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Table 1. Cyclic changes on the vaginal smear of female rats treated with
flutamide for 28-31 days

Dose |[|Animal Experimental days
| level || no.
(mg/kgh 202112223124 (25|26(27 28|29 | 30| 31
41 MDID|P{E|M|D}|P|E|MD|D"
4 42 E/MDID|[P|]E|D|D}|P|E]|EM|D*
43 PIEIMD[D|/P E|D|/D|P|E]M|D”
4 MD|D|P!E|MD/D|P|E|M]|D
45 EIM/D/PIE|EIMD D|P|E|M]|D"
‘ 6 |E|M|D| D/ E|E[D[D|[P|E|[M]|D
47 DIPITE|M|[D|P}| E|[MD;D*
48 FMDID|/P|E|E|D|D|P|E|M!D"
49 MDD/ E[EMD[D|P]| E]| E|EM|D*
50 PIE{M{DIP{E|M|D|P|E|M]|D*
51 EI!DID|/P{E|D|D|P|E]|D]|D*
1 52 EIMD D|{P|E|M|D]|P| E|{MD|D*
53 EI{DIDI/P|{E|D{D|P!E]|D]|D*
54 DIP|E|MD[D|P ]| E [MD|D*
55 M{D|/PIE/MDID|P|E]|M|D*
56 DID|PIE|M|D|P[]E][]M]|D*
57 P E/MD[D|P|E|D|D |  P|E|M|D
58 D|(D|/P]EIMD|D|P|E |MD|D"
59 PI{EIMDID|]P|E|MI{D|P]E]M]|D"
60 D/P]E|D|/D|P|E]|D]|D"
61 DID|/PE|E|M|D]|PE| E [MD| D*
0.25 62 DIP/E|{M|D|P]E]|E|MD|]D
63 (MDD P]E|D{D|P|E]|MID*
64 EID/D|P|E|JE|D]|D;jD"
65 EIM|D{P|{E|D|D|P|E|M]|D*
66 DIP|{E|D|D|P|E MDD
67 D EMDIPIEM|D|P|E|DI|D*
68 E|D|ID|P{E|D|/D|/P|E|MI|D"
69 D|{P|E|E|D|D|P|E]| E|MD|D*
70 PIE|M|D|/P|EIMD|D|P|E]|M]|D*
- 71 E|IM|D[(P|E|D|DJ| P} E MD|D*
| 0 72 EMD D PIE|D|D|P|E|MD|D”
| (Control) 73 EIM:D{P|E|M|D|P| E |MD|D*
74 D/ P|E|{M|D|P]E|MD|/D*
75 D/IP|[|E|{M|D]|P]E|[MD|]D*
76 P E|M|DIPEfE[M|DIDP| E]JM]|D*
77 DID/P|EIMD[D[P|E|M]|D
78 D/IPI E[D|D!I P} E|MD|D*
79 EIM|ID|IP{E[M|D]|P]|]E |MD|D*
80 EIMID|P{E|[M|D]|PjE MD|D*

P: proestrus, E: estrus, M: metestrus, D: diestrus, *: the day sacrificed



Table 2. Cyclic changes on the vaginal smear of female rats treated with
methyltestosterone for 28-31 days

Dose {|Animal || Experimental days
| level || no.
(mg/kg) | 20121222324 |25126|27 (28|29 30| 31
41 N *
80 42 -
43 *
44 *
45 Abnormal without cyclic changes| *
46 *
47 *
48 *
49 *
50 | h
51
20 52 E/DID|D|P|E|MD  D|[D"
53 DID|D|/D|D|P]|E|MD D"
54 DD D/ D/ D|PIE | M|D*
55 M|  D/D|/D|/D|D D|D|[P]|EEM|D*
56 DID/D/EMD/D D | D|D|E|E MD
57 DD/ D|P]|E|M|D|D|D*
58 M| D/ D|/D|D!/D|DPIE|E|D]|D*
59 DD/ D/D|/D D|D|D|P]|E|MD|D*
60 D/D EMD D/ D|D|D|D"
61 D|P{E|EM| D[ D |DP| E [EM! D"
5 62 P E|E|D|D|E]|E|MD|D*
63 E{EMD D/ D E|D|D][D*
64 M| D  E/EEM D | D |DPIE]| E |D*
65 DID|{PIE|D|D|D|P|EEM D"
66 DID/P EEM D/ D|P}|E|EM|D*
67 D/P/ E|]E[{M|D | P|E|MD D"
68 P E|E E/IM/D|D|P|E]|E]|EIEM
69 E{E/EM|D|/DP{E|M!I D |[D"
70 E' E/MD|/D|P]|E]|EMD*
71 D/P E/MD/D|P|E|MD|D*
0 72 EIEM|D/PIE|{M|D|P|]EIM|D"
(Control) |73 DIP EMD D|P|E|D]|D"
74 DIDPIE|[M|[D|PJE|D]|D*
75 E{M|D/P|E|M|D|P{E|M]|D*
76 DIP E[D|/D;PTE|M]|D*
77 P EIEM|D/P  EIEM|D|[D|P| E|M
78 E M|DIP E/M|D|P]|E]|EIEM D*
79 D|IPIEMD|D]P]EIMD|D*
80 E M{D PIEEM|D ]| P E|MID*

