-+
=)
N

BEFER 1988 4E 9 H; 9(5)

[Py A a2 e
ks, A, 2T, FO#

#F L ip HHT 2 mg/ckg-d) x 5d, sEredyy
50%. WITHE. KL, W AnNZ4E, EDTA-Na
%10 2447505 HHET B & 45 T/, RERPE IR/
¥ T, SPB50 Bk 100 mg/(kg-d)4: 3 d ig, sc

1987 46 5 12 HUZR) 1988 4F 3 J] 3 H4%3%
LR S E AR AR DR R B
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UM 2575 = 4242 BB (homoharringto-
nine, HHT){iilG AN H RIS 7236 B 782 1L
R, B, O ET P, BFikiE
TR B 80 B T2 15 HHET [9734K.
Jt, EAISELET — 258, JFREA HHT 1%
fBDEA.

FERE R

11 #EY HHT Wit N

1. LD, &9l e  R J {RE 18-22 g IEH
B A NR 40 H, @A 10 1, ip RAFE FE
HHT 5d, {525/5M %5 7d, Ji] Finney #f X
RIS B LDy, 4 1.99(1.71-2.31)mg/kg,

2. 7 #2545 HHT Bl ot 4625 69 M 0 5
5B 300 mg/kg sc, HEE:E 500 mg/kg sc,
HIEK LK 200 mg/kg sc, RIFLIN%L 4 100 mg/
kg sc, ¥IJFAZ 15 mg/kg ig, T4 H#E 50 mg/
kg sc Bi O EL 244 (SPB) 50 mg/kg ig, ip B
100 mg/kg ig, 47 BlHphzR 5 HHT 2 mg/kg ip
FATFESHANER 2 /MR, d£5d, &%
FEMEE TR, ERT7THYMEBLT
Bf, BRHFEETHE 10% /MR BT, Ha
EHHAEEIRIWIET, FHABANRD
FETo K 65-100%, ¥yigid HHT 4,

3. AL TR A Ko % HHT ¢4
MR EW QMR S4AR, k£3d4H5L
F H &(Fi (glycine), A £ R (ginsenoside)

% ¥ g% (batyl alcohol), %K W Hi(chlorpro- .

mazine) ,EDTA-Na, P} ji# (razoxane) 5t SPB;
5 HHT BR&RIA4H, 16d4 FFeaRed ip HHT
2mg/(kg-d), L4254, 1225 FWE
TdR/NRIETH. AE LW, HEEHAY
Hrp, SPB 3 fi#A 2y ZRIae BE R/ NRK
FETHs EREHIHAREENRIETHE.

SPB ¥ HHT il ¢E A Y 1

Tooab S8 Be 2 E18-228 B
BFhsk DBA/2 /NEHATIR . MoE4n s
TN MBSk A AR 1 d
SETE/NRL, MOEE, THEEE; BRKE R

Tab 1. Influence of 7 agents on toxicity of
homoharringtonine (HHT), The agents were
initiated 3 d before HHT administration, SPB.
sodium phenobarbital, % ;. mortality,

Drug (mg/kg) Route x injection Mice %

HHT (2) ipx5 38 50
Glycine (300) sCx 8 10 0
Glycine (300), HHT (2) scx 8, ipx5 10 100

SPB (100)
SPB (100), HHT (2)

scX8 10
scx8, ipx5 15

Ginsenoside (10) igx8 10 0
Ginsenoside (10), HHT (2) igx8, ipx5 10 100
Batyl alcohol(15) igx8 10 0
Batyl alcohol (15), HHT (2) igx 8, ipx5 10 80
Chlorpromazine (2) ipx 8 8 0
Chlorpromazine (2),HHT (2) ipx8, ipx5 8 75
EDTA-Na (50) sCx 8 20 0O
EDTA-Na (50), HHT (2) scx8, ipx5 19 47
Razoxane (5) SC X 8 10 0
Razoxane (5), HHT (2) scx8, ipx5 10 60
SPB (50) ipx8 18 0
SPB (50), HHT (2) ipx8, ipx5 13 15
SPB (50) igx 8 18 0
SPB (50), HHT (2) igx8, ipx5 13 8
SPB (50) SCX8 10 0
SPB (50), HHT (2) scx8, ipx5 10 0
SPB (100) igx8 23 0
SPB (100), HHT (2) igx8, ipx5 28 7

0

7

Tab 2. Effects of sodium phenobarbital (SPB)
and homoharringtonine( HHT) on antitumor activi-
ty of leukemia P 388 or Friend leukemia-bearing
mice, SPB was initiated 3 d before tumor implan-
tation andip x9d., HHT xgd, £4+SD. *p<0.05

Mice Survival

Tumor Drug (mg/kg)
time(d)
Saline 10 9.9+1.6
P 388 SPB (50) 9 10.0%+6.6
leukemia HHT (1) 10 15.24+0.9*
SPB (50), HHT (1) 10 16.7+1.2*
Saline 13 14.7%4.0
SPB (50) 10 16.0*2.6
Friend HHT (1) 10 21.3+7.9*
leukemia SPB (50), HHT (1) 10 22.3%+9.5*
HHT (0.5) 10 25.5+7.2"
SPB (50), HHT (0.5) 9 20.6+14,1

ANFLREE SRR 45 4 TN kA RS, 4
SPB (417 B Rb B B 3d, JF %4 ig ok ip Sip



Tab 3. Effects of sodium phenobarbital (SPB)
and homoharringtonine (HHT) on antitumor activ-
ity of brain tumor B 22 and Friend leukemia-
bearing mice, SPB ip or ig x 10 d and was initiated
3d before tumor implantion, HHT ip x7 d.
x£SD. *p<0.05

