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English:

The goal of this study is to establish a platform technology for the practical application of our novel liquid immunity-
driven peptide vaccine (antibody-inducing peptide), which targets biofactor X involved in the activation of the Wnt/j-
catenin system by APC gene mutation, which is the cause of familial adenomatous polyposis (FAP). During this ACT-
MS exploratory study, we aimed to 1) evaluate the efficacy of the above novel therapeutic vaccine in a mouse model of
FAPs to determine the dosage and administration, 2) standardize antibody titer assay and develop antibody function assay,
and establish an evaluation system, 3) identify issues in the manufacturing of APIs and preparations for therapeutic
vaccines with a view to the GMP system for investigational vaccines being promoted; 4) develop protocols for preclinical
trials in monkeys and early exploratory clinical trials to be initiated in the next phase.

To test the efficacy of these vaccines, 4 vaccines normal were administered to both C57BL/6J mice, and their antibody
titers were measured. We also standardized the method of antibody titer determination (standardization of reagents and
reproducibility of the method). In addition, we established an experimental system to monitor the activity of Wnt/[-
catenin system using luciferase gene in culture cells. Furthermore, we examined the effects of vaccines on polyposis in
a mouse model of FAP (C57BL/6J-Apcminll]). A series of similar experiments showed that, compared to the adjuvant
group, 2 vaccines (#2 and #3) increased antibody and attenuated the development of intestine polyps. We also found that
anemia due to hemorrhage caused by intestinal adenomas and weight loss due to deterioration of the systemic condition
were improved by 2 vaccines. Furthermore, we found no significant changes, and administration of the vaccine also
tended to improve survival. In preparation for the preclinical trials, we presented the data from the analysis of the vaccine
prototypes to the PMDA and received guidance on the guidelines for reference, and we surveyed the current status of
FAP.

We attempted to shift to a vaccine more suitable for GMP manufacturing of investigational drugs, which is capable of
stable mass production of the vaccine as a formulation. However, the increase in antibody titer was unexpectedly low,
and we were unable to establish a vaccine for use in preclinical studies. In this regard, we will continue to study the
formulation of the vaccine and optimize the vaccine that can increase antibody titers.

In summary, the prototype vaccine against biofactor X was demonstrated to be prominent and effective in a mouse model
of FAP, with a sufficient increase in antibody titers without side effects. Thus, this is a significant achievement for an
exploratory study targeting a new therapeutic target for familial adenomatous colorectal adenomatosis, for which there
is no medical treatment at all. However, we were unable to complete the PMDA consultation and preliminary monkey
experiments for the preclinical study planned ahead of schedule because of the unexpected trouble of weakening the
effect of antibody elevation when we changed to a carrier suitable for GMP production of the investigational drug. We

are currently working on optimizing the vaccine for the next phase of the study.
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