P: proestrus, E: estrus, M: metestrus, D: diestrus, *: the day sacrificed



Table 3. Hematological data of male and female rats
treated with flutamide for 28-31 days

Dose level Omg/kg 025 mgkg 1mgkg 4 mg/kg
[ Male ] (10)2 (10) (10) (10)
WBC (x10%/ 1)  92.1%£14.6 88.7£19.3 89.1+30.2 8431118
RBC (x10% 1)  785.8+39.9 781.3+47.6 778.1146.5 756.5+48.3
HGB (g/dl) 14.84£056  14.47+0.62  14.66%£0.69  14.31%0.75
HCT (%) 43.26+1.54  4251%1.94 42974207  41.81+2.49
MCV (f]) 55.11£1.53 5449212 55.30%1.90 55.28+1.32
MCH (pg) 18.91+£041  18.55+0.76  18.85+0.71  18.93%0.51
MCHC (g/dl) 34304033  34.04%+041 341214036  34.25+0.57
PLT (x10%x1)  111.6%138  1049+84 1124+£120  113.3+107
[ Female ] (10)2 (10) (10) (10)
WBC (x10%/ 1)  71.5+9.8 61.31+9.6 67.1£14.7 57.3+16.2
RBC (x10%/x1l)  725.6%32.1  711.9+40.6  7259+270  702.9+326
HGB (g/dl) 13.72+058  13.52£0.57  1391+0.52  13.47%0.56
HCT (%) 39.16+1.78  38.70£1.91  3943%+1.35  38.73%+1.89
MCV (f]) 53.97+1.18  54.40+134  5434%+151  55.13%+1.64
MCH (pg) 1891+030  19.01%£0.54  19.16+049  19.16%0.54
MCHC (g/dl) 35.03+£040  34.96+£049 35281047  34.79%0.36
PLT (x104 1)  108.0%£99 106.1£11.3  113.0+£123  109.7+9.7

a : numbers in parentheses represent the numbers of rats examined.
Data represent mean values + S.D.




Table 4. Hematological data of male and female rats treated
with methyltestosterone for 28-31 days

Dose level 0 mg/kg 5 mg/kg 20mg/kg 80 mg/kg
[Male] (10)2 ©) (10) (10)
WBC (x10%/ 1) 779+174  849+169 865174  69.1+107
RBC (x10%/ 1) 781£39 781+41 773£29 776 £42.1
HGB (g/dl) 14.7£0.5 14.6+0.4 14.5£0.4 14.4+0.6
HCT (%) 425+1.9 43,109 422413 422125
MCV (fl) 545+1.1 554+26 54.6£1.5 543+1.4
MCH (pg) 18.8+0.5 18.7+£0.8 18.8£0.5 18.6+0.7
MCHC (g/dl) 34.5+0.4 33.8+0.4 34.5+0.6 34.1%+0.9
PLT (x10%/ 1) 10915 105+ 14 10612, 110+ 10
[Female] (10) (10) ) 9)
WBC (x10%/y1) 665%229 743214 122+158 72.9+17.0
RBC (x104/;.c ) 715144 748 37 737127 724126
HGB (g/dl) 13.8+0.7 14.2+0.7 143104 13.9+0.5
HCT (%) 39.5+1.8 41.0%+2.2 42.0x2.0 40.6£1.9
MCV (fl) 553+1.9 54.8+1.9 57.0+2.4 56.0+1.1
MCH (pg) 19.4%0.7 19.0+0.5 19.4+0.8 19.2+0.5
MCHC (g/dl) 35.0+0.5 34.81+0.5 34.0+1.2 34.410.6
PLT (x10%/ 1) 117+14 99+25 100+13 10313

. Numbers in paretheses represent the numbers of rats examined.

