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B E. ARt K R F AR, KA 150, 300 F= 600 mg/kg 71 &5 %1% SD K R
B (i) & T &Mk, &0 1Kk, £44% 48, BRARXIANFERAFRTHERL, FHL
FRRERER T, TRAES | RA%E 15 R AL SD KR, HldE i, fifA ik
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Toxicity of forchlorfenuron for four-week oral administration in SD rats

PING Li, QIAN Renyun, HONG Yawen, CHEN Chao, ZHU Difeng’
(Center for Drug Safety Evaluation and Research, Zhejiang University, Hangzhou 310058, China)

Abstract: To study the toxic effects of forchlorfenuron in SD rats, rats were given forchlorfenuron daily
at the dose of 150, 300 and 600 mg/kg for 4 weeks by oral administration. The general state and death of
rats were observed daily, and the body mass and food intake were recorded weekly. Rats were sacrificed
on either the 1st or 15th day after drug withdrawal. Serum biochemical indexes and coagulation
parameters were measured. The major organ indexes were determined and histopathology was detected.

The results showed that: there was no significant effect of forchlorfenuron on body mass on food intake,
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on blood routine and on parameters of blood coagulation of rats for four-week oral administration. On
1st day after drug withdrawal, compared with solvent control group, the urea nitrogen and creatinine of
the male rats in the forchlorfenuron 300 mg/kg and above group were significantly increased (P < 0.05),
and the blood glucose levels in the 600 mg/kg dose group were also increased (P < 0.05). The urea
nitrogen, creatinine, and blood glucose of male rats in the 600 mg/kg treatment group were respectively
1.9, 1.6 and 1.3 times higher than those in the control group. The kidney coefficients of female and male
rats in 300 mg/kg and above treatment group were significantly increased (P < 0.05), in which the
kidney coefficients of the female and male rats in the 300 mg/kg treatment group were 1.2 and 1.1 times
higher than those in the control group respectively, the kidney coefficients of the female and male rats in
the 600 mg/kg treatment group were 1.4 and 1.1 times higher than those in the control group
respectively. The liver coefficient of the female rats in the 300 and 600 mg/kg treatment group were
significantly increased (P < 0.01), which were 1.3 and 1.9 times higher than those in the control group
respectively .The pathological histologic changes of the kidney were shown in the pathological section.
The main manifestations were mild renal tubular atrophy, obvious leucotype, transparent tube type,
interstitial inflammatory cell infiltration, and renal tubular expansion. On the 15th day, the symptoms of
toxicity were recovered. SD rats were administered with forchlorfenuron for 4 weeks, it shows that there
was significant renal toxicity at a dose of 600 mg/kg and a mild renal toxicity at a dose of 300 mg/kg,
and the main toxic target organ may be the kidney. No obvious toxic reaction dose of forchlorfenuron

was 150 mg/kg dose.
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1.1.1  Z# Fak 7 99% &R (forchlorfenuron)
Ji 25 B £ K Bio Basic Inc A& 2 4t (fit 5.
20121103), AT 0.5% ¥ AL 47 48 =8
(CMC-Na) R ECH] % 15+ 30 & 60 mg/mL 5
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Table 1  Effect of forchlorfenuron on body mass of rats
BRI 5 P& Body mass/g
Sex Dose/(mg/kg) 0d 7d 14d 21d 284
HEE TR R 232.3+13.0 2029+ 172 350.3 +24.7 395.9 +32.1 426.2 +40.6
Male Solvent control
150 228.4+175 286.0 = 20.8 341.8 £25.1 385.5+315 411.8 +35.0
300 226.8+15.0 287.7+213 335.8 +24.0 377.4+32.4 405.8+37.6
600 2273+17.2 286.1 +23.8 3429 +33.1 388.1 +44.0 420.0 + 54.1
HfE P aSnlbagict 190.3+7.6 213.5+11.0 236.5+15.6 259.6+18.2 277.7+18.4
Female Solvent control
150 1843+7.9 209.0+9.2 2283 +10.8 248.4 +14.0 2642+ 11.7
300 186.3 +8.7 210.0+ 10.9 2294+ 126 243.6+ 13.7 260.6+ 13.5
600 189.4+54 2113+11.8 2326+ 14.8 2513+17.7 259.2+22.6

e RAPEIEATIE £ FHEZE, S (n)= 10, EFIXTBALS T 10 mL/kg CMC-Na, ZiIALERH 737125 T 150, 300 F1 600 mg/kg H)EL
Mk, &H 1R, ELEAEL 4. SERSIBALLEL, A BH R A5 8T 5% AL (P> 0.05).

