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Fig. 1-1
Twenty—eight—day repeat dose oral toxicity study with subsequent 14—day recovery test of EAQ in rats

Body weight changes in males
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Twenty—-eight—day repeat dose oral toxicity study with subsequent 14—day recovery test of EAQ in rats

Body weight changes in females
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Twenty-eight—day repeat dose oral toxicity study with subsequent 14_—day recovery test of EAQ in rats

Food consumption in males and females
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Table 1

Twenty-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of EAQ in rats

Clinical signs in males

[nitial

Number of animals with clinical signs Day of
Clinical signs Dose  number of Day of dosing period - recovery period® -
(mg/kg) animals 4 5 6 7 8 9 10 Il 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 1 2~i4 Total
0 10 N - - -
Red urine 10 5 R R T T S - -
50 5 - - - - - - -4 2312 --1--=-=--"=-1-- - - - 5 .
250 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 5 - 10
Clinical signs in females
Initial . Number of animals with clinical signs Day of
Clinical signs Dose  number of Day of dosing period - recovery period*’ -
(mg/kg) animals 4 5 6 7 & 9 10 1 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 1 2~l4 Total
0 10 R T R - - -
Red urine 10 5 R T T T T - - -
50 5 - - - - - - - 2 - - -1 - - - = = - - = = - - = - - - 3
250 10 10 10 10 10 10 9 9 10 10 10 10 10 10 10 10 10 10 100 t0 10 10 10 9 10 10 5 - 10

a), recovery test was performed in 5 animals of the 0-mg/kg and 250-mg/kg group of both sexes.

-, no animal showed the sign.
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Table 2-1
Twenty-eight—-day repeat dose oral toxicity study with subsequent 14-day recovery test of EAQ in rats

Body weight changes in males

Day of dosing period

Day of recovery period

Dose
(mg/kg) 1 4 8 11 15 18 22 25 28 1 14
(10) (10) (10) (10) (10) (10) (10) (10) (10) (5) (5)
Q 174.8 199.0 232.9 256.7 291.8 315.0 344.9 365.7 382.8 381.9 444 .7
5.4 *7.8 *11.2 £14.8 £20.8 +26.5 £32.8 +36.2 $41.6 *37.1 55,
(5) 5 (5) (5) 5 (5) (5) (5) (5)
10 175.4 198.0 231.7 254.9 284.0 303.5 332.3 347.7 363.1
7.5 *11.9 *16.0 £20.2 +24.9 +28.2 +33.9 +38.8 +39.0
(5) 5 (5) (5) (5) (5) (5) (5) (3)
50 174.4 193.6 229.5 252.3 284.8 307.1 334.7 356.2 372.8
7.0 +11.4 *17.2 £20.3 £23.0 +24.1 $25.3 +28.8 +31.0
(10) (10} (10) {10) (10) (10) (10) (10) (10) (%) (5)
250 174.8 191.0 226.2 252.3 286.2 309.3 338.2 357.9 375.5 383.9 445.0
6.6 8.5 +*12.1 +13. £14.8 *17.9 +19.6 +23.7 +24.9 +33.5 *41.7

Parameter. mean(g)+S.D.
) . number of animals
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Table 2-2
Twenty-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of EAQ in rats

Body weight changes in females

Day of dosing period

Day of recovery period

Dose
(mg/kg) 1 4 8 11 15 18 22 25 28 1 4 8 11 14
(10) (10) (10) 10 (10) (10) (10) (10) (10) (5) (5) (5) (5) (%)
0 146.5 159.5 176.2 184.8 200.6 208.6 220.6 230.3 236.4 236.8 244.7 251.5 260.8 266.6
6.6 £7.2 x7.5 210.2 +11.6 £11.9 +13.9 15, +13.9 +14.0 %16.3 *17.5 +21.6 £19.9
(5 5 (5) 5) (3) (5) (5) (5) (5)
10 143.4 158.1 173.7 182.2 194.9 206.3 220.7 226.3 236.2
5.8 *7.8 £10.0 £7.8 $9.6 x12.7 *15.9 x22.2 $22.8
(5) (5 (5) (5) (5) (5) (5) (5) (5)
50 147.7 157.3 173.2 184.0 198.8 208.0 221.6 228.7 233.8
6.5 3.6 *4.6 £4.7 5.6 6.5 5.1 6.4 8.2
(10) (10) (10) (10} (10) (107 (10) (10 10 (3) (5) (5) 5 (5)
250 146.3 154.7 169.9 177.4 189.8 198.2 210.7 215.5 224.6 221.4 233.7 244.5 254.7 259.5
4.1 5.4 7.3 *8.5 $10.2 *11.1 +11.8 *12.9 £10.1 *14.6 9.2 9.4 *11. +15.3

Parameter. mean{(g)xS.D.
) . number of animals
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Table 3~1

