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Abstract: Objective To investigate the mechanism of multiple myeloma cell apoptosis by lenadomide via degrading
transcription factors Ikaros family zinc finger (IKZF)1 and IKZF3. Methods RPMI8226 cells in logarithmic growth
phase were divided 0, 1, 2.5, 5, 10 and 20 pmol/L lenalidomide groups according to the concentrations after 24 h
culture. Trypan blue staining was used to detect the activity of RPMI 8226 cell, flow cytometry was used to detect the
apoptosis of RPMI8226 cells, real-time PCR was used to detect the expression level of CRBN mRNA, and ELISA was
used to detect the expressions of IKZF1, IKZF3, interferon regulatory factor 4 (IRF4) and interleukin-2 (IL.-2) proteins
in all groups. Results The survival rates of RPMI 8226 cells reduced gradually ((100.00+0.00%, (98.2540.63)%,
(80.0242.37) %, (57.2444.55) %, (22.86+£4.13)%, (18.41+3.06) %) (P<0. 05), the apoptosis rates increased
gradually (0, (1.8840.21)%, (18.64=+3.50)%, (41.04+5.62)%, (70.49+£10.11) %, (79.70+12.35) %) (P<<
0. 05), the expressions of CRBN mRNA increased gradually (0, 0.68=+0.11, 1.35+0. 24, 2. 23+0. 30, 2. 99+0. 35,
3. 2140.38) (P<C0. 05), while IKZF1 ((36.7543.04), (33.1843.11), (30.55%3.84), (28.7142.18), (25.60+
2.05), (20.44=41.84) pg/L), IKZF3 ((41.0443.13), (38.2643.45), (33.60=E3.02), (30.5842.87), (22.03+%
2.22), (19.66£2. 15) pg/L), IRF4 ((12.30=£1.65), (11.66=41.33), (10.24=£0.87), (8.35£1.21), (6.04=%
1. 03), (5.74%1.00) pg/L) and IL-2 ((8.63%1.21), (8.02+1.15), (6.8020.96), (5.3440.69), (4.87=+0.52),
(4.2240.37) pg/L) decreased gradually (P<C0. 05) in 0, 1, 2.5, 5, 10 and 20 pmol/L lenalidomide groups in turns.
Conclusion Lenalidomide induces apoptosis of multiple myeloma cells by regulating the activity of CRL4-CRBN complex,
increasing the ubiquitination of transcription factor IKZF1 and IKZF3, decreasing the activities of IKZF1 and IKZF3
protein, and downregulating the expressions of IRF4 and 11.-2.
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