Note: The data in the table are the mean + standard deviation, the number of animals (n) = 10. Rats in solvent control group were ig given CMC-Na
10 mL/kg, and rats in treatment groups were ig given forchlorfenuron 150, 300 and 600 mg/kg, once daily for 4 weeks. There was no significant change in

body mass of the treatment group compared with the solvent control group (P > 0.05).

x2 SR ARBRRERRN

Table 2 Effect of forchlorfenuron on food intake in rats

53 Fiilk=s % & Food intake/g
Sex Dose/(mg/kg) 7d 14d 214 284
Tt AN R 23.9+0.7 262423 28.5+3.5 26.1+3.5
Male Solvent control
150 234+03 242 +0.0 28.0+0.6 26.1+1.0
300 242+03 23.7+0.7 269+ 1.6 24.7+0.7
600 232403 245404 27.6 0.0 27.8+ 1.1
12k pesilbagict 158423 18.0+4.2 20.4+0.6 185+ 1.8
Female Solvent control
150 157+1.0 158+1.1 205+ 1.3 17.8+£2.0
300 14.1+0.7 157413 19.5+1.8 173433
600 147+ 1.0 17.0+0.8 183+0.7 173404

T WX HALLS T 10 mL/kg CMC-Na, Z7I4LBEAH 43 145 T 150 300 #1600 mg/kg ISMENR, AEH 19K, L4254 . SEFIXIRA
B, #ARARERTEEMLAZL (P>0.05).
Note: Rats in solvent control group were ig given CMC-Na 10 mL/kg, and rats in treatment groups were ig given forchlorfenuron 150, 300 and

600 mg/kg, once daily for 4 weeks. There was no significant change in food intake of the treatment group compared with the solvent control group (P > 0.05).

M HEMERR M A4l (WBC). /MR (PLT).
ML E (HGB) &5 ML A8 A5 -5 ¥ 7510 IR 20 b
BT R FEIEZRE (P> 0.05), BN IR K B
FIJG B 2 5
2.4 SMEERRT AR MIEE K IEFRAI ST
FHEHE 1R, SR RAE, Sk
300 mg/kg S LA b7 e Ak 3 A A K BT R 2R RN
LEF & 28 2T m (P < 0.05), Hd, 600 mg/kg
AN & 2R E = (P <0.001), Hixd
I FE B B TF R (P < 0.05), HAth AR FR 5%
AR RATREMEER R5). F4EH 15K,
L A b, Stk 150~300 mg/kg b2

ZH e K BRUVURR B IR WS T 5 (P < 0.05), {HAZAK,
W B/ o FL AR & IR A U 25 A [R) 8 1 A
5, 5HEANBHANBTLREEES (£ 6).
2.5 SRR A FRUE MR FRAYSZ MR

GRNE T FHEE 1 RFE 15K, #E.
T R B A0 7 B LV G B[] (APTT) S i if il
JEINFTA) (PT) &5 MLk £ b 5 ¥ 77 0] B 20 b AL O
FMHZER (P> 0.05).
2.6 SRR KRR AL ER R RIS

AR 1R, SR BALLE, Atk
300 mg/kg A PA b 754 K BRI R AR 0 R
(P<0.05), Hr, 600 mg/kg 7 & ALMEE A BB IF
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Table 3  Effect of forchlorfenuron on blood routine index in rats on 1st day after drug withdrawal