Twenty—eight~day repeat dose oral toxicity study with subsequent

Food consumption in males

14—-day recovery test of EAQ in rats

Day of dosing period Day of recovery period
Dose
(mg/kg) 1 8 15 22 1 8
(10) (10) (10) (10) (5) (5)
4] . 24.1 25.7 28.5 30.6 31.0 30.4
*1.9 +2.3 3.7 4.1 3.9 *4.0
(5) (5) 5) (¢=3]
10 23.6 25.2 27.0 27.2
+1.8 *2.9 4. *4.2
(5) (5) (5) (5)
50 19.9*%* 24.4 26.6 28.9
1.3 +2.8 1. 2.3
(10) (10) (10) (10) (5) (5)
250 14.7%* 24.3 27.8 28.5 31.7 32.5
*1.9 1.7 x2.6 2.5 2.5 *2.9

Parameter. mean(g)+S.D.
( )., number of animals

Kk

, significantly different from control., p<0.01
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Table 3-2 .
Twenty—eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of EAQ in rats

Food consumption in females

Day of dosing period Day of recovery period
Dose -
(mg/kg) 1 8 15 22 1 8
(10) (10) (1) (10) (5) (§-3)
0 19.0 19.8 18.7 22.5 22.6 22.3
+2.3 +1.5 *1.9 +3.1 4.1 *0.7
(5) (5) (5) (5)
10 17.6 17.6 19.2 21.6
+1.3 2.2 *2.8 *1.6
(S5) 3) (35) (5)
50 16.6 19.2 18.0 22.3
+0.8 2.0 2.1 *0.5
(10) (10) (10) (10) (5) (5)
250 11.4%* 16.3%* 18.0 21.1 23.1 20.1
2.0 2.0 2.4 £1.5 *1.3 4.3

Parameter. mean(g):S.D.
( )., number of animals **, gignificantly different f£rom control. p<0.01




Table 4-1
Twenty-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of EAQ in rats

Urinalysis in males and females on day 25 of dosing period

93

Number Microscopic examination of urinary sediment
Sex  Dose of Color?  Turbidity® pH Occult blood® Red blood cell®’ Crystal™ Cast® White blood celi® Epithelial cell™
(mg/kg) animals ly y yb - 6.0~7.0 7.1~8.0 8.1~0.0 — * + H+4+ — £ + HM - + + — - - =
0 10 100 0 10 2 7 1 9 00 01 9 0001 038 2 10 10 8 2
10 S 5 0 0 5 1 4 _ 0 5 0 00 050 0 0 0 0 3 2 5 5 5 0
Male
50 5 0 5 0 5 0 5 0 500 0 0 500000 2 3 5 5 5 0
250 10 0 2 8 10 1 9 0 00 0 0 010000 0 0 7 3 10 10 9 1
0 10 10 0 0 10 2 6 2 1000 0 0 0 100 0 0 0 010 0 10 10 9 1
10 5 5 0 0 5 2 3 0 50 0 0 0 5 00 0 01 31 5 5 5 0
Female
50 5 1 4 0 5 1 4 0 50 0 0 0 5 0 0 00 0 4 1 5 5 5 0
250 10 4 4 ‘ 2 10 3 T 0 00 0 0 01100000 1 8 1 10 10 6 4

a) ly, light yellow; y,yellow; yb, yellowish brown

b) — negative; =, trace; +.slight; ++ moderate; +++, marked :
c) —. not observed; +,1-9/8 visuval field; +,10-99/3 visual field; ++ 100-299/3 visual field; -+, 2300/3 visual field
d) —, not observed; +,a few; +,abundant



Table 4-2
Twenty-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of EAQ in rats

Urinalysis in males and females on day 12 of recovery period

Number Microscopic examination of urinary sediment
Sex  Dose of Color?’  Turbidity® pH Occult blood® Red blood cell®  Crystal® Cast®’ White blood cell® Epithelial cell?®
(mg/kg) animals ly - 6.0~7.0 7.1~8.0 8.1~9.0 - - * + -+ + - — — +
0 5 5 5 1 4 0 5 5 0 0 0 4 1 5 5 3 2
Male
250 5 5 5 2 3 0 5 5 0 0 0 2 3 5 5 3 2
0 5 5 5 3 2 0 5 5 0 0 0 5 0 5 5 5 0
Female
250 5 5 5 2 2 1 5 4 0 1 0 5 0 5 5 5 0

a) ly, light yellow

b) —, negative

c) —. not observed; =, 1-9/3 visual field; +,10-99/3 visval field
d) —, not observed; *,a few; +,abundant



Table S-1-1
Twenty—eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of EAQ in rats

