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Table 1 Experimental design for 3 months intramuscular toxicity study of T-1982
in crab-eating monkeys

No. of monkey

Exp. group Conc?;/:gatlon (YI(I) ll;l:r; (3 2 dﬁ?ﬁitstizsration Recovery study
Male Female Male Female
Control (saline) 1 2(1-2) 2(4-5) 1(3) 1(6)
T-1982 100mg/kg 10 1 2(7-8) 2(9-10)
T-1982 200mg/kg 20 1 2(11-12) | 2(13-14)
T-1982 400mg/kg 40 1 2(15-16) | 2(18-19) 17D 1(20)

(40% 758, 2 ml/kg) HMHEWICERICEST 3 C &
HEicin 572, COBRYBEIRERBITHT 2BAR
&%, GRMICHEEEHTEIRARTH S 400 mg/
kg LU, fbizAHK 2 T200mg/kg, 100mg/kg &5
BSIU0EEAR KR ESBREYHREL 2, il
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D%, EHEOHEKERIRD 5\ 138D 2 ~ 3 HFTIcH
HUTER U, RE5BEROBRBELIZEBEAEKD 2
~5fEThHhH, #0 pH 134.73~5.14Th 12, 145,
SFERE & 400 mg/kg WEROMHEE 1L ORI 5K
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1o
) B E

EROBEXERIT I\, (KE & BERMEN T 4 ©06H
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¥ L FYE)
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dophenol ), #t'Y sV ¥ > (EveLyn-MaLioy ¥),
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— MEBSIKEIE), MV N bv 4 o s k),
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EB&E ( 4 v BEKRRE) *FA\CRIR, BEYER
UTZe 351C, BEFIERERTRICBREL 25 (2
— 7 RC-2) CIREBEXITZ-1,
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Fig. 2 Body weight changes in crab-eating monkeys injected intramuscularly with

T-1982 for 3 months
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Table 4 Specific gravity and sediment in urine of crab-eating monkeys injected
intramuscularly with T-1982 for 3 months
E : Erythrocytes -
2 Specific gravity Sediment
(%"ﬁ E‘ Month examined Month examined
n
Sl o 1 ‘ 2 ' 3 |Recovery| 0 1 2 3 |Recovery
1| 1.035| 1.025| 1.030 | 1.035 - - — -
3| 2| 1.045| 1.020 | 1.035| 1.040 - - - - .
3] 1.035| 1.025| 1.035 | 1.020 1.030 - - - - -
Mean 1.038 | 1.023 | 1.033 | 1.032
Control
(saline) 4| 1.040| 1.030| 1.035| 1.035 - - — -
| 5| 1.030 | 1.035| 1.035 | 1.030 — E E E :
6| 1.030 | 1.025| 1.045| 1.030 1. 040 — - — - = ;'ﬁ
Mean 1.033 | 1.030 | 1.038 | 1.032 :
A
5 71 1.035| 1.035| 1.035| 1.035 - - - -
8| 1.030 | 1.040 | 1.025 | 1.030 - - - - ¥
T-1982 |Mean | 1.033 | 1.038 | 1.030 | 1.033 :
100 mg/k
0 9| 1.020 | 1.030 | 1.030 | 1.030 - — - -
10 | 1.025| 1.020 | 1.020 | 1.025 E - - -
Mean 1.023 | 1.025 | 1.025| 1.028
5 11| 1.045| 1.035 | 1.035 - - -
12| 1.020 | 1.040 | 1.040 | 1.025 - — - -
Mean 1.033 | 1.038 | 1.038 | 1.025
T-1982
200 mg/kg 0 13| 1.035| 1.035 | 1.045| 1.020 — E — -
14 | 1.040 | 1.030 | 1.030 | 1.040 E E - -
Mean 1.038 { 1.033 | 1.038 | 1.030
15| 1.010 1.020 | 1.010 — —_ -
5|16 | 1.040 | 1.040 | 1.020 | 1.025 - — - -
17| 1.045| 1.045| 1.040 | 1.040 1. 050 - - - - 3
Mean 1.032 | 1.043 | 1.027 | 1.025
T-1982
400mg/kgl | 18| 1.020 | 1.020| 1.035| 1.020 - - - E
119 1.026| 1.025| 1.020 | 1.030 - - E E
20 1.030 | 1.035| 1.035 1.035 - E - -

