CHAPTER IV
£

RESULTS

Serum LH levels
Since the levels of LH ai \\\ were significantly different the
LH levels in each group at 0 wks e e other data were calculated and

transformed as a percent change frofy

Compared to the pre-treatmen erum LH levels in mice treated with
DW, 10-PM and 100-PM did ---:;;:;;:::;:::.:;;.';;:;:;:;;:;-;.:;s;,.....';.‘..;j 1, except at 8 wks of DW
group, the level was mcrﬂ ¢ ‘I‘f; H levels were significantly

reduced within 4 wks of DES i injection, and recovergd within 4 wks of the DES withdrawal.

Compared toa ulsg’ Q %L%]l;lw %l:’lrﬂeﬁwﬂh 10- and 100-PM
did not show dlfferences throughout the stfid od ereas evels in mice
treated with %ﬁ;l @lﬂ nl‘;lm w mﬁﬂ “ﬁjﬂnd recovered
within 4 wks after the withdrawal of DES administration.

Compared to the DES group, serum LH levels in mice treated with 10- and 100-PM

were significantly higher at 4-8 wks of treatment period, and the levels were not significant

different during the post-treatment period.
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Figure 6. Percent change "o F d with distilled water, P.

mirifica and dlethylstllbestrol
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* Significantly dlﬂ'erea! from DW group (pg< 0.05)
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Serum FSH levels

Compared to the pre-treatment levels (0 wks), serum FSH levels in mice treated with
DW and 10-PM did not change throughout the study period (Figure 7). Serum FSH levels in
mice treated with 100-PM did not changes during the treatment period, and significantly

decreased at 4 wks of post-treatment perig contrast, serum FSH levels were reduced

within 4 wks of DES injection, and g \ hib 8%k of DES withdrawal,
" j
Compared to the DW gron gpmv" n FSH levelSin micCe treated with 10- and 100-PM
did not show any differences, [, contrast, serum FSH levels

were lower within 4 wks during 4-8 wks of DES

withdrawal.
Compared to the DES#roup, T m—-n,e; reated with 10- and 100-PM
were significantly higher at 4-8"wkg of tx ..(ﬁ:' iiod, and"the levels were not significant

ff‘;a 4 -'.l y
f’”.’: A7

differences during the post-treatment pé

-;.,
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Serum T levels

Since the levels of T at 0 wks among those 4 groups were significantly different the T
levels in each group at 0 wks were adjusted to zero and the other data were calculated and
transformed as a percent change from levels of 0 wks.

Compared to the pre-treatment leve )yserum T levels in DW, 10- and 100-PM

dy Pl except at 4 and16wks of DW group
. j J
the levels were increased (Figure -agTeet! i the Teduction of LH and FSH levels,

treated group did not change thrqu out |

serum T levels were reduced g npand recovered within 4 wks of

DES withdrawal.
Compared to the DWF grghip eated with 10-PM did not
difference during the treatment'pe ut el 2 lower at 8 wks of post-treatment
period. Serum T levels in mic€ trg te b)) ignificantly lower at 4 wks of
treatment period and 8 wks of post-tréat Serum T levels in DES treated group
were significantly lower at, 48 s $.0f post-treatment period.
Compared to the -‘E?L v r ‘ with 10- and 100-PM
were higher at 4-8 wks of tre alment period, and the levels wee not significant differences

“‘“‘“g“‘“’“*'"‘”mﬁ%ﬂ‘%l M EJ NINYINT
Q‘W']ﬂﬁﬂ‘iﬂd UA1AINYAY
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* Significantly different "E wKs'(i
* Significantly different from DI group (p < 0.05)y
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Body weights and organ weights
Compared to day-1, body weights in mice treated with DW, 10- and 100-PM did not

change throughout the study period (Figure 9). In contrast, body weights of DES group were

significantly increased after 1 wk of injection and reached the plateau at day-15.