Data represent mean values 1 S.D,



Table 5. Differential leukocyte counts of male and female rats
treated with flutamide for 28-31 days

Dose level Omg/kg 0.25mg/kg 1 mgkg 4 mg/kg
[ Male ] (10)2 (10) (10) (10)
Band form-N (%) 1.4£1.3 1.4%1.1 1.2+0.8 0.8+0.5
Segmented-N (%)  12.2+%4.3 10.1+4.5 9.4+3.7 9.8+2.5
Eosinophils (%) 12+1.0 13%+1.0 1.1£0.9 1.4+1.2
Basophils (%) 0.0+0.0 0.0+0.0 0.0£0.0 0.0X£0.0
Lymphocytes (%)  84.9%+4.3 87.0+5.4 88.0+4.0 87.7+3.1
Monocytes (%) 0.2+0.3 0.1+0.2 0.1£0.3 0.2t£04
[ Female ] (10)2 (10) (10) (10)
Band form-N (%) 1.81£1.2 1.610.8 1.3%1.3 0.8t1.1
Segmented-N (%) 9.8+4.3 10.1+3.7 8.0+3.8 9.3+5.5
Eosinophils (%) 1.1+1.1 1.1+0.7 1.1+£1.3 1.1£0.7
Basophils (%) 0.0£0.0 0.0£0.0 0.0£0.0 0.0£0.0
Lymphocytes (%)  87.2+5.7 87.31t4.4 89.5£4.6 88.61+6.0
Monocytes (%) 0.1£0.2 0.1£0.2 0.1+0.2 0.1£0.3

Band form-N : band form neutrophils, Segmented-N : segmented neutrophils.

a : numbers in parentheses represent the numbers of rats examined.
Data represent mean values £ S.D.



Table 6. Differential leukocyte counts of male and female rats

treated with methyltestosterone for 28-31 days

Smgkg 20 mgkg

Dose level 0 mg/kg 80 mg/kg
[ Male ] (10)2 (9) (10) (10)
Band form-N (%) 0000 0.0 £ 0.0 0.0 £ 0.0 0.0 £ 0.0
Segmented-N (%) 13557 102%£23 127+35 107+ 1.1
Eosinophils (%) 0.7 £ 0.7 02+ 04 0.8 £0.7 0.6 £ 0.6
Basophils (%) 0.0 +0.0 0.0 £ 0.0 0.0 £ 0.0 0000
Lymphocytes (%) 858+ 55 896+24 86.5 3.5 885+ 1.5
M 0.0 £ 00 0.0 £ 0.0 0.0 £0.0 0.3+ 04 *

onocytes (%)

[ Female ] (10)2 (10) 9 (10)

Band form-N(%) 0000 00x00 0.0+0.0 0.0 = 0.0
Segmented-N (%) 11,1 £50 107+ 4.0 7.1 £ 3.1 8.7 3.0
Eosinophils (%) 07X 0.6 0.5 £ 0.7 0.6 £ 0.6 0.5+ 04
Basophils (%) 0.0 £ 0.0 00 £ 0.0 0.0 0.0 0.0 = 0.0
Lymphocytes (%) 882 =49  88.9%x 43 9234 3.3 90.8% 3.2
Monocytes (%) 0.0 0.0 0.0 0.0 0.0 + 0.0 0.0 + 0.0

Band form-N : band form neutrophils, Segmented-N : segmented neutrophils,

. Numbers in parentheses represent the numbers of rats examined.

Data represent mean values + S.D.

* Significantly different from the 0 mg/kg group at p<0.05.
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Table 13. Absolute and relative organ weights of male rats
treated with flutamide for 28 days

Dose level 0 mg/kg 0.25 mgkg 1mg/kg 4 mg/kg
(10)* (10) (10) (10)
Absolute organ weights (g)
Body weight 389.9129.0 372.8+16.7 374.1x19.1 373.5+17.2
Liver 154%+1.9 13.7+1.5 14.1%1.1 145+1.1
Adrenal 0.050+0.005 0.045 £ 0.007 0.048 £0.006 0.051%0.007
Kidney 2.69£0.30 2.50+0.21 2.5610.17 2.431+0.28
Pituitary 0.012+0.002 0.011£0.001 0.013£0.002 0.013x=0.001
Thyroid 0.023+0.005 0.021+0.004 0.021£0.004 0.020£0.003
Testis 3.16£0.30 3.08t0.15 3.01x0.22 3.02+0.12
Epididymis 0.91410.056 0.864 £0.042 0.816+0.059** (.777 £0.061**
Ventral prostate 0.52+0.07 0.47x0.10 0.50+0.09 0.43x0.10
Seminal vesicle/ 1.801£0.23 1.74£0.17 1.77£0.27 1.47 £0.26%*
Coagulating gland/
Dorsolateral prostate
Relative organ weights (%)

