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The first year (2014.4 — 2015.3)

We obtained fundamental results to implement nonclinical tests of oligonucleotide therapy

against solid cancers for a target molecule, PRDM14. Specifically, we acquired ‘Proof of
Concept (POC)’ for clinical triple negative breast cancer (TNBC) and pancreatic cancer. We
elucidated functions of PRDM14 in those cancers involved in a distant metastasis, a tumor
angiogenesis, and an anticancer drug resistance. We also fixed the sequence of chimera RNAi
against PRDM14 and an innovative drug delivery system (DDS; 3rd generation) combined with
siRNA which is able to accumulate siRNA in targeted cancer tissues. This treatment caused
significant tumor shrinkage and prevented metastasis in vivo model of TNBC and pancreatic
cencer cells. Since our group found out modified 3rd generation DDS (4th generation DDS) with
higher efficacy to accumulate in cancer resions and higher safety compared with 3vd generation
DDS, we ordered a synthetic test after technology transfer to the synthetic company. We also
have done a part of nonclinical tests, which is a analytical test of complex of chimera RNAi
and 3rd generation DDS, and dose range finding study of chimera RNAi alone. There are no
problems for those tests in Contract Research Organization (CRO) with us.
The second year (2015.4 — 2016.3)

After consultation with PMDA, we have done and finished nonclinical tests according to the

plannning corresponded Good Laboratory Practice (GLP). Specifically, we have done analytical
tests and toxicokinetics (TK) validation for complex of chimera RNAi and 4th generation DDS
(referred to as ‘complex’). We conducted dose range finding studies and evaluations of drug
efficacy of ‘complex’ in vivo (Mus musculus, Rattus norvegicus and/or Macaca fascicularis). The
efficacy of ‘complex’ was confirmed without the adverse effects in those tests.

Moreover, we started manufacturing both chimera RNAi1 and 4th generation DDS with GMP
grade as active pharmaceutical ingredients. We consulted with PMDA for specifications of
ingredients, and they agreed with us. We selected the pharmaceutical company handled
Chemistry, Manufacturing and Control (CMC), and started to construct the formula and
protocol of ‘complex’, so-called ‘investigational product’.

The final year (2016.4 — 2017.3)

We performed pathologic examinations and additional drug efficacy tests. There are no
problems in pathologic examinations of nonclinical tests. Next, we proceeded to estimate drug
efficacy of ‘complex’ combined with conventional anticancer drugs in vivo model. As a result,
combinations of them resulted in the synergistic effects for tumor suppression of TNBC and
pancreatic cancer cells in vivo. We finished face-to-face advice in PMDA for all those tests. We
finished manufacturing both chimera RNAi and 4th generation DDS with GMP grade as active
pharmaceutical ingredients. We have constructed the formula and protocol of ‘investigational
product’ and prepared ‘investigational product’ for stability test after technology transfer to
the pharmaceutical company. We also built up the system of investigator initiated clinical trial

with medical doctors.
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