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Antifertility effects of mifepristone and epostane alone
and in combination in rats

LIU Chang-Guan, LIN Zhong-Ming. LI Wei-Kang,
WU Xiao-Yun, WANG Zhong-Xing, XUE Tao, XU
Rui-Ying (Shanghai Institute of Planned Parenthood
Research, Shanghar 200032, China)

ABSTRACT A complete interceptive action on preg-
nancy was shown after ig mifepristone {(RU-486) 16
mg-kg ™" or epostane 96 mg-kg~'on d 10 of pregnancy
The ig ED {953 fiducial limits} of RU-486
when given alone and in combination with epostane 12
mg +kg ' were found to be 7.8 (5.3—10.0) and 2.6
(2.0—3.3) mgrkg ', respectively (P<0.05), while
those of epostane when given alone and in combination
with RU-486 4 mg-kg ! were 25.5 {19.4—33.6) and
5.6 {4.7—7.4) mg kg™, respectively (P <0.05).
An absorption promotor, sodium dodeeyl sulfate 24

10 rats.

mg kg~'ig, when given in combination with RU-486 8
mg kg~ or epostane 24 mg-kg™',

interceptive acton on pregnancy.

induced complete
Levels of plasma
progesterone declined significantly when epostane 12

! was given in combination with RU-486 4

mg kg~
mg-kg™" as compared with epostane 12 mg-kg ' alone
(P <0.05).

therapy was of benefit both to RU-486 and epostane in

Results showed that drug combination
their interceptive actions.

KEY WORDS mifepristone; androstenols; combina-
ton drug therapy; female contraceptive agents

WY KHEE%d 10, RU-48 A XY Epo 12
mg kg™ S HE ig P A H ED. (354 a5 A 51 K
7.8 {(5.3—10.00 %26 (20—3.3)mg kg (P
0.05): Epo M 5 5 RU-486 4 mg-kg ' & B ig ¥
£ H ED (95 a5 B 425.5 (19.4—33. 60 &
5.1 (4.7 — 7.4) mg-kg ' (P<C0.05). Epo 12
mg kg ' 5 RU-486 4 mg kg ' 2 I, M3 TWAKF
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TREFRHCHA Epo 12 mg kg 'BAE P B F.

WA CRAEFIME, SREEME AW, KHE
Fy

ap——

3 JE &) B (mifepristone, RU-486) 35 243
RGN . MATFREKRFARZERRTY, H
ZHERME0-T0%TY. BEEELHE sul-
prostone )4 HAt, T &R EETAS Y. B
& 7] tH (epostane, Epo) 305 & B = 810 #
il KK, RO HEFH BRI RE
A, BHEMFIEREKR, WK L2
B IR R4, R ¥ RU-486H Epo
SHER. A REELSEERRY, 57
. MEBERE, MRS T RS
£ (sodium dodecyl sulfate, SD)EE{EH 25 7
Baki HE R IR Uk, & RU-486 % Epo By # 5 .,
BEEMA SD, o] — RS EMINTR
X FEEHIT RU-486H Epo A E, WKRH
ILZERAMMEZRFAORER, UEENS SD
EHEMIEZRER.

MATERIALS AND METHODS

B RU-B6HEFEFFUEFHARALR
EoR, HFEN9Y . mp 194—196'C. Epo i LEE
AT UHMARSRESE, BE RO, mp 174 —
175C. SD i FEATIMRREMHESR. RU-
436, Epo R SD # B RZTHFMP ZFHIEHH
WHO RIA Reagent Programme 7= 8.

whi Y H¥, R Sprague-Dawley £ KR
(EEH200+:8g)RICR £ pRUEER25x3 0|
3% & 9 SIPPR-BK ZRIMER A AHE. SHIE
BRI AP EENRIERGSS RB6ES, 109
(ERE). HACURBERAR, RRAEFHLE
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FiERd L. FAEE2:LESLBEE., £RAER
FaFEhiERd 1. dikd cRIKRE, WENERS,
BESE 4 raes, £ bR BT,

RU-48sH/ BRI E SR

1 BrsoRudtR/NR, H ¥La o4t i d - u
B, BHAL0H. FigtRd 6. & d 25 ig RU-486
0.25, 0.5, 1, 2mg-keg ' RFFRIEM, EHE3IJ I
iR d 6B R, TR .