Mean | 1.023 | 1.025| 1.030 | 1.028
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Table 6 Reticulocyte and platelets in crab-eating monkeys injected intramuscularly
with T-1982 for 3 months

g Reticulocyte (%) Platelet (x108/mm?)
g E‘ Month examined Month examined
=] N
S 0 1 2 3 |Recovery| 0 1 2 3 | Recovery
1 2 2 0 0 122 122 146 104
5| 2 0 0 2 144 130 142 104
3 0 0 2 2 132 114 134 100 120
Mean 1 1 1 1 4 133 122 141 103
Control
(saline) 4 0 0 2 0 116 118 108 130
el 5 0 4 0 0 130 140 126 100
6 2 2 0 2 4 132 150 122 108 90
Mean 1 2 1 1 126 136 119 113
o 7 0 0 2 2 118 114 124 106
ol g 0 2 0 0 142 116 132 126
Mean 0 1 1 1 130 115 128 116
T-1982
100 mg/kg ol 9 0 2 0 2 164 104 124 94
10 0 0 2 0 138 134 138 124
Mean 0 1 1 1 151 119 131 109
R 11 0 2 2 2 160 118 120 9%
12 2 0 0 2 124 128 130 104
Mean 1 1 1 2 142 123 125 100
T-1982 -
200 mg/kg o|1B] 2 2 2 0 118 122 116 | 138
14| 10 4 2 0 134 118 130 100
Mean 6 3 2 0 126 120 123 119
15 2 2 2 2 124 130 106 116
5|16 0 2 0 0 132 154 126 122
170 0 0 0 2 2 150 130 122 | 102 108
Mean 1 1 1 1 135 138
1982 3 118 113
400 mg/kg| | 18 2 0 2 2 136 112 104 138
9119 0 2 2 0 132 114 126 104
20 0 4 4 2 2 164 106 110 106 114
Mean 1 2 3 1 144 111 113 116
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4) MmMERE

Table 5~Table 7 IZ7RT & 51T, FRMERE, ~~ b
79y Mi, ~NES P E L, MRMERE, oMREKT
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B, BRUIR, 22 BLUROBREERIEE Tho
12
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400 mg/kg 5D 14) (No. 209) i3, A®HE» 5
T TIREBBKSENBEAL, BHnKbDNAT W, C
DRI, #EHBHRTETH- 1, thoBOIRER,
BEICIEELED 5 NL 51,

7 MmAiIRERIE

ER% Fig. 3 TR, MARE# % one com-
partment model C##7 U 124558, 400, 100 mg/kg D
BeESg e bic, REOBIGEE TR, HEEERL D
BREBEBOEAKEVEAIKD 512, LU, SRR
BER, AHEEL L OERBICHENsERA LN
h 512,

8) HITRRFPIERAR R

RIEREED 5 R U/ NEREBE T, ricibiRe
BN 2 ihd S teE A dk s, AU 2080y
VD5 L THEILED NI, Sbic, AERBA LU
SHFEEED 1 7] (No. 692) TIIHAE I i< T RO
Ndhbh, thxagns e 88 (40%) DY VITHFEHRD
RBprBE N,

FURFT IR D> 5 LT NE A 5 AEAD K Y —
Iy, EHHE L I3EBEFRICHBED 1 4] (No. 23),
200 mg/kg 1750 1 (No. 118), 400 mg/kg 5D

14] (No. 199) ITRBDEDBEEINT, T, BRE
IMOMEERICER LT NERORY — Fos, NREED 1
Bl (EEZE No. 59) ILED bt

foiz b i, KRikd b AEADKEBREH*E TS

L ™3 (No. 109, No.118, No 123), i & MED
TEXHS 5D 2H(No. 109, No. 182), FFOFER K
IR BREEOBIE & OBED b 2 UTOKRIRD 5/
SAOEREA 5 O 1H (No. 139), TERHFOBKEE
~v=7 L EARBKSEEOHE (RS5H»sEESN
T3 D) s 3 6D 1H (No. 209) 72E DRSERAY
BEFRRAEEINI, TRNTHBKFEDSVESR
BB R Th -1,