Tumor Drug(mg/kg) Mice Route Tumor
weight(g)

Saline 50 ip 2,0+0,4

Brain  SPB(50) 34 ip 1.940.4
tumor SPB(50), HHT(1) 34 ip, ip 1.2%0.4*
B22 HHT (1) 34 ip 1.2£0.4"
Saline 10 ip 1.8+1.,0
SPB(50) 10 ip 2.2%0.9
Friend SPB(50) 10 ig 1.3+1.1
eukemia SPB(50), HHT (1) 10 ip, ip 0.6+0.5*
SPB(50), HHT(1) 10 ig, ip 0.740.6°
HHT(1) 10 ip 0.5+0,3"*

50-100 mg(kg-d); HHT 7£ d 4 3 Mg R4
¥, &) 0.5-1 mg/(kg-d), ip 6-7d, HF
W2 Fo 3k 3, HHT XM B 22, A L #%
P 388 #1 Friend H i Bk BN SRR
B Y3, & M SPB R0 iR fEA.

2. 3F[*H]Leu #=[**S]Met £ A\ Wi &
a9 4%
2.1 RHMATE  EREER 7 d BUE P 388

= Ehrlich g7k /mfa, FMA Mk Kk X8
K, JEIELL Eagle's A HI R IR B W, it
AR, 5 T IRE R, B E 5 B A HHT 1
# 10 pmol/L, F 37°CH.#H 15, 30, 60, 120 F1
180 min J=,ip A 37 kBq [*H] Leu =k [**S]Met,
FiE 30 min, IUHSEIKEH, MIAVKA10%
TCA, REHIERBEEEKE L, #ik, HHA
5% TCA, T/KZEE& 2 1k, BTIEE, &
NI INTE BRI, In ZH 2 [N HR K (0. 4% PPO,
0.01% POPOP)F YST-78 #I 5 Zh ik N4t
AN E Bt i, 2R E 1, HHT 1umel/L
WENZ2ABRMGIER, WENMK, 1EF
HEE. HHT X8 1 7 P 388 45 g1 Ebrlich
PR A g I SR ARl {BXT 2 FER12ET
W E R 2 5, XF0°°SIMet £ A W
IEPND
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Fig 1. Effect of homoharringtonine 10 and 1

pmol/L on [3H] leucine (o, @) or [3°S] methio~
nine ( x ,[]) incorporation into leukemia P 388
cells (-—) or Ehrlich ascites carcinoma cells(——)
in vitro,

2.2 R NIRRT HEE R 7dR B LR
P 388 /N, 4y 441, &% 5ip SPB 50 mg/
kg, HHT 1 mg/kg, ip SPB 50 mg/kg Jji HHT
1 mg/kg, XML ip AR HhK, 3hiFH IR
R, PREBUKFSISmEEN, T, A
BHR—E & &%, n[°H]Leu 37 KBq/10° 4§
J, WBE 30 min JFE _EE ALE O A fE, &
B SPB 4H[*H]Leu ()% A %% 0 8£3%, HHT
4801 SPB jn HHT 483 5| HH 30 42 £10% F0 43 &
18% sl 4e . B kL SPB R M) HHT 3 fif
BB E ER A R HfER.

5} i

R LT R RIFE., TR, ARG
ST AP A Y EIEN AR
B SR RN IR Y
RIBEEE s FMSC I 2 DART O W 2% B0 H Bk i
fE B X HE RO FIE®, R HX Y
P TN, BRHE B 10% 5T
I, HAWERSIE NS, , {05 HHAT
EH, HEBMIN/NEETR, ARARELHE
M RERERR, &IVEN BB 8 TR
BXIFER®, ERIMOTED, FELEIR
fEXT 3T HHT f 8k, HHT R 5 b A Bl
B B VE O Bl o B P FE A, AR
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Herman ({4 57, A% EDTA #1751 e bt
RS RMEESEN O, EHHY
5 HHT 5/, BRAMINNRETE, LY
PUER. {EfSHERZ SPB 5 HHT [R5
%, AREBO/NRIE TR, HSPBE3AYH
T, BECEA%, LELRSIRNRIET, #HA
REOA AT PT HHT pydifk, FaERET HiER
WFBRE3G AR 25 0 (OB, O TR I 25 1 A Y
G D, Bhes 75Ty AR E HHT iy 5
YRR MAK . AF DIARSEIS 25 B R e R 2 2
M HHT 42 8t T —E KiK., ZT7E BEETE
FIEE, X HHT HAh# % mE A,

8 % x K
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Study on antidotes of homoharringtonine

CHEN Rui-Ting, LU Zhi-Xiang, CHENG Jing-Li, XU Bin
(Shanghai Institute of Materia Medica, Chinese Academy of Sciences, Shanghai 200031)

ABSTRACT 1In 38 normal mice after ip
homoharringtonine (HHT) 2 mg/(kg-d)
x 5 d with the observation period of 7 d,
about 509 of mice died. HHT in combina-
tion with glycine or monoammonium gly-
cyrrhizinate (MAG), batyl alcohol cepharan-
thine, astragalus polysaccharides (APS),
polysaccharides of Acanthopanax senticosus
(PAS), ginsenoside, chlorpromazine increas-
ed the mortality of mice. EDTA-Na and
razoxane had no influence on the toxicity
of HHT.

HHT and sodium phenobarbital (SPB)
injected simultaneously to mice also increas-
ed the mortality of mice. When SPB was
administrated 3 d before HHT, the toxicity
of HHT diminished. This regimen showed
no marked influence on the antitumor activ-
ity of HHT at the dosage of 1 mg/kg.

KEY WORDS homoharringtonine; pheno-
barbital; brain neoplasm: leukemia P388:
antidotes