Compared to the DW group, body we ’r/ in mice treated with 10- and 100-PM did
not difference throughout the study.period. " ! / ef,_bedy weights in DES injected mice
— -
were significantly higher than the"DW an th of VL {reated groups since day-8 of study

period.
50
& 45
&
5 ——w
o 40
2 — - - 10 mg-P. mirifica
Ly - - 4 - - 100 mg-P. mirifica
E 35 = DES
30 Y]

50 5%

days

ﬂ‘UEJ’JVIEJ'VIﬁWEJ' 1)
s ABAVIUUAINE DYoo,

diethylstilbestrol.

* Significantly different from day-1 (p < 0.05)
* Significantly different from DW group (p < 0.05)

® Significantly different from DES group (p < 0.05)
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Compared the weights of organ at the end of treatment period (K8) to the end of post-
treatment period (K8P8), it was found that the seminal vesicle weights in both of P. mirifica
treated groups and DES group were increased (Table4). The epididymes weights in mice

treated with 100-PM and DES at K8 were lower than K8P8, and the testes weights in DES

and the weight of epididymgsfandsSe e 1n cated with 100-PM at K8 were
lower. In contrast, weights of testesfepidi « S, and semimal wesicle at K8 and only testis
weights at K8P8 in mice injectéd wyf! ES were lowyer, the \ W group.

Compared to the DES gro " 7

, épididymes, and seminal vesicle in

mice treated with 10- and 100-PM wefe.fi ; i Only testis and seminal vesicle weights

ﬂ'lJEJ’JVIEJVlﬁWEJ’]ﬂ‘i
ammnmummmaa
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" Significantly different from K8 (p < _.f-;r

® Significantly different fro ."'I'

Group Testes (g) Epididymes (g) Seminal vesicle (g)
K8 K8P8 K8 K8P8 K8 K8P8
DW 0.293+0.016 | 0.308+0.002 | 0.129+0.006 | 0.141+0.012 | 0.247+0.029 | 0.276+0.082
10-PM 0.275+0.020° | 0.203+0.023% 1.1 ® | 0.1186+0.007 | 0.218+0.022"° | 0.440+0.029"*
b = - = — ab »
100-PM 0.285+0.003 s-... 3+0.022" | 0.173+0.010* | 0.2374+0.039
DES 0.078+0.009* m&k \Q +0.033° | 0.037+0.007* | 0.201+0.013"
AN 3\ - -
Table 4. Weights of testesgepididymes, aj ? ial \ of male mice treated with
distilled water, P. mirifica and*Giefhyistilbestiol. ’ \ \\' 3"indicate that male mice were
autopsies at the end of treatment'andfpost.tieatmentPeriods respectively.

* Significantly different from'P

o

ﬂUEJ’J‘VIEWI?WEJ’]ﬂ‘i
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Compared the relative organ weights between K8 and K8P8, it was found that the
relative weights of testis, epididymis and seminal vesicle in DES injected mice at K8 were
significantly lower than K8P8. The relative weights of seminal vesicle in 10-PM group at K8

was also lower than K8P8, but the relative weights of testes in mice treated with 100-PM

were higher (Table 5).
Compared to the DW group the rel tive we )sﬁs and epididymis at K8 and the
relative weight of seminal vesicle ali8P8 in mice scated with 10-PM were higher. The

relative weights of seminal

relative weights of testis, epi PSiinjected mice were lower at

K8, whereas only the relatives¥eights e}_}- vere lower tha DW group at K8PS8.
Compared to the DES#grog e dativeSweights estis, epididymis, and seminal

vesicle in mice treated with 10- 8 and K8P8, except the relative

P i
weights of epididymis at K8P8 did not Sigaificant differences. The relative weights of testis,

epididymis, and seminal veSi

af K 8 were higher, but non-

e ; W A
significant differences at K8F > | ri"
! iy
L
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Group Testes (x10 ) Epididymes (x10 ) Seminal vesicle (x10 ?)
K8 K8P8 K8 K8P8 K8 K8P8
DW 0.73740.037 | 0.704+0.022 | 032340010 | 0318+0.022 | 0.616+0.056 | 0.613+0.166
10-PM 0.837+0.047* 0.301+0.015 | 0.664+0.065" | 1.042+0.063"
100-PM 0.748+0.021° 0.455+0.029" | 0.575+0.083
DES 0.186:+0.018" 0.086+0.013" | 0.445+0.030"

Table 5. Relative weights of tg

with distilled water, P. mirifica @nd e

were autopsies at the end of treatgént

.,!
.

