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Table 1. Short-term observation of bitches administered with overdose Hs
Pre-treatment 7 days post-treatment
Left Right Right
€ '8 '8 Findings
Bitch H,* TE*? Smear ovary ovary Smear ovary
No. mg/kg mg/kg stage*® F*' CL** F  CL stage F CL Vulva Uterus
1 1.0 N 0 3 0 4 I 0 4  enlarged hypertrophy
2 2.0 v nt** nt nt nt v 0 2 enlarged relax
3 1.0 N nt nt nt nt I 0 0 enlarged hypertrophy
4 1.0 10 I\ 0 3 0 1 0 3 enlarged hypertrophy
5 1.0 10 N 5 0 | 0 5  enlarged hypertrophy
6 1.0 I 3 0 1| 0 2 contracted hypertrophy
7 1.0 il§ nt nt nt nt 1 0 0  enlarged no change
8 1.0 I nt nt 1 0 I 0 0  enlarged no change

*1H, : Hexestrol dicaprylate.
[l ! Estrus.

*nt ! not tested.

cytology. I ' Proestrus.
**CL : Corpus luteum.

**TE : Teststerone enanthate.
[T : Metestrus.

*3Estrous stage determined by smear
IV : Diestrus. *‘F . Visible large follicle.

Notes : This expressions are the same through Tables.
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Table 2. Size of ovary and uterus before and after Hs overdose-administration

Pre-treatment 7 days post-treatment

Bitch Left Left Right Right Right Right

No. ovary uterus ovary uterus ovary uterus
1 1.8 X 0.6* 18 X 0.6 2.0 X 0.7 18 X 0.6 1.6 X 0.7 24 X 1.3
2 1.6 X 0.7 15 X 0.6 2.0 X 0.6 15 X 0.7 1.5 X 1.2 12 X 1.0
3 1.4 X 0.8 6.5 X 0.3 1.5 X 0.5 7 X 0.3 1.7 X 0.5 8 X 0.5
4 1.6 X 1.0 11 X 0.7 1.1 X 0.7 15 X 0.7 1.5 X 0.9 14 X 1.0
5 1.6 X 1.1 9 X 0.8 1.5 X 0.8 14 X 0.9 1.7 X 1.0 10 X 1.0
6 1.6 X 1.0 10 X 0.7 1.5 X 0.9 14 X 0.6 1.5 X 0.8 12 X 0.8
7 1.2 X 1.0 14 X 0.5 1.3 X 0.8 18 X 0.6 1.3 X 0.9 16.5 X 0.8
8 1.5 X 0.9 13 X 0.8 1.4 X 0.8 16 X 0.9 1.4 X 0.9 13 X 1.0

* Length X width, cm.
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Fig. 1. Vertical (straight line) and horizontal (dotted line) length of vulva during Hs

overdose-administration.
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Table 3. Histological change of ovary and uterus before (left side) and after (right side) Hs

overdose-administration

Ovary Uterus
Primordial

Bitch  or secondary Large Corpus Endometrial Endometrial Number Enlargement
No. follicle follicle luteum bleeding hypertrophy of glands of gland

1 left + — — + + few +
right + — + + + few +

2 left + — — + + few —
right + - + - + few +

3 left + — + + + few +
right + — — + + few +

4 left + — + + + few +
right + - + — + few +

5 left + — + — + — —
right + - + — + — +

6 left + - + — + + +
right + - + — + + +

7 left + - — — + — +
right + — + — + — +

8 left + — + — + + +
right + — + — + + —

AR FEHIZAL AR L-DDS Table 3 ThHb., £
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i otz FEBEOMIE No.6 & No8ItE&EHH
ht-., FEROMER6FICR SN, 1 AKEKDOA
FEMTIE, NEOHIIZ 2 FlsEEE Lo, o6
FlicizAoniih -7, Zhicxl, NEDHEIEIL 6
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Table 4. Short-term observation of bitches administered with Hs 0.2 mg/ kg

Pre-treatment

7 days post-treatment

X Bitch H, TE Smear Smear Both ovaries Findings
No. mg/kg mg/keg stage stage F CL Vulva Uterus
9 0.2 I | 0 4 no change no change
10 0.2 N N 0 0 no change no change
11 0.2 I m 0 9 no change no change
12 0.2 I il 0 8 no change no change
13 0.2 2.0 | | 0 5 no change no change
14 0.2 2.0 I [ 0 4 mild enlargld pregnant
15 0.2 2.0 I [ 3 2 no change no change
16 0.2 2.0 m i 0 7 no change no change
17 0.2 2.0 Il| | 0 7 no change no change
18 0.2 [ It} 0 6 no change pregnant
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Photo. 1. Left ovary of bitch No.1. Pre-treatment. Primordial and secondary follicles are
present, but no Graafian follicle and corpus luteum are seen. Some hemorrhage at
ovarian cortex.

Photo. 2. Left uterus of bitch No.1. Pre-treatment. Functional layer of endometrium shows
hemorrhage and basal layer has mild congestion and hemorrhage. Uterine glands
show some enlargement, but its epithelial cells are low in heights.

Photo. 3. Right ovary of bitch No.1. 7 days after Hg overdose-administration. Functional
corpus luteum is present besides primordial and secondary follicles. No hemor-
rhage.

