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Phase I study of the orally-administered medicine, propagermanium, SK-818 for triple
negative breast cancer: Prior to the pancreatic cancer cases, we promoted clinical trial for the
treatment of breast cancer cases whose preclinical study has been done. We administrated 30mg,
60mg, 90mg of the SK-818 as the dose escalation study for phase I clinical trail (the doctor
initiated clinical trial) to define the recommend the RD since the first case in August in 2016.
At present, April 2017, we have already registered 6 cases (60mg), we got all candidates
constantly and data of safety, adverse effect and blood test were collected smoothly. We will
pursuit clinical effect at the next phase for more than three years, however, we will not conduct
the phase II trail at this train.

Establishment of the early detection of recurrence/metastasis in solid cancers: Cell free
DNA (cfDNA), which is a fragment of an average length of 70 to 200 base pairs released from
necrotic or apoptotic cells into the blood, has been demonstrated to hold genetic alterations in
various malignancies. It is expected that cfDNA might be easily collectable and non-invasive tool
for the molecular biomarker and liquid biopsy to detect early diseases and to predict recurrences.
Identification of more accurate biomarker facilitates long-term prognoses in esophageal cancer
(EC). We projected a prospective study to evaluate the clinical usability of cfDNA analysis in EC.
1) Thirteen patients undergoing treatment for newly diagnosed EC participated in this study. 2)
We originally designed the panel of 53 genes, which are known as recurrent mutated genes in
EC in our previous study (Gastroenterology, revise), and performed targeted deep sequencing of
53 genes in tumor and plasma samples as below. 3) We investigated concordant mutations
between primary tumors (12 cases) or a recurrent tumor (1 cases) and matched plasma samples.
4) We quantified allele frequencies of concordant mutations in ¢fDNA from serial plasmas. We
could identify more than one concordant mutations between plasma and primary tumor in ten
patients (83.3%) or between plasma and a recurrent tumor in one patient (100%), respectively.
Across the four genes (TP53, MLL3, AJUBA, FAT3), 78.9% sensitivity, 100% specificity and
92.3% accuracy were revealed between tumor and plasma samples by ¢cfDNA analysis. In seven
patients, who revealed concordant mutations detected in pretreatment plasma, AFs of all
concordant mutations remarkably decreased after neoadjuvant therapy and operation. While
AFs of all concordant mutations did not increase during follow-up period in two patients with no
recurrence, those of concordant mutations began to rise about six months earlier than diagnosis
by imaging tests in two patients with recurrences. ¢fDNA in plasma reflect on mutational
profiles of genomic DNA in tumors and may be clinically usable as a biomarker for identifying

early diseases and predicting tumor recurrences in solid carcinomas.
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