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In a report on 15 patients included in TG6002.02 dose-escalation trial (ESMO 2021, Abstract #3550, Poster 486P), we showed that TG6002, an oncolytic vaccinia virus deleted in 2 viral genes to selectively replicate in tumor cells and encoding FCU1, an enzyme converting 5-FC into 5-FU, was biodistributed and
replicated in tumor tissue after IV administration and expressed a functional payload. Herein, we supplement the data with 22 additional patients treated with higher doses of TG6002 and/or a more intensive schedule of administration.
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A total of 37 patients received TG6002 infusions either on days 1, 8 and 15 at the dose of 3:108 pfu (n=3), 1-10° pfu (n=10) or 3-10° pfu (n=8) combined with oral 5-FC on days 5-7, 12-14, and 19-28 (Arm A), or TG6002 infusions on days 1, 3 and 5 at the dose of 1-10° pfu (n=9) or 3-10° pfu (h=7) combined with 5-

FC on days 9-18 (Arm B). Blood was sampled 30 min, 1h, 3h and 24h after the first and the third TG6002 infusion for monitoring of plasma TG6002 and on days 5, 7, 14 and 28 for serum 5-FC and 5-FU measurements. A tumor biopsy was performed on day 5 (Arm A) or day 9 (Arm B) along with concomitant
blood sampling for virus detection by gPCR and plaque assay, and 5-FC and 5-FU quantification.
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» These updated data confirmed that TG6002 localizes to the tumor after IV administration, replicates in tumor cells and is able to express a functional payload.

» The two schedules of TG6002/5-FC administration offer different profiles of activity: weekly administrations in arm A led to dose-dependent expression of the payload in tumor tissue to relatively higher levels than the more intensive arm B schedule. On the other hand, the arm B schedule warranted longer lasting
effect with transgene activity being detected in blood 14 days after treatment.

» However, administration of high dose of virus with an intensive schedule seemed to trigger limiting mechanisms on the activity that require special consideration.

» The limiting effect observed by high doses in intensive schedules is unlikely related to neutralizing antibodies titer. The kinetic on this effect (within 4 days) suggests a cellular innate immunity mediated mechanism as previously shown (Samson A et al, Cancer Immunol Res. 2022;10(6):745-756). The precise

nature of these mechanisms and their impact on tumor activity will be investigated.
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