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[Abstract] Objective:To investigate the short—term systemic changes and safety of vascular endothelial growth
factor (VEGF) and inflammatory cytokines, including interleukin—6 (IL—6), interleukin—10 (IL—10), and tumor
necrosis factor—o (TNF—a), following intravitreal injection of conbercept (KH902) in streptozotocin—induced
diabetic Sprague—Dawley (SD) rats, and to evaluate the influence of different disease durations on these
parameters. Methods:Six—week—old SD rats were randomly divided into a normal control group and a diabetic
mellitus (DM) group. Successfully established diabetic rats and normal rats were further stratified into six
subgroups according to disease duration and post—injection sampling time (6—week normal/DM groups at 24 h
and 96 h, and 8—week normal/DM groups at 96 h), with 11 rats per subgroup. Each subgroup was then
randomly assigned to receive intravitreal injection of conbercept (KH902 group, n = 6) or phosphate—buffered
saline (PBS group, n = 5). Serum levels of VEGF, IL—6, IL—10, and TNF—a were assessed using a multiplex

immunoassay, and results were expressed as mean fluorescence intensity (MFI). Statistical analyses were
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performed using SPSS version 27.0, with P < 0.05 considered statistically significant. Results:In the normal
group, no significant differences were observed in serum IL—6, IL—10, TNF—a, or VEGF levels between the
KH902 and PBS groups (P > 0.05). In the DM group, serum IL—10 levels were significantly higher in the
KH902 group than in the PBS group at 24 h after injection (P < 0.05), whereas no significant differences were
found for other cytokines (P > 0.05). At 96 h after injection, no significant differences were detected between
the two groups for any measured parameter (P > 0.05). Time—point comparisons within the KH902—treated
groups showed that serum IL—6 levels were significantly higher at 24 h than at 96 h in normal rats (P < 0.05),
while both IL—6 and IL—10 levels were significantly higher at 24 h than at 96 h in diabetic rats (P < 0.05). No
significant differences were observed between normal and diabetic rats at the same sampling time points, nor
between different disease durations (6 vs. 8 weeks) (P > 0.05). Conclusions:Intravitreal injection of conbercept
induces short—term modulation of serum IL—10 and IL—6 levels in early diabetic SD rats without significantly
affecting circulating VEGF or TNF—a levels, suggesting a mild and transient systemic inflammatory regulatory
effect with favorable short—term safety. Moreover, no significant differences in systemic eftects were observed
across different stages of early diabetes, providing experimental evidence for the systemic safety of intravitreal
anti—VEGEF therapy in diabetic retinopathy.
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