P EGEFIR

R D O B ) 155 22 T RO BB A T

REG WEZ REF AAL hmb
(PR PR D37 A IR AR, 23§ 200028)

BE FAERRrIREENRGEDITREN 54
A ER AR R A bk, MR INIT ROk BRI &
TRERE®RMEEH 0,01-10 ug/plate IFEY # B THE.
kW WE FH 72 0.1 A0 1 ug/plate I 4 B % TA 100 #1
TA 98 EFBMHETH. BB IEA 140, 210
%280 mg/kg/d T ARIEEd 7-11 43 d ig —7k., BRI
MEER 210 me/kg/d 3T KRB LTI R E S L
2.

ERE PReeh?h, BRRET B,
I/ Rk R Bmiiate HEH

SRR

Ik % % B (furapyrimidone) & 2 FF i 65 1Y
BRLEEHH, WEARKPAENERMDR
22 R S5 awWsHE R HEM. ERiGTH
HEA B R TR Em A Rk, &

BN AL YR RER B B R S E5,

1982 4F 4 H 26 HIEFRY 1982 4F 10 }5} 25 EH_%IEI
* AGIRESISEA LT NE/ AT/ ERT
L PGS I U SN R B AR 2 7

198349 H; 4 (3) :201~205

AR

T Pk T D L) A — JE B R R AL D BRARR
B R 7 4 U AR 25 3 M B AL AR S B 2
FIERZ L EHASREEFEALABRED,

AT IREREERY, TIRARMER Anes T

MABNGREE, FR LS T kR B A I R
P15 2 DD T IR /SR AR R A IO 2 bk, HEAE
KBHRRE T FE B IG .

2B ST I R

&Y wETE REES T YRS
RIS, BRRBRPEEE T RERER
PR ME AR, XERRERRL 1 %5
FHERKFRRESR ig, _

78 B4 (diethylcarbamazine) R g 5L 4125
H&, BRREHIRRL 1 %3 E RR A E
# is.

pAENELEeYy FEARERCHBEE
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Tab 1., Dose groups in teratogenicity assay(The
clinical dosage is 20 mg/kg/d x 5 for furapyrimidone
and 12 mg/kg/d x 5 for diethylcarbamazine).

Doses Test dose/

Drug Rats Clinical dose
(mg /kg/d) ingle or total)

13 140 7.0
Furapyrimidone 15 210 10.5
19 280 14,0
. 16 84 7.0
D;ethylf 14 126 10.5
carbamazine 163 14.0

Bt B 57 0 W 5 245 79 JEC A (hycanthone) 5 1
I (furapromide) fEXT F{L &4 F LT &
RS Bom et s B K B, X R g ik
RE—RKRIF AL (S-9) F k.

BBt R T &R X
(dexon) g FA{E XTI % 25 B e i B s b5 &
W prigat, mHlJ7ikR L.

B B R TIKE (Salmonella typhi-
murium) 28 55 Bk B U 5 58 25 B ik TA 100,
TA 98, TA 1535, TA 1537 §1 TA 1538 ¥5{H
Ames LIHE, FHEET BN NHREREINE
ZREHD, LrSEREHLETAFEIR
B3R, Hrh TA 100 f1 TA 1535 i SR 003% %
I E R MEEN, T TA 98, TA1537H0
TA 1538 MW/ & I 2SR R IR

B ABrshb BN RERAR.

& -

1. FEKE SRS TEE,
KR RORL B B (S-9) s S HIEKEE R
TIN5 NIE 4R (3 e Ames (£ @),

2. BeyReiE BRHEES B ERAK R
AR, H& A B X IR TR B BRE M xS
M4 (5 mg/kg/d) , # IR B4 A5 i 5 G R ) A
RXARMEL L, SABR R FRIEIT FH
ig, adx5d, 2% 3d FRE, HGEELLA
A5, T d 20 ISR B0k A8, DR TE
fask, FEla®, BRE. BHRWIRE, Rk

BATANE ., B8, 4> B3 L% Bouin’s B EE
BHEEFDEBRENERE, B—%oKkRE
95% Z B E, XM S LaTEmERER

CEBBRTE.

& ®

BERE AFELS B 0.01 ng/plate
(BILERZ £99.5cm) R 1 ug/plate 2 10 £F 3%
#, BEMEIKEER 1000 ug/plate Jy ik & —
FEWIA 3 M, HHEREEEELN XLSD,
ZXRTHEELEE2 FL EFARE, 81
BHESWIR 2-3 K, SREV, RWEmERN
TA 1535, TA 1537 1 TA 1538 ¥TGET M,
{E 3 TA 100 1 TA 98 7 51 & 45 31 25 0.1 F1
1 pug/plate FFEIRIHIAR B ELGRE 2) . 18
B4 1000 wg/plate Xf LR 5 N B B THEE
(& 3), EHRERAHT, SMAENREL
W AE I ERA I S-9 TR & v A3 T 73 2 R
MR GE4).