1% 445 Blood routine index

el ﬁ”% g 4 3 4 A T
Sex Dose/(mg/kg)  H4IARAL EPE:‘*M'HE@ WE—EQHH@ qﬁ'j%,ﬁﬂ}ﬂ MERRAA ”E.j)ﬁ/Z,FHE@ ZL20 i S 5L
WEBC. x10°L RN RN Epadaa g [Epd REC. x10°7L,
’ NEUT/% LYMPH/% MONO/% EOS/% BASO/% ’
e IR 55+1.5 11.5+3.1 84.4+3.6 21405 0.8+0.5 0.4+0.1 77403
Male Solvent control
150 65+1.3 84+32 87.8+3.4 20+04 0.6+0.3 0.4+0.1 74405
300 58+1.9 10.7+4.9 85.6+5.0 1.8+0.3 0.6+0.2 03+0.0 75+04
600 6.0+2.3 10.5+2.0 853+2.7 20+0.6 0.9+0.3 0.4+02 77405
MEPE VAR 39+15 10.4 +4.0 86.1+3.9 1.7+0.3 0.7+02 0.4+0.1 7.1+0.5
Female Solvent control
150 34+12 13.4+4.7 82.3+5.6 22413 1.0+04 0.4+0.1 7.0+0.2
300 50+0.8 10.6+4.9 85.7+5.0 1.8+0.3 0.7+0.2 03+0.0 75+04
600 32+0.7 9.6+5.9 87.0+6.9 1.4+06 1.0+0.7 0.4+0.1 7.1+04
1% #FE45 Blood routine index
TE biilis S5 4T Y] S AT (L4 SE A [fr & R 4T 4
Sex  Dose/(mg/kg) If 415 2L A ?iﬁfﬁ%&lﬂﬁ@ * ’J[ﬂl IE A JH”]%,;,I& A /RS E H'{j;,]%,(ﬁi]ﬁ@.
HGB/(g/dL) HCT/% 7 ~ PLT, x10°/L 5
MCV/fL MCH/Pg MCHC/(g/dL) RETIC, x10°%/L
Y AR 143+0.6 433+ 1.6 56.5+1.6 18.5+0.5 328+1.2 1218.7+52.0  247.6+49.1
Male Solvent control
150 13.7+0.6 41218 55.6+3.2 18.5+0.9 33.3+0.8 12243+150.8 263.5+463
300 13.9+0.8 41.8+2.1 555+2.4 18.5+0.4 333+ 1.1 1171.0£59.8  229.4+222
600 14.1£0.7 422+25 545+1.4 18.3+0.5 33.6+1.0 12463+555  2458+41.1
WMEPE VIR 13.1£0.5 392+1.6 554+2.7 18.6+0.5 33.7+1.0 1227.7+1144  207.2+489
Female Solvent control
150 13.1+06 393+1.0 55.0+2.2 18.8+0.8 341+1.0 12725757  205.4+23.7
300 13.9+0.8 41.8+2.1 55.7+2.1 18.5+0.4 333+1.1 12062+834  2292+22.1
600 133405 39.1+1.7 554+18 18.9+0.6 34.1+09 277.2 £ 145.1 243.8 +56.7

e WIS T 10 mL/kg CMC-Na, Z71I4LBRZH 53 145 T 150 300 F1 600 mg/kg MISUMAR, H 1K, LA 4/, x+s, n=5. 5§
VAR B L A b B A 1) L 8RR B G B2 1AL (P > 0.05)

Note: Rats in solvent control group were ig given CMC-Na 10 mL/kg, and rats in treatment groups were ig given forchlorfenuron 150, 300 and
600 mg/kg, once daily for 4 weeks. x +s, n=>5. There was no significant change in blood routine index of the treatment group compared with the solvent
control group (P > 0.05).

T4 FHE 15 REMIRS AR M E eI

Table 4 Effect of forchlorfenuron on blood routine index in rats on 15th day after drug withdrawal

1% FFEAR Blood routine index

P Piili=s A o . N
- P4 e %4 52 KETY -
Sex  Doselmgke) A2 *%2\55@ S ﬁg;j\ﬂigﬂ e e 41 4 K
WBC, x10°L NEUT/% LYMPH/% MONO/% EOS/% BASO/% RBC, x10°/L
HetE IR 5.6+2.0 10.8+0.5 85.1+1.0 22402 1.0+£0.5 0.5+0.2 8.1+09
Male Solvent control
150 62+0.7 12.8+4.7 81.7+6.4 35+1.4 0.9+0.4 0.5+0.1 7.6£09
300 6.5+2.0 10.7+3.3 85.1+3.7 28+03 0.8+0.4 0.4+02 7.9+04
600 56+12 9817 85.7+2.0 3.0£06 0.5+0.1 0.5+02 7.7+0.7
M TR 45+18 12.9+5.0 82.8+53 24403 0.9+04 0.4+0.1 73+04
Female Solvent control
150 45+13 129+52 82.8+5.0 24+£05 0.9+0.4 0.4+0.1 73+04
300 32+08 11.1+3.6 84.2+3.7 3.0£05 0.7+0.4 0.5+0.2 7.0+£04
600 35406 103+4.7 84.4+42 28+05 1.1+05 0.6+0.2 7.1+04