ﬂUEJ’J‘VIEmﬁ‘WEJ’Iﬂ‘i
Qﬁqﬂﬂﬂimﬂﬁﬂﬂmﬁﬂ

45;’_\\
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ESOronn s trers) —_—

ds, respectively.

vesxcle of male mice treated

\ K P8 indicate that male mice

0\\,
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Characteristics of sperm and spermatogenesis

Compared between K8 and K8P8, it was found that the sperm concentration in K8
was significantly lower than K8P8 in all 4 groups, while the sperm viability and motility in

K8 was lower than K8 P8 only in DES injected group (Table 6).

Compared to the DW group, the_spe: /f ngentration, viability and motility in mice

treated with 10-PM did not significant differenceS AP0ty K8 and K8P8. The mice treated

with 100-PM showed the lower Sperin viability and motility 3t K8 and sperm concentration at
K8P8 than that of DW roup S i Cois :}" D bilityand motility in mice injected
with DES were significantly loWer iifzg //_; N '

Compared to the DES"groiip mice treated with 10- and
100-PM were higher in both . y'and motility were higher only

in K8.

AU INENTNEINS
RN TAUNININGIAE
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Group Sperm count (x10°) Sperm viability (%) Sperm motility (%)
K8 K8P8 K8 K8P8 K8 K8P8
DW 12.040+1.582 | 24.020+3.308° | 60 3264 | 73.800+5.295 | 58.676+2.653 | 59.917+1.745
10-PM 8.560+1.642° | 19.200+ 1.800+2.615 | 56.528+3.880° | 64.39343.786
100-PM 9.040+1.994° | 13. .200+3 15.735 | 40.694+3.257® 50.910+15.978
DES 0+0.000° 8.64 11.633™ | 0+0.000° | 32.755+2.918™
Table 6.  Sperm concentrati - ank ¢ mice treated with distilled
i
water, P. mirifica and diethylstilb . male mice were autopsies
)
at the end of treatment and post-tr iod: y.
i

" Significantly different from treatmen

* Significantly different fron

® Significantly different from

AULINENINYINT
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Histological structure of testis in DW and 10- and 100-PM groups at K8 showed
numerous of spermatogenic cells in various stages such as spermatogonia, primary
spermatocytes, secondary spermatocytes, spermatid and spermatozoa (Figure 10-12). In

addition, abundant spermatozoa in the seminiferous tubules and more condense than the DW

AULINENINYINS
ARIAINTAUNM TN
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Figure 10. Testicular morphol DW group. '

L= Leydig’s cells, S1= primary spermatocyte, S2= secondary spermatocyte, S3= spermatid,

S4= spermatozoan. H & E stain. (Scale bars = 50 um)
K8 and K8P8 indicate that male mice were autopsied at the end of treatment and post-

treatment periods, respectively.



Figure 11. Testicular morphology in mice tw€ated with 10,mg/kg BW/day of P. mirifica.

