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Table 1 Experimental design of subacute toxicity test in rats administered intravenously with T-2525Na for 35 days

Number of rats (Rat No.)
Exp. group Concenfrallon Volume 35 days study Recovery study
(%) (ml/kg)
Male Female Male Female
Control (Saline) - 10 10( 1-10) 10(41-50) 5(81— 85) 5(101—105)
T 2525Na 250mg/kg 2.5 10 10(11-20) 10(51—60) 5(86— 90) 5(106—110)
T 2525Na 500mg/kg 5 10 10(21--30) 10(61—70) 5(91— 95) 5(111—-115)
T-2525Na 1,000mg/kg 10 10 10(31—40) 10(71-80) 5(96—100) 5(116—120)
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Fig.2 Body weight changes in rats administ

ered intravenously with T-2525 Na for 35 days
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Fig.4 Water intake in rats administered intravenously with T-2525 Na for 35 days
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Table 2 Urinalysis in rats administered intravenously with T-2525Na for 35 days

Sex Male Female
Exp. group (mg/kg) Control 250 500 1000 Control 250 500 1000
No. of rats 10 10 10 10 10 10 10 10
11.0 12.9 10.5 9.6 10.6 7.3 7.1 7.6
Volume (miAhrs) |06 | +1.92 | +0.70 | +1.24 | +1.07 | +0.52° | +0.92° | +0.60°
H 6 9 9 7 8 8 10 10 8
P 7 1 1 3 2 2 0 0 2
Protein - 7 6 8 5 10 10 10 9
+ 3 4 2 5 0 0 0 1
Glucose - 10 10 10 10 10 10 10 10
Ketone bodies - 10 10 10 10 10 10 10 10
- 9 9 10 6 10 10 10 9
Occult blood + 0 1 0 2 0 0 0 1
+ 1 0 0 2 0 0 0 0
Bilirubin - 10 10 10 10 10 10 10 10
Urobilinogen + 10 10 10 10 10 10 10 10
95. . . . . . . .
Na (mEq/1) 6 93.5 110.3 115.7 72.0 113.7 91.3 92.8
+9.68 +12.22 +7.14 +12.73 +8.50 +7.90**| +8.70 +8.97
96.0 87.5 95.2 97.6 75.0 90.8 91.6 94.5
K (mEq/1)
Eq +5.32 +7.61 +4.16 +4.52 +5.20 +5.73 +5.82° +7.33*