Hematological findings in males at the end of dosing period

D RBC Hemoglobin Hematocrit MCUV M CH MCHC Reticulocyte Platelet PT APTT
ose
(x104/mm3) (g/dL) (%) (tam3) (pg) (%) (%) (X104 /mm3) (sec) (sec)
(mg/kg)
(5) (5) (5) (8) (5) (5) (5) (5) (3) (5)
V] 789 5.9 47.1 59.7 20.2 33.8 2.5 111.6 17.9 21.5
£47 +0.8 $2.7 1.2 *0.6 $0.4 *0.6 +19.1 +3.6 +1.8
) (5) (5) (5) 5) () (5) 5) (5) 5)
10 T34* 15.1 43.6 59. 20.6 34.6 3.0 97.7 17.7 19.9
£39 +*0.3 x1.4 £2.6 1.1 *0.9 *0.6 %12.9 +3.2 2.1
(3) (5) (5) (5) (3) (43 (5) (5) (5) 5)
50 726%* 15.1 43.2% 59.5 20.8 35.0* 3.3 104.9 16.0 20.7
+14 0.2 0.4 +1.6 0.2 *0.6 +0.4 *7.5 +3.3 *1.6
(5) (5) () 5) (5 5 (5) 5 () (5)
250 TL1** 14.8 42 .2%* 59.4 20.8 35.1* 5.2%%* 116.5 27 .9%*% 25.2%
*14 *0.5 1.9 2.4 0.6 0.7 +1.9 9.1 *3.0 +2.1
]
oo
Band Segmented
D WBC neutrorhil neutrophil Eosinophil Basophil Monocyte Lymphocyte
ose
(x100/mm3) (%) (%) (%) (%) (%) (%)
(mg/kg)
(5) (5) (5 (5) (5) (5) (5)
4] 68 Q 8 o] Q 1 91
+12 *0 *1 *0 *0 +1 2
(5) 5) 5) 5) (5) (5) (5)
10 65 (o I 8 1 0 1 S0
*19 *0 *3 +1 *0 1 +3
(5) 5 (5) (5) (5) 5) (5)
50 82 [o] 10 0] [o] 2 87
*23 *0 +2 *0 0 *1 +3
{(5) (5) (5 5) (5) (5) (5)
250 75 0 8 2 0 3 87
*9 *0 *3 2 *0 *2 *6

Parameter., meantS.D. *, significantly different f£rom control. p<0.05
), number of animals *%*, significantly different from control. p<0.01
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Table 5-1-2
Twenty—-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of EAQ in rats

Hematological findings in females at the end of dosing period

RBC Hemoglobin Hematocrit MCV MCH MCHC Reticulocyte Platelet PT APTT

Dose
(x10% /mm3) (gsdL) (%) (tam3) (pg) (%) (%) (x104 /mm3) (sec) (sec)
(mg/kg)
(S) (5) (5) (5) (5 (8) (5) 5 (3) %)
0 722 15.0 43.7 60.6 20.8 34.4 2.7 95.3 11.9 16.2
*36 0.6 1.9 £2.5 1.0 *1.0 1.0 9.9 0.4 1.3
(5) (5) (5) (5) (5) (5) (5) (5) (5) (5)
10 753 15.3 44.1 58.6 20.3 34.6 2.5 88.0 12.1 16.1
*47 *1.0 +3.0 +2.0 0.5 +0.9 *0.2 5.6 +0.7 2.2
(5) (5) (5) (5) (5) (5) (5) (3) (5) (5)
50 715 15.0 42.6 59.7 21.0 35.1 2.8 89.3 11.9 18.1
+38 0.4 *1.7 2.2 $0.6 0.6 1.1 %22.9 *0.6 0.5
(5) (5) (5) (5) (3) (5) (5) (5) (5) (5)
250 628** 13.5%* 38.3*x% 61.0 21.4 35.2 9.8% 108.9 11.6 18.2
244 *1.1 2.5 *0.9 $0.4 +0.8 +*3.3 *12.2 +0.5 *2.9
Band Segmented
b WBC neutrorhil neutrophil Eosinophil Basophil Monocyte Lymphocyte
ose
(x100/mm3) (%) (%) %) (%) (%) (%)
(mg/kg)
(5) (8) (5) (5) (5) (5) (5)
(o] 48 o] 6 1 0 3 920
x10 *0 +3 1 *0 +1 *4
(5) (5) (5) (5) (5 (5) (5)
10 35 4} 9 1 Q 3 88
+6 +0 x2 ES R *0 *] +2
(5) (5) (8) (5) (5 (5) (5)
50 41 V] 10 1 0 2 88
*11 0 +6 *1 +0 1 *6
(5) (5) (3) (5) (5) (5) (5)
250 38 [} 7 o] o] 2 90
+8 *0 *5 =3 +0 *1 +7
Parameter. meantS.D. *, significantly different from control. p<0.0S5

) . number of animals **, significantly different from control. p<0.01
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Table 5-2-2
Twenty-eight-day repeat dose oral toxicity study with subsegquent 14-day recovery test of EAQ in rats

