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Abstract: Objective In this study, 6-week repeated sc injection to cynomolgus monkey with TC007 to assess the immunogenicity,
immunotoxicity, and vivo biodistribution.Methods Ordinary grade cynomolgus monkeys were randomly divided into solvent control
group, TC007 low, medium, and high doses (1.0x10°, 1.0x10", 1.0x 10" VP/ rat) group, Ad5-Null (1.0x 10" VP / rat, no-load
control) group, 10 monkeys in each group, in the back scapular region was sc given once a week for 7 weeks, and the withdrawal
was resumed for 28 d. Flow cytometry was used to detect the lymphocyte population in peripheral blood and the level of IFN-y-
secreting T cells stimulated by TC007; immunohistochemistry was used to detect the expression of IFN-y/TNF-a/IL-2 in liver; kit
method was used to determine the neutralization activity of anti-Ad5 antibody in serum and the levels of complement components
C3, C4 and immune complex (CIC). At the end of convalescence, multiple tissue samples were taken, histopathological examination

was performed after HE staining, and the distribution of Ad5 was detected by TagMan probe qPCR.Results Compared with solvent
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control group, the percentage of CD3"CDS8'T cells, CD4'/CD8", CD3CD56" NK cells, CD3"CD56"'NKT cells and macrophage
CD45'CD14" in plasma of all groups were not significantly abnormal; the specific T cells of Ad5-Null group were not significantly
changed, and the level of specific T cells targeted the three antigens of HBV (Core, Env, and Pol) secreting IFN -y increased
significantly in TC007 group, and the effect remained slightly higher after 4 weeks of withdrawal and recovery. The levels of IFN-y/
TNF-o/IL-2 in liver tissues of cynomolgus monkeys in TC007 and Ad5-Null groups were higher than those in the solvent control
group in a dose-dependent manner; But there was no significant difference between TC007 and Ad5-Null groups. Anti-Ad5
antibodies were produced in all the animals in Ad 5-Null group, and 39 of 40 cases had neutralization activity. Complement C3 and
C4 were not abnormal in TC007 different dose groups, but CIC was slightly elevated in high dose group (£ < 0.05). Ad5 was mainly
distributed in the local administration, but there was a little distribution in the axillary lymph nodes with no distribution in other
tissues. In TCO07 and Ad5-Null groups, mild subcutaneous inflammatory cell infiltration was stopped for 28 days, and the
pathological changes were obviously recovered. No pathological changes were found in other tissues. Conclusion TC007 has a
certain immunogenicity in cynomolgus monkeys and anti-AdS5 antibody has neutralizing activity. In high-dose group, slight

immunocomplex formation can be found. There is no damage to immune organs. The biodistribution is mainly concentrated at the

site of administration. Specific T cells can be found in high dose group.
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Table 1 Expression of effector T cells in plasma after repeated administration of TC007 to cynomolgus monkeys (&s)

IR/ Core3 M T4/ Env3 2R T o jﬁg%gfﬁg’?/
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Table 2 CIC concentration in Serum of group after repeated administration of TC007 to cynomolgus monkeys (xts, n=10)

Fiilh=v] CIC/(ug'mL ")
H A
(VP H D LT 4574 da4
TN R — 22.076%7.150 25+5.097
TC007 1.0x10° 23.024+6.116 26.417+3.790
1.0x10" 29.476+6.193 30.986+6.595
1.0x10" 24.908+10.104 32.542+6.982"
Ad5-Null 1.0x10" 14.318+4.583 16.742+3.917

EVE IR EAH LU " P<<0.05 5 5 H B 45 2B HL - #P<<0.05

“P < 0.05 vs solvent control group; “P < 0.05 vs same group before administration
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