SEHI SRR AR E O PIRM B TR U TRk
BEEFMAN B O 1H (No. 42), 100 mg/kg ¥
52t 1 4] (No. 99),200mg/kg #5582 fl (No. 113,
No. 128) & 400mg/kg ¥ 58 24 (No. 182, No.
199) IK@EH LNz, T DS b, 400mg/kg ¥ E5EE 2
BloHSREFTITE, HRORREUIIKEBEGIRM LB
Zaxnt, BEAFTIE, WEED 16 (No.62) kKD
HEEORREOEGTMNABREINT,
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Table 7 Differential white cell counts in crab-eating
— S — -
before experiment after 1 month
Sex Molxsi{ey Neutro. g g 'ﬁ i S Neutro. ,g | ¢ 1 'g. g
) — g el B 'S8T T |z |s g5
Staff‘Seg. L,‘-'j'm 3‘4 taffISeg S ml RIS
1 0la0.5 o 0|575|20 0.5 50.0/ L0 01?47.5 1.0
5 2 15380 10| 0/59.0 0.5 1.5(38.0| 3.5 0 55.0]Ls
R 0}28.0 0.5 0705‘10 0!45.0’ 2.0 | 0'50.0 3,0
Mean 0.5 (355 0.5 0‘623‘1 21 07\44.5 2.2 0}50.8 18
Control l |
. T T o T T T T [ _T**“
(saline) 4 | s5|655] 25 } o| %.5 |1 ol 0.5 410/ 6.0 ‘0.54 51505
e | s | 0.5/26.5 2.50.5 68.5 1.5 0.5]‘40.5> 2.5 o.5f54.5 L5
|
. 6 | 0[46.0| 1.5 1.0/50.0 L5 0 4L5 25 1.5/54.0 05
—_— —_—— —_— — - | F—— - — iﬁ—g_;
Mean ‘ 2.0 46,0 2.2 0.5148.04.3‘ 0.3‘41.0 3.7 (0.8]53.3|0.8
.7 oslss 1ol 0la9.0 /L0 10las0l 7.5 0.5 40
8 0.5(30.5 1.5/ 0/66.0 1.5 0/20.0] 1.0 01765 |25
Mean 0.5 44.5| 1.3| 0]52.5/1.3] 0.5 ‘ 32.5 | 4.3[0.3]60.3(23
T-1982 ‘ 7 T R
100 mg/kg . 9 4.0 | 49.0 0 0/47.0 o' 1.0;38.0i 2.0 | isso 10
10 0.5 345 3.0 0]60.5 1.5 10{37.0, 3.0 | ‘580 10
| T 7* ‘ T
Mean 2.341.8 1.5| 0]53.8(0.8 10!375’ 250 0 58.0 1.0
| i A
| |
B R | N U R B B
. 11 1.0/250| 2.0 1.0[69.0 2.0 01160. 5.0 078010
SR [ LO[54.5] 45| 0385 15 0 310 40’05 62.0 |25
Mean 1.039.8 | 3.3(0.553.8(1.8] 0 23.5| 4.50.3 70.018
T-1982 IR Ml et Mol ot il e -
200 mg/kg o | 13 20340 5.0| 0/58.0 1.0 1.0 30.5| 55| 0|60
14 | 1.036.5| 3.0 0.5 5.5 0.5| 20‘380‘40’1054,01,0
|
Mean f 1.5(35.3| 4.0/0.3 58.3 0.8 1.5}343! 48‘05 57,515
_— — I S S
‘ ‘ S N |
‘ 15 01580 3.0(1.0/37.0 1.0/ 1.0]550| 30 1.0/ 30010
5 | 16 40420 1.0 052010 20 57.0| 20| o0|37.0]20
| o 0 280{ o5¢10 69.5 1.0 0220 0| 0 7.0/Ll
Mean 1.342.7| 1.5 0.7 52.8 |1. .3| 51.0 (13
1082 | Mean 52.8 (1.0 1.0 144.7| 1.7 |0 ,
‘ I I R T A R R A
400 mg/kg 18 2.0 200‘ 50| 0,70.0 3.0| 1.0 |34.0 12.00.5[52.005
Q 19 0/59.0 1.0| 0/38.0(2.0] 05,550/ 3.0| 0]39.0]25
20 0255 0.5 0725 1.5 0.5 47.0 15| 0 49.0/20
S = —— S — ¥‘ B 7,;7 SIS EE—— —_— - _ _
Mean J 07/348i 2.2 0[60.2 2.2| 0.7|45.3| 5.5|0.2]46.7[17