Significantly different from control * P<0.05 ** P<0.01 MeanS.E.
— . Negative =+ : Trace + : Slight
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Table 3 Hematological findings in rats administered intravenously with T-2525Na for 35 days
Sex Male Female
- Exp. group (mg/kg) Control 250 500 1000 Control 250 500 1000
No. of rats 10 10 10 9 10 10 10 10
862 869 850 818 739 783 753 754
X 4 3
RBC (X109mm®) | 116 | 126 | 6.9 | 226 | £7.8 | £22.0 | £15.4 | £14.4
164 162 159 155 95 153 97 135
X 2 3
hbe OCA/mm®) |y ieo | 4137 | 1400 | £12.7 7.1 | £12.9°* | £11.5 | £10.1°*
Hematocrit o | Y 48 45 45 46 48 46 44
ema +0.3 +0.7 $1.2 £0.6°* | +0.4 +£0.8* | +0.8 +0.6**
Hemoglobin way | 163 16.3 15.9 16.0 15.3 16.0 15.2 15.7
emogiobl g £0.20 | +0.24 | +0.18 | +0.16 | +0.18 | +0.29 | +0.13 | +0.13°
Staf 0.5 0.7 0.6 0.7 0 0.6 0.5 0.2
g a £0.21 | +0.24 | +0.12 | 20.19 £0.20 | +0.27 | £0.12
<~ | 2 . ns | 95 102 | 124 | 127 4.3 7.9 7.6
R g +0.84 | +0.77 | +0.99 | *1.10 | *1.59 | +0.80°*| +1.00° | +2.00
5 . 1.3 1.4 1.5 1.6 1.2 1.3 2.1 2.2
S Eosino.
o £0.31 | +0.17 | +0.3¢ | +0.37 | +0.35 | +0.37 | +0.27 | +0.37
=
E Baso. 0 0 0 0 0 0 0 0
;E Lmoh 85.6 86.7 86.4 83.9 85.6 93.1 88.7 88.6
a ympa. +£0.95 | +0.92 | +0.97 | +1.54 | +£1.81 | £0.90°*| +1.06 | =*2.12
M 1.3 1.9 1.5 1.4 0.5 0.9 0.9 1.4
ono- £0.25 | +0.29 | +0.35 | +0.35 | +0.18 | +0.21 | +0.31 | =+0.34*
Significantly different from control * P<0.05 ** P<0.01 Mean + S.E.
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Table 4 Biochemical findings in rats administered intravenously with T-2525Na for 35 days
Sex Male Female
- Exp. group (mg/kg) Control 250 500 1000 Control 250 500 1000
No. of rats 10 10 9 10 10 10 10 10
N 65 92 95 83 60 83 82 77
ot (urm +2.4 +6.1°* +15.1 +6.5° +2.3 +6.3°* +9.4* +4.3%
15 17 18 14 13 14 14 11
-
GrT (u/n +0.5 +1.7 £3.0 £1.3 +0.5 £1.6 +2.5 £1.2
. . . . 18.5 17.3 14.8 15.8
ALP um 33.5 35.4 30.2 33.7 )
+1.50 +2.29 +1.60 +1.80 +1.19 +1.39 +0.85 +1.15
Ch-E (4oH) 0.13 0.11 0.12 0.12 0.62 0.40 0.38 0.4
P +0.003 | +£0.005** | +0.006 +0.005 +0.037 | £0.053°° | £0.034°° | £0.044°*°
40 49 43 45 48 52 50 52
T. cholesterol (mg/dl) | ) g | 4350 +2.5 | +2.5 +2.3 | 3.5 +3.0 +2.7
- 77 93 85 90 107 121 113 114
Phospholipids (mg/dl) |y » 6 | sg20r | 242 | 450 £4.3 | 7.0 5.6 +4.8
e . 0.2 0.2 0.1 0.2 0.1 0.2 0.1 0.1
T. bilirubin —(me/dD) |, 5 02 | +0.02 $0.03 | +0.02 +0.01 | £0.01°* | +0.02** | %0.01
" Urea nitrogen (mg/dl) 23.7 20.2 21.8 20.7 23.5 22.6 22.2 23.2
gen tme +£1.03 | £0.95* | +0.58 | +0.60° | +0.78 | £0.70 | £1.04 | +1.16
Creatinine (mg/dl) 0.7 0.5 0.6 0.5 0.6 0.6 0.6 0.6
8 +0.05 +0.01°* +0.02 +0.03** +0.04 +0.02 +0.02 +0.02
Glucose (mg/dl) 154 145 145 145 137 125 145 140
& +10.9 +8.7 +£7.7 +5.6 7.7 +6.6 +7.9 +9.5
T. protein (g/d1) 5.6 5.3 5.2 5.4 5.8 5.8 5.6 5.6
P & £0.07 | +£0.06* | £0.07°* | +0.09 +0.04 | £0.10 | +0.05** | +0.09°
A/G 1.15 1.39 1.49 1.54 1.39 1.54 1.84 1.60
+0.022 +0.060** | +£0.063**| +0.063** +0.043 +0.062 +0.041°* | +£0.056**
Ca (mg/dl) 9.5 9.5 9.4 9.4 9.5 9.5 9.3 9.5
& +0.08 +0.05 +0.13 +0.06 +0.06 +0.11 +0.03* +0.09
144.5 143.1 142.6 141.8 142.2 142.5 140.1 139.1
Na (mEq/1)
+0.68 +0.31 +0.42* +0.39** +0.36 +0.26 +0.33** +0.39*°
K (mEq/1) 3.94 4.15 4.15 4.07 3.8 4.05 3.77 3.92
+0.077 +0.066 +0.037* | £0.051 +0.116 +0.122 +0.106 +0.093
Significantly different from control *P<0.05 **P<0.01 MeantSE.
Table 5 Macroscopic findings in rats administered intravenously with T-2525Na for 35 days
Sex Male Female
x’a‘;:;fomc Exp. group (mg/kg) | Control | 250 500 1000 | Control [ 250 500 1000
‘ No. of rats 10 10 10 10 10 10 10
Cecum : Enlargement of lumen 0 10 10 10 6 5
Thymus : Localized dark red area 0 0 3 0 3
Liver : Grayish white micronodule 0 0 1 0 0 1 0
on the surface
Adhesion in a part of lobe
to right kidney 0 0 0 0 0 0 0
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Table 6 Absolute organ weight in rats administered intravenously with T-2525Na for 35 days