1% # 647 Blood routine index

P 531 Tl ¥ S AT (L 4T R R 4T 4
Sex Doselmgkg) M ampEs  Egampen T OORLER THIEER g e FALERR
0, 9
HGB/(g/dL) HCT/% MCV/fL MCH Pg MCHC/(g/dL) PLT X10L  perie, xiooL

e IR 145+13 445452 55.0+2.8 17.8+ 0.6 325+ 1.0 1087.5+180.0  209.9+25.9
Male Solvent control

150 143+0.5 42.5+3.1 56.5+2.4 19.0+ 1.6 33.8+22 11773+1712  208.0+29.8

300 14.0+0.0 43.0+1.7 548+15 17.9+0.5 32.8+05 1085.8+59.5 2453 +37.2

600 143+0.5 435+29 56.3+3.0 18.6 £ 0.9 333+1.3 1261.3+£78.6 218.5+31.4
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Table 4 (Continued)
1% #6475 Blood routine index
'H:?]'J ??'J% S A 4] SZ bA SIZ A e 4
Sex  Dose/(mg/kg) IMLIEH 2140 R AR ﬁ:i%%aﬂﬂﬂ q:l/Jﬂﬂig_ﬁ A %:l/J%%% A RN TOsE ¢ |*>‘Hj§flﬁﬁ1ﬂﬂ
HGB/(g/dL) HCT/% 7 Rles =~ PLT, x10°%/L k )
MCV/fL MCH/Pg MCHC/(g/dL) RETIC, x10°L
WM IR IR 13.5+05 414422 56.5+1.0 18.5+0.7 32.8+1.3 1 008.8 +204.5 218.8+9.7
Female Solvent control
150 13.5+0.6 41421 56.5+0.6 18.5+0.7 32.8+13 1008.8 +202.1 218.8+8.0
300 125£0.6 39.0+1.8 56.3+0.5 18.5+0.6 325+1.0 1198.5+157.5  227.6+36.1
600 13.4+0.7 402+ 1.8 56.3+0.9 18.7+0.6 33.0+0.8 1109.0+131.7  216.3+45.6

A X IRZESS T 10 mL/kg CMC-Na, Zi7AbFR4H 5 5145 T 150, 300 F1 600 mg/kg i

TERIS MR AL L 5 2% A HRLAEL P i 5 AR T S 25 AR 4K (P> 0.05).

Note:

600 mg/kg, once daily for 4 weeks.

control group (P > 0.05).

x5 =4

SR, BEH 1K,

&5 1 RERLARRS KRR M5 & (LR FRAIF200

BEGY AR, x5, n=5. 5§

Rats in solvent control group were ig given CMC-Na 10 mL/kg, and rats in treatment groups were ig given forchlorfenuron 150, 300 and

x+s, n=>5. There was no significant change in blood routine index of the treatment group compared with the solvent

Table 5 Effect of forchlorfenuron on parameters of blood biochemistry index in rats on 1st day after drug withdrawal