Liver 3.9541+0.382 3.659£0.257* 3.771£0.136 3.869+£0.210
Adrenal 0.0128£0.0018 0.0122=£0.0019 0.0121+0.0026 0.0136+0.0017
Kidney 0.690£0.069 0.6700.046 0.648+0.142 0.6500.064
Pituitary 0.0031+0.0003  0.002910.0003 0.003410.0005 0.0035£0.0003
Thyroid 0.0059£0.0012 0.0057%=0.0012 0.0057+0.0010 0.0054+0.0010
Testis 0.815+0.089 0.820£0.058 0.755%0.150 0.812+0.058
Epididymis 0.236£0.025 0.232£0.018 0.204£0.038* 0.209%0.021
Ventral prostate  0.135%0.021 0.127£0.027 0.135%0.023 0.117x£0.029
Seminal vesicle/ — (0.461:10.055 0.467£0.054  0.472+0.062  0.3940.070*
Coagulating gland/
Dorsolateral prostate

a . numbers in parentheses represent the numbers of rats examined.

Data represent mean values & S.D.

** * : significantly different from the 0 mg/kg-group at p < 0.01 and p < 0.05, respectively.



Table 14. Absolute and relative organ weights of female rats
treated with flutamide for 28-31 days

- i

Dose level 0 mg/kg 0.25 mg/kg 1 mg/kg 4 mg/kg
(10)2 (10) (10) (10)
Absolute organ weights (g)
Body weight 251.5+16.3 250.9+15.1 249.7£13.0  256.2%+17.9
Liver 8.97+0.84 9.2310.82 8.92+0.55 9.56+0.90
Adrenal 0.062£0.008 0.060£0.008  0.0643+0.008  0.058+0.006
Kidney 1.70£0.17 1.76£0.12 1.76£0.11 1.69+0.11
Pituitary 0.015+0.001 0.015+0.002  0.015+£0.002  0.016+0.002
Thyroid 0.017£0.003 0.018+0.002  0.017£0.002  0.018%0.003
Ovary 0.091%0.016 0.102+£0.019  0.102+0.025  0.102+0.021
Uterus 0.505£0.049 0.520+0.049  0553+0.046  0.532+0.067
Relative organ weights (%)
Liver 3.568£0.230 3.675+0.192  3574+0.174  3.727%0.179
Adrenal 0.0248+0.0035  0.0240+0.0026 0.025610.0030 0.0227 £0.0025
Kidney 0.679%+0.075 0.704+0.058  0.704+0.035  0.662=0.031
Pituitary 0.0059+0.0004  0.0060£0.0007 0.0060+0.0007 0.0063 =0.0005
Thyroid 0.0069£0.0015 0.0071£0.0009 0.0067%0.0010 0.0069=%0.0007
Ovary 0.03641+0.0074  0.0404£0.0069 0.0409£0.0090 0.0398£0.0072
Uterus 0.201£0.021 0.208+0.021  0.221+0.015  0.209:0.033

RS

a : numbers in parentheses represent the numbers of rats examined.

Data represent mean values £ S.D.



Table 15. Absolute and relative organ weights of male rats

treated with methyltestosterone for 28 days

Dose level 0 mg/kg 5 mg/kg 20mg/kg 80 mg/kg
(10)2 ) (10) (10)
Organs Absolute organ weights (g)
Body weight 376.1+32.1 385.1£26.9 38271140 364.8+22.6
Liver 13.3x1.5 146£1.8 142+1.3 146+1.3
Adrenal 0.051£0.006  0.050£0.007 0.049£0.009 0.050=:0.009
Kidney 2.51£0.25 2.57+0.32 251+0.16  2.62+0.24
Pituitary 0.012£0.001  0.012+£0.002 0.012£0.002 0.0110.002
Thyroid 0.018+0.002  0.021:0.004 0.019£0.006 0.0230.007
Testis 3.25+0.26 3.200.28 3.13+£0.17  2.37L0.66%*
Epididymis 0.97£0.08 0.9610.05 0.94+£0.08  0.8230.13**
Prostate (ventral) 0.53+0.06 0.57+0.12 0.54+0.08  0.50%0.14
Seminal vesicle  1.75+0.19 1.84:£0.18 1.72£0.17  1.57+041
el o eeeeeeesmesseeeeeeeeeeeeesemmmaees oo eeeeeemmeee e e oo e eeesmmeee e e e eeeeeeeee oo
Relative organ weights (%)
Liver 3.54+0.15 3,781+0.23 3.72+0.28 4.00:+0.18%*
Adrenal 0.014+0.002  0.013£0.002 0.013£0.002  0.014+0.003
Kidney 0.67+0.03 0.67£0.05 0.66 =0.04 0.72:£0.07*
Pituitary 0.003+0.000 0.003+0.001 0.003£0.000  (0.003:+0.001
Thyroid 0.005+0.001  0.005+0.001 0.005+£0.002  0.006+0.002
Testis 0.87+0.09 0.86+£0.05 0.82+0.05 0.64:+0.15%*
Epididymis 0.26%0.03 0.25+0.02 0.25£0.03 0.23:+0.03*
Prostate (ventral) 0.14%0.01 0.15%0.03 0.14£0.02 0.14+0.04
Seminal vesicle  0.47£0.06 0.48x£0.07 045%+0.04 0.43%0.12