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monkeys injected intramuscularly with T-1982 for 3 months
after 2 months after 3 months Recovery
5 < 5 | g ; ) = ;
Neutro. .g % =) § Neutro. .g % g g Neutro. é % = g
Staff | Seg. | § |/ g = | Staff | Seg. é M| » | = |Staff [ Seg. | § | M E. =
1.5|48.5| 1.0 | 0] 45.0 (4.0 0.§ 33.0| 2.0| 0]62.0|2.5
1.0|50.5| 3.5| 0]43.0(2.0| 1.0|42.5| 0.5| 0[55.0]1.0
1.5/3.5| 6.0 0|53.5(3.5| 1.0 |55.5| 45| 0|37.5{1.5| 1.5|52.5| 6.0| 0.5(34.0| 5.5
1.9|44.8| 3.5| 0[47.23.2| 0.8|43.7| 2.3| 0|51.5|1.7
1.0(22.0| 6.5| 0[{69.0 1.5/ 1.0|21.5|12.0| 0| 64.5|1.0
0]18.5| 5.0(0.5/74.5|1.5| 1.0|40.0| 4.0 0|53.5|1.5
0.5(32.0| 1.0| 0]66.00.5| 1.0 62.0 0| 0/36.0[1.0] 1.0|29.5| 4.0| 1.0|62.5| 2.0
0.5(24.2| 4.20.2/69.8{1.2] 1.0 |41.2| 5.3 | 0|51.3|1.2
2.0/380| 1.0| O 55.0!4.0 1.5 60.5 0| 0]36.5|1.5
0.5|37.5| 3.0(0.5/56.5(2.0[ 0.5|19.5 0| 0]/79.0/|1.0
1.3|37.8| 2.0(0.3|55.8 3.0/ 1.0 | 40.0 0| 0]|57.8|1.3
1.0 | 47.0| 5.0(0.5| 46.0 [0.5| 2.5|65.5| 4.0| 0] 26.5]|1.5
0]23.0(12.0| 0]63.0(2.0{ 1.0(29.0| 85| 0]60.0|1.5
0.5(350| 85|0.3|54.5(1.3| 1.8|47.3| 6.3| 0]|43.3|1.5
0[250| 6.0 0|68.0(1.0 0/26.0(10.0| 0(64.0| O
1.5[27.5| 50| 0/63.0|3.0] 1.0 49.0 0| 0/50.0| O
0.8/26.3| 55| 0|65.5(2.0] 0.5|37.5| 5.0 0|57.0| 0
3.0(49.0| 6,0 0|41.5[0.5| 0.5|55.0| 6.01.0|36.5|1.0
0.5[63.5| 25| 0]30.0(3.5 0.5|48.5| 2.0|0.5|46.5 (2.0
1.8|56.3| 4.3| 0]35.8[2.0/ 0.5|51.8| 4.0(0.8|41.5|1.5
6.5 67.0 0/0.5{24.0 ({2.0| 1.0 |57.0| 1.0 (2.0| 35.0 |4.0
3.5|70.5| 2.0(1.0/21.0|2.0| 3.5|54.5| 2.5(0.5|38.0 (1.0
0.5]26.5| 1.00.5|70.5|1.0| 1.5|45.5| 3.0 |0.5|48.5 [1.0| 0.5|24.0| 1.0 0735 1.0
3.5(54.7| 1.0/0.7|38.5(1.7| 2.0|52.3| 2.2|1.0]40.5 2.0
1.5|51.5|14.5| 0[31.01.5| 3.0|75.0| 2.0| 0]19.01.0
1.5|61.5| 1.5| 0|34.0|1.5| 1.0|47.5| 40| 0{46.5|1.0
0.5/37.5| 1.5| 0/59.0 1.5/ 1.0|24.0| 3.0/0.5/70.5|1.0{ 1.5|31.0| 6.5| 0.5|57.5]| 3.0
1.2]50.2| 5.8 0[41.3 (1.5 1.7|48.8| 3.0(0.2|45.3 (1.0
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Fig. 3 Drug concentrations in crab-eating
monkeys injected intramuscularly with
T-1982 for 3 months
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Photo. 1 The large intestine from a
female crab-eating monkey injec-
ted intramuscularly with T-1982
at 400 mg/kg/day for 3 months(No.
19). A sac of granulation tissue con-
tained two bodies of parasite and
necrotic tissue is seen in the sub-
mucosa. x40 H.E. staining

