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Background

Clinical research on palliative care is still developing in Japan
Multicenter clinical study group did not exist

Improvement of infrastructure is needed for conducting of
multi-institutional clinical research

e Bown of
et

JORTC Establishment

Japanese Organisation for Research and Treatment of Cancer
was founded in May, 2012.

Non-profit status from Tokyo in Sept, 2012.
REDCap user licenses in Dec, 2012.

- Core Staff - Protocol Review Committee (PRC)/

president: Prof. Dr. Takuhiro Yamaguchi Independent Data Monitoring Committee (IDMC)

Three clinical data managers (Tempei Miyaji, Keisuke Ariyoshi and
Sachiyo Furumi)

Two secretaries (Kota Kihara and Minako Sato)

The Committee consists of 14 specialists
4 Oncologists [

Protocol Review

2 Palliative care physicians (2 rounds)

1 General internist
Logo 2 Pharmacists
5 Bio-statisticians

Monitoring of
progress and safety

——

Inspired by the crest of Sanada family

Medical doctor fs¥a} Biostatistician
Pharmacist fwXa} Datamanager

Our New Project Launched
Coordinator oo Monitor

Multicenter Observational and Interventional Studies

for Important Symptoms in Cancer Patients
Role Primary Investigator: Dr. Satoru Iwase, the University of Tokyo

Supported by Ministry of Health, Labour and Welfare from 2015 to 2017
Approximately 540,000 Australian Dollar per year for 3 years

Study consultation

Support for protocol writing
Coordination of multi-institutional trials
Quality management of clinical trials
Third-party monitoring & evaluation

Research publication & information transmission e

- Study list

Study No. | Study Type Target (symptoms)

Nauses with incompiete bowel obstruxction

Neuropathic paln non-responsive to
@bapentinoids

XMPO1 Cachexda in
Area of Research oo »

iting.

ERoTIC
« Palliative medicine Phase R

Rotigotine Drug-induced extrapyramidal symptoms
Quetiapine, Haloperidol stc.  Nausea, delirium, fatigue and death rattle:
= Oncology

. g

gl (e.g. Kampo medicine)
Complementary and Alternative medicine (e.g. Functional foods)
Measurement tool development
(e.g. PRO-CTCAE, Decisional Conflict Scale)

- Goal of our project

« To integrate research results into the practical guidelines and

to enable palliative care clinicians to provide evidence based palliative
care to cancer patients

Contact

NPO JORTC (Operations Office and Data Center)

Address: 1-5-9-206 Yanaka, Taito-ku, Tokyo, JAPAN 110-0001
TEL: +81-3-5842-1380  FAX: +81-3-5809-0041

Email: info@jortc.jp  HP: http://www.jortc.jp/

- Primary objective
+ To evaluate the efficacy and safety of symptom management which include

those of neuropathic pain, dyspnea, nausea, cachexia and delirium and
to identify population in which a drug effect are more likely

Other objectives
To develop infrastructure for conducting multi-center clinical trials
in palliative setting
To organize research network in palliative care
To accumulate of exploratory data to plan confirmatory clinical trials
To provide a new therapeutic management based on registry studies

Strategy for Research Development

Findings from observational studies will be next targets for RCTs.
Findings from RCTs will be confirmed in real world settings.

Randomised
Clinical Trials
Ideal World

|Severe Symp}s}rﬁ_@%ﬁééemer{t |

Real World

Robust Research Framework

« Developing research network of investigators based on JORTC's infrastructure

Principal Investigators

JORTC Data Center

+ Support to make study protocol
* Support for AE management
a

JORTC PRC
JORTCIDMC

ata nd
statistical considerations
Central monitoring

S (e )

Site Investigators

Site Visit Inspection

Conclusion

« We are successfully developing research network and infrastructure

in palliative care in Japan



PaCCSC Annual Research Forum - 2015

Abstract

Title
The Safety and the Efficacy of Rotigotine In Cancer Patients with Drug-Induced Extrapyramidal
Symptoms.