2 WSORMKRAR, EtRd 6i2. 44 4 Hig RU-
486 0.5, 1. 2, 4, 8 mg-kg ' RAFERAEM, EE3 d,
HUR d Lol . ISRk TaHE.

3 WeoREtRKR. 45 EEaA L Ra.
BHIOR. FiEtrd 108K ig REF By RU-48650
LHEREM, KA 165%% . % Finney it W HF &
H EDx- ’

Epo HAREIESER BSoHERKE, 45
A, HHI0R., FiEikd 10, SR REK ig £ F# RE
Epo. {E¥c d 16888, HF -8 8 Epo I9H A H EDg.

RU-4865 Epo & F AN R e FRR
IO RERA R, 4%108, HB4HI0H, Fidk d 10
#9:00—10:00 ig Epo, [ X#15:00—16:00 ig RU-
486. H P54, Epo A BEE N2 mgrkg™'s M
RU-486RTFH BMEFHIER2M. ¥ L, 55 Epo
12 mg-hg ‘S AN . RUASH I = H EDso. 5 5
4. RU-486 63 B & iE ¥4 mg+keg™', T Epo W &
MiEFIE A ¥ EE. KBS RU-186 4 mg-kg™!?
& Het, Epo ¥4 H EDse. 5525 R Tab 2.

RU-486 % Epo 7585 SD &3¢ H#RTERiLR
W3 DERACR. X238, FHI0H, 45 ig: RU-
486 4 mg+kg™'+5D 24 mg-kg™'; RU-486 8 mg kg’
+5D 24 mg-kg™'; Epo 24 mg-kg™'4+8D 24 mg-kg~'.

INRSBRPMNE RERKHEAOH, 5554, &
#Had, FiEiwd 10, 49 ig: 1) Epo 12 mg-kg™': 2)
Epc 12 mg*kg '+ RU-486 4 mg-kg™'; 3> Epo 24
mg+kg™'s 4) Epo 24 mg+kg™'+RU-486 4 mg-kg™';

5) M- TEWA10.d12.d14% d 16, MEHK
i, HFRFE. HRIAWEET, MeEHOEZ
BAR.

RESULTS

RU-ass /DR AKBREETRE ik

PEAKBRTHERd 6. Fdig TEMEMN
RU-486, #EZE3 d, RN Tab 1. #HIRKE
FiEtk d 10, ¥ ig REFIEE RU-486.
FLHEE ED (95X Al FFRYH7.8 (5.3—10. 0)
mg kg™ (Tab 2).

Tab 1. Antifertilily effects of RU-d486ig on d 6— 8 of

pregnancy in mice and rats. n=10. ¥+s. “P>0.05,
“P<70. 01 s control.
- Animals Viable
Dose /mg kg™ pregnant fetuses
Mouse
- 10 11.8+1.5
0. 25 g 1¢. 1+2. ¢
0.5 7 § 2462
1 8 7.5+6. 1
2 0 o
Rat
- 10 12.8+2.0
Q.5 10 1182 4
1 9 10.1+3. 3
2 8 9. 5165
i 1 2.845.
8 0 o

Epo HXRBNLEBFER EHEARTER
d 10, B¥X ig FEF RN Epo, HHETF EDs
(95% u] fZPR Y #25.5 (19.4—33.6) mg ~kg ™
{Tab 2).

RU-4865 Epo S H AHM KB MNN4ERE
I 24 RU-4865 Epo 12 mg kg™ ' & F KT,
HAi4H ED, (95% W{ER>42.6 (2.0—3.3)
mg-kg™', 55 RU-486M$HL 4 & ED, i H..
HBEHER(P<0.05). 24 Epo 5 RU-486
1 mg-kg'FHE . HAEE ED(95%T {F
FBEYH5.6 €4.7—7.4) mg-kg™'. 58 Epo
P EET ED M. A EEFEH#HZER(P<
0.05) (Tab 2.

RU-486%0 Epo 4515 SD &3 MM &
HER SHRAKRTHEHIRL 10, % ig 1
RU-486 4 mg+kg '+3D 24 mg-kg™"; 2) RU-
486 8 mg kg ' 48D 24 mg-kpg™'; 3) Epo 24
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mg-kg ' +SD 24 mgkg . WA AXR TS
[0

Tab 2. Intragasiric EDg, of RU-486 and epostane ad-
minisiered alone and in combination on 4 10 of preg-
pancy in rats. n=10. ¥+s5 "P<0.05 s RU-486
alone. *P<I(. 05 vs epostape alone.