1i& 4438 4% Blood biochemistry index

P i P s
Sex  Doselmghkg)  MEH I WA AT AR IS E BB
TP/(g/L) ALB/(g/L) ALT/(U/L) AST/(U/L) TBIL/(umol/L) ALP/(mmol/L)
TV peesnlbagict 557+19 384+1.6 449493 132.3+33.8 1.5+1.1 139.3 +20.0
Male Solvent control
150 56.0+1.5 39.1+1.2 45.6+£18.6 122.0 +£26.1 1.8+0.5 152.2+37.9
300 55.6+1.7 37.9+1.0 52.1+5.7 132.0+£27.6 1.7+1.1 110.8 £9.0
600 549+2.8 38.3+2.1 55.4+16.7 135.7+22.7 1.4+0.6 117.8 +30.6
e peesnlbogict 56.8+0.9 408+ 1.5 42851 1158+ 16.6 2.6+0.6 750+ 14.0
Female  Solvent control
150 58.1+29 41.9+2.6 39.7+7.0 117.2+£229 20+1.0 75.8+11.6
300 554+13 383+ 1.4 48.3 +8.1 129.3 £30.0 2.0+0.9 98.5+26.3
600 589+32 42.6=1.9 404+53 1124 +43 2.1+1.6 60.5+15.0
- 17 A= 4L 647 Blood biochemistry index
5 Fallkis p —— - ——
Sex Dose/(mg/kg) JREA WL ik Hih =M S D[] JUURR Tt 2 8 it
Bun/(pmol/L) CREA/(g/L) GLU/(g/L) TG/(mmol/L) TCHOL/(pmol/L) CK/(g/L)
TV s nlbagic) 65+08 38.2+6.1 9.1+12 03+0.2 12+0.2 1006.5 +231.7
Male Solvent control
150 6.3+0.9 37.8+4.8 11.6+1.9 03+0.1 1.4+03 1020.0 +265.0
300 7.9+0.7 50.0 8.0 9.7+1.9 03+0.2 1.1+£04 1015.3 £260.8
600 124+4.6" 60.8+6.7" 12.0£2.2° 0.4+0.1 1.1+0.2 964.3 +248.7
e peesnlbagict 7.8+09 39.0+2.9 8.6+2.0 0.3+0.1 1.5+04 870.5 £ 326.4
Female  Solvent control
150 77+12 40.3+6.6 83+0.8 03+0.1 1.3+0.2 855.0 +366.6
300 7.8+0.8 49.5+8.9 93+1.8 03+0.2 1.3+03 976.8 £299.5
600 7.7+1.5 41.0+4.6 94+1.5 03+0.1 1.5+0.5 622.2+943
W B IRALZS T 10 mL/kg CMC-Na, 24740 ER 415 5145 T 150, 300 Fl 600 mg/kg FIAMEAR, SH 1K, EELZH 4, x+s, n=5. 5
TEFIXT AL, P <0.05, “P<0.01, P <0.001,
Note: Rats in solvent control group were ig given CMC-Na 10 mL/kg, and rats in treatment groups were ig given forchlorfenuron 150, 300 and

600 mg/kg, once daily for 4 weeks.

RE R E TS (P<0.001); SR 300 mg/kg K
DA b 770 8 4 K BRUFF I R AU 2 T+ (P < 0.01)
(% 8). 1FHH 15K,
PER R B ERZOH BT & (P <0.05),

x=+s, n=25. Compared with the solvent control group,

SR 600 mg/kg 71 2H M

HARMER

#

'P<0.05,

"P<0.

01, "™P<0.001.

HEHFIBATHEZESR (K 9).
2.7 SRR KRR B RR R IR 4R R R RN
2 @M IR E SR
(600 mg/kg) 41 6 X

BY 4 1

KE (6/10,

=,

i 7 2

Ja

e, 3 Hf
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Table 6 Effect of forchlorfenuron on parameters of blood biochemistry index in rats on 15th after drug withdrawal