Hematological findings in females at the end of recovery period

RBC Hemoglobin Hematocrit MCV MCH M C HC Reticulocyte Platelet PT

Dose
(X104 /mm3) (g/4L) (%) (ram3) (pg) (%) (%) (X104 /mm3) (sec)
(mg/kg)
(5) (5) (8) (5) (5) (§-3] (5) (5) ()
0 751 14.9 43.8 58.3 19.9 34.1 2.0 90.8 11.8
+43 %0.6 *1.7 +1.6 0.6 +0.7 0.3 +4.0 *0.4
(5) (5) (5) (§-)) () (5) (5 (5) (¢-3]
250 737 14.9 44.2 59.9 20.2 33.6 2.3 95.5 11.6
+22 +0.5 *1.3 *1.5 +0.4 +0.7 *0.2 4.9 +0.8
Band Segmented
b WBC neutrophil neutroprphil Eosinophil Basophil Monocyte Lymphocyte
ose
(x100/mm3) (%) (%) (%) (%) (%) (%)
(mg/kg)
(S) (5) (5) (5) (5) (5) (5)
(o] 38 0 12 0 o] 3 84
*10 0 6 *1 0 1 7
(5) (5) (5) (5) (5) (5) (5)
250 55* Q 9 1 (o] 4 86
*11 0 4 *1 *0 1 *4

Parameter. meantS.D. » significantly different from control. p<0.05

( )., number of animals
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Table 6-1-1

Twenty—eight-day repeat dose oral toxicity study with subsequent l4-day recovery test of EAQ in rats

Biochemical findings in males at the end of dosing period

Total Albumin A/G Glucose Total Tri- BUN Creatinine Total
D protein cholesterol glyceride bilirubin
ose
(gs/4L) (g/dL) (mg/dL) (mg/4aL) (mg/4L) (mg/dL) (mg/4aL) (mg/dL)
(mg/kg)
(5) (5) (5) (5) (5) (5) (5) (5) (5)
4] 5.3 3.1 1.42 155 39 55 17 0.12 0.09
+0.3 0.2 $0.14 *19 *12 +32 +3 +0.03 +0.03
(5) (5) (5) (5) (5) (5) (5) (5) (5)
10 4.9% 2.9 1.52 131 39 42 16 0.10 0.06
0.2 $0.2 *0.26 15 +7 16 3 *0.02 +0.03
(5) (5) kS) (5) (5) (5) (5) (5) (5)
50 5.2 3.1 1.49 150 44 36 15 0.15 0.08
0.2 *0.2 *0.16 +20 *11 *3 *2 +0.06 *0.02
©(5) (5) (5) (5) (5) (5) (5) (5) (5)
250 5.4 3.4% 1.78 137 38 29* 16 0.14 0.09
0.1 *0.1 *0.24 *9 6 *5 *2 $0.0 $0.03
Inorg. Ca Na K C1l ALP GPT GOT v -GTP
phos.
Dose
(mg/dL) (mg/dL) (mEq/L) (mEa/L) (mEQ/L) (UrsL) (/L) (usL) (U/L)
(mg/kg)
(5) (5) (5) (5) 5) (5) (5) (5) (5)
o 7.7 8.7 144.8 3.97 104.8 391 35 65 0
+0.3 0.3 *0.7 +0.27 *1.8 +103 +11 +18 *0
(5) (5) (5) (5) (5) (5) (5) (5) (%)
10 7.6 8.6 145.4 3.88 107.1 352 30 71 0
*0.6 0.2 *1.3 *0.20 *1.5 +68 2 +8 *1
(5) (5) (5 (%) (5) (5) {5) (5) (5)
50 7.5 8.7 145.4 3.93 105.4 339 31 73 0
*0.9 +*0.2 +*0.9 +0.24 *1.4 +67 *5 *6 *1
(5) (5) (5) (5) (5 (5) (5) (5) (5)
250 7.6 8.8 145.4 4.15 105.6 355 32 72 1
$0.2 +0.3 +0.8 +0.31 +0.6 *39 *8 *10 *0
Parameter. meantS.D. *, significantly different from control. p<0.05

).

number of animals
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Table 6-1-2