Photo. 2 A part of polyp found in
the pylorus of the stomach from a
male control crab-eating monkey
(No. 2). Parasite bodies are attac-
hed on the mucosa. Infiltration of
eosinophilic leucocytes are seen in
the submucosa. X100 H.E. staining

Photo. 3 A polyp protruded from the
serosa of the stomach from a fem-
ale control crab-eating monkey(No.
5). Calcification is occurred in the
fibrous tissue of the polyp which
is presumed to be a scar of paras-
itic granulation tissue., x40 H.E.
staining
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Photo. 4 The lung from a female
crab-eating monkey given T-1982
intramuscularly at 100mg/kg/day
(No. 10). Bronchopneumonia with
infiltration of eosinophilic leucocy-
tes and eggs of lung mite are seen,
X200 H.E. staining

Photo. 5 The liver from a female
crab-eating monkey given T-1982
intramuscularly at 200 mg/kg/day
(No. 13).  Granulation tissue is
observed in the parenchyma. x 200
H. E. staining

Photo. 6 The spleen from a female
crab-eating monkey given T-1982
intramuscularly at 200 mg/kg/day
(No. 13). Marked infiltration of
histiocytes, eosinophilis and Iym-
phocytes, appearing granulomatous
lesion, is seen. X100 H.E. staining
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Photo. 7 The muscle of injected area
from a female crab-eating monkey
given T-1982 intramuscularly at
400 mg/kg/day for 3 months (No.
19). Marked hemorrhage, inflam-
matory cell infiltration and degene-
rative changes of muscle fibers are
observed. X100 H.E. staining

Photo. 8 The testis from a male
crab-eating monkey given T-1982
intramuscularly at 400 mg/kg/day
for 3 months (No. 16). No signifi-
cant changes are observed. X80 H.
E. staining

Photo. 9 The kidney from a female
crab-eating monkey given T-1982
intramuscularly at 400 mg/kg/day
for 3 months (No. 18). No signifi-
cant changes are observed, X200
H.E. staining
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BCI, SFEBE 16 (No. 69) T D & BRI ORI
EHHC A MR D 72100 Th - 72,

MO BYOEBI IR ENRE LY BD 2 > 12
(Photo. 8~11),

M BELEE

T-1982 O H = & 4 FNICHT A Bk EHEE & 6
ERB A 20FOY VEMEAL, 100, 200, 400 mg/kg/
day @3 » ABHARBRE THRE LI,

L2 Bip 3 n BB EICH A, FEEHI S o120 400
mg/kg BEBRO—HOY VICESEE O KBRGENE
g3hiz, 3»BAERERBROEBUIBAYL» 5
&, AIRMICIE 400 mg/kg BRERED 4 firh 2 BliciRE
Ui BsREE KGR 0BamMEy Ry, BN
LB b BEOHM, ML, HERW, K

Photo. 10 The liver from a female
crab-eating monkey given T-1982
intramuscularly at 400 mg/kg/day
for 3 months (No. 19). No signifi-
cant changes are observed. X100
H. E. staining

Photo. 11 The bone marrow from a
female crab-eating monkey given
T-1982 intramuscularly at 400 mg/
kg/day for 3 months (No. 19), No
significant changes are observed.
x 200 H. E. staining

1675 ¥ DESHRAI OB REHED b Tz, 200, 100mg/
kg TREBICHWT b ETOHMERAONIMN T
DI S 1B A SR L ARE T 5T
Ub U, EERBREIOR SHAHRICIERE Y BDLD
12 ‘
T-1982 OB SHIRrR, 11X S RICHHALKED
B Wi I B S Wi, HRECEBRICIPEY
BATHLY, $rAskct b EREICEEUR. (B
B DB DML I R AV o 120 110
400 mg/kg 5 EERBRD 1 H177 17 13 i 1 8H
b1 > TR U, B8 & SR —BRORIER
Utest, DBIESEICE UKECEER b BECAP-
12o COBPITREIRFR CHEEAN =7 5BD b
RIGE, MBREOERIC, EHRGICERT? ¢



voL. 30 S-3

CHEMOTHERAPY 317

gbhaBEsed - 1, MBILFRETIX, MEDx
ye-27 25— MNEESXBICL AEESET, BB
QRBBEOR T VT ¢ L DEDOHBEL, BEHICH
WLTBHShize LU, A/G %13 U DD miL
BEEDERICE, FHREIVERY 5 L BDNHRE
Aot BERBRTE, 707§ VHEDOREIZI
LAEEBEL TV