L Levi's s - ALkl b um;; DL S e

S4= spennatozoan. H & E stain. (Scale bars = 50 pm)
K8 and K8P8 indicate that male mice were autopsied at the end of treatment and post-

treatment periods, respectively.



e TP Y e T
L= Leydig’s cells, S1= primary spermatocyte, S2= secondary spermatocyte, S3= spermatid,
S4= spermatozoan. H & E stain. (Scale bars = 50 pm)

K8 and K8P8 indicate that male mice were autopsied at the end of treatment andjpost-

treatment periods, respectively.
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Figure 13. %ﬁﬂﬁﬂ@ﬁ@&ﬂﬁﬂgﬂlﬂg a EI

L= Leydig’s cells, S1= primary spermatocyte, S2= secondary spermatocyte, S3= spermatid,

S4= spermatozoan. H & E stain. (Scale bars = 50 pm)
K8 and K8P8 indicate that male mice were autopsied at the end of treatment and'post-

treatment periods, respectively.
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The number of sperm plug, pregnancy and litter of untreated-female mice mated with

treated-male mouse
The number of sperm plug and pregnancy in untreated-female mice mated with male

mice treated with 10- and 100-PM seemed to be similar to the DW group at K4 and K8

mice were withdrawn from 100-PiM fre 1o io%isr (K8P4). All of untreated-female
mice mated with DES injected mal¢ miiee hsperim plug and pregnancy throughout
the treatment period (K4 and J&8Y. Afié \}\\u\ rawal (K8P4), the male mice

could mate with virgin femdlS ; s same as the DW group

(53.33%), but no pregnancy d be found only after 8 wks

of DES withdrawal (K8PS).

The average number of litters thai ather treated with 10- and 100-PM were

similar to that of DW group (] sige did not produce a litter

throughout treatment and V : f ‘
| fﬂ

completely recover from the eatment and produce the litter 2

od (K8P4). They could

8 wks of DES withdrawal

(D) ﬂ‘UEJ’J‘l’IEMﬁWEJ’]ﬂi
QW?ﬂﬁﬂ‘imﬂJiﬁ’mﬂ'}aﬂ
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K4 K8 K8P4 K8P8
(n=30) (n=30) (n=15)" (n=15)""
Group Sperm Sperm Sperm Sperm

plug |Pregnancy | plug |Pregnancy| plug |Pregnancy| plug |Pregnancy

DW 16 13 8 7 8 8

5333% | 43.33% 5 060% | 4853 33% | 46.67% [5333%| 53330
6| 4333% O s 37334 6.67% %| 5333%

10-PM 17 = 8 7 7
56.67%| S0 Zas .l q"r“&% 5333% |46.67%)| 46.67%

100-PM 13 \ 10 10
4333% \‘&\ 80% |66.67%| 66.67%

DES 0 i 6
0% 7333%| 40%

Table 7. Sperm plug and pregnancy : hal female mice after mating with male

A
ol

mouse treated with -,i.—__— .

* The percent of sperm pli *.IIW. as{he number of females found
I
]

sperm plug and pregnancy per the number of total used females x 100.

**Half of male mice ﬁw {3 %Eﬂd} Wnﬁﬂﬂa@d, and only half (n=5)

were remained and ma d with virgin femalgmice in this period (sex ratio 5 1:3).

ctand s ) Yokl ol ot DS e d sl Bl

K8P4 and K8P8 = Treatment with P. mirifica or DES for 8 weeks, and withdrawal for 4 and

8 weeks, respectively.
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Group K4 K8 K8P4 | K8P8
DW 13 11 10 10
10-PM 12 11 11 9
100-PM 11 11 13 12
DES 0 0 12

Table 8. Average number of li

male mouse.

diethylstilbestrol. Explanati

The male

7 rfemale mice mated with treated-

2 44

ed water, P. mirifica and

*8 arc'in Table 7.
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Effects of P. mirifica on hormone-related ovarian functions, reproductive organs and

fertility in female mice.

Serum LH levels

Compared to the DWF grguipg’ serut 4 | \ .\n. e treated with 10-PM were
/ £ post-treatment period. Serum LH

levels in mice treated with 100-PM ower than the DW group at 8 wks of

2
i
R

treatment period and recovéfed 0 contrast, serum LH levels

e
N

in mice treated with DES v ‘a p at 4-8 wks of treatment

i ]

i
period, and the mice showed a non-31gmﬁcant deference of LH levels at 4-8 wks of post-

treatment period. ﬂ uE]’J qn Ejﬂiw Ejl]ﬂ‘j

Compared to #e DES group, serym LH levels in mice treated, with 10-PM were

significanty wm&msuma@mm fikes qung e

post-treatment penod However, the pattern of serum LH levels in mice treated with 100-PM

were not differences from the DES group throughout the study period.
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Figure 14. Serum LH co : ith distilled water, P. mirifica
and diethylstilbestrol.

