& 22k

TH E ZEE R E T EH

Efh MR A REL ks

1982 4£ 9 H; 3 (8) :

RBRE LTHEIEE (PA) B—AER i k0&,
H NaHCO, ¥5#% sc, im, ig, iv I KRAFRELEE
AR RIRR SRR, R R4St PA
AR KRR, FRINW ig WL HENRER
TER, HIBREUE G 0 B8 5,40 & 1 mg/ke,
KW ig PA 10 mg/kg qd x3d, iR
AR, PA CHERGERE M, B R 200 20 id gkt
TEAR AR BB AR i, B FIERsE. KRZEE
d 7-9 1 ig PA 10 mg/ke, 45 )5MmhEEEFHT
B, ANE:ZE R REIE Bt PA Z RGN R 2
fER.

KRR ALK GRR AL B

TR (L ZE L R FN(Pseudolarix kaem—
pferi Gorden) M (-7 5Z) HiZIE— N8
R k2t 45 5 6-(8a’~acetoxy-6~methoxy—
carbonyl-1’,2",3", 4,5, 8", 1a’,
hydroazulen-3’-yl)-la’,8-carbolactone-2-
methyl-(2E ,4E)2,4-heptadienoic acid,
%%+ 1% Z. 8 (pseudolaric acid B, PA)(™
AXAE PA WK, RAOKBOFAEEE
M.

8a’-octa—
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OhERFEEE LB 7oA, 1 200030

FERE R

PA B EA 4RI ER(EH PA
HERD, ftig. PART 5% NaHCO, (f&#k
PA %)y, f#sc, iv, im & ig,

MARNRERER KH 33917, k&
222+5D 32g, SR 2:1 4%, HHH
WBIRFT, BB THERNE 14, BiEE
KB A2 S0 A, B2 HTEIT IR
d7-9 4725, (#2555 d 6 HRR{T, PA s
sc, im K ig W ARMEHEEHER I EZEER,
(GXF ML, P<0.01). sc WHENHEE
26 mg/kg qd x38d, ig 15 mg/kg qd x3d, 10
B 1 BTk 48480, PA JRER ig 15 mg/
kg qdx3d,10 RRRAYEIR &84 (£ D).

1982 4E 2 A 4 EM% 1982 4E 3 J] 26 HE
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Table, 1 [iffects of pseudolaric acid B given on d 7-9 after mating on early pregnancy in rats,
*P\O 05 *¥*XP0.01
Medlcatlon Daily Number of rats Number of fetuses ]
o dose Pregnanc Dead lee
Vehlcle Route (mg/kg) Dosed terminatez (X+SD)
5% NaHCO, sc 0 20 2 1£1 7.9:t1.9
17 10 2% 1+2 5.0%4.1
23 10 ¥ 3+4 4.7+4.9
25 10 Qxxx 1x6 0
30 25 99% XX 65 0.5£1.6
36 27 PR et 514 0
im 0 10 2 0 7.3x4.1
40 10 1Qx*x 65 0
ig 0 20 1 0 T.1£3.9
10 15 2% 34 2.50%3,2
15 10 gxxx 6+3 0.6+1.8
30 10 10*** 6L3 0
1% CMC ig 0 20 2 0 7.0%£3.8
2.5 20 g* 3=£3 4.0+3.9
5 32 13%** TL5 4.8k4.7
10 30 9g%*x 74  0.06%0.24
15 10 10 T+4 0
20 20 20 64 0
ﬂxﬁ ERRRIEDHEIRNER ¥ Table 2. Anti-implantation and terminating

ZEE d 2-4 WIEIR KB sc PA i ig PA
A 40 mg/kg qd x3 d, {325)F d 10 B

Matr. 4A#4E5 NaHCO, g CMC %fFR4H4H
1'73 MTEHABHIRERER. £%8E d10-

, BRF PAJRE® 10 mg/kg qdx3d§
%l[:FPJU:i&iUE(P<O.01)(%z 2)

HERAKHERER

1. A RFFEXE TREL 40 RiEE
8.8%+0.4kg, THEIRW d 79 BY, 45
d 10 M6, 45 % sc fniv PA IR, &
HaF S 80-40 mg/kg qdx8d 1ff ig RE
% 40 mg/kg qd x 3 d FHE PR sc Fiv
MR,

2. HRFFRE 2 16 XN, fE
124+2kg, FEFE14d N ig PA BEK, £
%) d 6 HikFAfF. 1 mg/kg qdx8d,4 Fih
B2l RpKkit, ERANKBFETEE. 5B

mid-term pregnancy effects of pseudolaric acid B
dissolved in 5% NaHCO,; for sc or suspended in
1% CMC for ig in rats,
* P>0.05, *** P<0.01

