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Acute toxicity and drug interaction of psoralen and isopsoralen
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Abstract: Objective To investigate the acute toxicity of the psoralen and isopsoralen, and then explored the interaction between
them after mixed use. Methods The different-dose psoralen (1 125, 843, 633 and 475 mg/kg), isopsoralen (475, 404, 343 and 292
mg/kg), and their mixture solution of 1:1 (633, 538, 457, 389 and 330 mg/kg) were ig administrated to the mice, then the toxicity
reaction and the mortality of the mice were continuously observed and recorded for 14 days, then LDs, value of them was calculated
by SPSS analysis, finally the drug interaction between them was concluded with equivalent diagram method. Results even
convulsion, secretion around the mouth and eyes, and slowed heart rate until death All the mice in the treatment group showed
rigidity,, abdomen sticking to the ground, weakened activity, even convulsions, secretions around the mouth and eyes, heart rate
slowing down until death. Compared with the cosolvent group, the body mass showed a decreasing trend. The LDs, of psoralen was
638.69 mg/kg, and the 95% confidence limit was 526.91 - 785.78 mg/kg; while LDs, of ispsoralen was 351.72 mg/kg, and the 95%
confidence limit was 422.58 - 489.59. The LDs, for their mixture of 1:1 was 454.66 mg/kg, and its 95% confidence limit was 422.58 -
489.59. Besides, the LDs for their mixture was obove the additive equivalent line. Conclusion The acute toxicity of drugs in mice was
induced by the megadose of psoralen and isopsoralen. , while there was an additive effect with 1:1 mixed of psoralen and isopsoralen.
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Table 1 Body weight of mice at different times after administration of psoralen, isopsoralen, and psoralen conbined with

isopsoralen (1: 1)

215 I (ke ™) Lt
$%HE 1d $%HjE3d 4ehijaTd 25 14d
livpeegal — 22.58+1.89 21.95+1.34 24.03+1.62 26.68+2.81
WEIEE 1125 21.39+0.78 — — —
843 20.96+0.84 20.30+2.82 23.90+1.98 25.15+4.73
633 21.16+1.03 22.08+2.03 25.9042.70 28.92+4.70
475 21.01+1.02 21.9142.03 25.0442.15 27.5244.22
SEAME R R 475 21.4+0.83 15.97+1.53 17.45+1.20 21.10£1.13
404 20.95+0.90 16.30 16.70 21.00
343 21.09+1.09 16.99+1.38 18.8+1.75 22.18+4.04
292 21.27+1.10 16.58+1.14 18.51+0.87 21.28+3.03
AN I F A R 633 20.23+1.00 — — —
HEREE QD 538 19.03+0.98 20.40 19.50 21.80
RE 457 19.58+0.70 20.90+0.94 21.90+1.40 25.25+3.87
389 20.74+1.72 20.99+1.42 19.83+1.27 23.53+1.91
330 20.72+1.22 20.90+1.38 20.1142.00 23.75+1.53

x2 HEBER.

FAWBER. ABREREMRIEER 11D RBaig A LDs
Table 2 LDs, values of psoralen, isopsoralen, and psoralen combined with isopsoralen (1: 1) ig administration

> (VAT =
T v . fEE%Z —T e e fn ZSk S)‘ w
1125 10 1 5 4 0 10 100
843 10 0 4 4 0 80 638.69
633 10 0 1 2 0 3 30 (526.91~785.78)
475 10 0 1 2 0 3 30
, . piANE v LDso & 95%7] 1% R/
FAMEIERmgke™)  n T T sa 64 7~1ad | gy CLA% (mg'kg ™)
475 100 3 8 0 0 0 1 0 8 80
404 10 3 90 2 0 0 0 0 9 90 351.72"
343 10 0 40 1 o0 1 1 0 4 40 (248.17~394.57)
292 10 0 30 0 0 2 1 0 3 30
%I\"’“EE%‘?*U#%I\’H’EE% i BT H T LDsy & 95%nI {5 iR/
DD IRA/(mgkg ) 1d 2d 3d 4~14d Bt (mgkg ™"
633 10 1 8 1 0 10 100
538 10 0 8 1 0 9 90 454.66°
457 10 0 4 2 0 6 60
180 0 0 0 | 0 X 10 (422.58~489.59)
330 10 0 0 0 0 0 0
HivE i RAg: *p<0.01

"P<0.05 "P<0.01 vs psoralen group
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Fig.1 Dose - response curve of psoralen, isopsoralen, and

mixed administration

32 FHEENMIBREMSIBERNEE
1EH

LAANF HE 21 LDso A ki, 7 h 7 g 2= 1
LDso AR, M R, b e 255 b
AR S, AV IR AR AT IR EE (1D D
TRE LDso AR5 UL TP 2GRNSR 32k L, Sty
HE AN IR R BA IR, RSN T
# B PR 2. W 2.

~
S
(=}

¢ Hifk LDsofH
n RELZ LDso AR

(=N
(=S
oS O
T

N [
(=3
S

T

T 22733, 227.33

*MF I % LDso/(mgke ™)
5

—_
(=3

(=) (=4
T

0 100 200 300 400
S4B LDso/(mg'kg ™)
B2 #hEREEMFIBIEENENELE

Fig.2 Equivalent plot of psoralen and isopsoralen
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