His* revertants/plate induced by furapy-

Tab 2,
- rimidone in 5 strains of salmonella typhimurium
(2+SD) ,
S-g mix = Doses of furapyrimidone
Strain Vol (ug/plate)*
(ml/plate) 5 4 o1 0.1 1
0 90+11 — 244442 1627193
TA00 o'y 96320 ——  325+45 1903+53
TAog O 374 32+5 366 9410
0.2 30+8 33+2 34+ 90+15
0 2241 24+4 22+1 23+ 8
TA 1835 ') 9514 28+11 2645 22+ 8
0 11+8 6+1 ©9+3 8=+1
TAIS37 o9 9%3 65+2 7+3 10%1
0 12+1 12+4 17+1 16+3
TA1S38 o 1133 744 15+7 17+4

* Bacteriostasis at 10 pg/plate.

BB R |

1. Bzt R kT Hoh  ig BT W B
BB BRI 20d RERY & 5 XNKRAM
TR EERGRS).

2. BhNEBEAs £ GYh AR
BERAER F S5 XN B AM L BETR
(P<0.01), {HnkwrERER 1 A S HIER
RENRALREREZR, SAHHAERE
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Tab 3, His* revertants/plate induced by diethylcarbamazine in the 5 strains of Salmonella typhimurium
(X +SD)
Strain S-9 mix Doses of diethlcarbamazine (ug/plate)
(ml/plate) 0 1 10 100 1000
TA 100 0 141+ 4 134+ 7 14622 135+ 14 118+19
0.2 161+ 9 178+ 14 139+£28 170£30 170+ 21
TA o8 0 30+ 3 34+ 8 28+ 8 30+ 6 28+ 4
0.2 35+ 6 35+ 8 31+ 5 335 34+5
0, 16:£38 18+ 6 15+ 38 19+ 2 18+ 4
TA 1535 0.2 19 4 7% 1 22+ 5 1% 2 18% 4
0 T+2 8 + 2 T2 512 3+ 2
TA 1537 0.2 121 2 12+ 2 12+ 4 10+ 1 6+ 2
0 9+1 12+ 5 5+ 4 T+5 10£ 3
TA 1538 0,2 Tk T+ 5 5% 3 10% 3 12+ 8
Tab 4, His* revertants/plate induced. by positive controls in TA 100 and TA 93 of Salmonella typhimurium
(X £SD)
. —_ i D
Strain Compound S-9 mix osage His* revertants/plate
(ml/plate) (ug/plate)
Control 0 184+ 7
(Spontaneous reversion) 0.1 260%21
TA 100
Aflatoxin B, 0.1 0.25 >2000
Furapromide 0 1 930199
Control o .
TA 98 (Spontaneous reversion) 0 42+12
Hycanthone 0 50 484+ 44
Tab 5, Effects of furapyrimidone and diethylcarbamazine on dam’s weight and fetus living rate
Daily Dam’s weight increase Number of R?t?’ of Rateof Rate of
— living fetal dead
Drug dose Rats £
D D (D,,-D,) implantations fetus resorp- etus
(mg/kg) 0 20 20T (%) tion(%) %)
Control 0 22 0 234+£20 333+42 104 32 165 ) 82.4 9.7 7.9
280 19 231431 350%58 119+41 135° 84,5° 5.9° 9,6°
Furapyri- 210 15  249::42 35164 102+39 152° 73.7° 7.2° 19,1°°°
midone 140 13 25763 354+91 97 +38 103° 84.5° 5.8° 9.7*
168 15 232:+34 32870 96+42 142° 77.5° 4,9° 17.6°°°
Diethyl- 126 14 242430 339+73 97+ 50 113° 69,0° 2.7° 28,3°°°
carbamazine 84 16 259+39 364152 105422 124° 92,8° 4,0° 3.2°
Dexon 5. 10 235429 332%61 97 +38 100° 42,0°°° . 17,0° 41,0°°*
* P>0,05 **t P<0,.01 ¥ +SD (In comparison with the controls)

W T RS, {[HukRE B 210 mg/ke
4, W5 B4 168 mg/kgA 5 126 mg/kgdH LR EL
WRANEREHBES TR A P<0.01)
BRI AR 210 mg/ke AFIHE IEA: 168 me/kg A
FIFE R 3 B EL T RS W A ((P<0.01); {8
BRIERERR 210 mg/kg A 5 1 B 4 168 mg/kg

4, 126 mg/kg 2], HIEBRELBEER
(£5),
3. BHHBRAFTHH 0  RABARK

BT R R ST AR BREE (0>0.05).

