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What is Multi-regional Clinical Tria

(MRCT)?

» Clinical trial targeting subjects in multiple regions and
countries

* Clinical trial implemented at the same time based on a
common protocol and are aimed at gaining approval
for a drug

These trials are characterized by the ability to efficiently
secure case numbers in a short timeframe, particularly
for studies targeting rare diseases

Cited from: CRC Textbook. Multi-regional clinical trials - Background and Future - Osamu Komiyama
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What is MRCT?

To satisfy the approval conditions in each country using the
same trial results, trials must be implemented

 Based on International Conference on Harmonization
(ICH)-Good Clinical Practice (GCP)

 After satisfying the regulatory requirements in each country

Therefore, each medical institution must prepare a standard
clinical trial implementation system not only for related
regulations in their own country, but also internationally, and be
able to flexibly manage various demands.

Cited from: CRC Textbook. Multi-regional clinical trials - Background and Future - Osamu KOMIYAMA
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What is MRCT?

Clinical trials planned for development and approval of new drugs on a global scale, with medical
institutions in multiple countries and regions participating in a single trial, which is based on a common
protocol and progresses in parallel at the same time. These trials mainly apply to Phase Ill trials.

The important point is to formulate a “Unified protocol”.

Efforts are aimed at simultaneous
development, application and
approval in multiple countries.

. Preparation -
' * In principle, Phase | trials are conducted by Japanese people
« Differences in dose—response between different ethic
patients in dose—setting studies implemented as
multi-regional clinical trials

\ -{ﬂism-kuitpwﬂ:htowdm J

b

& foreigner data as application material
nals conducted based on common-protocol
- Trials progress in parallel at the same time https: //www.mhlw.go.jp/shingi/2007/07/dl/s0727-11d_0002.pdf
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Background of MRCT

Until the 1990s

* Clinical trials for drugs under development were mostly
conducted in individual countries

* The rules for conducting clinical trials (regulations such as
GCP) and trial implementation environment widely varied in
each country

-Transportation, postal service, telecommunications, and IT

« 1996

> The foundations were laid for international mutual use of
clinical trial data

« |CH-E6 Guideline for Good Clinical Practice agreement
Cited from: CRC Textbook. Multi-regional clinical trials - Background and Future - Osamu KOMIYAMA
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Background of MRCT

From the mid to late 1990s

Important ICH guidelines were established for both regulations
and shared concepts

« |CH-EZ2: Clinical Safety Data Management: Elements and
Specifications for Electronic Transmission

* |CH-MI (ICH-E9): International Medical Terms (Med-DRA)
« |CH-ES8: General Considerations for Clinical Trials

« [CH-E9: Statistical Principles for Clinical Trials

Cited from: CRC Textbook. Multi-regional clinical trials - Background and Future - Osamu KOMIYAMA
ICH website URL.: https: //www.ich.org/
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ICH Trends

« 1998 ICH-ES5 Ethnic Factors in the Acceptability of Foreign Clinical
Data

< Bridging studies >
« Maximize the use of data from previous overseas trials

* Medical institutions: When accepting clinical trials, trials could be
implemented in Japan after confirming the data on safety and
efficacy from the investigator’s brochure based on previous trials

conducted overseas.

However...

This did not eliminate the drug lag, with the timing of drugs available to
patients in Japan showing a delay compared to that of the drugs

available overseas.
Cited from: CRC Textbook. Multi-regional clinical trials - Background and Future - Osamu KOMIYAMA
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ICH Trends

- 2006 ICH-E5 Ethnic Factors: Questions and Answers

- Guidelines for planning, implementation, and analysis of
multi-regional clinical trials were established (ES Q&A No.11)

- 2018 ICH-E17 General Principles for Planning and Design of
Multi-Regional Clinical Trials

Cited from: CRC Textbook. Multi-regional clinical trials - Background and Future - Osamu KOMIYAMA
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ICH-E17
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ICH URL.: https: //www.ich.org/
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Global Situation

In the 2000s, a dramatic progress in the digitization, electronic transmission,
and communication of data using EDC (electronic data capture) and
information and communications technology, which gradually provided a
technological foundation for clinical trials in distant countries.

« The number of multi-regional clinical trials with 3 or more participant countries
began increasing starting in around 2004

« There was also an increase in participation by countries where clinical trials
were inexpensive to implement (including countries unfamiliar with clinical
trials), with a reduction of development costs as the main motivating factor.