Twenty-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of EAQ in rats

Biochemical findings in females at the end of dosing period

Total Albumin A/G Glucose Total Tri- BUN Creatinine Total
D protein cholesterol glyceride bilirubin
ose
(g/d4L) (g/d4L) (mg/d4dL) (mg/dL) (mg/4aL) (mg/dL) (mg/dL) (mg/dL)
(mg/kg)
(5) (3) (5) (5) (5) (5) (5) (5) (5)
(o] 5.0 3.1 1.67 128 48 25 22 0.15 0.07
+0.2 +0.1 +0.13 +11 5 *13 +2 +*0.05 *0.02
5 (5} (5) (5) (5) (5) (5) (5) (5)
10 5.0 3.3 1.95 130 52 28 18 0.14 0.09
20.2 0.1 +0.24 +22 +8 *7 +2 +0.04 20.02
(5) (5 (5) (5) (5) (5) (5) (5) (5)
50 5.0 3.3 1.92 120 49 36 19 0.19 0.11*
0.2 +0.2 +0.22 *8 +8 8 *2 +*0.05 Q.01
(5) (5) (5) (5) (5) (5) (5) (5) (5)
250 S.6%x% 3.7** 1.99 118 80* 4T ** 20 0.15 Q.12*%*
*0.4 *0.3 +0.07 *13 +*20 *11 *4 +0.03 20.02
|
\
|
Inorg. Ca Na K Cl ALP GPT GOT ¥ -GTP
phos.
Dose
(mg/dL) (mg/dL) (mEg/L) (mEqa/L) (mEqQ/L) (/L) (usn) (usw (u/L)
(mg/kg)
(5) (5) (5) (5) (5) (5) (5) (5) (5)
(o] 6.9 8.2 145.7 3.62 109.4 233 22 64 [o]
*0.3 +0.2 0.8 +0.25 1.2 x72 x1 3 *0
(5) 5) (5) (5) (5 (5) (5) (5) (5)
10 7.1 8.3 145.4 3.67 108.9 244 22 68 [o]
*0.7 +0.1 *1.2 +0.25 +1.9 +27 +2 *5 0
(5) (5) (5) (5) (5) (5) (5 (5) 5)
50 7.5 8.5% 145.0 3.84 108.4 235 21 63 [o]
0.6 *0.2 *0.6 $0.33 *1.3 +41 *2 6 *0
(5) (5) (5) (5) (5) (5) (5) (5) 5
250 7.4 8.T7** 145.1 4.16 106.0%% 602 25 67 1
*0.6 *0.2 1.3 +0.38 +1.3 - 822 *7 *26 *1

Parameter. meantS.D.

( ). number of animals

*

**, significantly different from

» significantly different from rontrol.,

P<0.05

n1trol. p<0.01
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Table 6-2-1
Twenty-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of EAQ in rats

Biochemical findings in males at the end of recovery period

. Total Albumin A/G Glucose Total Tri- BUN Creatinine Total
D protein cholesterol glyceride bilirubin
ose
(gsdL) (g/dL) (mg/dL) (mg/4aL) (mg/4aL) (mg/dL) (mg/d4L) ‘(mg/dL)
(mg/kg)
(5) (5) (5) (5) (S) (5) (5) (5) (3)
0 5.3 3.1 1.39 176 39 46 18 0.12 0.08
*0.2 0.1 +0.15 +24 %12 19 %2 *0.01 0.02
5) (5) (5) (5) (5) (5) (5) (5) (5)
250 5.7 3.2 1.27 174 45 58 17 0.15 0.10
0.2 +0.1 +0.05 24 *3 +31 x1 *0.04 *0.02
Inorg. Ca Na K Cl ALP GPT GOT v~GTP
b phos.
ose
(mg/4dL) {mg/dL) (mEq/L) (mEq/L) (mEq/L) (U/L) (U/L) (U/L) (UsL)
(mg/kg)
(5) 3) (5) 3) (5) (5) (S) (5) (5)
] 7.1 8.6 144.2 3.72 104.6 316 33 70 1
0.4 *0.4 *0.7 *0.19 1.4 +32 *2 *10 +1
(5) 5 (5) (5) (5) (5) (5) (5) (5)
250 7.1 8.7 144.2 3.79 104.5 318 33 68 0
*0.3 +0.2 *1.3 +0.25 2.1 *19 +3 x5 0 .

Parameter. meanS.D.
( ). number of animals
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Table 6-2-2

Twenty-eight-day repeat dose oral toxicity study with subsequent 14-day recoverY test of EAQ in rats

Biochemical findings in females at the end

of recovery period

Total Albumin A/G Glucose Total Creatinine Total
D Protein cholesterol bilirubin
ose
(g/dL) (gs/4L) (mg/4aL) (mg/dL) (mg/dL) (mg/4aL)
(mg/ky)
(5) (5) (5) (5) (5) (5 (5) (5)
0 5.6 3.4 1.59 147 52 32 0.17 0.11
*0.3 0.1 +*0.12 9 +10 x5 +0.10 *0.03
(5) (5) (5) (5) (5) (5 5) 5)
250 5.8 3.3 1.32*% 134 59 35 0.11 0.08
+0.4 *0.2 +0.08 +14 *10 £17 +0.02 +0.02
Inorg. Ca Na K cl GOT ¥ —-GTP
phos.
Dose
(mg/dL) (mg/4aLn) (mEq/L) (mEQ/L) (mEa/L) (/L) usL) u/L)
(mg/kg)
(5) (5) (5) (5) 5) (5) (5 5)
(o] 5.3 8.7 144.2 3.76 109.4 65 1
+0.6 *0.2 0.8 *0.12 *1.0 x4 1
(5) (5) (5) (5) ) (5) (5 (5)
250 5.7 8.5 145.0 3.56 108.1 59 0
*0.4 *0.2 +1.3 *0.17 +1.7 *9 *1

Parameter. mean:S.D.