Days after Medication Number of rats
mating  Route Daily dose Dosed r~
(mg/kg) gnant
sc 0 10 9
2—4 30 14 13*
40 10 5%
ig 0 10 9
10 10 g*
40 10 g*
sc 0 20 18
10—12 40 20 e
ig 0 10 9
10 10 0***
40 14 p*xx
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Table 3.

for sc and iv on early pregnancy in rabbits and dogs,

LEffects of pseudolaric acid B suspended in 1%

CMC for ig or dissolved in 5% NaHCO,

— _I\ilf_l_ca_t_lc_m S Number of animals Number of fetuses
. Daily — R —
Animals Route s Days Dosed Pregnancy Dead Live
(m;/kg) os¢ terminated (X+8D)
Rabbits sc 0 3 5 0 0 T+2
30 3 6 4 9+4 1+2
40 3 4 4 44 0
iv 0 3 5 0 0 T2
10 3 3 0 0 10£3
36 3 6 6 g£5- 0
ig 0 3 5 0 0 T+2
10 3 7 0 2+3 63
20 3 3 0 12 T3
40 3 5 2 242 3£3
Dogs ig 0 3 2 0 0 5+2
1 3 4 2 11 2+2
5 3 5 5 {1 0
20 1 4 4 necroses 0
30 1 1 1 necroses 0

Table 4. Estrogenic activity of pseudolaric
acid B in mice. N=10, * P>>0.05, *** P<0.01

Uterine weight

Dose
Drug /Body weight
(mg/kg) mg/g (X +£8D)
Salad oil o 0 | .-1;56;0.36—h“

 Ethynylestradiol  0.025  2.95+0,33%%%
0.05 3.304£0,39%**
0.1 4.10£0.23%%*

>Keudolaric acid B 2.5 0.9940,09*%

5 1.06:£0.15%

10 1.24£0,12%

2 F & 4 MER. FE 5 mg/kg qdx8 d,
AFER B LAWK, RIFFET. %2 58K
ig RAEW 20-30 mg/ke, FEFIR&IIET: (%
3).

PA BqRESEFMRE  EORINT I A AL
w9 /NERL B0 R, 4R 6 4L, 437 sc AR,
PR PA & 2 MHEH, qdx3d fF

BiE24h i@, FTFEEERE. RESKENL
H., EREOHRALIIM _HANTEDN
HEEASYM, W PAASKHBEAHEL, TE
BHRELHRBZEN(P>0.05),

PARERARMERWOBM  (TIHEK
RoONHEEEIEL 10 B, BPHEETFIREK
d7-9 ig HEW 10 mg/ke qd, FBEFHE
E ig CMC 0.5 ml IAE TR 47 JF4,
& d b d NRBFF KB, B0 E R EE T
—~15°C UK AR, 1fn Fh 22 W 2 SR A A S 5%
22 37 P AT S e v AT, UL 11035 B
B4 MEBAEABAPR, AERRERE
i, HUCHIZ2 AR &R PA AL
BIEERER d7, UERRERAEERE 117+51
nmol/l, VIFE#4E 1T, d 12 Z2E/KFH &k
878451 nmol/l, d 14 ¥ Z 234+129 nmol/l,
d 18 &2 185+76 nmol/l. {H3} FRALEITSE
d 14 J5 2 @/KF485: - F+%E 486422 nmol/1,
H 4375 882119 nmol/l ELE 43 (1)
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Fig 1. Effects of ig pscudolaric acid B 10 mg/
kg, qdx3d, on scrum progesterone (x=SD)
in rats

SREZRHES PARBERERMHEEXR
IR AR 80 R, 4AH 209+3¢g,4 841, A) X
W4, B) 7EIEIE d'7-9 ig PA JREIK 10 mg/
kg qd;, C)YELFIE d 7-9 ig PA JREK 10 mg/
kg qd 3T d'7-12 InZfH 5 me/rat sc, 825
d 6 HHar. ZREWIMINRMEZ2FTA R
RIS BT PA X RBE PR IER (£ 5).