«  Currently, almost all clinical trials in the field of cancer research are conducted
as MRCT.

Cited from: CRC Textbook. Multi-regional clinical trials - Background and Future - Osamu KOMIYAMA
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CRC Support In MRCTs
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Characteristics of MRCTs

-  CRCs encounter a diverse range of people, such as study sponsor,
CROs, and vendors, involved in MRCTs.

-  Because of the large number of people involved in trials, the
various adjustments required during the preparation period within
the medical institution implementing the trial are often complex;
therefore, it is important to understand these systems and their

roles when starting clinical trials.

Cited from: CRC Textbook. Multi-regional clinical trials - Operating in medical institutions - Kaori Watanabe

Secondary use of any contents of this site for commercial purposes is prohibited. ICRweb: https://www.icrweb.jp/icr_index.php?lang=en



Sponsor Characteristics

- When a foreign-registered company headquartered overseas
utilizes the functions of its branch in the country where the trial is
conducted

- When an overseas venture company requests CROs to
implement the trial

- When a domestic company conducts a trial in cooperation with an
overseas company

Cited from: CRC Textbook. Multi-regional clinical trials - Operating in medical institutions - Kaori Watanabe
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Skill Required By CRCs in MRCTs

- IT support

- Ability to implement clinical trials based on ICH-GCP, and respond flexibly

while satisfying the regulatory requirements of each country

Example) Matters related to COI (conflict of interest), inspection certification, long term storage of essential
documents, etc.

- Mutual understanding in various areas, as CRCs must often respond to
problems caused by cultural differences, including differences in medical
conditions, language, and interpretation of events.

It is essential for the trial to comply with ICH-GCP and the regulations in each
country

Cited from: CRC Textbook. Multi-regional clinical trials - Operating in medical institutions - Kaori Watanabe
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Skill Required By CRCs in MRCTs

= Communication
A certain level of English language proficiency

Holidays in each country and time differences

» Understand the differences by the start of the trial
Feasiblility check and institution selection by study sponsor

Clinical Trial Agreement

Cited from: CRC Textbook. Multi-regional clinical trials - Operating in medical institutions - Kaori Watanabe
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Document-related

Document example (From 2021 Multi-regional Clinical Trials Pocket Reference Collection)>

© Feasibility Assessment

Form FDA 1572

DEPARTHENT e

o RO
O
] ] ] STATEMENT OF INVESTIGATOR o e
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(See instuctionsonreverse se.) e eng e
e R R o
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THE DRUG F ONE OF THE FoL and approain 21 CFR Pt 28 aremet.
O cumcuumviae ] Ot et ot cuanctns
5 WAVE ATDADDRESS OF ANY NEDIGAL SCHOOL, FOSPITAL, OF OTHER RESEARH FAGILTY CowmusTon

©Form FDA 1572 is a document required for | &= - ===
an Investigational New Drug Application (IND) |- ;
in compliance with US-FDATitle 21 CFR Part = _ = = S
312 and is named as the Statement of —
Investigator.

Cited from: CRC Textbook. Multi-regional clinical trials - Operating in medical institutions - Kaori Watanabe

INSTRUCTIONS FOR COMPLETING FORM FDA 1572

www.fda.qov/media/71816/download
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http://www.fda.gov/media/71816/download

Financial Disclosure Form (Example)

Document-related e

Document example (From 2021 Multi-regional Clinical Trials — = =
Pocket Reference Collection)>

© The Financial Disclosure Form has been required
since February 1999 for filing a drug approval E————
application in the US, in compliance with FDA -
Title 21 CFR Part 54.

© Laboratory Certificate supports the eligibility of

necessary testing equipment and reliability of the
test data, and is certified by a third party

| | | | | | | 7&72”“\ru“u“ Septembor 27, 2012
Cited from: Multi-regional Clinical Trials Pocket Reference Collection

f]al}iké‘r?ﬁ‘&reditation Board
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Document-related
Document example (From 2021 Multi-regional Clinical Trials = =
Pocket Reference Collection)> =
© The Delegation List is a document prepared describing how the

principal investigator will be delegating subdivided clinical trial duties
to appropriate individuals as the trial progresses. | v

Trained/Qualified Staff Cantinued

;;;;;;

Pegezors

© Investigator Agreement: In the US and Europe, a clinical trial
agreement may be established directly between the principal -
investigator and sponsor. The Investigator Agreement may also e e e I P =
contain content regarding the protocol agreement and clinical trial
contract.