* Significantly different from »}ks (p<0.05)

sty e B9 YT W71 T

® Significantly dlﬂ'erenﬂirom DES group (p0.05)
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Serum FSH levels
Compared to the pre-treatment levels (0 wks), serum FSH levels in DW group were
significantly increased at 8 wks of treatment and at 8 wks of post-treatment period (Figure

15). Serum FSH in mice treated with 10- and 100-PM and DES did not change throughout

the treatment period, however, the peflifeatment period were significantly
increased at 8 wks in mice treatgg W10  mice treated with 100-PM and
DES.
> treated with 10-PM, 100-PM

Compared to the DES gfc gitreated with 10- and 100-PM

showed no difference throughougithe

ﬂ'lJEJ’J‘VIEWﬁWEJ’]ﬂﬁ
ﬂmmﬂimumwmaﬂ
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Treatment period Post-treatment period
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Figure 15. Serum FSH conces with distilled water, P. mirifica

and diethylstilbestrol.

* Significantly different fro DV

e

® Significantly different fromd
i

ﬂ‘IJEJ’JVIEWI?WEJ’]ﬂ‘i
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Serum E, levels

Since the levels of E; at 0 wks among those 4 groups were significantly different the
E; levels in each group at 0 wks were adjusted to zero and the other data were calculated and

transformed as a percent change from levels of 0 wks.

treatment period, and did not ck
Compared to the D d with 10- and 100-PM did
not difference throughout the# -\u levels in mice treated with

nd did not difference during the

post-treatment period.

Compared to the DES group, = >-fevels In mice treated with 10- and 100-PM
were significantly lower at 2w e ol ,{} ifference during the post-
treatment period. Y X

W ' I¥
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Treatment period post-treatment period
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0 6
Figure 16. Percent change of serum Ey— k,_" m of female mice treated with distilled

water, P. mirifica and diethylst

* Significantly different fro F

|
* Significantly different from™D - group (p < 0.05)
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Body weights and organ weights
Compared to day-1, body weights in mice treated with DW, 10- and 100-PM did not

change throughout the study period (Figure 17). In contrast, body weights in DES injected

mice were significantly increased at day-8 and reached the plateau at day-15.

Compared to the DW group, bod in mice treated with 10- and 100-PM did
not difference throughout the study, | dy weights in DES injected mice
J
were totally significantly higher th#i ATl we day-8 of the study period
Compared the welg/ : d of treatment period (K8A)
and the end of post-treatme 8 A 1Fwas found thatthe uterus and ovary weights

in mice treated with DW, 1 0 S 'did\not difference, except the ovary

DES injected mice were ngt'§igi :
Compared to the .-*;?-_-;._: S 2 ‘

] J
of treatment period (K8A) in'tn ce treated with 10-PM were significantly lower than the DES

o ﬂ‘UEJ’J‘VIEWlﬁWEJ']ﬂi
’QW']Mﬂ‘iﬂJﬂJiﬂﬂﬂEl']ﬂEl

f ovary collected at the end
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Figure 17. Body weights of female fmice Jfre ith distilled water, P. mirifica and
diethylstilbestrol. -
7
* Significantly different from ! y-

W

* Significantly different from DW group (p<0.05) o
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Group Uterus (g) Ovary (g)
KSA K8PSA K8A K8PSA
DW 0.216+0.029 | 0.179+0.037 | 0.026+0.001 | 0.026+0.003
10-PM 0.158+0.022° | 0.180+0.027 | 0.022+0.002° | 0.031+0.002°
100-PM 0.193+0.030 | 0.160+0.034 | 0.027+0.003 | 0.024+0.002
DES 0.246-+0.028 0204 00 7| 0.034+0.006 | 0.025+0.003