Sex Male Female -
Exp. group (mg/kg) | Control 250 500 1000 Control 250 500 1000
No. of rats 10 10 10 10 10 10 10 10
Body weight 321 325 334 322 209 215 203 209
v weig +9.2 £9.4 £7.6 +7.8 £2.6 £3.3 +2.6 +3.8
Brain 1.9 1.89 1.98 1.94 1.87 1.86 1.89 1.87
+£0.035 | £0.091 | £0.036 | +0.029 +0.026 | +0.022 | £0.023 | +0.020
Salivary glands 0.59 0.60 0.58 0.57 0.44 0.43 0.40 0.42
alivary g £0.021 | £0.030 | £0.020 | +0.018 +0.014 | +£0.012 | £0.010° | £0.014
Thymus 0.31 0.42 0.40 0.35 0.34 0.34 0.34 0.32
d +£0.022 | +£0.029°* | £0.030° | +0.023 +£0.022 | +£0.022 | £0.018 | +0.025
Heart 1.02 1.00 1.03 1.00 0.70 0.70 0.70 0.70
€ +0.058 | +0.028 | £0.021 | +0.039 +£0.010 | +£0.014 | £0.011 | +0.014
Ly 1.28 1.30 1.30 1.28 1.03 1.06 1.04 1.09
g +0.033 | +£0.053 | £0.028 | +0.036 £0.022 | £0.025 | +0.019 | +0.025
Liver 9.34 10.92 9.97 10.17 6.08 6.73 6.84 6.53
+0.371 | £0.760 | +0.460 | +0.451 +0.110 | +0.185%* | +0.196** | +0.149°
Lett 1.10 1.15 1.16 1.16 0.73 0.77 0.73 0.74
i +£0.037 | £0.026 | £0.036 | +0.017 £0.017 | +0.009 | +0.014 | +0.014
idney
Richt 1.12 1.18 1.18 1.18 0.76 0.78 0.74 0.77
& +£0.041 | £0.026 | £0.040 | +0.016 +0.017 | +0.008 | +0.014 | +0.015
Soleen 0.60 0.70 0.63 0.69 0.43 0.50 0.46 0.49
P £0.037 | +£0.035 | £0.032 | +0.030 +0.018 | +0.020 | £0.023 | +0.022°
Advenal 0.05 0.05 0.05 0.05 0.06 0.06 0.06 0.06
rena’s £0.003 | £0.002 | £0.003 | +0.003 +£0.004 | £0.002 | +0.002 | +0.002
Lt 1.78 1.84 1.88 1.85
+£0.047 | +0.064 | £0.047 | +0.036
Testis
Rt 1.77 1.85 1.83 1.85
& £0.052 | +0.055 | +£0.044 | +0.046
Ovaries 0.09 0.08 0.09 0.09
var £0.005 | £0.003 | +0.007 | +0.005
c 3.52 7.62 7.44 6.54 3.07 4.88 5.22 5.64
ecum 4£0.227 | £0.511°* | £0.330** | +£0.268°* | +0.254 | +£0.324°" | +£0.379°* | +0.612°*
Significantly different from control * P<0.05 ** P<0.01 Unit : grams MeanzS.E.
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B Table 7 Relative organ weight in rats administered intravenously with T-2525Na for 35 days
Sex Male Female
Exp. group (mg/kg)| Control 250 500 1000 Control 250 500 1000
No. of rats 10 10 10 10 10 10 10 10
Brain 0.613 0.585 0.596 0.606 0.894 0.869 0.933 0.895
+0.0103 | +£0.0328 +0.0130 +0.0108 +0.0129 | +£0.0149 +£0.0191 +0.0229
Salivary glands 0.184 0.185 0.175 0.178 0.210 0.201 0.196 0.202
g +0.0034 | £0.0079 +0.0034 +0.0052 +0.0065 | £0.0044 +0.0040 +0.0047
Thymus 0.097 0.129 0.120 0.109 0.161 0.160 0.167 0.154
+£0.0056 | £0.0103* | £0.0073* | +£0.0059 +0.0102 | £0.0109 +0.0074 +0.0106
Heart 0.318 0.310 0.309 0.312 0.336 0.328 0.345 0.335
+0.0153 | £0.0102 +0.0067 £0.0090 +0.0072 | +£0.0044 +0.0068 +0.0060
Lu 0.399 0.399 0.390 0.399 0.494 0.496 0.513 0.523
ne +0.0113 | £0.0107 +0.0074 +0.0083 +£0.0091 | £0.0091 +0.0133 +0.0102*
Liver 2.899 3.326 2.981 3.154 2.908 3.139 3.373 3.123
+0.0447 | £0.1510* | £0.1024 +0.0911° +0.0333 | £0.0867° | £0.1209°*| +£0.0512°**
Left 0.343 0.355 0.349 0.360 0.350 0.359 0.361 0.355
Kid +0.0055 | +£0.0068 +0.0059 4+0.0064 +0.0066 | +0.0058 +0.0086 +0.0073
idney
Right 0.347 0.363 0.354 0.367 0.364 0.365 0.364 0.366
g +0.0052 | +0.0058 +0.0064 +0.0089 +0.0079 | £0.0053 +0.0088 +0.0070
Spleen 0.187 0.217 0.189 0.215 0.206 0.232 0.228 0.236
+0.0098 | £0.0107 +0.0074 +0.0086* +0.0086 | +£0.0104 +0.0114 +0.0082°
Adrenals 0.017 0.015 0.016 0.016 0.031 0.027 0.028 0.027
+0.0009 | £0.0006 +0.0010 +0.0009 +0.0018 | £0.0008 +0.0010 +0.0010
Left 0.556 0.567 0.566 0.578
. +0.0100 | £0.0192 +0.0166 +0.0199
Testis
Right 0.551 0.570 0.551 0.580
g +0.0104 | £0.0172 +0.0162 +0.0200
Ovari 0.041 0.037 0.045 0.041
varies
+0.0024 | £0.0013 +0.0039 +0.0023
Cecumn 1.095 2.339 2.233 2.047 1.460 2.280 2.560 2.688
+0.0675 | £0.1320**| +£0.0952** | +0.0997*°| +0.1120 | +0.1581°*| +0.1753**| +0.2735**
Significantly different from control * P<0.05 ** P<0.01 Unit : percent Mean+S.E.
T 1,000mg/kg REHOLHICED LRI L 5/ ELTITH- 1