Prinitiaks and

© Training log — |
Cited from: Multi-regional Clinical Trials Pocket Reference Collection hitps: /imyscrs.orgllearming-campus/site-management.

modules/#forms
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IRB Materials

- Informed Consent Form(s)

Created in English as a study level ICF and translated into local
language as country level ICF by sponsor.

Modifications by institutions should be approved by sponsor.

Time-consuming work for Pl and CRC

Cited from: CRC Textbook. Multi-regional clinical trials - Operating in medical institutions - Kaori Watanabe
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Points To Note During Clinical Trials
- Maintenance of IT environment

- Confirmation of laboratory and imaging test requirements

- Management of lab kits/materials

Cited from: CRC Textbook. Multi-regional clinical trials - Operating in medical institutions - Kaori Watanabe
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Points To Note During Clinical Trials

- Management of the test materials

KL Important point>

— Alarge volume of materials may be sent at once; therefore, confirm in advance how much material can be delivered and
secure a storage location.

— When requesting materials, consider national holidays in the country preparing the material: For example, if the
materials are made in China, they may not arrive in time if the request coincides with the long break at the
commencement of the Chinese New Year.

Cited from: CRC Textbook. Multi-regional clinical trials - Operating in medical institutions - Kaori Watanabe
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Points To Note During Clinical Trials

- Delivery and management of the investigational product

Logger
Cited from: CRC Textbook. Multi-regional clinical trials - Operating in medical institutions - Kaori Watanabe
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Points To Note During Clinical Trlals i

temperature 1~30C

- Investigational product temperature

control
Oral medication: Cold storage 2-8C

Cited from: CRC Textbook. Multi-regional clinical trials - Operating in medical institutions - Kaori Watanabe
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Points To Note During Clinical Trials

- Investigational drug temperature Thermostat chamber

The internal temperature is controlled at a constant
control temperature for long periods of time
In this hospital, the temperature is set at 20°C (changes
between 19-21°C)

Oral medication: Thermostat chamber 20°C

Why is a thermostat chamber needed?

Room temperature in Japan is 1-30°C

Room temperature overseas is 15-25°C

The temperature in the dispensing room of this hospital
(room temperature) is 22—-28°C

The temperature of the room exceeds 25°C, and therefore
this is a case of temperature deviation!

!
Investigational products that cannot be stored under
refrigerated conditions (2—8°C), but must be stored at 25°C
or lower, are stored in a thermostat chamber

Cited from Pharmacy Department student training materials
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Points To Note During Clinical Trials

Injection: Freezer -80°C

- Investigational product temperature  m—eas
control Injection: Refrigerator |

pHcbi o =
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Points To Note During Clinical Trials

- Investigational product temperature control

s
s
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Points To Note During Clinical Trials
- Drugs

- Patient guidance

Oral medication (bottle) = Oral medication (box) Injection

Sen,.

Cited from: CRC Textbook. Multi-regional clinical trials - Operating in medical institutions - Kaori Watanabe
Cited from Pharmacy Department student training materials
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Points To Note During Clinical Trials

Subject recruitment, progress management, and safety information
management

© Phase 1 (early phase)
There are few subjects, and thus communication with study sponsor and
each participating country is essential
Prompt data input in EDC is mandatory
Participate in regular meetings with sponsor and update study progress

© Phase 3
Confirm the number of subjects required in each country

Confirm the state of progress with the sponsor and respond
accordingly
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Response After The Trial s Complete

- Document management

- Preparation for supporting FDA inspections, EMA
iInspections

FDA inspections website

https: //www.fda.gov/inspections-compliance-enforcement-and-
criminal-investigations

EMA inspections website
https: //www.ema.europa.eu/en

Participate in meeting

Cited from: CRC Textbook. Multi-regional clinical trials - Operating in medical institutions - Kaori Watanabe
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Summary

- More clinical trials are now being performed on a multi-
regional scale to eliminate drug lag

- Preparations in your own institution are essential for
conducting MRCT

- CRCs are required to understand and respond to regulations
In other countries, the GCP, and the regulations in their own
country
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