Table 9. Weights of uterus and ovaiy
and diethylstilbestrol. K8A amn
of treatment and post-treatment pg
: Significantly different from K& A

* Significantly different from D

® Significantly different from DESfErolipip'<0.05

F’WEJ’J‘VIEW]?WEJ’]H‘?

ammnmummmaﬂ
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N uy E
2 with distilled water, P. mirifica

mice were autopsied at the end
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Compared the relative organ weights between K8A and K8P8A, it was found that the
relative weights of uterus and ovary in mice treated with DW, 10- PM, 100-PM and DES did
not different, except in 10-PM the relative weight of ovary was increased (Table 10).

Compared to the DW group, the relative weights of uterus and ovary in all P. mirifica

Vaginal smear

The DW and 10-P ot afte .\
regular estrous cycle (4-5 day; ) ut StirdyPeriod (F \

s %k |’|

cycle, since day-2 of treatment period ¢Figure 28=28). Mice could recover from treatment

al epithelium, mice show a
18-19). In contrast, 100-PM

ar, mice showed an unestrous

and become to have a reg g

- -
L)

'!f dpeared at 5-8 days of the DES
1 T
withdrawal, however, the pro % nged estrous cycles or persistent appearance of leukocyte cells

reeimtenfl 1 N AN TNYINT
PRIAIANTUAMINYAE

0-] M withdrawal. They could

recover from treatment and

=



Group Uterus (x107%) Ovary (x107)

KSA K8PSA KSA K8PSA
DW 0.615+0.084 | 0.511+0.094 | 0.073+0.002 | 0.074+0.006
10-PM 0.519+0.061 | 0.544+0.077 | 0.075+0.007 | 0.094+0.006*
100-PM 0.589+0.084 | 0.479+0.107 | 0.084+0.006 | 0.074+0.008
DES 0.649+0.069 | 0.554:0430, | 0.090+0.014 | 0.066+0.007

Table 10. Relative weights of utesu

P. mirifica and diethylstilbestrol K8

at the end of treatment and post-t
" Significantly different from K&,
* Significantly different from D

® Significantly different from DESJgrolipp< 0.0

L4

LLICT)

157

'Ai_l"vl.b

W

; 1“; {; b

N

;
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mal
S\
s.and ovaries o ice treated with distilled water,

emale mice were autopsied
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Characteristics of uterine proliferation and folliculogenesis

The histological study of uterus in DW and 10-PM groups at K8 showed the same
lines with a simple columnar epithelium overlaying the thick lamina propria of the

endometrium. The uterine glands were wavy in outline and winden in their lamina propia

thicker of endometrium and dilated.of control group (Figure 24-25). In

addition, the uterine glands in i cC lieated with. kS, show
accumulation (Figure 25).
(K8P8) after P. mirifica and 7

The ovarian morpholg

ed a lot of secretory material

,be recovered within 8 wks

groups at K8 weeks showed

numerous of ovarian follicles i primordial follicles, primary follicles,

secondary follicles, Graafian follicles n.- » iutetin (Figure 26-27). The decreasing of

ufice treated with 100-PM at
Y] o
. :»'[T howed atretic follicles and

primary, secondary and [
K8 (Figure 28). In contraSrl

J

atrophic morphologic change s n granulosa cells (Figure 29). However, all these

morphological changﬁ ﬁm-%bﬂ%‘ﬁwq\ﬁ §8P8) after P. mirifica

and DES w1thdrawa]

ammmmumqwmaa
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Figure 22. Uterus morphology in DW group. EP = epithelial cell, E = endometrium, I =

uterine lumen, U = uterine gland. H & E stain. (Scale bars = 50 pm)
K8A and K8P8A indicate that female mice were autopsied at the end of treatment and post-

treatment periods, respectively.
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EP = epithelial cell, E = endometrium, I = uterine lumen, U = uterine gland