( )., number of animals

*%, significantly different from control. p<0.01
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Table 7-1-1
Twenty-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of EAQ in rats

Absolute organ weights in males at the end of dosing period

Adrenal
D Body weight Brain Thymus Heart Liver Kidneys Spleen glands Testes Epididymides
ose )
(mg/kg) (g) . (mg) (mg) (mg) (mg) (mg) (mg) (mg) (mg) (mg)
5) (5) (S (5) (5) (35) (5) (5) (5) (5)
0 351.6 1855.2 478.6 1087.9 11050.2 2583.1 739.0 52.8 2846.3 735.0
*47.5 +64.9 *74.7 +80.0 +1999.7 *227.0 +187.7 6.0 +357.7 +86.4
5) (5 (5 (5) 5 (5) (5) [4=3] (5) (3)
10 329.9 1894.2 537.5 1048.4 10297.4 2580.4 742.7 53.3 3047.1 762.7
+39.0 +78. *65.9 +136.7 *+1575.5 +323.6 +108.3 £8.9 $169.1 +57.
(5) (5) 5) (5) (5) (5) (5) (5) (5) (5)
50 338.0 1905.8 576.5 1126.8 11911.9 2601.0 825.3 0 3183.1 728.9
*29.5 +35.3 $43.9 *57.7 +1670.1 *405.2 +231.4 *11.9 +180.9 *44.5
(5) (5) 5 (5) (%) (5 (5) (5) (5)
250 336.9 1951.5 539.9 1141.3 16708.6** 2937.3 805.7 50.7 3077.5 704.6
*15.6 *121.0 *112.0 *84.7 +1770.6 +324.6 +198.9 +3.7 +191.3 $48.1

Parameter. mean*S.D. i
) . number of animals **, significantly different from control., p<0.01



L g

Table 7-1-2
Iwenty-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of EAQ in rats

Absolute organ weights in females at the end of dosing period

Adrenal
b Body weight Brain Thymus Heart Liver Kidneys Spleen glands Ovaries
ose
(mg/kg) (g) (mg) (mg) (mg) (mg) (mg) (mg) (mg) (mg)
(5) (5) 5 (5) (5) (3) (5) (5) (5)
o] 217.1 1762.7 526.7 727.3 6501.7 1662.8 522.3 64.7 88.1
*14.0 +70.4 94.4 *54.5 +350.0 +125.6 *49.4 +7.4 6.0
(5) (5 (5) (5) (5 (8) (5) (5) (5)
10 215.4 1780.1 399.6 721.7 6556.2 1686.5 495.8 64.7 85.5
*18.0 *77.4 *43.7 +*61.5 £561.2 +180.5 +87.9 7.2 *17.2
(5) (5) (5) (5) (5 (5) (3 (5) (5)
50 214.1 1803.3 455.0 739.6 6941.5 1701.5 530.0 57.0 81.6
6.9 *31.4 $101.2 +12.5 +*376.1 +*107.6 66.2 6.8 +*9.6
5) (5)° 5 (5) (5) 5) (3) (5) (5)
250 203.6 1741.7 414.4 747.6 10784 .4** 1712.9 656.9% 60.9 78.6
*10.0 +38.6 *71.9 *46.4 +735.5 +£102.0 +94.8 *7.7 *9.8
Parameter. meant+S.D. : *, significantly different from control. p<0.0S

( )., number of animals **, significantly different from control., pP<0.01
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Table 7-2-1
Twenty—eight~day repeat dose oral toxicity study with subsequent 14-day recovery test of EAQ in rats

Absolute organ weights in males at the end of recovery period

Adrenal
D Body weight Brain Thymus Heart Liver Kidneys Spleen glands Testes Epididymides
ose
(mg/kg) (9 (mgr) (mg) (mg) (mg) (mg) (mg) (mg) (mg) (mg)
(5) (5) (5) (5) (5 (5) (5) (5) (S)
0 408.6 1965.3 479.9 1226.7 11956.0 2968.3 781.1 56.1 3220.0 1016.4
+50.1 +71.6 +70.4 +99.7 +1816.9 x243.9 %112.1 +8.3 +318.3 +116.2
(5) (5> (5) (5) {5) (5) 5) 5) (5 5)
250 410.2 1936.8 507.0 1267.6 14297.5 3021.1 932.5 54.1 3291.9 1007.2
+40.7 $94.3 +52.9 +78.9 +2865.2 +275.9 *124.1 +4.9 *206.5 +64.8

Parameter., meantS.D.
( )., number of animals
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Table 7-2-2

Twenty-eight-~day repeat dose oral toxicity study with subsequent 14~day recovery test of EAQ in rats