PA Xt5p iR 2R 4 5 VIR KR T
FHFIE TR d8 MR 40 R, A& 225+
23g, Bp 4@, A) NinkEONFA B

Table 5. Effects of progesterone(sc ond 7-12

on interrupting early pregnancy by pseudolaric

acid B (ig on d 7-9) in rats,

Pseudolaric Proges— Number of rats

. Rats .
acid B terone bearing fetuses
osed
(mg/kg) (mg/rat) Live Dead
0 0 10 10 0
10 0 10 0 10
10 5 10 0 9
Table §. Effect of progesterone(scon d §-13)

on interrupting early pregnancy by pseudolaric
acid B (ig on d §-10) in rats,

p Pseudo- Number of
Ovari- roges” laric Rats rats bearing
ectomy terone acid B dosed fetuses
(mg/rat) —
mg/kg) Live Dead
- 0 0 10 10 0
+ 0 0 10 0 10
+ 10 0 10 T 3
+ 10 10 10 0 9

iod

Fig 2. Effects of ig pseudolaric acid B (10 mg/
kg daily ond 7-9 after mating)on embryo and dec-
idua of rats which were killed on d 12(A) and d
15(B). (A) 1) Necroses of embryonic cells; 2)

Microvascular dilation; 3) Decidua degenerated
and necrotized, (B) Almost cempletely necrosis

of decidual tissue and embryo

PIERT MBI, C) L0ERm o0 R scZaf
10 mg/rat,qd x 6 d; DYLPERB NP LLIR I sc
Zpf 10 mg/rat qd x6d J% ig PA JRER 10
mg/keg qd x8 d, ﬁIiL‘K d 14 5 e, SRR
ABA 10 REZFLH&KLE, CHIORPRE
3 BUFIR &1L, T W ARERA dEFF T IR AR
D4 10 BUIWIER &ML, WL PA 5%
ELILEREM. (£6).

PAIEZ KR M BREREHNRIER
® OEEJTHIERAR, ig 20 mg/kg
qd, FxEEdi12®d16#E, RTFFEH
10% B/RDAREE, ¥ A MEEY ) HE §
t, MEBKEERZEL, SR 2)H
.

W it

ALY RIER, PA RARHES S®
25K, %ﬂﬁﬁhﬂﬁi%i%%?“ﬁ
A, T B AR T TR T AR
R, WHZALE T BENOBKRERL, X2
PA fj—A A, PA SAERSHEHEZ
BN RAZK,  ig PA REEN R
KRR ZRRB R AR, HRR ig PA
RENS PA WK TLR B2 R0,

PA WP 40E A BRI R s i, H
MFIERSE, WEEHGG ™ E 24, Hink s
MR GIR™ &, 120 PA Bk EMy
BEGRAILE S 73, SR TS0 B 2 i A 2 5 A7



192
T B 2 AORE R R, B2 PA S
WEEH, BRANGWHERERS, BFXRS
ZEFRAR T M AT 920 FRAT RS2 86 2 1 e T iR e
d7T-9 4545, 4wl de ik, WRKRSOI
fa, miiH Z2EEBAEL YR 45 B4 T,
R PA ER R L AR, MAeRERD
TR ITIE, Kb PA B SR BiEEC
PEA SR BT 2 T R o, AU BaE
SN PR REXT BT PA BT Ze /e, (HI¥
FEWBENMENNINRES, ERETERE
R ERERRETAGRERT S
¥ZhEBRES, MEEAMEE £EA
Sk2kas, AR, mEEY
SUIBN RS Ry N NGB Eb s o R o ] it
WEOE M Z IR S RE ), W W M B
JERRI R E, HELRE TR S #E 2k
W& MG AR PA BE R ss g xt
B W SR RE I 1 L 3
MG, PR 2% WA N R Al
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ANTIFERTILITY EFFECT OF PSEUDOLARIC ACID B

WANG Wei-chen, LU Rong-fa,

ZHAO Shi-xing,

ZHU Ya——zhen

(Shanghai Institute of Materia Medica, Chinese Academy of Sciences, Shanghai 200031)

ABSTRACT Pseudolaric acid B, a novel
diterpenoid, was isolated from the root
of Pseudolarix kaempferi Gorden. Pseu-
dolaric acid B was injected sc 25 mg/kg or
ig 15 mg/kg in rats and sc 80 mg/kg or ig
40 mg/kg in rabbits daily on d 7-9 after
mating. In dogs, pseudolaric acid B was
injected ig at 5 mg/kg for 8d within 2 wks
after mating. Early pregnancies were ter-
minated in all treated animals. Pseudola~-
ric acid B was given ig 10 mg/kg daily to
10 £ rats on d 10-12 after mating. Mid-
term pregnancies of all rats were termi-

nated. However, implantation was not
prevented in rats when pseudolaric acid B
40 mg/kg was injected sc or ig daily on d
1-8 after mating. Pseudolaric acid B show—
ed no estrogenic activity, but caused se-
vere decidual hemorrhage and necrosis. It
lowered the plasma progesterone level
after d 5 of administration at antifertility
dose levels. Progesterone did not antago-
nize the effects of pseudolaric acid B on
early pregnancy in rats.

KEY WORDS pscudolaric acid B;

fertility; progesterone; decidua

anti—