H & E stain. (Scale bars = 50 um)
K8A and K8P8A indicate that female mice were autopsied at the end of treatment and post-treatment

periods, respectively.
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Figure 24, U&uﬁoﬁh@&ﬂiﬁ@&%&'&m&a &fca

EP = epithelial cell, E = endometrium, I = uterine lumen, U = uterine gland.
H & E stain. (Scale bars = 50 pm)

K8A and K8P8A indicate that female mice were autopsied at the end of treatment and post-

treatment periods, respectively.
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EP = epithelial cell, E = endometrium, I = uterine lumen, U = uterine gland.
H & E stain. (Scale bars = 50 pm)
K8A and K8P8A indicate that female mice were autopsied at the end of treatment and post-

treatment periods, respectively.
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Figure 26. {aq' ’xlca-ﬁ)mmw g gpﬂ(ﬁll’lﬁleﬂn = primary
follicle, S = secondary follicle, G =graafian follicle, C= copus luteum. H & E stain. (Scale

bars = 50 um)
K8A and K8P8A indicate that female mice were autopsied at the end of treatment and post-

treatment periods, respectively.
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Figure 27. i 1 1 ‘ ikifica.
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P1 = primodial follicle, P2 = primary follicle, S = secondary follicle, G =graafian follicle,
C=copus luteum. H & E stain. (Scale bars = 50 pm)

K8A and K8P8A indicate that female mice were autopsied at the end of treatment and: post-

treatment periods, respectively.
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Figure 28. (ﬂq%rﬁn’llﬁlégym Ijmtm lla)l/wﬂ/gl aPEJiriﬁca.

P1 = primodial follicle, P2 = primary follicle, S = secondary follicle, G =graafian follicle,

C= copus luteum. H & E stain. (Scale bars = 50 pm)

K8A and K8P8A indicate that female mice were autopsied at the end of treatment and post-

treatment periods, respectively.
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Figure 20, ok oY g bbbt kgl b | 61 £
Pl = primodial?follicle, P2 = primary follicle, S = secondary follicle, G =graafian follicle,
C = copus luteum, atretic follicle (arrow). H & E stain. (Scale bars = 50 pm)

K8A and K8P8A indicate that female mice were autopsied at the end of treatment and post-

treatment periods, respectively.
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The number of sperm plug, pregnancy and litter born of treated-female mice

mated with untreated-male mouse
The number of sperm plug and pregnancy in female mice treated with 10-PM for 8

wks could increase when compared to the DW group for 33.33 and 66.66%, respectively

(Table 11). In contrast, treatment of | \\ ’ gan reduce the sperm plug for 50% and

pregnancy rate for 33.34% within 4 *lt Dlug and pregnancy were found after
8 wks of treatment. However, tHOSE param ers%recovered within 4 wks after
withdrawal of P. mirifica adnimtraia® L ome \.\\ & mice reated with DES for 4 and 8

wks could accept the mating#fi D pregnancy was occurred.

Moreover, the DES treated e fertile within 8 wks after

the DES withdrawal.

The average number of litter borm the freated-female mice treated with 10-PM
- ."

was similar to that of D ‘ 0

reduced at 4 wks and no “hfte g
Il ”’
However, the average numbe of htter was able to recover within 4 wks after P. mirifica

withdrawal. Femalﬁrﬂngéaa\%ﬁl E’;W‘Hﬁ ﬂ(ﬂﬁ no number of litter.

Moreover, they could ﬂxma]ly recover from the trealme and produce litter at 4 and 8

wssroes ibdlhal § N 713 T umawmaa

ayerage number of litter was

eriod of 100-PM group.
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K4 (n=6) K8 (n=6) K8P4 (n=6) K8P8 (n=6)
GROUP | Sperm Sperm Sperm Sperm
plug |Pregnancy| plug plug (Pregnancy| plug |Pregnancy
DW 3 4 3 4 5
83.33%* | 66.67% 50% |66.67% | 83.33%
10-PM 4 3 3 3
66.67% 50% 50% 50%
100-PM 2 \N 3 4 4
33.33% | 33.33% 50% |66.67%| 66.67%
DES 1 0 1 1 1
16.67% 0% 0% 16.67% | 16.67% [16.67% | 16.67%

Table 11. Sperm plug and pr

b |
mirifica and diethylstilbestro ’

fter mating with fertile male mo .“‘

Vi
PoRibd with distilled water, P.