AN R R MR OHEEOMFHE,R /R, BE
OEUNHBEL SO THE IR KT CThot, D
fliicls, B BIRLRIC A S - BE ORBE MR Ee
FriafR 0B ERE A X O Roh - RMER G
BEHPHKR TROMRA L Eb bk - 1o, BREICRE
HAMED Hbhtc 500 mg/kg FHEBD 1 4] (No. 114) 1z
i3, REOCHRBERLENEERE EROERRFE ERILE
MHHER bR,
III. RE&LvER

T-2525Na 03, + 1 % AEBIRAHRS Bat s
A% % 1,000, 500, 250 mg/kg Hr5-Bks X OXH BB & B

RO, fERBIZ T2 T-2525 Na #53 CH
SOMCKESBRR IR UASET REREREDL
high o1, & O BKE & 34F R 500, 1,000 mg/
kg FERCERAROMMAID b, ¥, BEH
MR TE OB TI1E T-2525Na £ ERCEBEOH
ABAZbh, EBREEIHEM LTV o, ZARRTALR
ek 57 BEFHRERELRVERBEOKR, f
D7 7 a ARY VRALEFLPIPHEH I TLRES
hTkh, REDHBFRACESbDLELLRTY
%o

RBE T, xBRL 1,000mg/kg HEFHORCEE
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Photo. 1

Photo. 3

The kidney from a male
rat administered intra-
venously with T-2525 Na
at 1,000mg/kg for 35days,
Hyaline droplet degenera-’
tion of the renal proximal
tubular epithelium is seen.
X440 H.E. staining:

The cecum from a female
rat administered intra-
venously with T-2525 Na
at 1,000mg/kg for 35days.
No significant changes are
seen.

X220 H.E. staining

The heart from a male
rat administered intra-
venously with T-2525 Na
at 1,000mg/kg for 35day..
No significant changes are
seen.

X220 H.E. staining
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Photo. 4

Photo. 5

Photo. 6

The spleen from a female
rat administered intra-
venously with T~2525 Na
at 1,000mg/kg for 35days.
Nosignificant changes are
seen.

X110 H.E. staining

The bone-marrow from a
female rat administered
intravenously with T-
2525 Na at 1,000 mg/kg
for 35 days.

No significant changes
are seen.

X440 H.E. staining

The testis from a male
rat administered intra-
venously with T-2525 Na
at 1,000mg/kg for 35days.
No significant changes
are seen.