Photo. 4. Right uterus of bitch No.1. 7 days after Hg overdose-administration. Functional

layer has hemorrhage.

Uterine glands show hypertrophy.
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Days post-treatment

Fig. 2. Vertical (straight line) and horizontal (dotted line) length of vulva during Hg

0.2mg/kg administration.
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Table 5. Histological findings of ovary and uterus at 7 days after Hs 0.2 mg/ kg administration
Ovary Uterus
Bitch Primordial Large Corpus Size (cm) Endometrial ~ Endometrial Number Enlargement
or secondary
No. follicle follicle luteum Left Right bleeding  hypertrophy of glands of gland
9 + - + 12.7%1.0 12.1X1.0 — — + +
10 + — — 7.5X4.0 7.5X4.0 — - few —
1 + — + 18.5%1.1 18.5X1.1 + - + +
12 + - + 9.8X1.2 9.3X1.1 — — few +
13 + — — 6.7%x1.1 9.2X1.1 — — few +
14 + — + 20.0X4.8 17.0X3.8 - + + +
15 nt nt nt 15.5X0.6 15.2X0.6 nt nt nt nt
16 + - + 12.0x1.1 11.6X1.1 — — + —
17 + - + 11.9%0.8 12.3X0.7 + — few +
18 + — + 15.0X6.5 16.0X5.0 — + few +
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Table 6. Long-term observation of bitches administered with H, 0.2mg/ kg
Bitch Smear Ovary Size (em) Smear Ovary Size (cm)
No. stage F CL Ovary Uterus stage F CL Ovary Uterus
pre-treatment 2 months
19 left v 0 0 1.4X0.8 16.0X nt v 0 0 1.1X0.7 18.4X0.9
right 0 0 1.7X0.7 18.0X nt 0 0 1.7X0.7  24.4X0.7
20 left v 0 4 1.7X0.9 14.0X2.6 v 0 0 1.2X0.8 15.0X1.1
right 0 3 1.9X0.7 17.0X2.2 0 0 1.5%0.8 17.0X0.9
21 left W 0 + 1.4X0.8 17.2X0.5 W 0 -+ 1.4X0.7 21.0X0.8
right 0 + 1.1X0.6 17.0X0.5 0 + 1.1X0.7 20.0X0.8
99 left N 0 0 1.2X1.0 14.4X0.8 v 0 0 1.3X0.8 17.0X1.0
right 0 0 1.3X0.9 14.6X0.8 0 0 1.4X0.7 17.0X1.0
4 months 6 months
19 left W 0 + 1.6X0.8 17.0X1.1 v 0 2 1.5X1.3 15.2X0.8
right 0 + nt 18.2X0.9 0 5 1.9X1.2  14.3X%0.9
20 left N 0 0 1.2X0.8 19.0X1.0 N 0 0 1.4X1.0 15.3X0.7
right 0 0 1.5X0.5 18.0X0.8 0 0 1.7X0.9 16.0X0.7
21 left v 0 + 1.5X0.9  21.2X0.7 v 0 + 1.6X0.9 18.5X%0.8
right 0 + nt 21.0X%0.7 0 + 1.6X0.8 19.0X0.8
99 left N 0 0 1.4X0.9 15.8X%0.7 I 0 0 nt 17.2X%0.9
right 0 0 1.7X0.9 18.2X0.7 0 0 nt 16.0X0.8
cm
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Fig. 3. Vertical (straight line) and horizontal (dotted line) length of vulva in Hs long-

term experiment.
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Table 7. Histological findings of ovary and uterus at 6 months after Hs 0.2 mg/ kg administration
Ovary Uterus
Bitch Primordial Large Corpus Endometrial Endometrial Number Enlargement
or secondary
No. follicle follicle luteum bleeding hypertrophy of glands of gland
19 + - + - — + -
20 + - - - — few -
21 + - + - - + —
22 + - + - - + —
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Summary

Hexestrol dicaprylate (Hs), a sort of synthetic estrogenic compound, was tested by intra-
muscular injections applied to 22 mongrel bitches for the purpose of controlling heat and
ovulation, and suppressing the undesirable sexual and social behaviors.

In the group of 8 bitches given a dosage of Hs at 1.0mg/kg, the endometrial and vulval
hyperplasia was found at 7 days’ post-treatment, and there was no follicular development
noted in both ovaries. Thus, the overdose-administration of Hs applied to the bitches was
ascertained to be effective for inhibiting the ovarian function, though some severe side-effects
were also detected.

In the group of 10 bitches given a dosage of Hs at 0.2mg/kg, estrus was suppressed while
the adverse effects were minimal at 7 days’ post-treatment, excepting one case in which the
pre-treatment estrus went on.

In the group of 4 bitches given a dosage of Hs at 0.2mg/kg, at the stage of diestrus,
estrus was suppressed for 6 months without showing apparent adverse effects. Due to the
fact one bitch resumed a estrus at the end of 6 months, the inhibitory effect of the ovarian
function of Hs was assumed to be 6 months at least.

In the conclusion, Hs 0.2mg/kg, administration applied twice a year was considered to be
a safe and effective method for controlling the reproductive function in bitches.



