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Lack of matagenicity and teratogesicity of 16—
methylene—17a—acetoxy— 19-norprogestttone

TU  Zeng—Hong. WANG Mei—Ying. QA
Xiao—Dong, XU Wei—Bing, XU Dong—Hui
(.Shanghai Institute of Materia Medicg, Chinese Acad-
eny of Sciences. Shanghai 200031, China)

ABSTRACT 16—Methylene~17x—acetoxy—19—
norprogesterone (ST—1435) is a new antifertility
agent. ST—1435 silastic capsule was implanted sc in
the nuchal region of rats on d 6 of gestation at 73,
300, and 600 mg - kg™'. The rats were killed on d
20. In comparison with the control. the treated
groups showed no significant differences in maternal
body weights, number of corpora lutea. and the de-
velopment of embryos and fetuses. The number of
dead fetuses decreased and live fetuses increased slight-
ly. ST-1435 did not affect the frequency of
micronucleated polychromatic erythrocytes, nor in-
duce chromosoma] aberrations in cultured CHL
cells, or increase the revertants of Safmonella
typhimurium TA97, TA98, TAI0G. and-TA102 in
Ames test. The results suggested that 5T—1435 had
neither teratogenicity nor mutagenicity.

KEY WORDS norprogestercnes;  Chromosome
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MATERIALS AND METHODS
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230t 512 g, 5280+22g #H13L, 274
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RESULTS
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PR H {5 (Tab 2). SMER SR A A%
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2.1 CHL =i 2.4k T X% WE
ST—1435 ¥ CHL #ife 3 K MBF & Lg,
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22 R EMAE S Ames T 5
ICR /& sc ST-1435 -F 12,18, 36,48, 72 h %
i [R] BUEE i Bk, BRI T 3%, 5
WAL R ZE S BEEFE 72h
M CERBELES. FREQHIERSR
FHE 24 h BHA] S B ML 500, 1000, 2000 mg -
kg (ol B-FBE R, &4 ICR /MR 10
A D SRMEERITE LA T 5
R HEL(P > 0.05), TIFRERE e RI Y 48 £ 15%..
B FE £ TR S E R AR 2 e B E
#, ZW ST-1435 S HELMEER.

Tab 1. Body weight of pregnant rats and formation of embryos after sc implantation of silastic capsules containing
ST-1435 on d 6 of gestation. Plug day=d 0. Dams were killed on d 20. #=20, x £ 5. "P>0.05, “"P<0.08,
""" P < 04} vs control, silastic capsales only.

ST-1435 ¢

Body weight of dams / g Carpeora Implantation
mg - kg™ do dé di1s d 20 lutea sites
Control 261 + 13 276+ 14 3194 17 374+ 20 144427 13.4% 3.7

75 2565 17" 271 £ 23" 318+ 0° 3814 27° 147+21° 140+ 1.8"
300 252+ 18 271+ 14° 318417° 374+ 24 143436 13.4+32°
600 2561 17" 273 22° A6+ 28" 376+ 25 1421 2.0° 13.6+ 1.9
Polyglycolic 550, 91+ 270+ 15° 278+ 20" 2501 28" 139+26° 122+21"

acid
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Tab 2. Effects of sc silastic capsules containing ST—1435 on fetuses of rats. x * s *P>0.05, "TP<0.05,
***P <0.01 vs control, silastic capsules only. @ Some were sex—indistinct because of deformation.

§T-1435.7 Dams Live fetuses
' ; : bed 4
me - kg'  (Live fetuses)  MNumber 5/ 4  weight/g  Lenght/cm Resor Dea
Control 20/ 227 114242 1147113 32206 3302019 1.5+£32 0.210.7
15 20/ {269) 134£24" 1297140 255057 137020 66 -11" -

300 20/ {249; 12434 129/ 120 3441077 A37£0.247 05-1.2" -

600 20 4 (266} 1332197 130/ 136 34047 3.37+0.21° 0.2+04° -
Polyglycolic  2g /(83  29:206° @ 10+07° 31020407 8050 13204

acid

Tab 3. Chromosome aberration test of Chinese hamster lung cell line for ST—1435, mitomycin C (MMC),
cyclophsphamide (CPA). 100 metaphases were scoted from each group. b: break, f: fragmentation, p: polyploid, r:
ring, t: ranslocation, o: other aberrations.,

Expt Dru Conen / Time / Chromosome aberrations
system £ g - ml™! h Type % Score”
.o 24 o 0 -
Solvent 0.1 ml 48 b 3 _
24 bloprt 42 ++
MMC 0.2 48 bfoprt 31 +++
24 bp 3 -
— —_ il
Se ST-1435 280 48 bp 4 -
24 br 2 —
140 48 b 2 -
24 b | ~
0 43 P 2 -
Solvent™ 0.1 ml 24 o 0 -
CPA 20 24 boprt 76 +++
+5; ST-1433 280 24 P 1 -
140 24 bp 4 -
70 4 b 1 -

*—, nepative { < 4.9%); =, suspicious (3.0-9.9%). +, positive (10.0—19.9%}; ++ (20.0—49.9%); +++, { > 30% L
* *N—dimethyl formamide.

# Ames 3 . ST—1435 M 5-5000 485 ST—1435 L8 M. B 2R B L LM,
ug/ L # B ¥ TA97. TA98. TAI00, P40 ik BLER F 4 5 o AR 4 HE bE ST G H k4
TAL02 U4k, KRS, 5i4+S, LR HRFE  BHILEENM, REiFENreE, UaREG
d, By ANHE A B kA RS B P > 0.05). fEH. XAIREE RBEEMAN - -1TRB

ST-1435 LW ZET S, RIHHR AL S,
RIHARGMAREESREEFLR S, M CHL

KRB LB, sc FIEEFE 600 mg - £ B e f5 (AR FORR MU 1Y RO S 0] A S B2 By U BR
kg DLobIRERFIR V200 ERE, RE. BRS . WEBERGMOEESEER QX REAE
Giietn EIER . TEMBEEFREERE.  EHZETER. E8EHEE . ST-1435
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Inhibition of photosensitization of morin on DNA syn-
thesis of ascites bepatoma cells

ZHOU Xiu-Fang, ZHENG Rong—Liang, HUANG
Ming (Department of Biology, Lanzhou Uriversity,
Lanzhou 730008, China)

ABSTRACT Morin (0.012,0.12, 1.2, 120 ug - mI™)
significantly inhibited the DNA synthesis of ascitic
hepatoma (AH) eells. The inhibition of DNA synthe-
sis and ¢gll mortality was dependent on its concentra-
tions as well as the illumination time. Photosensi—
tization of morin was not due to 'Q,.and O, ~, but
closely related to OH  and H,0,. The mechanism
of the inhibition may be atiributed o the damage of
DNA replication templale.

KEY WORDS  morin: phototherapy: free radical
scavengers; neoplasm DNA: experimental liver
neoplasms
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