X110 H.E. staining
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Table 9 Urinalysis in rats administered intravenously with T-2525Na for 35 days (Recovery study)

Sex Male Female
Exp. group (mg/kg) Control 250 500 1000 Control 250 500 1000
No. of rats 5 5 5 5 5 5 5 5
Volum (ol 7hes) | 101 12.0 12.7 15.2 11.4 6.0 10.8 6.7
olume MRS p1s9 | %282 | £1.10 | £2.91 | £2.60 | +1.29 | £2.43 | $0.82
H 6 5 4 3 3 4 5 5 5
P 7 0 1 2 2 1 0 0 0
Protei - 5 5 5 5 4 3 4 4
rotein + 0 0 0 0 1 2 1 1
Glucose - 5 5 5 5 5 5 5 5
Ketone bodies - 5 5 5 5 5 5 5 5
- 5 5 5 5 5 5 4 5
Occult blood + 0 0 0 0 0 0 1 0
Bilirubin - 5 5 5 5 5 5 5 5
Urobilinogen + 5 5 5 5 5 5 5 5
N (mEa/n) | 804 69.5 66.7 44.6 55.5 90.5 74.2 93.5
a MmEVD 117,06 | +14.40 | £9.27 | £11.28 | £11.50 | £15.88 | +£10.76 | +6.53°
109.9 98.5 91.9 91.3 73.3 104.5 85.5 104.2.
K (mEq/1)
£10.11 | +8.94 | £5.31 | +12.09 | +9.92 | +9.84 | £11.29 | £9.53

Significantly different from control

— . Negative + : Trace

*P<0.05 MeantSE.

Table 10 Hematological findings in rats administered intravenously with T-2525Na for 35 days (Recovery study)

Sex Male Female
Exp. group (mg/kg) Control 250 500 1000 Control 250 500 1000
No. of rats 5 5 5 5 5 5 5 5
887 884 895 865 781 810 789 821
RBC X10*/mm?
(X10%mm®) | oo s | +20.9 | £16.3 | 4221 6.5 | £19.7 | +34.4 | +276
162 117 111 133 84 112 153 130
WBC X 10%/mm?
(X10/mm?) | | o6 6 £9.2 | £15.0 £9.7 | +3.2 | +13.0 | £21.1° | +23.0
) 50 48 47 48 46 46 43 47
H tocrit %
ematocri S +£0.5* | +0.6°* | +0.6° | 0.8 +0.9 £2.0 £0.9
Hemoglobin way | 163 15.7 15.2 15.8 16.1 16.0 15.3 16.4
+£0.21 | +0.21 | +0.28* | +0.37 | +0.30 | +0.35 | +0.58 | +0.30
. Staft 0 1.1 0.6 0.9 0.5 0.1 0.5 0.3
g £0.37* | +0.37 | +0.37° | +0.39 | +0.10 | +0.00 | +0.20
f=]
_ 2 Seg 7.9 16.1 19.7 19.0 8.6 14.4 20.0 8.3
S : £1.26 | +3.51 | +2.81°*| +2.20**| +1.62 | +0.97* | +6.38 | +2.00
E Eosi 1.0 1.3 1.1 1.0 1.2 1.9 0.9 1.9
3 0sino.
8 +£0.35 | +0.54 | £0.37 | +0.22 | +0.46 | +0.43 | +0.37 | +0.48
=
2 Baso, 0 0.1 0 0 0 0 0 0
o +0.10
8
A Lymph 90.6 80.4 76.9 77.8 89.0 82.3 78.0 88.4
: +1.37 | +4.36 | +2.98**| +2.50**| +2.19 | +1.19* | +6.07 | +2.27
Mono 0.5 1.0 1.7 1.3 0.7 1.3 0.6 1.1
: +0.22 | +0.45 | +0.3¢°| +0.3¢ | +0.46 | +0.49 | +0.48 | +0.24
Significantly different from control *P<0.05 °**P<0.01 MeantSE.
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(' Table 11. Biochemical findings in rats administered intravenoualy with T-2525Na for 35 days (Recovery study)