+
Prostate

4; Numbers in paretheses represent the numbers of rats examined.

Data represent mean values & S.D.

*** Significantly different from the 0 mg/kg group at p<0.05 and p<0.01, respectively.



Table 16. Absolute and relative organ weights of female rats
treated with methyltestosterone for 28-31 days

PR

Dose level 0mg/kg 5 mg/kg 20mg/kg 80 mg/kg
(10)a (10) 9 (10)
Organs Absolute organ weights (g)
Body weight 259275133 27224164  284.3+10.1%* 2854+ 16.4%%
Liver 9.7+1.3 9.7+0.9 104+£1.1 11.5+1.3%*
Adrenal 0.0670.008 0.050%0.006%* 0.052=£0.009** 0,040+0.010%*
Kidney 1.75£0.18  1.89+0.09 1.9140.13 2.21+0.26%*
Pituitary 0.017£0.003 0.0144:0.002  0.013+£0.002  0.012%+0.002
Thyroid 0.016+0.003 0.022+0.003  0.021+0.004  0.018+0.004
Ovary 0.091+0.009 0.070+0.018** 0.068+0.013%* 0.050=0.006%*
Uterus 0.50£0.07  0.44£0.11 0.3910.08* 0.50%0.07
Relative organ weights (%)
Liver 3.73+0.44 357024  3.67£0.28 4.05+0.40
Adrenal 0.026+0.003  0.019%0.003** 0.018-£0.003** 0.01410.003**
Kidney 0.68£0.05 0.70£0.05  0.67£0.04 0.78£0.11%*
Pituitary 0.006£0.001  0.005£0.001* 0.005+0.001%* 0.004 = 0.001**
Thyroid 0.006£0.001  0.008 £0.001** (.007%0.001 0.006£0.001
Ovary 0.035+£0.003  0.0260.006** 0.024£0.005%* 0.017+0.002**
Uterus 0.19£0.03 0.16+£0.05  0.1410.03* 0.18£0.03

2. Numbers in paretheses represent the numbers of rats examined.

Data represent mean values £ S.D.
*** Significantly different from the 0 mg/kg group at p<0.05 and p<0.01, respectively.
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Table 18. Fluctuations of germ cells in the seminiferous epithelié
of male rats treated with flutamide for 28 days

Dose level 0 mg/kg 4 mg/kg
Groups Cell types 5)2 (5)
1 Spermatogonia 0.83£0.07 093=%0.14
(Stage I-VI) Pachytene spermatocyte 1.95+0.19 2.08+0.09
Round spermatid 6.18+0.09 6.5310.35
2 Spermatogonia 0.15%£0.08 0.10%+0.03
(Stage VII-VIID)  prejeptotene spermatocyte 1794026  1.96+0.19
Pachytene spermatocyte 2.65%£0.32 2.6110.23
Round spermatid 7.06x0.74 7.06£0.68
3 Spermatogonia 0.17+0.03 0.23:+0.06
(Stage IX-XI) Leptotene spermatocyte 1.79%+0.20 2.021+0.10%
Pachytene spermatocyte 2.45%0.16 2.61+0.25
4 Spermatogonia 0.18+0.04 0.20%+0.07
(Stage XII-XIV)  7vootene/pachytene spermatocyte 1.88+0.26 1.97+£0.24
Pachytene/diprotene spermatocyte 2.51%0.18 2.47x0.15

a: numbers in parentheses represent the numbers of rats examined.

Data represent mean values £ S.D. in the number of germ cells per Sertoli cell.
* ; significantly different from the 0 mg/kg-group at p < 0.05.