13 4465 4R Blood biochemistry index

P51 bl -
Sex Dosc/(mg/kg) BEA MEE ARSI f”%@%ﬂ% BT BT
TP/(g/L) ALB/(g/L) ALT/(U/L) > TBIL/(umol/L) ALP/(mmol/L)
AST/(U/L)
iR s pagis 55.0+1.8 38.6+ 1.1 453 +£10.0 118.2+38.7 1.4+08 117.0 +28.0
Male Solvent control
150 55.7+4.0 38.8+1.1 51.2+13.1 114.4 +26.2 1.2+04 1263+12.3
300 53.7+3.8 38.1+1.6 40.9+9.9 96.7+15.3 1.1+03 134.8 +16.7
600 55.1+2.1 37.8+1.0 442 +74 105.5+16.2 1.5+04 102.3+£20.4
HEPE %R 56.1 2.1 40.6+ 1.0 395+ 14.4 91.3+£22.6 1.5+06 81.8+23.6
Female Solvent control
150 56.1 £3.8 40.6+2.0 39.5+55 91.3+21.7 1.5+05 81.8+23.6
300 53.9+3.6 39.8+0.9 40.8 +4.6 91.6+30.8 14+0.8 92.3+£28.6
600 575+15 425+12 373+5.1 116.0 + 56.5 1.7+0.9 70.5+13.9
. 1% 4: 4L 4% Blood biochemistry index
P & - - ; P
Sex Dose/(mg/kg) IRRA JULET ik i =M SH [ JUURR WA R U il
Bun/(umol/L)  CREA/(g/L) GLU/(g/L) TG/(mmol/L) TCHOL/(umol/L) CK/(g/L)
T %R 6.1+ 0.6 363+4.0 99+1.9 0.4+0.2 1.1+0.1 655.8 + 159.5
Male Solvent control
150 5.9+0.9 343+38 9.2+3.0 03+0.1 13+0.2 951.3+126.9°
300 54+06 325429 9.1+1.8 0.4+0.1 1.1+0.1 920.8 + 140.7°
600 53+0.4 36.0+4.8 9.0+1.6 0.4+0.1 12402 867.8 + 76.0
P pEnIba g 65+1.8 348+6.6 8.7+1.6 0.5+0.2 1.6+0.2 800.0 + 176.9
Female Solvent control
150 65+1.8 34.8+ 6.4 8.7+0.7 0.5+0.1 1.6+0.2 800.0 = 179.7
300 64+12 38.8+4.6 93+1.7 04+02 1.5+0.2 812.0 £ 155.5
600 75+15 40842 82+2.0 0.5+0.2 1.4+0.1 893.0 +228.9

W WA IRAAZ T 10 mL/kg CMC-Na, 247140 E 415> 14 T 150, 300 A1 600 mg/kg FIEMEAR, ®H 1K, E84254 ), x+s, n=5. 5
BRI LE, "P<0.05.
Note: Rats in solvent control group were ig given CMC-Na 10 mL/kg, and rats in treatment groups were ig given forchlorfenuron 150, 300 and

600 mg/kg, once daily for 4 weeks. x+s, n=35. Compared with the solvent control group, ‘P <0.05.

®7 FHEE 1 RFE 15 R R M EFRAIS 0

Table 7 Effect of forchlorfenuron on parameters of blood coagulation of rats on 1st and 15th day after drug withdrawal

PG FIE 1R HF15K
Sex Dose/(mg/kg) Ist day 15th day
5 10 8 J5 e 1) T A 4 g A 7 TR 1) Tt L 58 S (1] VAR o0 o S RS [
PT/s APTT/s PT/s APTT/s
i3 TR 9.6+1.0 11.8+2.4 93+12 101+1.8
Male Solvent control
150 9.8+0.9 11.7+1.4 8.9+09 126+1.4
300 100+ 1.3 114+2.1 9.6+ 1.0 11.3+1.7
600 9.8+0.7 11.2+2.1 93+0.7 11.3+1.8
W T R 92+1.5 10713 9.0£05 134+1.8
Female Solvent control
150 10.0+1.9 112+1.4 9.0+0.3 134+23
300 104+1.9 11.6+1.9 8.8+0.8 13.8+1.8
600 10.6 £ 1.8 109+14 8.8+£0.3 13.6+1.6

W BT IRAZS T 10 mL/kg CMC-Na, 24714 E4L5) 514 T 150, 300 #1600 mg/kg FIEMAR, ®H 1K, E8:4254 ), x+s, n=5. 5
VAR IR LA, AR BRI R HR TE 5 2 AR AL (P> 0.05).

Note: Rats in solvent control group were ig given CMC-Na 10 mL/kg, and rats in treatment groups were ig given forchlorfenuron 150, 300 and
600 mg/kg, once daily for 4 weeks. x +s, n=5. There was no significant change in coagulation indicator of the treatment group compared with the solvent

control group (P > 0.05).
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Table 8 Effect of forchlorfenuron on organ index on 1st day after drug withdrawal

