M6 icid ChE Fikices
[ETHED b A, EEEMEZIIUD &7 53HHE
DOFFRIT, & EYOKE LBbh 2R
ol Eid, EERERZERPELZAIHAITL
T3, carbamate {LEYOHHBHRDOENTERE
»5AT, NG T sEmiEdznd oEBbh
A.

FETIRILZ O D RA> 5 A T, formetanate
5 MeT A E LT, 20 mg/kg i3WESHhEER,
10 mg/kg i3RER, Smg/kg IZBRERREIIVA
A, HEBIGEVREBALNS.

= #

m-[[(dimethylamino) methylene} amino] phe-
nylmethylcarbamate @ 20, 10, Smg/kg %, 5 v
MZ3 HAMBARS LT, #0822 s Lk
U

1. 10mg/kg LI ¥ 5 ORETIE, #5810 a1
PLEGDRYTA, BREBHOMH LEBALN,
20~40 SrhimksE DEEGE L.

2. BE200E (510, 2100 D55 IBWTIXS S,
22, T#83, 22, W#s3, 21, WS 1,
2 OPLHSRARZET LT,

3. BEZOREMFIIERD Shizh- 1.

4. R HMmERE, MmMEFRE, ~~+7Y v ME,
AMmERMEREBAIE RIS, & ITELEED NS
Tz,

5. Mmi# GOT, GPT, R#E-N, 273
ICHARTZE IR 28 - T2h3, Mg L D ChE &
PRI D, ORENEEERUI.

6. BEORBERTIE, NRck~THEmM (3o
HURER, BIR, B, 203> (5 of, B, 2
Dfiti, SIE) T35 & D@D LI,

7. HENE L A SNIRENS, el % B
%, B, REXBARTHID, 05 LHHER
EEEZLND DX, BOEWHTHS. ZDMEY
EBART 2D b LIVRWRE & U TR OREKE,
FHRERD 2 v 4 K #k, OO EREVB B LN
7.

FHABOZRTICHD, RUORKEEI T IEFH
B KK, ADLURFRRICBN I KEFREE
wmEE, BRIAFE KINToEER, SREEE®RNL
o, WMEABHN, ARBYR, BXkoF, BERSE, o
TR, RMEEOEEICESRBETLIRHETH 5.

X 79

1) Curarke, E. G. C. and CrLARKE, M, L.:
GARNER’S Veterinary Toxicology, 245, BAIL-
LIERE TINDALL & CasseLL (London) (1967)

2) CLarkg, E. G. C. and CrLaArRkE, M. L.:
Ibid,, 256 (1967)

3) ERM-LEX-THE=SN-KXHEM: EX
Mg, 22, 19-33 (1972)
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Résumé

80 Rats were divided into 4 groups and the oral administration of m-[[(dimethylamino)-
methyleneJamino] phenylmethylcarbamate was made daily throughout the test period of 3
months., Levels of the drug were 20mg/kg in group I, 10 mg/kg in group II, 5mg/kg in group
111, and 0 mg/kg in group IV, respectively.

1. In rats in group I and II, the tremor of whole body and the supression of spontaneous
movement, though recovered after about 20 to 40 minutes, were observed about 10 minutes
after the administration,

2. To date have died 5 males and 2 females in group I, 3 males and 2 females in group II,
3 males and 1 female in group III, and 1 male alone in group IV.

3. No growth-supression was observed during the test periods.

4. Almost no change was observed in erythrocyte and leukocyte counts, hemoglobin
concentration, hematoorit value, and differential leukocyte count in the administered animals.

5. Although between control and administered animals the levels of plasma GOT, GPT,
urea nitrogen, and protein hardly changed, the plasma and brain cholinesterase activities were
ascertained to be slightly more decreased in administered cnes than in control ones.

6. As to the organ weights, in administered amimals were observed lighter organs (male
thyroid gland, adrenal, and testis) or heavier organs (male liver and spleen, and female lung
and ovary) than in control ones.

7. In animals died in the course of or sacrificed after 3 months, histopathologic changes
observed comparatively frequently were hepatitis, liver degeneration, nephritis, kidney degene-
ration, peribronchitis. Of these changes, liver- and kidney-degeneration are considered to be
the changes occasioned by the effect of the drug; interstitial edema of testis, disappearance of
colloid in thyroid gland, and heart muscle necrosis etc. being doubtful changes.

Explanation of Plate

FFig. 1. Liver degeneration in the rat in group II,

Fig. 2. Liver central fatty degeneration in the same rat (High magnification)
Fig. 3. Nodules of inflammatory cells in the liver of the rat in group II.
Fig. 4. Heart muscle necrosis in the rat in group I.

Fig. 5. Hyaline droplets degeneration in the kidney of the rat in group II.
Fig. 6. Ditto. High magnification.
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