Sex Male Female
Exp. group (mg/kg) Control 250 500 1000 Control 250 500 1000
No. of rats 4 5 5 5 5 5 5 5
: 59 91 81 58 58 67 84 67
coT (UM 156 £10.9° | £10.2 +2.2 £5.5 £5.6 £6.0° £5.9
16 21 19 13 15 13 16 13
GPT LD e +2.4 +2.1 +0.9 +1.8 £1.5 £1.7 £1.1
23.0 26.2 26.5 19.9 16.3 15.5 11.5 12.4
ALP UMD 4062 +1.58 | +3.32 | +1.74 £2.02 £3.00 | +1.64 £1.43
Gk oy | 01 0.13 o | on 0.70 0.48 0.42 0.64
+0.004 | +0.006 | +0.007* | £0.009 | +0.060 | +0.078 | +0.106 | +0.088
45 40 m m 48 50 53 51
T. cholesterol (mg/dl) |, , £4.6 £3.7 £1.2 £4.5 £3.2 +4.7 £4.9
. 74 76 83 81 123 123 122 119
Phospholipids (mg/dl) |, +£6.2 | 45.6 | +2.9 +8.0 | +12.4 | 295 £9.2
o . 0.3 0.3 0.3 0.3 0.3 0.3 0.3 0.3
Bilirubin (mg/dl) | +0 +0 +0 £0.02 £0 £0 +0.02
. » 22.1 21.7 25.1 18.9 20.1 26.6 26.7 25.6
' Ureanitrogen (mg/dD) | 00 | 4140 | 43.06 | +0.80° | £1.30 | +1.93 | £1.13**| £2.05
. 0.7 0.6 0.6 0.5 0.7 0.6 0.7 0.7
Creatinine  (mg/dl) |\ o3 | 40020 | 20.09 | +0.02* | 0.0 £0.04 | +0.03 £0.05
o 160 123 127 125 150 140 132 148
| Glucose  (mg/d) | L oo | 11080 | +6.6° | ta.8 | +7.3 8.8 | £14.9 | +14.2
. 5.5 5.5 5.6 5.6 6.1 6.1 6.0 6.1
T, protein @d) | 4510 +0.12 | +0.11 | +0.08 £0.10 +£0.14 | +0.13 40.14
| AG 1.09 1.33 1.26 1.13 1.39 1.51 1.24 1.45
+0.09 | +0.117 | +0.062 | +£0.033 | +0.035 | +0.067 | +0.211 | =+0.041
' 9.7 9.3 9.4 9.7 9.8 9.6 9.6 10.0
Ca (mg/dl) |\ 1 £0.05° | +0.12 | +0.07 | #0.12 £0.14 | +0.12 £0.27
N (B | 4571 144.9 | 1447 | 145.2 143.4 144.3 | 1436 | 144.2
a oo m +0.27 +0.54 | +0.76 | +0.49 40.28 +0.55 | +0.26 +0.68
X (mEg/1) 4.07 3.97 4.08 4.02 3.86 3.83 3.79 3.82
m +0.084 | +0.104 | +0.152 | +£0.084 | +0.095 | +0.0s8 | +0.0s8 | +0.165
Significantly different from control *P<0.05 **P<0.01 MeantSE. | )

ORMATD Hhied, EhboMOFe THRRBICR
BRED LRIEH - o T
mPfLEHE i3, T-2525Na L5 A/G OB
ELRLitc=2Y) v RT7—¥OBEETHRAD LR
Tohs, OREFEB RIS, 30 HEKkESLITE
AR SR
ERERE G2, 1,000 mglkg SO 1 HICER
R LB Oh S EOMTRERL TS bhis #
S WR{EIC LD T » P BOEMREY EEMRICHT

TEA B Lic & oGS L B 5 DT T-2525 Na 5
OHBOTREIEETE Ve

BEORRLY, BEC HBEOD ikt 45T T-
2525 Na ORAEIFAR LS Bz 250mglkg LT
Thoto L, THhOOBLIZALEFES » b Il
LLIBAE—-BCHRLhBFTRTHHZ 0D, thi
B LIoBa, RAAE BB Y B 5~ gkt
BEdOhichote 500mgkg THAH 5 LREShiz,
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Table 12 Absolute organ weight in rats administered intravenously with T-2525Na for 35 days (Recovery study)

