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Preclinical safety evaluation of APRIL-siRNA/lipoid plastid
complex
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Abstract

OBJECTIVE To explore the APRIL-siRNA/lipoid plastid compound toxicity. METHODS 1 Mice
wereiv given APRIL-siRNA/lipoid plastid complex 500 mg ¢ kg‘l and body mass and death were
observed for 14 d. 2 Each guinea pig was respectively given APRIL-siRNA/lipoid plastid complex 0.2
ml, 2,4-nitrochlorinated benzene 10 g * LY or distilled water before administration on the |€ft, at the
seventh day and at the fourteenth day. After the last contact with 14 d, each guinea pig was given
respective drug 0.2 ml on theright for 6 h. At 24 h and 48 h &fter the last administration, their skin
reaction was observed. 3 Mice wereiv given APRIL-siRNA/lipoid plastid complex 125, 250 and 500
mg + kgL, and cyclophosphamide 40 mg « kg *(positive control). Interval 24 h later, they were iv
injected second time, and micronucleus rate test was detected after 6 h. 4 Mice wereiv given APRIL-
siRNA/lipoid plastid complex 125, 250 and 500 mg * kg‘l, and cyclophosphamide 40 mg * kg‘l for5d,
and sperm deformity rate was detected. RESUL TS Compared with normal control group, body mass
and organs of micein APRIL-siRNA/lipoid plastid complexes group had no significance change, and no
mice died. Compared with normal control(0%) group, sensitization rate in guinea pig skinin APRIL-
siRNA/lipoid plastid complex groups (0%) had no significant change. Compared with normal control
group, micronucleus ratein male micein APRIL-siRNA/lipoid plastid complex 125, 250 and 500
mg * kg‘1 groups had no significant change [(2.2+1.1)% vs (1.8+1.0)%, (1.61+0.9)% and (2.4+
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1.3)%)], sperm abnormal ratein APRIL-siRNA/lipoid plastid complex 125, 250 and 500 mg « kg‘1