Absolute organ weights in females at the end of recovery period

Adrenal
Dos Body weight Brain Thymus Heart Kidneys Spleen glands Ovaries
ose

(mg/kyg) ) (mg) (mg) (mg) (mg) (mg) (mg) (mg)
(5) (5) (5 (5) (5) (5 (5) (5
(o} 241.8 1779.6 385.1 781.6 1774.0 526.1 68.2 95.4
+16.9 $45.4 +120.1 +68.7 90.4 +69.0 8.0 +32.8
(5) (5> (5) (5) (5 (5) 53 5)
250 235.4 1816.9 401.7 786.6 1824.1 598.4 58.3 101.8
*12.5 266.1 *87.7 246.6 +89.9 +84.1 *5.5 *17.7

Parameter. meantS.D.
). number of animals
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Table 8-1-1

Twenty—eight-day repeat dose oral toxicity study with subsequent 14-~day recovery test of EAQ in rats

Relative organ weights in males at the end of dosing period

Adrenal
D Body weight Brain Thymus Heart Liver Kidneys Spleen glands Testes Epididymides
ose :
(mg/ky) (€-] (mg/9) (mg/9) (mg/g9) (mg/9) (mg/9) (mg/g) (mg/g) (mg/g) (mg/9)
(5) (5) (5) (5) (3) (5) (5) (5) (5) (5)
0 351.6 5.371 1.360 3.125 31.437 7.399 2.081 0.152 8.148 2.107
+47.5 +0.917 *0.074 20.332 +3.690 +0.607 *0.317 +0.026 *0.951 +0.258
(5) (5) (5) (5) (5) (8) 5 (5) (5) (5)
10 329.9 5.787 1.640 3.175 31.149 7.818 2.258 0.161 9.300 2.334
+*39.0 +0.492 +0.211 +*0.080 +1.702 +*0.097 20.26 *0.019 *0.720 +£0.280
5) (5) (5) (5) (5) 5) 5) (5) 5) 5)
50 338.0 5.673 1.719 3.346 35.145 7.664 2.422 . 0.150 9.461 2.164
+29.5 +0.505 £0.223 +0.218 +2.300 +0.593 +0.510 +0.026 +0.784 *0.139
(5) (5) (5) 5) (5) (5) (5) (5) (5) 5)
250 336.9 5.792 1.601 3.384 49.482** 8.706*% 2.384 0.151 9.136 2.091
*15.6 +0.238 +0.312 +*0.119 +2.999 *0.695 +0.525 *0.013 +0.455 *0.103

Parameter, mean+S.D.

( ). number of

animals

*x

’

significantly different from control. p<0.01
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Table 8-1-2

Twenty-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of EAQ in rats

Relative organ weights in females at the end of dosing reriod

D Body weight Brain Thymus Heart Liver Kidneys Spleen Ovaries
ose
(mg/kg) (o (mg/9g) (mg/g) (mg/9) (mg/g) (mg/9) (mg/9) (mg/9)
(5 (5) (5) (5) (5) (5) (5) (8)
V] 217.1 8.137 2.414 3.351 29.985 7.669 2.411 0.407
+314.0 *0.4585 +0.299 +0.172 +1.372 +0.533 *0.244 +0.031
(5 (5) (5) (5) (5) (5) (§-3] 5)
10 215.4 8.301 1.854 3.361 30.508 7.822 2.297 0.395
+18.0 $0.636 +0.117 +0.321 +2.430 +0.333 +0.324 E *0.051
5 (5) (5) (5) (8) (5) (5) (5)
50 214.1 8.429 2.131 3.459 32.428 7-944 2.473 0.381
6.9 *0.215 +0.499 +*0.144 +1.389 +*0.309 *0.266 x +0.039
(5 (5) (5) (5) (5) (5) (5) (5)
250 203.6 8.568 2.028 3.673 53.079** 8.416 3.222%* 0.386
+10.0 +0.433 +0.297 +0.200 +4.834 +0.411 +0.401 * *0.042
Parameter. mean+S.D.

number of animals

significantly different from control.

P<0.01
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Table 8-2-1

Twenty—eight-day repeat dose oral toxicity study with subsequent 1l4-day recovery test of EAQ in rats
Relative organ weights in males at the end of recovery period
Adrenal
D Body weight Brain Thymus Heart Liver Kidneys Spleen glands Testes Epididymides
ose
(mg/kg) (g) (mg/g) (mg/g9) (mg/g) (mg/qg) (mg/g) (mg/g) (mg/9g) (mg/qg) (mg/9)
5) (5) (5) (5) (5) (5) (5) 5) (5) (5)
0 408.6 4.884 1.203 3.021 29.197 7.310 1.931 0.137 7.910 2.507
+50.1 +0.758 $0.308 +0.251 +1.608 +0.606 +0.319 +*0.014 +0.460 *0.315
(5) (5) (5) (5) (5) (5) (5) 5) (5) (5)
250 410.2 4.743 1.238 3.104 34.607* 7.385 2.281 0.133 8.063 2.470
*40.7 +0.318 +0.093 +0.245 +3.438 $0.583 +0.303 $0.020 20.664 +0.244
Parameter. meantS.D. *, significantly different from control. p<0.05
) . number of animals
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Table 8-~2-2