Authors (Full list, * marks corresponding/presenting author)
Hiroto Ishiki*, Satoru lwase, Keisuke Ariyoshi, Takuhiro Yamaguchi

1. Brief overview of the study (include basic methodology)
<Background>

Many medications used in palliative care setting can cause drug-induced extrapyramidal symptoms
(dEPS). Although stop medication is the treatment of choice, it takes several months to recover.
Quick recovery is strongly needed especially in cancer patients. Recently, some study have shown
that patients diagnosed dEPS are divided two groups; true-dEPS and masked Parkinson’s disease
{mPD). They can be distinguished by some examinations.
<Hypothesis>

Rotigotine, a dopamine agonist, is effective for dEPS.

<Aims>

To investigate the safety and efficacy of rotigotine in cancer patients with dEPS.
To investigate the efficacy of olfactory test as predictive marker of rotigotine.
To exploratory investigate the prevalence of dEPS and mPD in cancer patients with clinically dEPS.
<Design>

Single arm phase2 study.

<Eligibility>

Inpatient/ incurable cancer / with EPS (parkinsonism) / receive causative drugs within 2wks

<Endpoints>

Primary endpoint: DIEPSS (EPS rating scale)

Secondary endpoints: LUNSERS EPS subscale (EPS rating scale), CAM (Delirium rating scale), AE
(CTCAEv4.0), Olfaction (Odor stic), SPECT (Sites which can perform only) :

2. What worked well/is working well
Building consensus on the study design in our community.

3. What didn’t work well/isn’t working well
The number of eligible patients is unknown. (An observational study is ready)

4. Results (if available)/future directions
To be able to distinguish the type of motor symptoms and treat it properly.

5. What would you do differently next time

15
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Abstract

Title
Phase-R Delirium Study: A Nationwide Real World Registry for Delirium Treatment in Palliative Care
Settings in Japan

Authors (Full list, * marks corresponding/presenting author)
Isseki Maeda*, Asao Ogawa, Kazuhiro Yoshiuchi, Tatsuya Morita, Keisuke Ariyoshi, Kota Kihara,
Takuhiro Yamaguchi, Satoru lwase

1. Brief overview of the study (include basic methodology)

Background:

A randomized controlled trial in the management of delirium, is ongoing by the PaCCSC researchers.
Meanwhile, findings from randomized controlled trials might not directly be applied to real world
settings because of high heterogeneity and frailty of the palliative care population.

Aim:

To examine the safety and efficacy of delirium treatment in real world by using web-based registry.
Settings:

16 inpatient palliative care units (EOL patients) and 11 psycho-oncology consultation settings
(medically-ill patients)

Participants:

1,000 cancer patients with hyper- and hypoactive delirium defined by DSM-5 criteria

Treatment options:

8 antipsychotics including Quetiapine, Risperidone, and Haloperidol

Timepoint:

Baseline, 3 days (efficacy), and 7 days (safety) after enrolment

Primary and secondary outcome measure:

Delirium Rating Scale R-98, Nu-DESC item 2-4, and adverse event

Research questions:

Is the safety and efficacy of delirium treatment in real world settings comparable with RCT?

Is one drug superior to others?

What is the predictive factors for delirium reversibility?

How often does drug-induced extrapyramidal symptoms occur?

2. What worked well/is working well
Nationwide research collaboration which consists of 41 palliative care institutions was built with the
support of JORTC and the grant from the Japanese governmental ministry. ‘

3. What didn’t work well/isn’t working well
It took nearly 2 years before the registration begins (concept design, measurement, EDC).
Overload to the site-investigators is a concern.

4. Results (if available)/future directions
The registry will be open on early March 2015.
Data from 1,000 patients will be gathered within 6 months.

5. What would you do differently next time

“Nausea” and “death rattle” registry will be commenced by using the same framework.

21
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