ED., 8. 95%

Dose /mg kg™ Rars  fducial limits/
pregnant 1
mg +kg
— 10
RU-486
1 10
2 9 7.8
4 8 (5.3—10.0)
B 6
16 o
Epostane
& 10
12 9 25.5
24 8 (19. 4 33. 6)
48 1
96 0
RU-486 + Epostane
2.5 12 10
1 12 9 2.6
2 12 9 (2. 0— 3. 3)
4 12 1
3 12 B
4 1.5 10
o
i ) 5.6
. 15 h (4. 7—7. 4}
4 24 0

MM3FFPFIME Epo 12824 mg-kg?,
& 5 RU-486 4 mg-kg " & AW, HIMK R
K-+ W B R A R (P<<0. 05) (Fig 1).

DISCUSSION

RU-486f1 Epo E MR AR L HFHE
MMEETER. ATESENATER, BREH
B, RIMEENGHER. B THENSE.
B a3 ] RU-486%1 Epo i, A4 M

350 M_,Co_m.r&——'—?

Epo l2mg« kg™ |

250

Epe 12mg - kg™ '+ RU—486 4mp « kg™
200 1

w
=]

g

| |
Epo 24mg « kg”'+ RU—486 4 mg - kg™ 1] |
i ) 1%
Day of pregnancy

Progesterang in plasma / nmel = L7

%
sl

Fig 1. Plasma progesterone after ig epostane alone
and in combination with RU/-486 on d 10 of pregnancy
in rats. n=8, xts. " P<0.05 vr Epe 12 mg kg™’
alone. ' P>>¢0.05. " P<{0.05 vs Epo 24 mg kg’
alone.

HEAEREMNAAHENBLYASEHE.
B F Epo By B FHF R AR d 1011, 7E
LIRS ESE, ENREFEASAR
. BEHE, FRERMNEFETRI 10FEH
SR ETE. RU-486EEHERTFEA
FRANE. SERBHHSZE, AT
WG YE . BEIE R A BESESS. Epo BI-BEEM
SEMEGH., CHEHN T ZORRmEE LN EE.
£ I 3% ZR R T R 4 1k iE k. AT, §TE
MWERTREREEAR. ATRITEZERE
BIYER . BT Epo A4 2hud ML HEFES: 00—
10:00. T RU-4860Y & 258 ) -2 HE7E F] XY
15:00—16:00. —F ZH£FH 6 h &Y [A] f3.
Snyder Y& Epo il ZK E2F{k &4
Bt ZH Epo {284 h 4525, HLFBTSAZHER
FfE BOHBESMMNMEE. RU-486 4
mg-kg ™' Epo 12 mp-kg ' TERMBIHAT, H
HEFEAHSRARSEE=R. HEA]
S5 FFEFEA Epo f RU-486 & MbBt, 14
7] B B FE K Epo #1 RU-486RY 4 H ED.» ik
H_EAHERHEIMEERN". SDASX
AL EFER. (BERBIEH RU-486%1 Epo £
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ABSTRACT To probe into the effect of spermidine on
chloroquine (Chl} uptake by P berghei and its role of
Chl-resistance, mice infected with Chl sensitive strain
(CS) of P berghei were given Chl 20 mg +kg™' ig com-
bined with spermidine (Spe) 42 mg- kg™ ip.
found that 3 and 16 h after combined administration,

It was
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Chl guantity uptaken by the parasites was reduced
respectively by 59. 6% and 53. 8% in comparison with
that in the Chl group. However, there was no differ-
ence in parasitaemia between Chl group (2.3+ 1.0)
and Chl-Spe group (1. 7+1. 07, whereas the untreated
control group remained a parasitaemia of 36+9. The
authors deemed that Chl resistance is not merely
attributed to the insufficient quantity of Chl in the Chl
resistant parasites. the change in the sensiuvity to Chl
of Chl resistant parasites and the role of Spe in Chl
resistance production should also be taken into consid-
eration.

KEY WORDS chloroquine; spermidine; Plasmodtum

Abergkeia combination drug therapy

ME CEEEHKEgERCSEERig K20
mg kg B A 42 me kg 'S53 h 516 h. mlﬁﬁ
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