FHNRRNERLEOENERZRIAALE S
R%, WERESEAAEURN BRI,
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Tab 6 Effects of furapynmldone and diethylcarbamazine on development of fetal skeleton
Rate of Rate of Rate of Total rate
Daily Number Fetal Number of‘ delayed incomplete dysnfor— of involved
Drug doses of weight(g) fetuses ossifica- ossifica— pho§1s 'ske}eton
(mg/kg) fetuses 5 +SD examined tion of tion of of ribs in fetus
occipital  sternum
bone (%) (%) (%) (%)
Furapyri- 280 ‘ 114 3,8%+0,3 65 0. 29.3“ 0. 29.3.
midone 210 112 3,5%0,7 65 6.2 27,7 1,5 35.4.
140 87 3,7+0,6 50 0 18.0° 0 18,0
Diethyl- 168 110 &%ms . 65 0 6.2° 1.5 7.7°
carbamazine 120 78 8,9%0,8 46 0 6.5 0 6-5.
115 3,840,6 68 3.0° 19,1° 0 22,1
Dexon 5 42 3,4x0,6 25 24,0° 28.,0°° 24,0°° 76,0°°°
Control 0 136 3,9%+0,8 78 10,3 12,8 2,6 25,7
In comparison with the controls, * P>>0,05; ** P<0,05; *** P<0,01 ‘
BRI Rk R 280 mg/kg 4 55 210 mg/ FEEFEKYE, HHRER TR G4EKFE, 210 mg/
kg A5 EMAKBFPEFL A £ FRFEST  ke/d MEHEREE —EAORKEE, JERE

RAFP<0.05), AKEFHEANEET. L& HE
EEHRENSHRATRESE ZR. HESREK
WA s RBREE. B KERNEE RS
Mk, HURBRE#®ES R REBIIER,
WieE AR S ABASNRALRT
RE2ER, (BEHNAS X REAEE N2 RE
wWEE. I, UEBFLALFREBKRE
BRAREAIERR, WERNES. BPHELAS
WEAMNKS, PREEMELETrEIEYBE
FZREP<0.01).(£6).
FEAR D250 R £ 4 25 4R 5 o 25 IR R B IR B
SN
-3 it
Wk T BRSNS I s R in S-9 %) TA 100 &
TA 98 B HHELIER, BikER—MREHEL
REBREE, XEEEKBBREREEN;
MEBRARBEBRALERIRREADPLEE
. BEWEREREEA B SR RE RSP R R g —
SCE vl 5 R m Y 4k X i PR BER
HLXRABERITANMBEERER®,
A Pk 1 1 ) 408 gt 5 4 R O S MR R T

FRG BB B A 2R TR RAR. SH2
g AR, WESIRNEIRERLRE 2
5, (BB RERE R K , v A B R & B LR
£RPESTEREMNOR, hRE4.

Efr LEXN TS LR LAY
HHEEENE, EPALZHEAE Ames AEHE
BHEE @, H g AENMBEMAEYZEE XU EN
I R Bom B M RO O B AT B O,
HEEANANZEWUN TR MY RRER
BLSERRTE, HB B A % FIRE M
T 5 2 e HOH LA 40,

8 * X R
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MUTAGENICITY AND TERATOGENICITY OF FURAPYRIMIDONE

NI Yi- chang, SHAO Bao-ruo, ZHAN Chong-qing, XU Yue-qin, HA Shu-hua, JIAO Pei-ying

(Institute of Parasitic Diseases, Chmese Academy of Medical Sciences, Shanghai 200025)

ABSTRACT Furapyrimidone, a new effective
antifilarial agent, was studied in Salmonella/
microsome system for mutagenicity and in rats
for teratogenicity. The mutagenic effect was
quantitatively assayed on 5 histidine-requiring
strains of Salmonella typhimurium, with and
without activation by rat liver microsomes.
The concentrations tested were 0.01-10 ug/
plate. In teratogenicity assay, the drug was
given po 140, 210, 280 mg/kg, qd x5 d begin-
ning on d 7 of gestation.The results showed that
furapyrimidone exhibited a potent mutagenic

* * . %

effect on TA 100 and TA 98 at 0,1 and 1 ug/
plate, respectively. The drug increased the
number of dead fetuses and the rate of incom-
plete ossification of fetal sternum.

KEY WORDS antifilarial agents;. furapyri-
midone;  diethylcarbamazine;  Salmonella/
microsome system; teratogenicity; mutagenici~
ty '
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