JUE %% Z %X Organ index
PESI ik : :
Sex Dose/(mg/kg) oL s il =1 Jifg i Jigi
Heart Liver Spleen Kidney Thymus Brain
e peeSnIRapics 0.35+0.01 3.12+0.26 0.18 +0.02 0.71 £ 0.05 0.13 +0.02 0.39 +0.03
Male Solvent control
150 0.35+0.02 3.20+0.15 0.17 +0.02 0.74 £ 0.06 0.14+0.03 0.40 +0.04
300 0.36 +0.02 3.85+0.97 0.20 £ 0.02 0.78 £0.11° 0.15+0.02 0.42 +0.02
600 0.35+0.01 3.65+0.86 0.19+0.04 0.80£0.19" 0.14 +0.02 0.41 £0.05
MM T R 0.37 £0.02 2.94+0.23 0.20 +0.03 0.70 + 0.08 0.19+0.04 0.56 £ 0.05
Female Solvent control
150 0.36 +0.04 295+0.17 0.20+0.02 0.72 +0.05 0.21 +£0.05 0.58 +£0.04
300 0.37+0.03 3.83+£0.42" 0.21 £0.03 0.81+0.11" 0.21 £0.03 0.58 +£0.03
600 0.40 +0.06 5.57+1.02" 0.21 £0.03 1.00 £ 0.14™ 0.21 +£0.06 0.58 +£0.03

TE: WRIRTHRAZE T 10 mL/kg CMC-Na, Z55AbFI4 435145 T 150, 300 #1600 me/kg [MISMEIR, fH 1R, ELLZ 4, x+s5, n=5. 5§
ERIXTRALLE, "P<0.05, “P<0.01, "P<0.001,
Note: Rats in solvent control group were ig given CMC-Na 10 mL/kg, and rats in treatment groups were ig given forchlorfenuron 150, 300 and

600 mg/kg, once daily for 4 weeks, x +5, n=5. Compared with the solvent control group, P < 0.05, “P<0.01, "™"P<0.001.

R9 FHEE 15 REMARIT KR AR R BN

Table 9 Effect of forchlorfenuron on organ index on 15th day after drug withdrawal

%% 2% Organ index
T Pailhs -
Sex Dose/(mg/kg) L JH Jig =y Jikq Ji i
Heart Liver Spleen Kidney Thymus Brain
Tt IR IR 0.30 +0.02 276 £0.18 0.19+0.01 0.64 + 0.04 0.13 +0.04 0.39 +0.03
Male Solvent control
150 0.31 +0.02 2.68 +0.20 0.19 +0.03 0.69 + 0.05 0.15 +0.04 0.41 +0.03
300 0.32+0.04 2.75+0.13 0.18 +0.03 0.68 + 0.06 0.11£0.02 0.39 +0.02
600 0.31 +0.09 2.74 £0.08 0.17 £ 0.05 0.67 +0.14 0.11+0.02 0.36 + 0.03
HEPE paznlbagisy 0.34+0.02 2.77 +0.20 0.20 + 0.03 0.64 +0.07 0.15+0.03 0.52 +0.08
Female Solvent control
150 0.35+0.01 2.82 +0.04 0.23 +0.02 0.65 +0.02 0.18 +0.03 0.61 +0.04
300 0.34 +0.02 2.77+0.11 0.24 +0.02 0.76 £ 0.04 0.18 +0.04 0.60 + 0.01
600 0.34 +0.02 3.37+0.74 0.23 +0.04 0.82 +0.12° 0.21+0.07 0.57 +0.03

e WEFIR IS T 10 mL/kg CMC-Na, Zj7IALBZH 53 HI145 T 150 300 F1 600 mg/kg MISAMENR, #EH 19K, L4, x+5, n=5. 5§
BRI, "P<0.05.
Note: Rats in solvent control group were ig given CMC-Na 10 mL/kg, and rats in treatment groups were ig given forchlorfenuron 150, 300 and

600 mg/kg, once daily for 4 weeks. x+s, n=35. Compared with the solvent control group, ‘P < 0.05.