T-1982 DA HE % 400, 100 mg/kg DR S
BOREUIZE LS, REOBRIEE B AKE L3
BrA b NI BRI R ER, AT RR X OER
R R I b 5 12,

HRFRCHESFNRE I, FAERBRITL 381
PEERBRIEDN AR ABEINIIL, FKE
REIERT % & Bbh 23 BIR OEESHRAL DR
EUSMCRBED bhish 512,

T-1982 #Eic X AREOHBRIZ, 7 v F 3 ¥ BHK
TREFRUBUEFERCC - 7 VR 3 7 BEBIIRANZR S
HREEHRARY CRBEINTELT, 1= A¥F0
KEEOEILTH - tre MEHBROERRIZAS H>Tid/s
W, B b BB IR S N T-1982 A AEE
BALDORICE B AT 12D ITE U 12 AREE A B
3, U U, th#i4E¥E Cefoperazone?, 6059-S9 71
EDYVEHBRBR T RECTROBREND A Eb b
AT, T-1982 KBRS KR TRV,

&7 V7 2 OBBEAD S B DB ik, T-1982
D7y b D4 T B EHEHERERT 6 HEL TV
1B, Yov e AT Th- 1, CDERE,
& T Penicillin & %\ i3 Cephalosporin (ALY
BeREUEEI b —BYIE LA C EATIBNTE
O, FHIC > THEEEAMER 3 N, R
MYBIDIEY B LHEINT VB D & FAROEIL
- tBbha,

DEOERS S, ZHBIcT 2 BAEIERE YA 1
B BECMB 7 T ¢ L OB BRI E OBLE
TEEDB L, ZORAMER BRI 100 mg/kg/day Bl
T2, UbL, BEOHBECMET LT ¢ »HED

BT AL DEBEEY LEDT, Ub skiEick
THPDICAET AL THo12, CDT e, 35
s hb b DEBFENBMELYE S RARYRATLE L
BELTAHIIEE, ARBICBY 2RAELER, W5
DIIESRMGROEEYF 2B I gh > tRART
5 200mg/kg/day &L TAHDNRBRYLUTHSH LEbh
1Zo

FRBROBTICHI b, HRIEFOBN & KM%
b o G RREEZLMREE I 2588, KBEALR
WRERDBHMOBEERELEY, ¥/, OPREOHASE
X DEMANFERRITC B AV WY RAHRE
RX, HO%RHE, AARROARICEARLET,
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TOXICITY TESTS OF T-1982 (IV)
Subacute toxicity test in crab-eating
monkeys with the intramuscular
administration for three months

YasuHiTo KAwAMURA, AKIO NAGal, TETSUO SHIBATA,
SHIGERU SATO, SHIGEHITO NAKAGAWA, JUNKO INABA,
Tovoak! YONEDA and AKIRA TAKAI
Research Laboratory, Toyama Chemical Co., Ltd.

Twenty crab-eating monkeys (10 males, 10 females) divided into three T-1982 groups at dose levels
of 400, 200 and 100 mg/kg/day and a saline control group were injected intramuscularly once a day, 7
days a week, for 3 months. Recovery study was performed in a T-1982 group at a dose level of 400 mg/
kg/day and a control group (in each group, 1 male and 1 female monkeys) for 1 month after the termina-
tion of T-1982 treatment.

The following results were obtained.

1) There were no mortality and significantly toxic changes in growth curves, urinalysis, hematology
and clinical chemistry.

2)  Soft stool, which was dose-related, was observed intermittently in all monkeys receiving T-1982
throughout the entire 3 months period.

3) In cellulose acetate electrophoresis of serum, fast-moving albumin component was observed in all
monkeys receiving T-1982. This change was dose-related and reversible in the recovery period.

4) In histological observation, there was no significant change except the muscular damage of in-
jected site. This damage indicated the inflammatory reactions (necrosis, hemorrhage, edema, cell infiltra-
tion and fibrosis) and especially in monkeys receiving 400 mg/kg/day of T-1982, the severest injury was
recognized.

5) Based upon the above results, the maximum safety dose level of T-1982 in monkeys was
estimated to be 200 mg/kg/day.