TR 5 HRAR S ER K EERR, Chemothe-

Sex Male Female
Exp. group (mg/kg) | Control 250 500 1000 Control 250 500 1000
No. of rats 5 5 5 5 5 5 5 5
Body weight 416 415 413 430 263 242 248 243
vy weg +12.4 | £19.0 | +22.3 | +9.3 £10.0 | 5.4 | +10.7 +8.4
Brain 2.12 2.01 2.06 2.05 1.9% 1.88 1.95 1.94
£0.037 | +0.038 | £0.024 | +0.049 | £0.034 | +0.038 | £0.047 | £0.026
Salivary glands 0.72 0.63 0.60 0.68 0.45 0.44 0.4 0.46
v e +0.051 | +0.03¢ | +0.019 | +0.031 | £0.015 | +0.013 | +0.011 | 0.016
Thymus 0.40 0.35 0.34 0.33 0.31 0.28 0.28 0.27
Y £0.047 | +0.026 | +0.044 | +0.026 | +0.012 | £0.017 | +0.055 | +0.022
Heart 1.22 1.19 1.28 1.33 0.84 0.75 0.79 0.78
+0.042 | +0.053 | +0.109 | +0.095 | +0.052 | £0.030 | +0.027 | £0.024
L 1.42 1.48 1.44 1.44 1.10 1.12 1.15 1.13
ung +0.053 | +0.081 | +0.080 | +0.015 | £0.034 | +0.029 | +0.037 | +0.035
Liver 11.28 12.42 13.28 12.02 7.30 7.60 7.84 7.44
£0.279 | +0.260° | +1.319 | +0.592 +0.528 | +0.366 | +0.254 | +0.463
Left 1.33 1.31 1.31 1.32 0.82 0.79 0.87 0.80
Kid £0.060 | +0.036 | +0.027 | +0.047 | £0.057 | £0.013 | +0.104 | +0.067
idney
Richt 1.3 1.32 1.33 1.37 0.83 0.81 0.88 0.83
& £0.075 | +0.042 | +0.041 | +0.051 +0.057 | +0.010 | +0.103 | +0.053
Soleen 0.76 0.71 0.80 0.78 0.48 0.51 0.59 0.51
P +£0.064 | +0.034 | +0.081 | +£0.020 | +0.027 | +0.014 | +0.070 | +0.014
Adrenals 0.05 0.04 0.04 0.05 0.06 0.05 0.06 0.06
+£0.003 | +0.004 | +0.002° | +0.005 | +0.010 | +0.002 | +0.005 | +0.004
Lett 1.75 1.77 1.9 2.00
) 40.162 | +0.137 | +0.013 | +0.062
Testis
Right 1.73 1.81 1.90 1.97
e £0.152 | +0.130 | +0.038 | +0.061
Ovari 0.10 0.08 0.09 0.08
'varies
£0.018 | +0.003 | +0.006 | +0.005
Cocurn 4.85 6.74 6.84 7.46 3.26 4.29 4.78 4.86
+0.53 | +0.823 | +0.782 | +0.775* | +0.305 | +0.371 | +0.613 | +0.48°
Significantly different from control * P<0.05 ** P<0.01  Unit: grams. Mean+S.E.
X [ rapy 31 (S-3) : 842~863, 1983
1) HARE NG, Z+Hkz, WERSF, i O AR %, HE W8, tE WM, BX & A
Wlie, WEFH— HABL, SHKA : Cef- MY : AM-715 OBEFENWE H1R—V
adroxil (S-578) DMK BT AHE L2 @ > ABIV Ty PERT22BBHEROTRET » b
y P 5EANREH, Jap. J. Antibiotics 32 Tt 2 EAEBERR—; Chemotherapy 29
(12) : 1233~1257, 1979 (S-4) : 766~784, 1981
'2) &M ¥, %k B3 : Cefotaxime OS2 5) /IRFFEK, MEELE, THRS, mERsE WU
LU AWM, Chemotherapy 28 (S-1): MR - ARGEA DL-8280 05 4 kit D
98~108, 1980 4;BERESEBME. Chemotherapy 32 (S-1):
3) EANERT, @IKE BN & HE % 1091~1104, 1984
Ceftazidime DXL 5H% (I) 5 » 6) tEKT, BhRT, ANZEE, @8 % :Cep

hacetrile 2Bt 7 > r A XY vOBE X O
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Table 13 Relative organ weight in rats administered intravenously with T-2525Na for 35 days (Recovery study)