PR 27 BT B A R A S A, R 3 #5itie

B9 W 500 A A L 3B A Ewm‘rym R SD B S5 4 T
WudR i e N, %4k B A A A L D K, Z23E25k 4 HHEH 20T

ﬁ*ﬂ%mﬁ@ﬂﬁdgn:*ﬂﬁﬁmnwm) MWK, 57 KB S IR ) B P S B o &5 2R Wb
H 4 HKER, (4/10, 2 HfErE, 2 Dlﬁﬁ‘f@&) ) A% TN, 2470 A 2H HE T O BRI #S AR B B
BRI g, H A S S A B R AL B J % R A Tk, H 300 mg/kg M U EFIEA S
AR, AR (150 me/ke) 25k WL ) 5995 BE 22 0y BRI R R ZE R EEH (P<0.01). 156

AR H 4y B A AR Y SR 0 B S T G 5 25 ) LM E TR AR ALT AT AST 7KF U 5 35 7 %of iR
FHRIREA R 20 124K E 15d f5, it Mk, gt ER, WEAZPREHARL
JIk ) B AL FR AR R IR AR, SRR BT D e v A o G T U 24 3 0 3R A
BB R M, AR b SD KRR B B2 oK DL A AETIFZH 1T RIOMEMERE, #4EH 15K,
PARE SR 247510 Ak B 2 KBS T U 5 R L v TR R 4
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T RHTIARS-PHL etk (HE Jeth), 3%
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xR ZH%5 T 10 mL/kg CMC-Na,

& 5 ..\,

FIAEHER A 5 A 45T 150 300 A1 600 mg/kg HIGMEAR, &H 1%,

LR 4, SARE 1 RIMSERR. SOHRIOR BT R NS, BOFRLERTRMAGER, HOFLRREEY, Bk
T B /INE D 1 S5 98 1 R T S A
Note: Hematoxylin-eosin staining (HE staining). Rats in solvent control group were ig given CMC-Na 10 mL/kg, and rats in treatment groups were ig given
forchlorfenuron 150, 300 and 600 mg/kg, once daily for 4 weeks. The rats were sacrificed on the 1st day after drug withdrawal. The green arrow refers to a
small amount of atrophy of the renal tubules in kidney, the black arrow refers to visible white tube type, the yellow arrow refers to transparent tube type and
the blue arrow refers to interstitial inflammatory cell infiltration in renal tubular and other pathological changes.

1 SR KR B A RIEEA R F R
Fig. 1 Effect of forchlorfenuron on kidney histopathological changes in rats

ALLED R WG it 2 2 5, HmE S abs iR L5
CRUTRR IR . TR, ASHERR SUML IR X 34 T
WP BEAEAERZ A, F X R K R ) A
P BRI AE A DA A 25 VAR PR 22 S e
it — B9,

AWFFEH, 300 mg/kg S LA b7 S IR b 2
KRB AT 28 R A0 B2 m TVa A IR 4L (P <
0.05). Ji A 212440 A ] UL A ) oicds,  HLHLR
AFEE R R AR5 4 2 7 B 2 (A7 AE — 8 AH 2%
PR, A I O BRI 9 3L 2 o5 Y L iR
R K. EAR UL R X OHE | g 1 KRR 2L 1
M G B S P ) R 22 e, EL T O B )
REAH G AR AL FE BR R 2 2 (Bun) FIULETF (CREA) 7K
FHERNRA L EAER T ER, Fik, &
ML JOR T MfE R P K R U B 1 e i) 2 S A L
Hlie A et — PR A

gk G E SR RV AR B A BN AT IR

1 UG VPTG &5 SRR B . S IR [ %2R N HE R
H KA HIRN &AL 0.117~0.318 pg/kg/d 2
B, H&5HAH RV R (ADID) 1) 0.17%~0.45%;
FE F AL N & 0.06~1.33 pg/kg/d 2
|, H&58ES%E7E (ARD) 7 0.01%~0.13%.
HRHE GB 27632016 (& ft 24 B 5w &Kk
i KA E) Mle, SRR K R vrik &
fRE (MRL) {i5 0.05 mg/kg, %5k B4 bR & b vkt
MR E B RERRT KT RIEART TR,
SRS TAREME, SD KR ®ES: 4 JHHEE %
¥, HEME RN FE AN 300 mg/kg, HEME R B
B, 150 mg/kg IR AL B REERNFIE. 45
BRI, T R R s A AR RS T VR
T, SMERREER R EEUR, BONRAe, AT
B AR AR R . (EE mIRE . A HEN
. UinT RESx sgm N R (g RE,  FEHEDN L 3 2
I E TR T T, 2 E AR LGSR A
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