K8P4 and K8P8 meﬁﬁgq 'l ijw e1N7

* The percent of sperflil plug and pregnanc* were calculated as the number of females found

oo AL GO WWFDN ) 1) 8

. Explanations for K4, K8,
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Group K4 K8 K8P4 | K8P8
DW 11 10 9 8
10-PM 11 8 11 11
100-PM 9 0 9 9
DES 0 0

Table 12. Average numbers g

Horn @ated—female mice mated with

untreated-male mouse. The female stilled water, P. mirifica and

diethylstilbestrol. Explanatiofi§ Tog&” e i Table7.

F’WEJ'JVIEWI?WEI"Iﬂ‘i
Qﬁﬁﬂﬂﬂimﬂﬁﬂmﬂﬁﬂ
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Effects of P. mirifica on reproductive organs and malformation of litters born form P.

mirifica-treated parents.

1. P. mirifica or DES-treated father

The body weights

increased the weight thro

sexes of 50-day pups (ovary and

males) born from P. mirifica

Cable 13).

tly higher than day-1, and

ver, the increase of body

weights of litters born from £ -and DESSre did not difference from that
: T
of DW group. No malformation” ps
T
7305 7
Group Uterus (x1 ididymis Seminal
7 (x10%) vesicle (x10?)
DW 0.581+0.002 ‘(.).063i0.000 0.777+0.001 .231+0.001 0.651+0.001
10-PM 0.582+Q0.001; m ( ,mooz 0.618+0.001
100-PM | 0.57700 0644 -+ #.003 | 0.626+0.002
DES 0.632+0.003 0.062+0.000¢ 0.785_-;0.(& 0.261 i—QOW 0.619+0.002
Y WTAaNTT

Table 13. Reldtive weights of ovary and uterus in females, and testis, epididymis and seminal
vesicles in males of the litters born form fathers treated with distilled water, P. mirifica and

diethylstilbestrol.
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Figure 30. Post-partum growth e o it S b fathers treated with distilled water,

P. mirifica and diethylstilbestrol.

* Significantly different fro _; (D < 0.05)
7
0
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2. P. mirifica or DES-treated mother

91

Similar to the results in male mice, the relative weights of reproductive organs in both

mcreased the weight through

weights of litters born from

(]

e i
1& -
O]

—4

antly higher than day-1, and

, the increase of the body

ifference from that of DW

group, but it was higher in li pLIES tre : . No malformation of pups
was found. ! g b2l '
. e
Group Uterus (x107) % Epididymis Seminal
: 10?%) vesicle (x107)
DW 0.609+0.0 5+0.000 0.638+0.001
10-PM 0.542_4_-0.001.E 0.072+0.0 +0.001 .241+0.000 0.619+0.001
100-PM 0.509+0.002 | #QQ75+0.000 0.724+0.001 0.236+0.001 0.651+0.002
DES 04% 0. 0. |1§I§7g)ooo 0.522+0.000
U
N W AN ‘N‘Hﬁﬂﬁﬂﬁﬁ

Table 14. Relative weights of ovary and uterus in females, and testis, epididymis and seminal
vesicles in males of the litters borne from mothers treated with distilled water, P. mirifica and

diethylstilbestrol.
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Figure 31. Post-partum gro ) ot Jers treated with distilled water,

P. mirifica and diethylstilbestrol. - -3 \\
* Significantly different from day- W{(p ﬂag.v’ -

pr—

* Significantly different from DW grep{8:<'0.05

® Significantly different frg ;?_,‘

‘l ¥
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