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Experimental studies on long-term toxicity of recombinant human interleukin-3
LIU Xiao-hong SU Yong ping; Al Guo-ping WANG Jurping RAN Xinrze, GUO Chao-hua, CHENG Tianmin (Institute of Combined Injurys Third
Military Medical University, Chongqing 400038, China)

Abstract: Objective To investigate the long-tem toxicity of recombinant human interleukin-3 (thIT1-3) on normal rats. Methods A total of
80 rats were divided into 4 goups and treated with low (5Hg°kg '>d D, middle (10 gokg '*d "), high (2501g kg '*d ") desages of rhil-
3 and menstruum for control respectively by subcutaneaus injection once a day for I, 1.5 2 and 3 months. After the animal were sacificed, the
blood and urine samples were tested and circulating immunocomplex were determinated the bone mamow cells were cultured and the histop atholog-
ical changes were observed. Results Each index in the experimental group was not different from those in the control group except the bone marrow
was found in certain degree of fibrosis in the experimental group treated with high dosages of thIl-3 for 3 months. Conclusion Although rats treated
with high dosage of rhll=3 for 3 months may cause myelofibrosis rats with the low dosage for 3 months middle-high dosage for 2 months are well tol-
erated without obvious side effects.
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Tab 1 Blood biochemical parameters in rats treated with rhIL-3 for 3 months
Group n URFA (mnol/L)  CRBA (Pmol/ L) UREA/ CRBA AIP(IU/L) GOrdau/L) GPT(IU/L) GOT/ GPT TP (g L)
Sttgekg led! 5 5.7240.29 68.8+8.31 83.14+10.6 105.6 49.45 292+44.2 38+6. 6 8.4+1.0 85.8F1.2
10¢g kg Ted! 5 6.21+0.73 72.1+£4.92 86. 23£7.6 112.6 +8.43 272430.5 29+12.1 9.2+0.9 81.3£6.0
250tg kg 1°d—1 5 6. 11+0.28 71 4+10. 11 85.72+410.4  110.018.44 2394334 30+11.5 8.842.0 85.946. 7
Control 5 5.96+0.33 69.418.18 85.87+13.1 111.02£10. 55 237+42.5 33+10.2 8.2+2.3 85.2+2.5
Group n Alg/L) G(g L) A/G TB(*mol/ 1) CB(Mmol/ L) NCB(Hmo 1/ L) TCh@mmol/L)  Glucose (mmol/ L)
Stgokg Ted! 5 20.61+3.4 4. 4+4.9 0.67+0.13 3.20+0.5 2.0+1.0 2.0240.8 1.640.3 3.9+1.9
10Pgkg 1ed! 5 31.342.1 48.8+6.0 0.64-0. 10 3.3+1.2 2.240.9 2.10+1.0 1.640.2 3.8%+0.7
250 g kg ted ! 5 32.5+1.7 51. 4+6.5 0.64740.11 2.94+0. 8 1.8140.4 1.8840.5 1.740.3 2.94+0.5
Control 5 33.442.4 51.7+1.4 0.64-£0.05 3.3£0.7 1.840.8 1. 92+0.61 1.8+0.2 3.4£0.8
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Tab 2 Effect of rhIL-3 treated for 3 months on peripheral blood cells and cultured bone marrow cells in rats
Group n WBC (103/mm3)  RBC (104 mm3)  PLT(104/mm3) RETIC (%0) HB(g/L) BFU-E(10—5cells) CFU-E (10— 5cel s )CFU-GM (105 celk)
Stgkeg lod™! 5 9.16 +365 455+23 9.2+2.5 58+8 1. 32+0.067 55+18 560126 32+14
0rgke Tod !5 9.00 4294 493428 9.943.2 6411 1. 4340.078 49+2 580--98 4042
250 g kg ted ! 5 9.50+1411 51220 9.4+3.5 56 +9 1. 41£0.056 59-+10 650135 39+£16
Control 5 9.00 %350 482459 10.0£2. 3 6213 1.440.171 51t14 620101 42421
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