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I & (Pseudolarix kaempferi) Bf )iy 15
Fr AR — 20 A ek R, AERsiRr, R
FHELA I R 2 E AT R B AN T 2R 288, 013
KREL— K ig 193 EL 4% EDsg f11 LDy 45 50 14.5, 9.3
mg/kg 1219, 130 mg/ke, & 7R 14,1 71 15.2,
A fRECE 4.3 3.2,
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B Ac COOMe
C H COOMe
AE g R
RERM®

1. HO4E @ KRR, K 200:SD 228, A
ok, AT 3304408, HETKMNER,
JEIE 7:00am=7:00 pm, @ S 2:1 &%, 8
Fl 8:00 P )Y, WIZEZIR FHEHR L, I
A 90 W, LR f 28 &R 50 f1 40
S BEHLAY g 5 - 4 A EL L, B 10 K,
TITHRd 7, 8, 9ig 7y, #J5 d6 fRil,inx
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Tab 1. Antifertility effects of pseudolaric acids
A and B given by gavage on d 7-9 after mating

in 10 rats dosed/group, ***p<0.01 vs pseudolaric
acid A

R;\ts EDg, and 95%

Pseudolaric i

acid W8/ (K8 preonant n;:(i’?sﬁ?;;;c/ﬁ(g>

A 15,0 1
12.5 4 8.2
10.0 5
7.5 5 (5,9-11,1)
5,0 7

B 10.0 1 4.5%"
7.5 2
5.0 5 (3,3-6,1)
2.5 8

HED;, fH, £55GE 1DEE, THYERRE
7B ig 3 IRIBi R 22 EDg, K 95% B 15 FR 457l
& 8.2(5.9-11.1) mg/kg 71 4.5(3.3-6.1)mg/
kg,

2. WIRGR 40 R, A& 130+288,FIF
¥ 7-11d ig, {¥75)5 6 d fif¥l, CRITEE K
B, Bir#RERS. #2300, THEFER
60 mg/kg S5 RAMELL, AR P BN IR
fEF(P<0.01), Tt FIFE Z & 20-40 mg/kg
HHBORBEZ2ER(P<0.05 5% p<0.01).

Tab 2. Effects of pseudolaric acids A and B
on early pregnancy at d 7-11 after mating in §
hamsters dosed/group. *p>0.05, **p<0.05,

***n< 0,01 vs control

Number of fetuses Implantation

mg/(kg-d) Live Dead sites
0 9,9%+2.4 0 10,1x2,0
A 40 9,1%2,5° 0,6+0,7 9,8+2,0"
60 2.443,8""* 3.2+2.4 7.243.1*
B 20 4.,6+4.5%* 2,9+3.5 10,0+1.2*
40 0,3+0,9*** 7.6x1.5 8§.3+1,.1"
AlERELE

1. R v, ip ¢ LDy, 25 R 200 1,
fRE#H 19.3+1.48, BMLOAH. EFEEEE
Lb Bk 5 A lEd. f4 10 1R, WEAY
Ja3d NEAMIETE, & EEgT, 4HGE
3), R BRI ZBR AT /N fl— K iv i LDgo
T 95% BAER 45510 486 (430~548)mg/kg Fn
423(404-442)mg/kg, /NP 1 LDy, 2397
(347-453)mg/kg 1 316(285-351) mg/kg, /\
B iv S BLEEE, L3 ER A L, 5 min e f 2 e
Gifft, 2L MGIRA, 3k O VFR FE R EEEER,
ShE&EIkE, SLI-L7E 240 Py,

Tab 3. LDs, (mg/kg) of pseudolaric acids A
and B in mice. **p<{0.05 vs pseudolaric acid A

Pseudolaric LDy, and 95%

Route acid fiducial limits

iv A 486 (430-548)
B 423 (404—442)**

ip A 397 (347-453)
B 316 (285-351)*"




2. k f—ikig ¢y LD, Bk Fr 5%, %&b
¥ AUAE 2344318 MR KRR 110 X, 47
AROL14H, 44 10 W, HHIERmEZBER
5%01 6 4H, FIHRFELYE, —iKig, ME1
wk PR BRIGSEToE, % B, R RRK
R 25 3ok BUK LD, 2350 2 219 (193-
250)mg/kg F1 130(114-149 mg/kg(F: 4 ),
BRAE R ERATIR S, PRES,

INEEYR 7d KR 100 B, Z3ER 10 4, &4
FUEGR d 7 — K ig REEFRY R EZRBRE L
f, BAFd6 MY, BRFPREE, %L
PR LI H N S B 2P ED,, 14,5
(11.7-17.7) mg/kg 1 9.3(8.5~10.5) mg/kg,
T E LD, #1 EDgs 45 14 J7 18 20 L& 8
(F4),

Tab 4, Comparison of toxicities between pseudo-
laric acids A and B given by gavage on d 7
after mating in rats, 95¢% fiducial limits in paren-
theses, *p>0.05, ***p<{0.01 vs pseudolaric acid
A

Pseudolaric acid A B
LDg(mg/kg)  219(193-250)  130(114-149)***
ED;,(mg/kg) 14,5(11,7-17.,7) 9.3(8.5~10,.5)***
Therapeutic 15,2 14,1

index
LDs(mg/kg) 138(104-182) 84(64-110)***
ED,(mg/kg) 33(21-50) 27(22-31)"*
Safety index 4.3 3.2

iF it
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% EDy,, EDy flk, LHIBHE 510k
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Comparison of early pregnancy-terminating effect and toxicity between

pseudolaric acids A and B

WANG Wei-Cheng, LU Rong-Fa, ZHAO Shi-Xing, GU Zhi-Ping
(Shanghai Institute of Materia Medica, Chinese Academy of Sciences, Shanghai 200031)

ABSTRACT Two novel diterpenoids,
pseudolaric acids A and B, were first isolated

in China from the root of Pseudolarix kaemp-
feri Gorden. Chemically, A and B have
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the same main structure with different sub-
stituted groups at C-7, Our experimental
results indicated that the ED,, of A given

by gavage daily in rats on d 7-9 after mat-

ing was 8.2 (5.9-11.1) mg/kg and that
of B was 4.5 (3.3-6.1) mg/kg, while the
single oral ED,, of A and B given on d 7
after mating in rats were 14.5(11.7-17.7)
and 9.3 (8.5-10.5) mg/kg, respectively.
In rats the single oral LD, of A was 219
(193-250) mg/kg and that of B was 130
(114-149) mg/kg. The therapeutic indices

of A and B were 14.1 and 15.2 and the
safety indices were 4.3 and 3,2, respec-
tively. It is concluded that pseudolaric acids
A and B possess significant early pregnant-
terminating activity in rats and hamsters.
However, the antifertility activity are sig-
nificantly larger than A,

KEY WORDS pseudolaric acid A; pseudo-
laric acid B: female contraceptive agents:
lethal dose 50