Sex Male Female
Exp. group (mg/kg)| Control 250 500 1000 Control 250 500 1000
No. of rats 5 5 5 5 5 5 5 5
Brain 0.511 0.491 0.505 0.477 0.747 0.780 0.793 0.800
+0.0154 | *0.0314 | £0.0257 | +0.0075 +0.0217 | £0.0199 | +£0.0337 | +0.0261
Salivary glands 0.173 0.154 0.146 0.159 0.173 0.182 0.178 0.189
ve +0.0130 | +0.0101 | £0.0059 | +0.0089 +0.0071 | +£0.0064 | +£0.0071 | £0.0072
Thymus 0.096 0.084 0.082 0.076 0.120 0.115 0.110 0.110
o +0.0090 +0.0053 | £0.0073 +0.0051 +0.0046 | +0.0085 +0.0200 +0.0098
Heart 0.293 0.288 0.309 0.308 0.319 0.309 0.322 0.322
+0.0111 | +£0.0124 | +0.0099 | +0.0199 +0.0109 | £0.0071 | £0.0076 | +0.0060
Lu 0.341 0.356 0.348 0.336 0.418 0.462 0.467 0.466
ne +0.0114 | +0.0095 | +0.0107 | +0.0082 +0.0129 | £0.0065* | £0.0241 [ +0.0135°
Liver 2.117 3.029 3.200 2.790 2.762 3.139 3.202 3.057
+0.0479 +0.1943 | +0.2016* | +0.0965 +0.1073 | +£0.1083° | +0.2188 10.1449
Left 0.319 0.320 0.320 0.306 0.312 0.327 0.358 0.330
Kidn +0.0118 | +0.0170 | +£0.0101 | +0.0047 +0.0127 | £0.0085 | +£0.0523 | +£0.0258
ey
Right 0.328 0.321 0.325 0.319 0.313 0.334 0.362 0.341
g +0.0155 | +0.0128 | +0.0097 | +0.0066 +0.0134 | £0.0050 | +0.0521 | £0.0219
Spleen 0.183 0.174 0.191 0.181 0.184 0.211 0.240 0.211
P .£0.0131 [ +£0.0157 | +£0.0083 | +0.0065 +0.0097 | +£0.0063* | +£0.0344 | £0.0121
Adrenals 0.012 0.011 0.011 0.011 0.022 0.022 0.023 0.024
+0.0011 +0.0013 | +0.0005 +0.0013 +0.0031 +0.0011 +0.0023 +0.0015
Left 0.424 0.437 0.466 0.465
+0.0428 | +0.0545 | £0.0222 | £0.0157
Testis
Right 0.418 0.445 0.465 0.458
e +0.0404 | +0.0526 | £0.0233 | +0.0175
. 0.038 0.033 0.035 0.035
Ovaries
+0.0057 +0.0014 +0.0010 +0.0018
Cecum 1.164 1.638 1.646 1.728 1.239 1.773 1.904 2.002
+0.1193 | +0.2018 | £0.1275* | £0.1597° | £0.1060 | +0.1556* | +£0.1741* | £0.1895°*
Significantly different from control * P<0.05 ** P<0.01 Unit : percent, Mean+S.E.

Table 14 Macroscopic findings in rats administered intravenously with T-2525Na for 35 days (Recovery study)

Sex Male Female
M"c’fc;’_‘:; Exp. group' (mg/kg) | Control | 250 500 | 1000 | Control | 250 500 | 1000
mnaings -
No. of rats 5 5 5 5 5 5
Cecum : Enlargement of lumen 0 2 3 0
Liver : Grayish white micronodule 0 0 0 0 0 0 0 1
on the surface
Lung : Localized dark red area 0 0 0 0 0 0 1 0
Kidney : Wedge shaped grayish
yellow area in the 0 0 0 0 0 0 1 0
cortico-medullary zone
Urinary bladder : Thickening of wall 0 0 0 0 0 0 1 0
Testis : Hypoplasia 1 1 0 0 — — — -
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ONE MONTH INTRAVENOUS SUBACUTE TOXICITY
STUDY OF T-2525 Na IN RATS

SHO0zo NAkKAMURA, SHiGEHITO NAKAGAWA, SHIGERU SaTo,
Tomoya SHiMoTor! and Tovoak: Yonepa
Research Laboratory, Toyama Chemical Co., Ltd.

A newly developed antibiotic, T-2588, is metabolized in wvivo to T-2525, which demonstrates
antibacterial activity. Subacute toxicity test on T-2525 sodium (T-2525Na) was carried out in
Sprague-Dawley rats by intravenous injection of 250, 500, 1000 mg/kg and saline for 35 days.

One hundred and twenty rats (60 males, 60 females) were divided into three T-2525 Na-treated
groups and a control group. Ten rats (5 males, 5 females) of each group were used for the
recovery study after the termination of treatment.

The following results were obtained.

1) There were neither dead animal nor abnormalmes in growth curves, urinalysis and hematologl-
cal examinations on T-2525 Na-treated groups.

2) Soft feces and enlarged cecum lumen were observed in T-2525 Nae-treated groups, howéver
no histological changes were seen at the mucosa of cecum. In recovery study, enlargement of
cecum lumen was restored.

3) In serum biochemical examinations, decreased cholinesterase activity and increased A/G ratio
were observed to a small extent in T-2525 Na-treated groups, then these changes dxsappeared in
recovery study.

4) Hyaline droplet degeneration of the renal proximal tubular epithelium was seen to 2 moderate
extent in one of ten male rats at 1000 mg/kg treated group, and the histological change disappeared
in recovery study.

5) From these results, the maximum no-effect dose of T-2525 Na was . estimated to be 500 mg/kg
in this study.