Twenty-eight~day repeat dose oral toxicity study with subsequent 14-day recovery

Relative organ weights in females at the end of recovery period

test of EAQ in rats

Adrenal
b Body weight Brain Thymus Heart Liver Kidneys Spleen glands Ovaries
ose
(mg/kg) (9) (mg/9) (mg/9) (mg/9) (mg/9) (mg/9g} (mg/9) (mg/9) (mg/g)
(5) (5) (5) (5 (8 (5) 5) (5) (5)
0 241.8 7.384 1.574 3.229 28.017 7.352 2.169 0.284 0.395
+16.9 +0.453 +0.412 *0.079 +0.910 +0.386 +0.152 +0.042 *0.133
(5) (5) (5) (5) %) (5) (§-)] (5) (5)
250 235.4 7.723 1.697 3.344 31.857* 7.758 2.545 0.249 0.436
+12.5 +0.151 *0.308 *0.173 *2.373 +0.409 +0.347 +0.033 *0.099
Parameter., mean+S.D. *, significantly different from control. p<0.0S5
), number of animals




Table 9-1-1
Twenty-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of EAQ in rats

Macroscopical findings in males at the end of dosing period

Dose 0 mg/kg 10 mg/kg 50 mg/kg 250 mg/kg
Grade - + - + - + -
(Liver) [ 5] [ 5] [ 5] [ 5]
Enlargement 5 0 5 0 5 0 0
Dark color 5 0 5 0 5 0 2
(Kidney) [ 5] [ 5] [ 5] [ 5]
‘Dilatation, pelvis, unilateral 5 0 5 0 4 1 5
Enlargement 5 0 5 0 5 0 4

-, negative; +, positive.
[ ], number of animals examined.



Table 9-1-2

Twenty-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of EAQ in rats

Macroscopical findings in females at the end of dosing period

Dose 0 mg/kg 10 mg/kg 50 mg/kg 250 mg/kg
Grade - + - - + -
(Liver) [ 5] [ 5] [ 5] [ 5]

Enlargement 5 0 5 5 0 0

Dark color 5 0 5 5 0 1
(Stomach) [ 5] [ 51 [ 5] [ 5]

Spot, black, mucosa, glandular stomach 5 0 5 5 0 4

-, negative; +, positive.
[ 1, number of animals examined.




Table 9-2-1 .
Twenty-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of EAQ in rats

Macroscopical findings in males at the end of recovery period

Dose 0 mg/kg 250 mg/kg
Grade - + _ - +
(Liver) [ 5] [ 5]

Enlargement 5 0 4 1
(Kidney) (5] [ 5]

Dilatation, pelvis, unilateral 5 0 4 1

-, negative; +, positive.
[ ], number of animals examined.
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Table 10-2-1

Twenty-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of EAQ in rats

Histological findings in males at the end of fecovery period

Dose 0 mg/kg 250 mg/kg
Grade -+ 4+ + ++ Pos. - * + + ++ Pos.
(Liver) [5] [51]
Hypertrophy, hepatocyte, centrilobular 5 0 0 0 0. O 3 1.1 0 O 2
Fatty change, periportal 0 5 0 0 O 5 0 0 0 5
(Spleen) [51] (51
Deposit, hemosiderin 0 1 4 0 0 5 0 0 0 5 0* 5
Hematopoiesis, extramedullary 0 1 4 0 O 5 0 0 0 5 0* 5
Congestion 5 0 0 0 O 0 0 5 0 0 0= 53

-, negative; +, very slight; +, slight; ++, moderate; +++, severe; Pos., total of positive grade.

[ ], number of animals examined.

**_ significantly different from control, p<0.01 (Two-tailed Mann-Whitney U test).

##, significantly different from control, p<0.01 (One-tailed Fisher exact test).
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Table 10-2-2

Twenty-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of EAQ in rats

Histological findings in females at the end of recovery period

Dose 0 mg/kg 250 mg/kg
Grade - * + ++ ++ Pos, - * 4+ + ++  Pos.
(Liver) (51 (51
Fatty change, periportal 0 5 0 0 O 5 0 3 2 0 O 5
(Spleen) [51] (5]
Deposit, hemosiderin 0. 0 5 0 O 5 0 0 1 4 0 5
Hematopoiesis, extramedullary 0 5 0 0 O 5 0 3 2 0 O 5
Congestion 5 0 0 0 O 0 2 3 0 0 O 3

-, negative; %, very slight; +, slight; ++, moderate; +++, severe; Pos., total of positive grade.

[ ], number of animals examined.





