[HEHERA]
AR K 51 201k0201044h0005  {ERk,HHTH:S5F1 44 5H 14 H

AAREAOIMRME  BROI - B
FHIAE

N

I AR

WHIEBAFE R4
(A AGE

D AEE D Clinical Innovation Network FZEIZ K 2B/ A DERREFE & FARHEH 217 5 MM EW5E
C

Comprehensive research for clinical development and infrastructure development of super-rare cancers

through the Clinical Innovation Network project of the oncology
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Comprehensive research for clinical development and infrastructure development of super-rare cancers

through the Clinical Innovation Network project of the oncology

This research project named as Comprehensive research for clinical development and infrastructure
development of super-rare cancers through the Clinical Innovation Network project of the oncology
performed three investigator—initiated trials for super rare cancers utilizing this clinical
trial network, translational research infrastructure and supported by the MASTER Key Project in
Japan. Clinical development for super rare caners have difficulty for reasons that 1) the
insufficient biological or clinical information to consider candidate investigational drug and
to plan clinical trial design, 2) difficulty to distribute clinical trial information to patient
and physician and rapid patient enrolment, 3) uncertain information for threshold of efficacy of
regulatory approval for primary endpoint of single arm clinical trial for orphan disease
especially in super rare population. The statistical researchers in the project consider to
utilize Baysian statistical approach for planning clinical trial and discuss with regulatory
agency to promote understanding and make actual clinical development case example in Japan. The
translation research researchers in the project discussed with clinical investigators to select
target investigational drug from potential clinical development candidate drugs and to plan
investigator—initiated clinical trial from the data of performed to exploratory research in the
samples from both clinical practice and trials. The final goal of research aimed to submit new
drug application to the regulatory agency based on the fine result in investigator—initiated
clinical trials of this project. The project finally established the strategic method and
practical knowhow in the field of clinical development of super rare cancer in Japan and world.

The first trial was Phase II trial of Nivolumab for metastatic or recurrent clear cell sarcoma
and alveolar soft part sarcoma (UMIN 000023665) . The trial performed at 4 clinical trial sites
and enrolled 25 patients including 11 patients with clear cell sarcoma and 14 patients with
alveolar soft part sarcoma. The result of clinical trial was presented in Connective Tissue
Oncology Society Annual Meeting 2020. The publication of clinical trial result was planning

The second trial was Phase II trial of Trastuzumab dextertucan for HER2 positive metastatic or
recurrent uterine carcinosarcoma (UMIN 000029506) . The trial performed at 7 clinical trial sites
and enrolled 34 patients with HER2 positive status from 1+ to 3+. This clinical development
included evaluation of biomarker to enrich patient population and examined appropriate method and
evaluation criteria for positive status definition for future development of Companion dianostics.
The result of clinical trial was presented in European Society of Medical Oncology Annual Meeting
2021. The publication of clinical trial result was planning.

The third trial was Phase I trial of Milademetan for intimal sarcoma (JMA-TITA00402) . The trial
performed at National Cancer Center Hospital, Tokyo only and enrolled 11 patient with intimal
sarcoma. The result of clinical trial was presented in European Society of Medical Oncology Annual
Meeting 2021. The publication of clinical trial result was planning.

The duration of patient enrollment period in all three investigator—initiated clinical trials
was short compare with planning period at the planning of clinical trial according to collaboration
with academic societies related field, the MATER KEY project, clinical trial group and patient

advocacy group.



